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UNITED STATES DISTRICT Court
FOR THE DISTRICT OF NEW JERSEY

SENTU PHARMACEUTICAL CO., LTG.,
BAUSCH & LOMB, INC,, BAUSCH AND
LOMB PHARMA HOLDINGS CORP.,

Plaintiff, CIVIL ACTION NUMBER:
14-667 (08s /RHH)-vs-

LUPIN LID., LUPIN
PHARMACEUTICALS, INC.,

Defendants.
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LOHB PHARMA HOLDINGS CORE. ,

Plaintiff, CIVIL ACTION HUMBER:
14-4149 (JBS/RMW)-vs-

LUPIN LID., LUPIN
FHARHACEOTICALS, IRC. ,

Defendants.

Hitcheli H. Cohen United States Courthouse
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Camien, New Jersey 08101
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— CHIEF JUDGE
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PLAINTIFF EXHIBITS JTX-001, ITX-006, JTX-210,
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EVIDENCE

DEFENDANT EXHIBIT PTX-1254 WAS RECEIVED IN
EVIDENCE

DEPUTY CLERK: Alt cise,

THE COURT: Good morning.
Be seated.

Just a moment,

Welcome to everybody. We're here to commence the

nonjury trial it Senju Pharmaceutical vs. Lupin and Senju

Pharmaceutical vs. Ianopharma, the Civil Action Numbers are

14-9567, 14-4149, 14-5144, 15-335, and also 14-6893, and
45-3240.

Let me ask trial counsel] te please enter your

appearances. Here I’m just asking for the appearances of

those who are likely to speak during the course ofthe trial.

$o let's begin with the plaintiffs,

MR. LIPSEY: Charies Lipsey, Finnegan, Henderson, for

the plaintiffs.

MR. DINER: rian Diner, your Honor, Finnegan,

Henderson, for the plaintiffs.

MR. HASFORD: Justin Hasford, your Honor, Fianegan,
Henderson, also for the plaintiffs.

MS. LEBEIS: Jessica Lebels of Finnegan, Henderson,

alsa for the plaintiffs.

MR. SUKBDUANG: Sanya Sukduang, your Honor, from

Finnegan, Henderson, on behalf of plaintiffs.

MS. FUJIWARA: Chiaki Fujiwara for plaintiffs Senju,
et al., from Finnegan, Henderson.

United States District Court

Camden, New Jersey
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THE COURT: I'm sorry, can you spell your name for

me? Did you sign in?

MS. FUJIWARA: Chiaki Fujiwara.

THE COURT: Oh, yes. Thank you.

MS. CHUDEREWICZ: Melissa Chuderewicz from Pepper

Hamilton on behalf of plaintiffs.

THE COURT: Next on behalf of Lupin.

MS. HOLLAND: Good morning, your Honor.
Elizabeth Holland of Goodwin Proctor.

MR. PATUNAS: Good morning, your Honor.

Michael Patunas, Patunas Tarantino.

MS. RAPALING: Good marning, your Honor.

Emily Rapalino of Goodwin Proctor.

MR. MARGOLIS: Good morning, your Honor.

Dan Margolis with Goadwin Practor.

MS. DAUGHTRY: Natasha Daughtry of Goodwin Proctor,

THE COURT: And then on behalf of Innopharma.

MR. MUKERJEE: Deepro Mukerjee of Alston Bird, your
Honor.

MR. SODERSTROM. Lance Soderstrom of Alston Bird,

your Honor.

MR. MALIK: Jitendra Malik with Alston Bird, your
Honor.

MR, CALMANN: Arnold Catmann from Saiber.

THE COURT: Good morning.
United States District Court

Carden, New Jersey
10

All right. Are there any questions about the logistics

of trial before we begin? Did anything come up that requires

my attention that would make you more comfortable to speak to

it at this point in time?

MR. LIPSEY: Not for plaintiffs, your Honor.

MS. HOLLAND: Wot for defendants, your Honor.

THE COURT: Okay. You'll recall that there were
three motions in limine in which I reserved decision and I'd

prefer not to take the time now to address them in an orai

Opinion, but I will either at the end of the day today or else
tarnorrow.

And there's one motion in limine by the plaintiff,

which wasactually the plaintiff's second motion in limine, it

was to preclude evidence or argumentthat the plaintiff's

asserted patentclaims are invalid as obvious based on

plaintiff's internal documents and specifically identified

non-prior art information. This was Docket Number i161. And

I'm denying that mation. I’m denying that motion without

prejudice to raise any specific objection and I'm daing so for

reasons that will be stated in the oral Opinion.
The defendants had two motions in limine. Their first

motion in timine ts to preclude evidence consistent with

admissions in the patent specifications. This was at Docket

item 167 in the lead case. And that mation is also being
denied without prejudice. What's consistent and inconsistent

United States District Court

Camden, New Jersey
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can only be determined on an item by item basis, and there's
much in dispute about what is admitted and what’s not

admitted, quote, unquote, ia the patent specifications. So I

will, again, explain the reasons in an oral Opinion.
The third motion is the defendant's second motion in

limine to preclude evidence of alleged unexpected results.
This is Docket Item 169 in the fead case of 14-667. And that

mation also is going to be denied. It's being denied because

there's a very deep factual dispute about what's expected,

unexpected, the degrees of difference, and whether the

unexpected result was a change in kind,all of that needs to

be explored at trial. And, again, f'll flesh out these

réasons in on oral Opinion.

Any questions so far?

MR, LIPSEY: Not for plaintiffs, your Honor,

THE COURT: Okay. There is also an appeal fram Judge

Williams’ order regarding attorney/client privilege, and on

that I would like to hear oral argument, not at this time

because I know thatit's unlikely you'd be prepared to do so

now. I would have the oral argument at some point tomorrow,

if you need a day to decide who's going to argue it and

collect your thoughts on that, aad also to see if there's any

way it can be worked out overnight.

Would you rather have it at 9:15 or at 4:30? I'm open
to either.

United States District Court

Camden, New Jersey
72

MS. HOLLAND: Either oneis fine with Lupin, your

Honor, Whateveris preferable to you.

MR, LIPSEY: If possible, 4:30. But, if not --

THE COURT: Gkay.

MR, LIPSEY: -- whatever is convenient for the Court.
THE COURT:

4:30, then we'll do 4:30 tomorrow,

No, if there's a preference then for

So 4:30 on Tuesday afternoon wewill have oral argument

on the defendant's appeai! from Judge Williams' determination

recognizing the attorney/client privilege,

Before we leave that topic, I don't see that the issue

of waiver is presented. In other words, there doesn't seem to

have been a dispute presented to Judge Williams about the

operation of the clawback provision that's been argued to me.

But since it wasn't presented to Judge Williams, at least not

that can tell from the papers, there's not a question here

of whetherthe plaintiffs waived their privilege by producing
the unredacted document and clawing it back six months later.

And also I don't believe that there is a question about

work product protection. Work product protection for these

documents was not sought by the plaintiffs, Judoe Williams

recognized it and jumped it together with attorney/client

privilege. I don't think that that’s correct. If the

plaintiffs raised atterney/client protection, then you can

point that out to me in the argument tomorrow. I didn't see
United States District Court

Camden, New Jersey
04/05/2016 07:29:54 PM
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it anywhere in the papers. On its face it doesn’t seem that

the documents would qualify for work product protection. But

the atterney/client privilege dispute is, of course, very much
alive.

T hope that that focuses your arguments for tomorrow.

Do you have any questions about what ['m asking you to
address?

Okay, So are we ready to begin with opening
statements.

MR, LIPSEY: We're ready, your Honor.

THE COURT: Okay. Then, Mr. Lipsey, you may proceed.

MR. LIPSEY: Okay. Fhank you.

May it please the Court, I have some hard copy of my

presentation, which I think the court reporter's mightfind

useful in the transcription, and perhaps the Court and the

Court's clerk might find usefui at some point,

May I approach?

THE COURT: Yes, please.

Thank you.

MR, LIPSEY: How many would you all like?

MS, HOLLAND: As many as you're offering.

MR. MUKERJEE: Charles, do you have any extra copies

for Innopharma?
MR. LIPSEY: I have one.

MR. MUKERJEE: Thanks so much.

United States District Court

Camden, New Jersey
14

MR, LIPSEY: May it please the Court, the case is

about the product Prolensa®, which is bromfenac ophthalmic

seluticn .07 percent. The approved indication is for the

treatment of postoperative inflammation and reduction of

ocular pain in patients who have undergone cataract surgery.

And the Court will be pfeased to recall that while

there are many patents in issue, we have agreed with the

defendants that their right to market this product as a

generic will stand orfall with the outcome on Claim 6 and 20

of the '431 patent, which, in essence, claim formulations in

varying degrees of detail containing bromfenac sodium and

about .02 percent tyloxapoel. And that's what the case will

largely be about.

THE COURT: I'm not disappointed that you narrowed

the dispute.

MR, LIPSEY: We suspected that might be the case.

Nor are we disappointed either, your Honor,

We deal here with cataract surgery. And hapefully it’s

something we all don't have a Jot of experience about.

We have Dr. Trattler whe, unfortunately, can’t be here

till next week, but he can explain to us the detaifs. But as

you can see on the screen, what it involves, in essence, is

cutting open the eye and removing the clouded natural lens and

replacing that natural lens with an artificial one and then

allowing the patient to recuperate, And inflammation results
United States District Court

Camden, New Jersey
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from that abuse of the eye, and we will hear thatit's

important to control that inflammation less there be some very

serious adverse consequences. There's also pain associated,

as you can imagine, with the incision and recovery.

And, as we all know, the eye is ane of the most

sensitive organs in the body to begin with. And whenit's

been surgically damaged,it's even more so. And the drugs

that are used to treat this inflammation are administered, at

least in the case of the product here, as drops directly into
the eye.

And so there are some complications and challenges in
preparing such a formulation and our evidence will focus on

these. These comelargely out of the Ogawa patent, which is

the principal piece of prior art.

You have to have a clinically effective ingredient.

The key is to get the ingredient ta penetrate the eye

to get to the tissues that need to be prevented from
inffammation,

Maintenancein the eye of clinically effective

concentration is difficuit because the surface area of the eye

is quite small, the length of time the drug is actually in

contact with the surface area is quite small, and so there’s a

challenge getting an adequate amountof drug into the eye.

Irritability, of course, is an issue in @ surgically

compromised eye, stinging and burning principally, and most of
United States District Court

Camden, New Jersey

the evidence will focus on that,

And then there are questions of the stability of the

formulation. We'll hear that making liquid formulations is a

more difficult proposition than making a solid oral dosage

form. Things happen more readily when drugs are in solution,

reactions can occur which don’t normally occur when they're

dry, they can occur more quickly, the varicus ingredients can
interact with each other. And $olife is difficult in the

liquid formulation world and even more so in the ophthalmic
formulation world,

There are two kinds of stability that we'll be talking
about. One is chemical stability and that is the active

ingredient actually getting degraded and broken down into

something that's not an active ingredient and there’s several

reactions, chemicareactions by which that can occur. One

we'll be talking about is oxidation. Another is hydrolysis,

And then there’s the question of the physical stability

of the formulation, and that tends to manifestitself by the

formulation having a cloudy appearance when the ingredients

actually start to separate from each other, And there will be

some testimony about that as well.

There is in the world of ophthalmic formulation a

dizzying array of ingredients that can be contained or are

available as options for inclusion. I've listed some of them

here on Slide 5 that I've extracted directly from the
United States District Court

Camden, New Jersey

 
4 of 92 sheets



aNOOfFWwNK=
w

on~aoaanhwhya
oo

5 of 92 sheets

7

documentary exhibits that will be coming into evidence. And

these are categories, these are functional categories, and

within each of those categories there are a very large number

of different chemicals that are used in this regard. There

are entire books written describing each of the various

chemical options and how theydiffer from each other and,

indeed, they do differ from each other.

And we'll be guided through that morass by Dr. Rebert

Williams who is Ph.D. in pharmaceutics. He is the Johnson &

Johnson Centennial Chair at the University of Texas in Austin.

He has more than 400 publications. His research focusis in

development formulation and delivery of drugs. And, in

essence, what we're going to hear from Dr. Williams is that

the mantra, oh, that's routine experimentation, which most
defendants in caseslike this advance and which the defendants

here have advanced, is in the case of aphthalmic formulations

is a gross oversimplification of what happens. The individual

components can interact with each other in unpredictable ways

and affect their properties in unpredictable ways, each drug

has to be considered based on its own unique properties. And,

as he will say more eloquently than 1, knowing the abjective

and getting there is often separated by trial and error,
failures and frustration.

Now, there are also chemistry aspects to the case.
What we have on Slide 7 here are the structure of some of the

United States District Court

Camden, New Jersey
18

molecules that we'll be talking about. The ones on top are

anti-inflammatory drugs and they are, more specifically, what

are called in the trade nonstercidal anti-inflammatory drugs.

The initials N-S-A-§-D-S being amalgamated by people, and

probably by us at the trial, as NSAIDS. And when we refer to

NSAIDS, that doesn't tell us what the structure of the

molecule is, your Honor, it tells you what the therapeutic

class is and that's to distinguish them fram molecules which

have been used before such as steroids. Steroids are very

powerful drugs that fave a whele constellation of potentially

adverse side effects and we are not talking about steroids.

Now, we will be led through this issue by Dr. Steve

Davies who has a Ph.D. from the University of Oxfard. He is

the Waynflete professor of chemistry at the University of

Oxford. He's got 550 publications. And his research include

organic and medicinal chemistry.

And the defendants were kind encugh to share with us

some of their slides, and I've used one here becauseit

highlights 1 think what the difference in the proofs are going

to be, at least the difference in the focus of the proofs, and

that is defendants’ arguments and evidence largely will focus

on these molecules as if they're fungible marbles or bowling

balls all with this carboxylic acid group, which is the C,

double-bond G, OH you see and which they have emphasized as

their theory of the case requires. And the fact of the matter
United States Disirict Court

Camden, New Jersey
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is our evidence will focus on the importance of structural

differences elsewhere in the molecule, all of which need to be

considered in assessing what can be expected of that molecule

and what is unpredicted fram that molecule.

And one of the concepts that Dr. Davies is going to

teach us about, which is important here particuiarly in these

aqueous systems, is the concept of hydrogen bonding. And

this, when I tried tc learn it in high school, escaped me

completely until I realized that the water molecule looks like

Mickey Mouse. It's got a big oxygen atom,it's got two little

hydrogen atoms, H,O, But the hydrogen atoms are not equally
spaced on the molecule, they're actually both on one side of
the molecule and that causes one side of this mejiecule where

the Mickey Mouse ears are to have a partial positive charge

and the end that has the big oxygen atom hasa partial

negative charge and that allows water whenit is in the liquid

form for those molecules to attract each other through

aydrogen bonding, the slightly positive hydrogen atom being

attracted to the slightly negative oxygen Mickey Mouse face,

And that's what makes water such a marvelous solvent, is those

molecules actually stick together and that explains why the

boiling point of water is as high as it is for such a small
molecule.

And those same kinds of interactions can occur between

water and organic chemicals and, indeed, between different
United States District Court

Camden, New Jersey
20

organic chemicals because a numberof the functional groups,

which Dr. Davies is going to telf us about, have that same

property of having a partial positive charge on one end anda

Partial negative charge cn the other. An important one that

we'll see in a lot of these molecules is the carhonyl group,

which is in the center here. And again, the oxygen that’s

hanging out in the space in the air has a partial negative,

that's where the electrons like to be, as Dr. Davies will

explain, the rest of the group has a partial positive charge.

And so whenthatis in an aqueous énvironment, the ears of

Mickey Mouse, two of them actually, can associate themselves

or becomeclosely associated with that slightly negatively

charged oxygen.

And the same thing happens with, expect in the opposite

direction, with the molecule or functional group known as a

primary amine, which we have here on the right. And there --

now the hydrogen atoms there have a partial positive charge,

the nitrogen has a partial negative charge, and so the face of

Mickey Mouse can now associate with those positively charged

hydrogen atomsin that primary amine. And this hydrogen

bonding that goes on can increase the solvation, the

association of water solvent with these molecules, alter

substantially their sclubility, it can also alter the

interaction with other excipients that may be in the drug

product, which also have slightly polar moieties.
United States District Court

Camden, New Jersey
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And what Dr. Davies will teach us is that you now look

at these molecules aot like fungible bowling balls with acid

groups but loak at them as a whole. And he will show us that

there are indeed different numbersof different types of and

different arrangements of these molecules that are capable of

engaging in hydrogen bonding. And those are highlighted here
in red.

And you can see that for bromfenac, which is the

molecule we're interested in, as Dr, Davies will explain,

there are really more opportunities for hydrogen bonding with

that molecule than for any of the others we're likely to

discuss. And a particular feature of this molecule is that

primary amine, that NH, group that’s there, which is not
shared by way of these other molecules.

While we have these up, there are two other molecules

that we'll talk about. The one on the bottom is not really an

NSAIDat all but it has come into play because at one point

earlier in the case the defendants were relying onit te

suggest the invention was obvious, And then this nepafenacis

a horse of an entirely different color, you can see it doesn’t

have that carboxylic acid group at all. And, in fact, that

molecule as it sits is not an active drug. In order to work,

it has to be delivered into the eye and then enzymesin the

eye actually will convert that into something that can operate

as an anti-inflammatory.
United States District Court
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Something else we'll taik about are surfactants. And

surfactants, as the word sounds,it's kind of a made up word.

Surface active agent intends to refer, as we will hear, to

molecules that could alter the surface tension of a liquid,

particularly water in our case. And the simplest and clearest

example of a surfactant, just to get aur feet wet, no pun

intended, is soap or detergent. And we have here the

simplified demonstrative exhibit. And the surfactants tend te

have one end, it is water living, hydrophilic is the word you

may hear, and another end,it is oil loving, oleophilic or

water hating, hydrophobic, and they can associate into these

sphericai, not always spherical, but these arrangements

whereby the ends that like to be in water are near the water

and other ends are all associated with each other and can hold

other molecules that are not readily soluble in water in that

area. Just add soap or detergent can hold oil droplets that

are not soluble in water, in solution in water so we can wash

them awayoff the dishes.

Now, my diagram here, the ends that are water loving
need not necessarily be globular, they might [cok like tails,

but they are nonetheless water loving. And the ends that are

oil soluble need not look like tails, they might in fact be

globules and some are in someof the molecules we'll see. But

the concept is the same and Dr. Davies will explain that to
us.

United States District Court
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And what he is particularly going to explain with

surfactants is there is a large numberof them, they vary from

each other in structure and their properties are different

and, therefore, what interactions, if any, they're going to

have with complex systems with many different components is

unpredictable. And we doen't really need to take Dr. Davies’

word for that because right out of the documentary evidence

that he has cited, we have the quote. And this particular

article happens to have been cited in other patent cases that
have dealt with surfactant.

"The range of available surfactants is wide, and so,
too, are the mechanisms of solubilization and the effects the

surfactants have on the solubilized material. Examples are

knewn of enhanced drug activity and of inactivation, of

increased stability, and instability; the interactions of the

surfactants with components of the body must also be
considered."

And the point is that’s a complex and unpredictable

world, which bears directly on the issue of obviousness, which

your Honor will have to decide.

Now, these are some of the -- these are models of some

of the surfactants that we'll be talking about. And every

time we draw one of these structural formula, we put a model

on the board, it is our best effort, and scientists’ best

effort, a depiction of how the structures differ. Obviously
United States District Court
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the molecules are minusculely small, they're flexible, they

interact with their environment in complicated ways. But this

is the best we can do to try to depict the differences.

The one on theleft is polysorbate 80, that was the

surfactant that was in the closest prier art, which we'll see

in @ moment is the Ogawa patent that actually described

bromfenac eyedrop. And the surfactant, which the inventors of

the “431 patent discovered, had a whole cascade of benefits

for use in the point of 2 percent concentration, is tyloxapol.

You can seeit's structurally exceedingly different and we

contend, and our evidence will shaw you, could not have

predicted that molecule would have positive effects in a
bromfenac formulation.

Some others that we will see are these octoxynol
melecules, which are structurally similar, at least in the

globular end, which in this case happens to be theoil loving

end, and they vary from each other simply in the length of the
tail, which is the water-toving tail. The red atarns are

oxygen atoms and the presence of the oxygen atoms in these

tails causes them to be associated easily with water, as Dr.

Davies will explain, and as you can see from the structure of

those molecules that they do not look like either polysorbate

80 or tyloxapol.

Now,there are also medical issues, as one might

imagine, with treating postsurgery inflammation in the eye.
United States District Court
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We will be guided through those by Dr. Trattler, as I've said,

who will be here next week. He has specialized in cornea and

cataract surgery since 1997, been an investigator on nearly 70

clinical trials for ophthalmic products, including bromfenac.

He conducts about 60 surgeries a month, and has actually used

many of the drugs that are both in the prior art as well as

Prolensa®, and will be here to tell us how important some of

the differences between them are. And again, part of what he

will teil us is also reflected in the prior art documentary
evidence.

And there are two principal medical issues that come

up, anc the first is really captured here by Bowman whichis

one of the references they had originally cited te us. And

Bowman points out that there are problems with these NSAID

agents, and that is, that stinging and burning sensations are

commonly experienced during thefirst few minutes after

topical administration on the eye. Not only are patients who

experience such stinging likely to avoid reguiarly taking

their medication, they also receive less benefit from each

application. Specifically, the stinging causes tearing which

washes away the drug. Having physically removed a portion of

the drug fram the eye by tearing, the bioavailability of the

drug is reduced.

Soa, the stinging and burning issue, which ts somewhat

downplayed, understandably, by the defendants, is an important
United States District Court
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medical issue and will be the focus of some of cur testimony.

There’s a second issue that arises, and it too emerges

from the prior art, and this is the Yanni publication. And in

specific reference to the family of molecules ta which

bromfenac belongs, he points out that relatively high

concentrations of these drugs are often needed to achieve

corneal penetration rates sufficient to provide effective

intraocular drug concentration. Such high drug concentrations

are generally not desirable as they may provoke ocular

irritation and discomfort, particularly in the surgically

damaged eye.

That brings us really to the closest prior art, which

is there was an original bromfenac formulation, and it was the

subject of the Ogawa patent, which will be coming into

evidence and much discussed by both parties. And Oqawa noted

the problem right off the bat in referring to these molecules,

that these molecules are unstable in an aqueous solution with

the optimal pH range for the focally administrable therapeutic

composition,

Now, pti refers to the acidity or alkalinity of the

system. A pH of 7 is neutral; it's water. Numbers below 7

are acidic; numbers above 7 are alkaline. And it's an

exponentia? scale, which means that when you go From 7 te 8 or

fram 8 to 9, that's a tenfold increase in alkalinity. So, we

have to look at those numbers quite carefully. Even when they
United States District Court
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are separated from each other by semething like .5, that still

is a threefold difference in terms of the alkalinity or

acidity that you are dealing with, and we'll hear about that,

So, that was the problem that Ogawa acknowledged, and

specifically what he found out was that when he made up these

formulations with bromfenac and subjected them to long-term

stability tests, he found these red insoluble matter in it,

and we pointed out the sections in Ogawa where that's

mentioned. And what you will hear in the testimony is that

when there's a color change like that, that's almost always

the indication of some kind of chemical degradation, and most

particuiarly of an oxidative chemical reaction that results in

that color change.

So, what Ogawa was concerned with was a chemical

stability problem, not a physical stability problem. And we

will see, as we go through the evidence, there are some

patents that deal with cherica? stability. Ogawa deals with

the problem with this red junk showing up in his formulation,

a chemical stability problem. Same of them deal with physical

stability problems where the ingredients separate from each

other and the formulation may become cloudy.

So, what did Ogawa do? Ogawa found out thatif you

include in this formulation polyvinylpyrrolidane, which in

some of the documents is referred to as povidone, they are the

same thing, and sodium sulfite, when thase coexist with
United States District Court

Camden, New Jersey
28

bromfenac, then a change in appearance was not observed atall

and the decamposition of compound was not observed either. Ik

was found that the stability was remarkably enhanced. Thus,

there can be successfully obtained a stable aqueous

composition containing the compounds with his

polyvinylpyrrolidone and sulfite.

Now, he noted nonetheless, and herein lies the rub with

Ogawa, he noted nonetheless that the pH of the ophthalmic

composition, according to the invention, has to be selected

with due consideration paid to stability, on the one hand, and

topical eyeirritativity of the active ingredient on the

other. And the question, of course, is where -~- what was the

best Ogawa could do with that formulation, and we have

substantial evidence on that, and that is a formulation which

I think af this point both sides acknowledge embodies the

invention of Ogawa, was introduced into the market in Japan in

2000. [tf was described in a printed publication here, this

New Drugs in Japan in 2001, and you can see that it's got the

sodium sulfite, it has the povidone, which is

polyvinylpyrrolidone, and we can see that the best they could

do was a pH of 8 to &.6. 8.3 is right in the middie of that

range. And the problem was that when they took that

formulation inte the clinic in the clinical trials in Japan,

and this is reflected in that same document, they got stinging
and burning, which they acknowledged.

United States District Court
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And we have substantial evidence about that property of

these farmulations, that same -- a formulation with those same

ingredients was introduced in the United States as Xibrom®.

You can see we now have more detailed information about the

pH. The pH was 8.3. And in the U.S. clinical trials for that

product, that was a twice-a-day drug, administered two times a

day, again, in the clinical trials, stinging and burning

emerged.

’ There was then introduced a once-a-day farm of that

same formulation, and when that was subjected to clinical

trials, again, as we saw, that was called Bromday@, and when

that went into its own clinical trials, still there was

burning and stinging noted.

So, that then brings us to the contribution of the '431

patent which is, after all, the major focus of our attention

here today. And the Sawa ‘431 patent tells us in part exactly

what he's after. It is an object of the present invention to

provide an aqueousliquid preparation of bromfenac which is

stable within a pH range giving no irritation to the eyes.

And he tells us exactly what he did to get there. He has

discovered that by adding tyloxapol to bromfenac, the aqueous

solution becomesstable within a pH range giving noirritation

to the eyes.

Now, as we said before, tyloxapol is a surfactant.

When you look back at the published Bronuck® formulation, you
United States District Court
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can see that the surfactant used there was called pofysorbate

80, and our evidence will show, your Honor, there wasn't a

shred of evidence that the problem -- or there was any problem

with Ogawa's formulation arising from the surfactant that

happened to be used. And I think we've aiready seen that the

tyloxapcl looks nothing iike polysorbate 80.

And there was, fn fact, a commercial product introduced

embodying the Sawa ‘431 invention. It is called Prolensa@.

It is the subject of this lawsuit. And there are some

important things to notice right off the bat, which is instead

of .09 percent, they were able to reduce the amountof drug to

-07 percent. Instead of a pH of 8.3, they were able to reduce

the pH to 7.8. That's that .5 difference on the iogarithmic

scale which is about a factor of 3 in terms of the acidity.

And it had tyloxapol. And lo and behold, when that drug was

carried into clinical trials in the United States, there is no

reference to burning and stinging, the side effect having been

effectively eliminated.

Now, we will see also that the scientists and doctors

who conducted those clinical trials published and commented

upon the results of their studies. Defendants criticize this

work saying, oh, Bausch & Lomb sponsored the clinical trial,

but the fact remains, your Honer, these are distinguished

doctors and scientists, and all cf these publications appeared

in peer-reviewed journals. This particular one from Baklayan
United States District Court
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is (a the Clinical Ophthalmology peer-reviewed journai, points

out the decrease in drug concentration arising frorn the change
in pH, noting that it led to similar, and in the case of

scleral tissue, increased penetration of ocular tissue studied

when compared to the .9 percent of pH 8.3. And that the

lowering of pH increases the unionized fraction of drug, which

can lead to enhanced corneal permeability. Additionally, the

reduction of pH to a more physiological level could reduce the

potential for discomfort and irritation.

So, that was the first problem that the prior art noted

about the discomfort andirritation, and then we will also see

that Baklayan also noted --

THE COURT: Excuse me, Mr. Lipsey, before you do

that, can you go back a slide to slide 37?

MR, LIPSEY: Certainly.

THE COURT: It mentions eye pain. Do we know that

eye pain is different fram irritation and --

MR. LIPSEY: The burning and stinging.

THE COURT: -- burning?

MR. LIPSEY: The burning and stinging is a distinctly

identifiable side effect, as you can seein all the prior

trials. And my understanding is that the FDA is the arbiter

of what needs to be in as an adverse indication and what
doesn't.

TRE COURT: Can a patient discern that in the test?
United States District Court
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MR. LIPSEY: The burning and stinging?

THE COURT: I have merely burning, ] don't have eye

pain, or vice versa?
MR. LIPSEY: Just frorn the fact that it’s

differentiated throughout the otherclinical trials, and since

it is specifically called out in the prior art, the burning

and stinging is a distinct feature, my assumption is yes. And

i'm sure when we get Dr. Trattler here, we can ask him that.

THE COURT: Okay. That will be helpful, Thanks.

MR, LIPSEY: So, — won't burden the record. We've

got publications from Dr. Walters in the peer-reviewed

Ophthalmology, making more or less the same points. Dr.

Silverstein in the peer-reviewed Clinical Ophthalmology, again

pointing out these benefits. Dr. Rajpal in the peer-reviewed

journal Patient Preference and Adherence, again pointing out

those benefits. And there is substantial evidence, which the

Court will see, laying those benefits squarely at the feet of

the use of .02 percent tyloxapol.

And what we have here on slide 43 is the original data

underlying Table 1 in the '431 patent, and the left-hand

columnis the test specimen using polysorbate. The columns on

the right are various amounts of tyloxapol.

This test is being done at pH 7, which is @ stringent

test of stabilizing ability at lower pH. And what you can see

is that the surfactant used in Ogawa, there was basically half
United Stales District Court
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of the material was destroyed after the four week test,

whereas with .02 percent tyioxapol there was almost $0 percent

still remaining.

Andinteresting trend emerged from that data, which you

will hear testimony about, and that is, counter-intuitively,

when you graph that data out and take a look at it, you see

that the stability actually goes up as the concentration of

tyloxapo? goes down, To the extent the defendants contend

that, well, it would be obvious to use low amounts, the reason

pecple use low amounts is because they want to find the

minimum amountthat's stil effective. In other words,

everybody assumes a ict is good. The question is how little

will still be just as gocd as a lot, and the evidence here

shows exactly the opposite trend.

There is also evidence that tyloxapol at 02 percent

provided such a significant increase in stability over

polysorbate 80 that you didn't need fo use the sodium sulfite

that Ogawa had said was so important. And what we have here

on slide 45 is some evidence comparing the Bronuck®
formulation to the formulation with .02 percent tyloxapel that

does not have that sulfite. Now, this test was done at a

higher pH.

And then we have also the evidence whichis actually

embodied in Table 2 of the patent where, again, .02 percent

tyloxapo} formulations, again has a pH of about 8.15, all had
United Stafes District Court

Camden, New Jersey
34

in excess of 90 percent of the drug remaining after that

accelerated stability test of four weeks at 60 degrees C, and

Ogawe himself points out in the patent that when you have more

than 90 percent remaining, that's sufficient stability for

eyedrops.

There are also benefits that flow from the .02 percent

tyloxapol in terms of preservative efficacy that we will hear

about. And this is the data actuaily embodied now in Table 3

of the patent and also in underlying documents interpreting
the results.

Basically, the Ogawa formulation was perfectly goad for

Japan. It met the preservative efficacy standards for Japan.
It met the standards for the United States. In internal

research, which is not part of the prior art, they studied the

question, they were going te go introduceit in Europe, andit

turned outi€ didn't meet the European Pharmacopoeia standard,

which is more stringent than the U.S. or the Japanese
standard.

There are two parts to that standard. There's a partA

which I understand to be the target or goal in terms of

preventing microbial growth in the solution; and there's a

somewhat laxer standard B which is a, for lack of a better

word, acceptable standard. And you can see that the Ogawa

formulation with .£5 percent pelysorbate didn't meet either,

whereas that formulation with .G2 percent tyloxapo!, even
United States District Court
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without the suifite, passed them bath. And interestingly,

when you up the concentration of tyloxapol te .05 percent,
while it passed the lesser standard B,it failed the more

rigorous standard A,

So, that brings us really to the heart of our case,it

being important to us for our evidence not just to snipe at

whether defendants have met their burden of proof, anditis,

indeed, their burden of proof on the issue ofvalidity, but to

really show the wonderful and unexpected cascade of benefits

that flow from using .¢2 percent tyloxapol, We see thatit

permitted a reduction of pH from &.3 to 7.8, which is more

than @ threefold difference; increased ocular penetration;

reduced by 22 percent the amountof the active drug that

needed to be used; effectively eliminated stinging and

burning; reduction by eightfold of the surfactant toad from

-15 to .02; reduction of exposure of damaged oculartissue to

active drug and surfactant; improved patient compliance;

increased preservative efficacy; and eliminated, if desired,
the need to use the sulfite. And we will contend and our

evidence will show that those are unexpected beneficial

results, they are important, and that they could not have been

predicted, and they highlight the unobvicusness of using .02
percent tyloxapel.

Now, the argument will be made and has been made and I

expect we will hear evidence that these don‘t matter, that the
United States District Court
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reduction of burning and stinging isn’t important. And what

you will hear from Or. Trattier is that burning and stinging

matters to his patients, and since it is a compliance issue

and you don't know wha is going to have the compliance issue,

and since there are consequences, potentially serious side

effects that come from not taking the medicine, that it is

important to absolutely minimize stinging and burning,

And there's aiso the objective indicator of the actions

of these defendants themselves which I think speaks volumes,

and that is, as we have here on slide 50, this is a report

that's up on Lupin's website simply reporting a fact, and that

ig that the criginal bromfenac formulation, the Xibrom@® and

Bromday® farmutation, is available for generic competition

and, in fact, there are generics on the market. And our

evidence will show thatif they thoughtit didn't matter that

those formulations were just as good, they could be on the

market today with those formulations.

And what you will see is that's not what they want.

They want to copy this formulation, and we contend that's

becauseit’s better, and they're not alone, you need look no

further than the docket entrees in this court to see that

there is a veritable who's who of the generic drug industry

endeavoring to copy this product, and that they have, the

defendants here have done so slavishiy. They have copied it

in every detail, even though the FDA regulations would have
United States District Court
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allowed them to make some changes, which if they could have

made andstill have had the benefits, they could have avoided

this suit conceivably altogether.

That brings us te the claims, There are two. A couple

of features of interest. They are dependentclaims and so

both parties have tried to construct them together with the

claims that they depend fram into one coherent body. The

claim calls for an aqueousliquid preparation consisting

essentially of, those are magic words in patent law meaning

excluding things that alter the basic and novel

characteristics of the invention. Thefirst componentis

bromfenac sedium; the second componentis tyloxapol at about

.02 percent for ophthalmic administration.

And interestingly here, because it will come up in some

of the evidence that we see, it excludes these quaternary

ammonium stabilizers other than BAC and benzalkenium chioride,

which is a widely used stabilizer and really is the focus of

much of the defendants' evidence. And cur claims ail require

thatif there is such a molecule, that it be BAC.

The other claim, claim 20, is essentially what I guess

wauld be called in this business a picture claim of the

commercial farmulation far Projensa@®. 1t has alt the

important ingredients, and again specifies tyloxapol having a

concentration of about .02 percent.

And just so that we get oriented, taking a quick peek
United Stafes District Court
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at the prior art, the priority date for this patent

application is January 24, 2003, and that’s the dividing line

between what's prior art and what isn't.

So, in the question of -- the issue here is

obviousness, and the chalfenge, as your Honor knows, and as we

all know, the challenge in obviousness is trying to avoid the

insidious effect of hindsight, it being almost impossible to

fully divorce yourself from knowledge of what the inventor did

in going back and reviewing the prior art, but it is important

to try to do that, But the way this case developed is the

defendants did exactly the opposite.

Guided by what they knew the claim to be, they

basically scoured the prior art looking for every reference

they could find mentioning tyloxapolt in connection with

eyedrops, and many of them had been asserted against us in one

form or another, and as I] understand it, while their opening

is relatively narrow, they have not abandoned reliance on

these, and so I will briefly take a look at thern.

Basically, cur case relies on the fact that the

totality of the prior art, not just little pieces of it which

you might pick out and lock atin isolation, really do not

suggest or provide any likelihood of success or suggest you

could get the benefits we get by substituting .02 percent

tyloxapol into the formulations of Cgawa.

And just as a preliminary matter, their evidence will
United States District Court
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try to create the impression that tyloxapol was commonly used

for ophthalmic NSAID solutions and was, indeed, a household

werd in this field, but the fact of the matter is, I have on

slide 57 all of the ophthalmic NSAID products containing

tyloxapol that were marketed as of 2003, and the short answer

is there weren't any. They were not any.

Now, there were drugs. There was diclofenac, but it

used a modified castor oil. There was ketorolac; it used

semething called octoxynel 9, There was bromfenac, it used

polysorbate 80,

And again defendants were kind enough to share with us

one of their slides, and they have suggested here that, in

fact, there were nine ophthalmic formulations using tyloxapcl
that had been approved by the FDA, and that we know that none

of those was an NSAID. And so the question will be asked what

those are, and we expect the answer will be, oh, those are

steroids and, oh, those are antibiotics and, oh, thase are

glaucoma drugs and not, ch, yes, those are NSAID solutions.

Now, something equally important fram this document,

the heading here is missing for this ght-hand column. That

heading says potency range, and the rangeof the tyloxapol

here is .05 to .1 percent, which is two-and-a-haff to five

times higher than what our claims specify.

So, whatdid the prior art actually suggest, and we'll

quickly run through these. The Yanni publication acknowledges
United States District Court
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the '225 patent here is the Ogawa patent. He says, the '225

patent compoundsare difficult to formulate in stable aqueous
solutions. So what's the obvious thing to do? Yannitells

us. He says what's needed are additional agents, And that's

exactly what he did. He went out and he chemically modified

those agents, and that was his invention, And what did he use

them with? In his lone example, he used them with polysorbate
80,

We have Yasueda. Yasueda does mention, but apparently

never commercialized, a formulation with tyloxapol. But in

what context, your Honor? And our evidence will bring this

out in spades. The patentitself says that praniukast, which

is not even an NSAID, has very low water solubility, which

makes it very difficult to prepare a useful aqueousliquid

pharmaceutical composition. And that's the problem that he is

addressing here. And that problem simply dees not exist with

bromfenac sodium, which is the active ingredient in the Ogawa

materials. As the New Orugs in Japan stated,it is freely

soluble in water. There is no solubility issue with jt at

all, $0 #& is not even a candidate for whatever salutians it

is that Yasueda happens to propose.

So, let's look more carefully at what you see Yasueda

actually does propose. He says, you know, you can add a whole

bunch of different excipients to my drugs, and he mentions

among them surfactants, and he says they can be nonionic,
United States District Court
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cationic or anionic. Your Honor, that is the entire universe

of surfactants. He goes on to mention specific ones. He

mentions polysorbate 80, he mentions the medified castor oil

that we heard about. Interestingly, he mentions tyloxapol.

He does not call it an ethoxylated actyiphenol, which is what

they will contend it is. He calls it a polyoxyethylene

alkylphenyl formaidehyde condensate. It is a polymer that is
aNoakwh=

made by reacting with formaldehyde, And he goes on and
womentions a whole raft of other things including amang others.

What he actually teachesis that tyloxapol isn't as

good at solubilizing pranlukast as pofysorbate 80. That's our

slide 64. You can see that polysorbate 80 actually

solubilized more of the drug than tyloxapel did. And when he

actually went to make a test drug, a test medicine, what did

he use? He used polysorbate 80.

New, he does have some examples where he just says

here’s a formulation, and even when he doesthat, he's got
tyloxapol in there at 4 percent, which is 200 times the amount

of tyloxapot in our formutation.

So, the bottom line is he may mention, you may have

been abie to search around and find a mention of tyloxapol

with an eyedrap, but our evidence will show it doesn't suggest

making the modification that we are claiming.

Sallmannis another reference they found that mentions

tyloxapol. But Salimann actually highlights the
United States District Court
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unpredictability in this art that our evidence will show. He

found that simply by changing the salt of diclofenac from

diclofenac sodium, which was the salt that had been

commercialized, to diclofenac potassium, he got dramatic

difference in properties from a change as subtle and as simple

as changing the salt. And,if anything, what that would

suggest Is possibly examining bromfenac potassium instead of
maoNDohwbhwe

bromfenac sodium. It does not suggest anything else with

respect to bromfenac. 9

o1:0% 10

this potassium salt, the same way pranlukast needed it, he 11
12

13

14

01:02 15

16

17

18

19

01:02 20

potentially troublesome for bromfenac sodiurn, which would be 21
22

23

24

And when you jook, apparently because he neededit for

proposes using a solubilizer. And among the solubilizers, he

does mention tyloxapol amongst a whole raft of others,

inctuding vitamin E derivatives, one called FPGS that we will

see later, but the most salient point fs an especially

preferred solubitizer is this Cremophor EL, a castor oil

product.

When he does giveillustrations of formutations with

tyloxapol, he has massive amounts of cyclodextrin in there,

and you will hear evidence that cyclodextrin could be

excluded by the “consisting essentially of” tanguage.

And when he actually goes to make a medicine, what does

he make? The evidence will show what he actually makes is one

with this Cremophorin it. That's in this Example 8, and it's
United States District Court
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Example 8 that he actually does his in vivo testing with.

And then we come to whatis apparently the centerpiece

of defendants’ case, and that is this published application of

Fu. They call it EP 984. And Fu describes this issue that

some drugs with carboxylic acid groups can react with

benzalkonium chloride to form a complex. And what his

specific concern is, he's got this NSAID ketorolac, which we

will see when we doit, and we had on the screen before,

structurally quite different from bromfenac. And when he put

ketorolac BAC and palysorbate together, it became cloudy.

Now, that is a physicat stability problem. And we know
what it was that Fu did to measure that. He did a test where

he mixed the ingredients up, and the solutions that remained

clear are considered stable in this procedure. And what was

in the art about the formulations of bromfenac according to
Ogawa as embedied in the Bronuck@® formulation? Theliterature

said those formulations were clear yellow, There was not a

shred of evidence that the Ogawa formulations suffered from

this problem. Therefore, mot a shred of motivation to adopt

whateversolution it is that Fu suggests to solveit.

And, indeed, Ogawaitself, as we saw, said that with

the use of polyvinylpyrrolidone and sodium sulfite you could

make successfully stable formulations. There are, in fact,

other examples in the literature of formulations that do not

have this problem that they characterize as universal.
United States District Court
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There's one in Bowman with diclofenac solution that was stable
with benzalkonium chloride.

And when welook at what Fu suggested doing, evenif
you want to iook at it, even though there was no apparent

reason to need to, he says he adds an ethoxylated octylphenol.

And they use this word a lot. And we'll have Dr. Davies

explain to us what it means. He gives some examples including
octoxynol $, 12, 13, most preferably actoxyno! 40.

And here ts what those molecules look like. And

indeed, ethoxylated octylphenol, as matter of chemistry,

refers to a material that has this single head group and then

varying lengths of this oxygenated tai!. Octoxynol 9 has nine

repeating units, actoxynal 40 has 40. And tyloxapol is an

entirely different animal made by the polymerization with

formaldehyde. And Dr. Davies will explain to us that

tyloxapal is not an ethoxylated octylphenol, and, your Honor,
that explains why Fu doesn't even mention it. He doesn't

mention bromfenac, he doesn't mention tyloxapel, And what we

have here is primary reliance of the defendanis' evidence on a

reference that teaches a solution to a problem that the Ogawa

products didn't have, using a material that the Fu publication
does not describe.

And again, they have helpfully provided a slide which

actually proves too much. This is the great dangerin

demonstrative exhibits, of course. This is tyloxapol, the
United States District Court
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chemical structure of it, and they have correctly noted that

if all you had was this one strand here, you could call that

arn ethoxylated octylphenol. But when you engage in chemistry,

te put these finking groups in, to join them togetherinto

this long, Jong chain, you have taken it out of that category,
as Dr. Davies will tell us.

They have also cited to us the Schott publication.

This again, due to their courtesy, is ane of their slides.

They say that it's CMC, which I wish 1 remembered, critical

micelle concentration, which is the concentration which forms

those little balls that we saw on the original slide. They

said it's 4.4 times higher than octoxynol 9.

And what do they say that’s good for? They say that's

good in stabilizing emulsions, suspensions, ointments and

foams, and none of that is bromfenac liquid solution, And the

bettom line, your Honor, is that whether that change would be

good, bad orindifferent in a formulation of the Ogawa type

with bromfenac is entirely unpredictable, as our experts will

testify.

Q. Just to clean this up, Desai is -- mentions the same

problem of these complexation issues, and what dees he do?

Again, the more obvious solution, your Honor, he says let's

change the preservative. Let's put in this Polyquad@® instead.

And, as ] noted at the outset, our claims exclude that. So

we're not even in the ballpark of Desai, since ail of his
United States District Court
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formulations include that.

What does he say? Like a lot of these publications,

he's got a laundry ist of things that could be in here. You

can have comfort-enhancing agents, buffers, other

preservatives, tonicity agents, antioxidants, chelating

agents, complexing agents, and surfactants. And he then gives

a laundry list of surfactant. He's got tytoxapol in there,

yes, but he's got the Cremophorthat was so important in one

of those other references. He's got the castor oil that was

important in another. He's got the polysorbates, which was

Polysorbate 80. There is nothing in there suggesting any

particular benefit in using tyloxapol.

And when you look at his example, what does he have?

He's got no mention -- the drugs he mentions are not bromfenac

and the ingredients he mentions are not tyloxapol. They are,

in fact, this Vitamin E material that we saw mentioned in the
Sallmann reference.

And then they have the WO 13805 publication which,

amongst us chickens, we've been calling the W 005 publication.

It's actually directed to a new therapeutic method. Doesn't

purport te be inventing reaily any new drugs -- well, that's

not quite true. He's got a new therapeutic method, and he's

got a gigantic formula of compounds that he can useforit.

And that gigantic formula includes acidic materials like

bramfenac. And for the compound ones,all he suggests using
United States District Court
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is Polysorbate.

And he does have another material, that nepafenac

molecule that we talked about at the cutset, where he does

suggest using tyloxapol, And, as we noted at the outset,

nepafenac is a horse of a different color. It is a prodrug;

it is not itself an active ingredient, It is delivered into

the eye and then converted into something that is active, And

when that ultimately came to market, your Honor, it came to

market not as a solution, like the Ogawa materials, but as a

suspension.

And, getting even further afieid, the defendants have

found a publication that describes treating cystic fibrosis

with tyloxapol, specifically, to avoid damage caused by

hypoechiorous acid, and what they have glommedontois that it

does that by inhibiting oxidation. The suggestion is made,

well, you would have included tyloxapeal in the Ogawa
formulations as an antioxidant.

Before you even get to that, the tyloxapol amounts that

are used here, 10 milligrams per milliliter, are 50 times the

concentration that we use in cur invention, Weill, it's a big

number times. I’m being told I'm wrong. I think it's 50; he
thinks it's 500. It's a lot more.

And, more importantly, it kind of misses the point.

Ogawa already has an antioxidantin it. That sodium sulfite

that Ogawa added is an antioxidant. And so there is simply no
United States District Court
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motivation to go add tyloxapol as another.

And, perhaps more importantly, the literature uniformly
recegnizes tyloxapolis not the recognized antioxidantin this
field.

We saw the Sailmann reference they rely upon. He

knows about tyloxapol. He calls it a solubilizer, When he

gets down to antiexidants, he mentions entirely different
motecules.

When we see the Yasueda publication, he knew about

tyloxapol., He calls it a surfactant. When he gets down to

antioxidants, he mentions entirely different molecules.

And, frankly, your Honor, there is even an oid, old,

old publication from 1978 that suggests that, you know, this
class of molecules that have these polyoxyl ethylene tails in

them, which would include bath Polysorbate 8G and tyloxapol,

they might actually undergo reactions that might actually

generate things that are oxidizers, whereby, if anything, the

message is mixed on these as antioxidants. And, in any event,

that teaching in 1978 certainly didn't dissuade people from

using Polysorbate 80, as we saw in Ogawa, in the WO 13805

publication, in Yasueda, in Yanni, and in Desai.

So the bottern line, your Honor, is we feel that the

evidence, in its entirety as a whole, without the aid of

hindsight, simply does not suggest to a person of ordinary

skill in the art to use tyloxapol in the Ggawa-type
United States District Court
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formulations; that, certainly not at .02 percent, certainly

doesn't predict the cascade of benefits that Flow frorr ik.
And our evidence will show that the defendants havefailed to

carry their burden of proof on the obviousnessissue.

There is one more issue. They have an allegation of

double patenting, obviousness-type double patenting. And this

flows fram the simple fact that the ‘431 patent being the

first to issue was awarded, by statute, 604 days of patent

term adjustment, under a statute that Congress passed to

accommodate United States patent owners in connection with the

change fram the 17-year-from-issue patent term to the

20-year-from-filing patent term that was needed to conferms our

system ta the rest of the world. And that is a statutory

right that Congress has granted.

And the evidence will show that the judge-made law of

double patenting, whatever it might apply to, cannot be

applied ta abrogate a statutory right,

So, your Honor, you have been very patient. Thank

you very much. We look forward to presenting aur case. It

will be awhile until we get to the substance since I believe

the defendants will go first, after we have a presentation

about the patent and the products that are at issue.

THE COURT: Okay. Thank you very much.

Is there anyone who needs a break? No?

All right. Then Ms, Holland,
United States District Court
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MS. HOLLAND: Good morning, your Honor. We are going

to similarly pass out binders with the opening slides.

THE COURT: Thank yau.

MS. HOLLAND: Before I start, your Honor, I would like

to introduce the Lupin representatives who are here in the

courtroom today. First of all, Ms. Minaksi Bhatt, whois a

Vice President of Intellectual Property at Lupin; and then

Ms. Akanksha Kulcarni, who is in the IP Group in Lupin in

Pune, India, who actuvaily came in for the trial.
THE COURT:

MS. HOLLAND: Your Honor, I woutd like to start by

putting Prolensa®, the product that Mr. Lipsey talked about as

Welcome.

an embodimentof the claims of the patent-in-suit here, ina
little bit of context,

Bromfenac, you didn't hear about it from Mr. Lipsey,

but this is actually a very old drug. It's been known for

decades, Bromfenac, the active ingredient, was first used

commercially in a product called Bronuck®, which was marketed

in Japan in the year 2000.

Plaintiffs brought that Bronuck® formuiation to the

U.S. in 2605, marketed under the name of Xibrom®. Xibrom@® is
the exact same formulation as Bronuck®.

In 2010, plaintiffs put the Bromday® product on the

market. Bramday®, again, has the same formulation as

Bronuck®, same formulation as Xibrom®, butit's marketed as
United States District Court
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a twice -- was marketed, I should say, as a twice -- a

once-a-day product, whereas Bronuck® and Xibrom@® were

twice-a-day products,

At the same time thatplaintiffs put Bramday® on the

market, they discontinued the Xibrom® product, and you'll hear

a little bit more about this during Mr. Mukerjee's

presentation, his opening, after I'm done,

In 2013, plaintiffs put the Prelensa® product on the

market, the product that we are here to talk about at this

trial. Itis essentially the same formulation as what came

before it as Branuck®, 3s Xibrom®, as Bromday®, with the

simpie substitution of tyloxapal for Polysorbate 80.

Now, i heard Mr. Lipsey in his opening say that,

well, there are the generics, you know, on the market. What

are they really compiaining about? But the sirnple factis

that when plaintiffs put Prolensa@® on the market, they

discontinued Bromday®. So the fact that there may be a

generic to Bromday® reaily has no commercial meaning because

there is no product on the marketfar it to be generic to,

There is no substitution that can take place if there is no

brand products an the market.
Let me now turn to the claims that are at issue here

in this case, and, as Mr. Lipsey said, the essential parts of

these claims are they're all formulation claims, and they have

the active ingredient bromfenac sodium, the inactive
United States District Court
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ingredient tyloxapal, and the inactive ingredient benzalkonium

chloride. Now,this is Slide 3.

Slide 4, you see the Claim 26 formulation. Again, you

see the active bromfenac; you see the inactives tylaxapot and

benzalkonium chloride; along with additional list of

excipients,

What I] want to point out here, your Honor, when you

iook at these claims, what you see is that there are no

limitations in these claims as to pH. Mr. Lipsey talked a lot

this morning about how the pH of Prolensa@® is lower than the

PH of the products that had comeon the market before it and

haw there is, I think, to quote him, a cascade flowing of

benefits fram that. But the simple fact is that's nowhere in
the claims here.

So the claims, for example, caver the Prolensa®

product with its pH of 7.8, but they also would cover a

formulation with a pH of 8.3, which is the pH ofthe prior

bromfenac products that had been on the market.

Because any benefit coming from pH,if there is any,

is not commensurate with the scope of the claims, as a matter

of Jaw, it can't de considered as an unexpected result.

With that background, I'm now gaing to turn to the

substantive arguments about Claim 6 and Claim 20 being obvious
over the orior art.

I'm going te be addressing defendants' case-in-chief
United States District Court

Camden, New Jersey
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on invalidity, and then Mr. Mukerjee, InnoPharma's counsel, is

going to address a rebuttal's case on secondary
considerations.

Our case-in-chief is going to be presented by our

formulation expert, Professor Jayne Lawrence, and Professor

Lawrence is in the courtroom this morning, Your Honar,
THE COURT: Welcome.

MS. HOLLAND: Professor Lawrenceis a Professor of

Bicphysical Pharmaceutics at Kings College in London, At the

sametime, she holds an appointmentas chief scientist of the

Royal Pharmaceutical Society. She is a well-known expert in

formulation and drug delivery, and, importantly, collaborates

with pharmaceutical companies on ophthalmic formulations.

So, of all the experts you've heard about this morning,

your Honor, Professor Lawrence has the right experience and

the right expertise to address the issues in this case, which

are not chemistry issues, These are not chemistry patents.

These are formulation patents, and, particularly, formulation

of ophthalmic campositions.

So, as Professor Lawrencewill explain, the claimed

formulations here are nearly identical, very, very close to

the prier art bromfenac formulations.

And what I have on Slide 7, an the left column, you see

the formufation of the '225 patent, Example 6. '225 patent

was referred to as Ogawa by Mr.Lipsey.
United States District Court
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And sorry about that, your Honor, but we've tended to

refer to these by numbers and plaintiffs have tended to refer

to them by names, butit's -- the '225 and Ogawa are one and
the same.

Example 6 of the Ogawa patent -- and Mr. Lipsey agreed
with this in his direct examination ~~ is the formulation of

the Bronuck®, Xibrom®, and Bromday®@ products.

On the right you see the formulation of Claim 20 of the

‘431 patent, the patent-in-suit in this case. It's the

formulation of the Profensa® product,

And as you see, the difference, the sole difference

between the twois that the pricr art formulation has

Polysorbate 80 and the '431 patent has tyloxapol.

You may notice in the columns, there are same wording

differences. So, the '225 patent says borax, whereas the '431

patent says sodium tetraborate. But there is no dispute here

that those are one and the same, and that the only difference

is between Pclysorbate 80 and tyloxapol.

THE COURT: So the '431 -- ['m sorry. The Prolensa®
manifestation contains sodium sulfite?

MS. HOLLAND: It does.

THE COURT: I thought that Mr. Lipsey had said it
does not.

MS. HOLLAND: He -- yes, ] was confused about that as

well, your Honor. It certainly contains sodium sulfite. 1
United States District Court
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believe what Mr. Lipsey said is that potentially, you could

find a formulation that doesn’t, but that's not what happens
here. The claims here do have the sodium sulfite.

MR, LIPSEY: The point [ made on that chart was,if

desired, you could eliminate the sulfite.
THE COURT:

MR. LIPSEY: I did not mean to imply it was not

I see.

there,

MS. HOLLAND: Apparently, it either wasn't desired or

wasn't -- or plaintiffs weren't able to do it, because it is

in the Prolensa@ product.

Can we put up -- Mr. Cort, can we put up one of the

demonstratives that Mr. Lipsey used this morning? It's
POX1-4.

Your Henor, Mr. Lipsey this morning started out his

presentation by talking about all these challenges that he

called -- as ke called them, in topical ophthalmic

formulation, but when you look at thelist, the inventors of

the patents-in-suit in this case didn't have any of those

challenges because they had all been resolved by the prior

art, Ogawa 7225 patent, and the commercial products that were

the embodiment of the inventions in that patent.

Those products -- Bronuck®, Xibrom®, Bromday® -- they

were all safe and effective ophthalmic compositions. They

were Clinically effective active ingredients. They had the
Unifed Stafes District Court
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appropriate ocular penetration, They maintained that

penetration in the eye. To the extent there was any

irritability, stinging, burning, it was at a very, very

extremely tow level. And this is something Mr. Mukeriee is

going to get into a bit later in his presentation. And

they -- and they were chemically and physically stable at the

PH of 8.3 that existed -- in which they went on the market.
Let’s concenirate a littie bit more then on

Pofysorbate 80 and tyloxapel. As you can see on Slide 8,
these are both referred to as nonionic surfactants. A

surfactantis a surface-active agent, It's a common type of

excipient or inactive ingredient that’s used in pharmaceutical

formulations. And while they can have different -- while

surfactants can have different types of functions, they can

function, and ane important function is as solubilizers, and

solubilizers are, as the name sounds, agents that increase

solubility. And both Polysorbate 80 and tyioxapol were known

in the prior art as solubilizers,

When they're referred to non- -- as nonionic

surfactants, nonionic refers to them having no etectrical

charge, no positive or negative charge. They are neutral
molecules.

So why are solubilizers, Polysorbate 80 or tyloxapol,

whyare they used in bromfenac formulations? Well,

Or. Lawrence is going to explain that this is based on the
United States District Court
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interaction between the active ingredient, bromfenac sodium,

and the inactive ingredient, benzalkonium chloride.

Here on Slide 10, you see benzalkonium chloride is

sometimes referred to as BAC, by shorthand. You'll hear that

a lot in this trial. It's a preservative, and it's a very

widely used preservative, as Mr. Lipsey acknowledged this

morning, very widely used preservative in ophthalmic

farmulstions. It prevents microbial growth.

And, as Mr. Lipsey said, the eye is one of the mest

sensitive organs in the body. You have to be very careful

about microbial growth.

You can imagine when you have a multi-use eyedropper

or container and you're taking them out, putting it in your

eye, putting it back in, there is a good chance for microbial

growth. So it's really important to include a streng

preservative in the ophthalmic solutians, and that is why BAC

is used so commonly, becauseit's an excellent preservative.

THE COURT: Maybe it doesn't matter, but in practice,

are these administered with a dropper or are they administered
with kind of a sealed little bottle?

MS. HOLLAND: These formulations are multi use. When

you have the multi-use formulation, they are inalittle

bottle like, like Proiensa® is. Then it's with an eyedrapper.

There are formulations on the market that are those single-use

Viais, But the ones that are the eyedropper type-must have a
United States District Court
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preservative in them to combat any microbial growth.

As you heard from Mr, Lipsey, bromfenac is an NSAID,

a nonsteroidal anti-inflammatory drug. It's also referred to

as an acidic NSAID. The reason for that -- and if you look on

Slide 11, it's clear, this is the structure of bromfenac,

If you jook ak the left-hand portion, you'll see, in

green, a piece of the molecule that's known as a carboxyl

group. The carboxyl group on bromfenac is what givesit its

acidic name. And bromfenacis just one of a whole class of
NSAIDs that are cailed acidic NSAIDs.

As you can see on Slide 11, while the structures may

differ a bit fram each other, the key point is that theyalll

have that carboxyl group. That's shown in green on each of
these molecules.

And, your Honor, sometimes you may see that in, either

during testimony or in the prior art, as a COOH group. That's

the same thing as a carboxyl group. And this is really the

key to the issue between bromfenac and BAC when they go into
solution,

So now on Slide 12, whatI've displayed here is

bremfenac. Again, the upper right-hand corner, circled in

green on that molecule, you'll see a carboxyl graup.

When bromfenac goes into solution, the positive H,

hydrogen, is separated from the molecule, andit's left with a

negative charge, as you can see there, next to the oxygen or
United States District Court

Camden, New Jersey 

monaahwh-&
9

01:26 10

11

12

13

14

01:27 15

16

17

18

19

G1:27 20

21

22

23

24

04:28 25

aonmoakwh
1D

oh

12

13

14

16

17

18

19

20

21

22

23

24

07:29 25

Page 57 to 60 of 254

59

the "O" on the left-hand side of the mofecule. So we refer te

that as an anionic compound, anionic having the negative

charge.

If you Jook now at the BAC molecule, which is the lower

left-hand portion of the screen, you'll see that it is -- has

the negatively charged chlorine and the positively charged

nitrogen. And BAC fs referred to as a catienic compound,

having the positive charge.

And you'll see, your Honor, when the BAC and the

bromfenac -- the cationic and the anionic compounds go into

solution, when they go inte solution, what you've left with is

the bromfenac with a negative charge and the BAC with a

positive charge. And, as you may remember from high school or

college chemistry, the negative charge is attracted to the

positive charge. What happensis they come together and form

a complex, and this is the root of the problem. As you can

see, they are no longer these separate molecules; they're one

complex of the BAC and the bromfenac together with each other.

This is an insoluble complex. In other words, it doesn't mix
in with the rest of the solution.

And if you lack on Slide 12, it kind of -- the kind of

little white dots in the beaker there are meant to show these

little complexes that exist in the solution, when they are --

the NSAID and the BAC come together in the complexation.

Now, there are really two problems with this. The
United Stales District Court

Camden, New Jersey

60

first is you lose some of the effect of the active ingredient

because the active ingredient that’s part of the insoluble

complex is not available to do its job of -- as an NSAID. You

also lose some ofthe activity of the BAC, the preservative,

because, again, it’s not available ta do its job as a

preservative. And this was a weil-known issue in the prior

art as I'l show you in a moment; NSAIDs and BACs come

togetherin solution, they form these complexes, and it

affects both the efficacy and the preservative efficacy.

Now, what I have up on Slide 13 is an excerpt from

the '431 gatent itself, It's in the background art section of

the '431 patent specification, which is a section of a patent

that cavers what's in the prior art.

Mr. Lipsey said a couple of things this morning

relevant to this slide. First of all, he said that the '431

patent -- we claim that the ‘431 patent was solving a problem

that didn’t exist. Well, as you see, your Honor, the '431

patent inventors acknowledged that this problem exists in

the prior -- existed in the prior art.

As they say right there in the patent specification,

“benzatkonium chloride is a widely used preservative in

ophthalmic solutions." Mr, Lipsey agreed with that this

morning. Then they say, “However, benzalkanium chloride and

other quaternary ammonium compounds are generally considered

to be incompatible with ophthatmic compositions of drugs with
United States District Court
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acidic groups, such as nonsteroidal anti-inflammnatory drugs.

And, as you see, your Honor, this is known about the

class of acidic NSAIDs in general. This was a problem that

was widely known among formulators in the art to exist between

any of the NSAIDs on this class of acidic NSAIDs and BAC.

And, just as I expiained a minute ago, your Honor,

what the inventors of the patent said in their patent is that

these preservatives, in other words, BAC, Jose their ability -

to function as they form complexes with the charged drug

compounds,

So, contrary to what Mr. Lipsey said, the inventors

were Clearly aware of this problem and clearly were concerned

about it in terms of bromfenac ophthalmic compositions.

Mr. Lipsey alse said that defendants say that all

these acidic NSAIDs are fungible but that plaintiffs focus on
the cifferences,

Well, I submit, your Honor, it's not that defendants

say they're fungible. When you look at the prior art, they're

treated as a class. None of the prior-art references you're

going to see today make any distinction by structure of the

NSAID as to whether or not it would be expected to form a

complex with BAC.

On Slide 14, 1 listed just some of the references in

the arior art that make it clear that the NSAID BAC preblem,

complex section problem, was well known as of 2003. And as
United States District Court
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you see, these references, again, they're not talking about

specific NSAID compounds and saying that the problem only

applies to ketorolac or it only applies to diclofenac. These

acidic NSAIDs are being handed as a class.

Benzalxonium chloride is generally considered ta be

incompatible with NSAIDs, NSAIDs tend to form insoluble

complexes with benzalkonium chloride. Acidic drugs with

carboxy] groups tend to form insoluble complexes with BAC.

Benzalkonium chloride is considered to be incompatible with

anionic drugs. AS we saw earlier, your Honor, bromfenac is an

anionic drug, and they form insoluble compounds, and on and
on.

So the suggestion that the formulators or the authors

of the prior art reference in any way understood this to be

something that was specific to one or two particular NSAIDs is

simply incorrect and inconsistent with the prior art.

Now, you heard from Mr, Lipsey that one of the key

prior art references here is the EP 984 reference. And the

reason this is so key is because it provided the solution to

this NSAID BAC complexation problem,

AS you can see, on Slide 15, the EP 984 reference

identified the problem here. Anti-inflammatory solutions of

NSAIDs are incompatible with BAC due to the fact that the

carboxyl graup forms a complex with the BAC, rendering the

preservative Jess available to serve its function and reducing
United States District Court
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the activity of the active ingredient, just as I said a minute
ago.

Two problems: One is the preservative is not able to

perform its function; second problem, the active reducesits

activity because it becomes part of the complex.

The solution provided by the EP 984 reference was to

include, as you can see in the bottom pertion of Slide 15, the

solution, as you can seeit in Claim 1, was to include within

the formulation a stabilizing amount of nonionic ethoxylated

octylphenol surfactant.

T know you've heard that term already from Mr. Lipsey

this morsing. And Mr. Lipsey actually was kind enough te put

our slide up on there to show you exactly why tyloxapol is an

ethoxylated octylphenol.

But before I get there, I want to show you one more

teaching from the EP 984 patent, which is on Slide 16.

On Slide 16, you see Example 5 of EP 984. And what

Example 5 showsis testing that was conducted cornparing

Octoxynol 40, the ethoxylated octylphenol compound, with Tween

80. Tween 80 is another name for Polysorbate 80. That's not

something that's in dispute.

And what EP 984 showed was that when you used octoxynol

40, the ethoxylated ectylphenol campound, and you substituted

it for Polysorbate 80, the solutions remained clear under all
the test conditions.

United States District Court
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When you look at the Polysorbate 80 cofurnn in the

middle, what you'll see is that the solutions were either

turbid or very turbid, meaning that these insoluble complexes

had formed into the solution and made them cloudy,

Se the EP 984 reference tells the person of ordinary

skill in the art, as Professar Lawrence is going to explain,

that if you have concerns about ~- with a problem of

complexation between an NSAID and BAC, substitute in an

ethoxylated octylphenol surfactant for Polysorbate 80 and you
can clear up the complexation issue.

On the subject of whether tyfoxapol is an ethoxylated

octylphenol, as you can see on Slide £7, and as Professor

Lawrence is going to explain, tyloxapol has this octylphenol

portion along with the ethoxylated partion and they are simply

strung together, but they have that octyIphenol portion and

the ethoxylated partion, and they would be considered, by

persons of ordinary skill in the art, by farmulators, as

ethoxylated octylphenol compounds.

Professor Lawrence is going to explain that there

were only two ethoxylated octylphencl surfactants that were

approved for ophthalmic use in the FDA Inactive Ingredient
Guide as of 2003. And this is on Slide 18.

And this is absolutely critical, your Honor. If you're

a formulator, not a chemist like Dr. Davies, but somebody who

is actually working in the field of formulation, what you know
United States District Court
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is that you want to use inactive ingredients that are already

listed in the FDA's Inactive Ingredient Guide. The guide

tells you which inactive ingredients have previously been used

in pharmaceutical praducts; and it actually goes down to tell

you that they are used in ophthalmic products.

So although Mr. Lipsey said that there were a large --

that Dr. Davies, the organic chemist, is going to tell us that

there were a large number of choices of surfactants,

formulators know that that's simply not the case, You are

going to be looking for something that was already listed in

the Inactive Ingredient Guide,

And, as you can see here, the only two ethoxylated

octyiphenol surfactants that have been listed are tyloxapol

and Octoxynol. Tyloxapot had been used nine times versus one

time for Octoxynol.

So, once the formulator understands that they want to

use an ethoxylated octylphenol as taught by the '984 patent,

and as Dr. Lawrence will explain, there were two choices,

Octoxynol 40 and tylexapol, the prior art Schott reference

actually gives a little bit more infarmation on making -- to

the formulator as when they're making their choice between

these two ethoxylated octy|phenals.

Schott says the fact that the CMC, the critical micelle

concentration, is 4.4 times smalier than Octoxynolis an

advantage. Why is itan advantage? Because you can use
United States District Court
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surfactants at a lower level without compromising the

effectiveness. So there is a teaching there in the Schott

reference that tyloxapol caufd potentially be used at a lower

level ina formulation than octoxyno} because it has 4.4 times

smaller critical micelle concentration. And, again, this will

be explained by Professor Lawrence.

THE COURT: Now, back on Slide 18 for a moment.

That's your prior ane, okay?
MS. HOLLAND: Yes.

THE COURT: You see the potencies or concentrations

of the tyloxapol. Mr. Lipsey argued that those are

two-and-a-half to five mes more than the 0.02 percent that

was the breakthrough. Is your witness gaing to be speaking to
whether that distinction matters?

MS. HOLLAND: Yes, your Honor, And what you'll hear

is that when an active -- when an inactive ingredientis

listed in the inactive ingredient guide, youll hearit

referred to as the I1G, Whenit's listed in the 11G,it gives

you the percentage that it had previously been used in other

ophthalmic compositions.

And if you want to oo higher than that percentage,it

may be an issue because you'd have to perform additional

toxicity, toxicological testing, to confirm the safety. But

if you're going below the use that had come previously, there

really isn't any issue. You don't have tc perform any extra
United States District Court
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testing. And at that point it's just a matter of routine

optimization for the formulator, as Or. Lawrence is going to

explain.

So, your Honor, what do plaintiffs say here? What

did Mr. Lipsey say this morning?

You heard that they are going to put an organic chemist

on the stand and rely on his testimony to show, basically, why

the chemistry in this case, according to him, is very

complicated. But the simple fact is this is not 4 case about

chemistry. These patents are about formulations. The right

expert to tell you what would be obvious to a formutator is a
formulator.

But, as you saw in the examples for the prior art

about NSAID BAC complexation, while an organic chemist may

tel} you there are a lot of differences in these molecules, a

formulator, like Professor Lawrence -- and the formulators in

the prior art acknowledge that they treat them as a class.

And if you look on Slide 20, perhaps there is no
better evidence of that than from a treatise called

Remington's, which formulators refer to as the bible of

pharmaceutical science. It’s the key reference that

formulators rely on when they're looking ta formutate a

compound,

Andthis fs from Remington's, the editien that was in

use as of 2003. What you See is there is an entry for
United States District Court
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quaternary ammonium compounds, and benzalkonium chtoride is

noted as being a typical quaternary ammonium compound and by
far the most common preservative used in ophthalmic

preparations. Over 65 percent of these formulations are

preserved with benzalkonium chloride. So, clearly, a persan

of ordinary skill im the art knows they want to use

benzalkonium chloride. It’s a very effective preservative.

It's in 65 percent of ophthalmic formulations.
What else does the person of ordinary skill in the

art know, according to Remington's?

Well, as you see on the second blowoutfor

Remington's, as a cationic surface active material of high

molecular weight, it is not compatible with anionic compounds.

Again, a5 4 class, if is not compatible with anionic

compounds. Anionic, as we saw earlier, negatively charged
compounds like bromfenac.

So what does that mean te the formulator? How did

they deal with that issue? They want to use the BAC but they
know that it's nof compatible with acidic NSAIDs like
bromfenac.

Well, what Remington saysis, given the alternative,
it would be preferable to modify a formulation to remove the

incompatibility rather than include a compatible but less

effective preservative.

In other words, formulator, what you should be doing,
United States District Court
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use BAC in your -- in your ophthalmic formulation. You doen't

want to include something less effective, but just modify the

fermutation te remove the incompatibility.

And as we saw, the '984 patent already told the

formulatar exactly how to do that -- using ethoxylated

octylphenal compounds, problem solved.

Now, as I said a momentago, this is a case about

formulation science. It's not about chemistry. ft's not

about showing how molecules are really complicated. But to

the extent that Or. Davies is going to be discussing same of

the chemistry to try to show how complicatedit is, we will be

presenting testimony from Dr. Clayton Heathcock. You can see

his credentials on DDX-121. He's a really preeminent organic
chemist in the U.S. He's the Emeritus Professor at the

University of California Berkeley. He's former Dean of the

College of Chemistry, He wrote one of the classic

undergraduate textbooks on organic chemistry, Introduction to

Organic Chemistry, and he's been the editor of many very

prestigious journals in fieid -- Journal of Organic Chemistry

and Organic Syntheses.

So he will be testifying to rebut some of the chemistry

issues that Dr. Davies may bring up in his testimony.

THE COURT: I imagine a lot of tears were spilled

over his organic chemistry tests by undergraduates, including

my roommates who were premed.
United States District Court
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MS. HOLLAND: Well, yes, your Honor, I bet if you

asked them, that would be exactly the case.

And one thing in particular that Dr. Heathcack is going

to point out in his testimony, coming back again to this point

of acidic NSAID, is that, yes, the structures may be a little

different; however, the important part is that they have this

carboxyl group that loses the proton, that loses the hydragen

in solution, makes it negative, and it becomes attracted to

the BAC. That's the important part of the molecule for these

purposes.

And as you can see, the flurbiprefen, the diclofenac,

the ketorolac -- these are ail the specific compounds that

were mentioned in the references that Mr. Lipsey was taiking

about -- they don’t have the same structure as each other.

They also differ from each cther. But it didn't matter

because the important part of the molecule was that left-hand

part, that carboxyl group. It made them all behave the same

way in solution and be attracted to the BAC molecule.

THE COURT: Does that really make sense, though,

chemically? Because the other structures are different. They
have different ions that are available to -- to interact.

MS. HOLLAND: Yes, but what you'll hear, Your Honor,

is that the specific reaction that occurs between BAC and

these acidic NSAIDs is the reaction that occurs at that point

at the carboxyl group. That’s what was -- that's whatall
United States District Court
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those prior art references are referring to, when they say

acidic NSAIDs generally form complexes with BAC orit's

well-known that they form complexes with BAC, That's the

reaction that's being referred to. Sco even though they are

different from each other, they all undergo the same reaction
with BAC.

One other thing I wanted to address, Your Honor,is

that one of the things Mr. Lipsey said was that the

solubilities of these different acidic NSAIDs are different

from each other, and that, you know, that may be the case, but

we're not talking about the solubility here of the acidic

NSAID. We're talking about the solubility of the compfex, of

the acidic NSAID attached to the BAC, and that is different

from the solubility of any of these particular NSAIDsif they
were just on their own in sotution.

In terms of the percentage of tyloxapolin the "434

patent formulations that Mr. Lipsey talked about this morning,

this -- as Dr. Lawrence is going to explain, this is really

just a matter of routine optimization for the formulator, As

Your Henor pointed out earlier, there was a range of tyloxapol

used in the prior products, in the IIG, that might be a

starting point for the formulator, but the Formulator is going
te do routine optimization, test a few different

concentrations, see what works.

The formulater, a person of ordinary skiil in the art
United States District Court
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would know that there were a known range of concentrations for

ethoxylated octylphenol surfactants. As you can see on Siide

24, the EP '984 reference gave a range of concentrations far

its surfactant against the ethoxylated octylpheno! surfactants
ranging frorn .001 to 1. The .02 falls squarely within that
range.

We also know that tyloxapol had been used in NSAID BAC

farmulations at a range of concentrations. This is from the

'913 patent, it says the concentration of the solubilizer is

tyloxapol in that case, is fram 0.1 to 5,000 times the

concentration of the actives. So again, you can use tyloxapal

in a range of concentrations and that's really the bread and

butter of the formulator, what they do every day at work is

figure out the right concentration for these inactive

ingredients in the particular formulation that they're working
on.

And then you'll hear from Professor Lawrence that

generat pharmaceutical principles dictate using the lowest

amountof surfactant that is compatible with a stable

formulation. So in other words, if you saw that prior

formulation at .05, but you think your formulation could go a

bit lower than that, that's what formulators do, they figure

out the proper concentration of the inactive ingredients to
make a stable formulation.

So just to sum up on obviousness, Your Horner, this is
United States District Court
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on Slide 28, a person of ordinary skill in the art, a

formuiator working on ophthalmic formulations, has the '225

patent, Example 6, as a starting point. The person of

ordinary skill in the art would know that that's the

formulation of Bronuck, not on the markef in the U.S., but a

marketed product in Japan,

if you want to improve the physical stability of that

product, the prier art says that there could be a complexation

problem between the bromfenac and the BAC. EP '984 says, i

can solve that problem by replacing the polysorbate 80 with

the ethoxylated octylphenol surfactant. There were only two

that coufd potentially be used at that time by formulatars.

There was octoxynol 40 and there was tyloxapol. The shot

reference gives some preference to tyloxapol, because of the
lower CMC vatue.

And then, all that would be left to do by routine

optimization is to tweak the formulation until you get to the

appropriate tyloxapol concentration, and that's it, Your

Honor. That is the patent in this case, which is obvious in

view of the prior art.

Now, before Mr. Mukarjee gets up, I'm just going to

touch on another issue in the case which is obviousness-type

double patenting. Mr. Lipsey spoke about that a bit at the

end of his presentation. Obviousness-type double patenting is

a judiciously-created doctrine that's meant to prevent

United States District Court
Camden, New Jersey

tirmewise extension of a patent monopoly. It prevents

patentees from patenting the same invention or obvious

variance of the same invention one time after another, and by

doing that, getting longer and longer patent terms for

essentially the same invention.

And as Mr. Lipsey noted this morning, the '431 patent

has a longer patent term, a couple of years longer than the

other patents that had previously been at issue in this case,

the '290 patent and the '131 patent. But as Professor

Lawrence will explain, the '431 patent Ciaim 20 and Claim 6,

they are essentially -- essentially obvious variants of the

claims in the '131 and '290 patents, and, in fact, 1 didn't

hear Mr. Lipsey dispute that fact this morning. He talked

about the patent term adjustment, but he didn't at any point

say that if the doctrine of obviousness-type double patenting

applies here that the claims of the '431 woufdn't, in fact,
have been obvious over the claims of the '131 and the '290

patent,

So in sum, Professor Lawrence will explain to the Court

that Claims 6 and 20 of the '431 patent are invalid, both for

obviousness and for abviousness-type double patenting.

Mr. Mukarjee, InnoPharma’s counsel, Your Honor, is now

going to address some of the secondary considerations you

heard about from Mr. Lipsey, unless you have any other

questions.
United States District Court
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THE COURT: Wo, I don’t at this time, Ms. Koiland,

thank you very much.

MS, HOLLAND: Thank you.

THE COURT: Okay. Mr. Mukarjee.

MR. MUKARJEE: Gead morning, Your Honor, And thank

you, Ejizabeth,

Your Honor, as we had stated in the trial logistics

conference about two weeks ago, I'm going to do my best to

keep my comments relatively brief, and what I'd like to focus

my time on is to discuss the purported secondary

considerations that plaintiffs are alleging in response to ar
in rebuttal to the obviousness case that defendants will be

putting forth at trial,

Now, as was just stated by my co-counse!, we believe
that the evidence will show that Claims 6 and 20 of the "431

patent are obviousin light of certain key references, but

certainly, in light of two key pieces of prior art, namely --

and here, Your Honor, I'm going to try to bridge the gap

between the way plaintiffs and Lupin refer to the priorart,

but they are obviausin light of the Ogawa ‘225 patent and the

Fu EP '984 patent.

Now, as Ms. Holland covered in detail, among other

things, Ogawa generally provides bromfenac in an ophthalmic

solution. And Fu, also among other things, discloses the

ethoxylated octylphencl surfactant like tyloxapol in the
United States District Court
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concentrations outlined in the claims at issue.

Taken together, the -- that combination, the

cambination of at least those two references, disclosed each

and every limitation of the claims at issue.

Now, the strength of defendant's argumentis further

demonstrated by InnoPharma'‘s successful petition to institute

an interparty's review of Claims 6 and 20 of the '431 patent

and for these reasons, we believe --

MR. LIPSEY: Excuse me, Your Honor, I'm not sure
that’s admissible in evidence. I think it's a nan-final

agency decision. I don't mean to interrupt and 1 apofogize, I

hate it when people do it to me, but just for the record,I

want to lodge that.

THE COURT: Right. Al right. Fhe objection is

noted, Has there been any word from the --

MR. MUKARIJEE: For the PTAB? Yeah. Your Honor,

thank you for asking that question. Actually, as soon as |

finish up at trial here with you, my team and I are heading to

the PTAB because we have our final argument on April 19th to

specifically argue with respect to the validity ofall of the

claims of the '431 patent, obviousiy, then including Claims 6
and 20.

And Mr. Lipsey, while appreciate what you just said,

you'll also recall that in our meet and confer yesterday, we

both discussed that openings are not evidence, per se. So
Unifed States District Court
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it's -- it just provides some context,

But regardless, for these reasons, Your Honor, we

believe the prior art will evidence that the claims at issue
are invalid.

Now, Your Honor, we heard from Mr. Lipsey this morning

and it is apparent that among other things, plaintiffs intend

to rely on purported secondary considerations to try to rebut

defendant's obviousness case. Now, up until late fast week,

plaintiffs maintained that the so-cailed cornmercial success of

Prolensa rebutted the obviousness of Claims 6 and 20, It now

appears that plaintiffs will not be calling their economist,

Mr. Jarosz, whose opinions were directed to this notion of

purported commercial success. But be that as it may,

plaintiffs continue to allege other secondary considerations,

namely, industry acclaim, copying and unexpected results.

Your Honor, the evidence will show that like commercial

success before it, none of the secondary considerations can

rebut the obviousness of Claims 5 and 20, and if I may, even
though | know plaintiffs are not calfing Mr. Jarosz at trial,

it certainty seemsas if, under the guise of at least copying

an industry acclaim and certainly through the testimony of

their experts, Drs. Trattler and Williams, plaintiffs are

still alleging that Prolensa is a success and they are still

alleging that Protensa is an improvementover existing

therapies.
United States District Court
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It is that Jatter point that I'd like to addressfirst

because, Your Honor, the evidence will show that Profensa is

not being prescribed becauseit is this improvement over

existing therapies as Mr. Lipsey has alleged.

In fact, defendants will show that it's not an

improvementat alf, rather, what really explains why Prolensa

is prescribed is essentially because of two key things. One,

a general farniliarity with the bromfenac compound. A compound

which, Your Honor, has been known for almost four decades.

And the second reason is because of a campaign by

plaintiffs to extend their exclusivity by making minor and in

some instances no formulation changes to selutions containing
bromfenac.

Now,let's take a closer lack at that particular point
and Ms, Holland actually alluded to it as well.

So, Your Honor, Pve put up on the screen DDX-131 and

this slide is in some ways a recap of one of the slides

Ms. Halland touched on earlier, and it shows a timeline

relating to a number of different bromfenac products that

plaintiffs have marketed and discontinued over the past

decade, and you will note the first date on the left, and

again, I believe Ms. Holand mentioned this, it's -- May 2000

is when plaintiffs launched their first bromfenac product,
Bronuck, in Japan, Plaintiffs then faunched the identical

product under the name Xibrom in the United States in March of
United States District Court
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2005.

Now, Xibrom, which was introduced in March 2005 was

covered under the Ogawa '225 patent that Ms. Holland and

Mr. Lipsey spoke aboutin detail and that I noted in the

beginning of my opening. And that patent, the Ogawa '225
patent expired in 2009,

Now, why am I mentioning the expiry data? Well, up

untif 2609, Xibrom enjoyed patent exclusivity, and so up until

that time, it was not necessarily amenable to generic

competition or generic substitution.

Now, obviously, it being plaintiff's own patent,

plaintiffs were acutely aware that the Ogawa patent was

expiring in 2009. Now xXibrom is in the market, 2009 comes,

the Ogawa patent expires. Xibrom is now amenable or

susceptible to generic substitution, generic competition.

Sa what do plaintiffs do? Weil, in December of 2009,

plaintiffs file a supplemental NDA for Bramday, and as

Ms. Holland indicated, Bromday and Xibrom, Your Honor, are

identical formulations, they are the same. The only

difference between Xibrom and Bromday is with respect to a

change in indication. Xibrom was indicated for twice daily

administration, whereas Bromday was indicated for once-a-day

administration. That és it. From a formulation perspective,

no difference. The only change: Twice-a-day versus

once-a-day.
United States District Court
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For that change, for that changeofindication, Bromday

was afforded a three-year reguiatary exclusivity. So they

submit -- plaintiffs submit their supplemental NDA in

December 2009; in October 2010, Bromday is approved.

Now, keep in mind between 2009 and 2020 now, Xibrom is

susceptible to generic substitution. So what do plaintiffs

do? Well, not three months after Bromday is approved in

February of 2011, they discontinue Xibrom. Now, why do I make

mention of that? Well, by discontinuing Xibrom, what

plaintiffs were effectively able to do was to stop any
automatic generic substitution of that drug.

Up until that point, it would have been automatically

substituted for the generic, but by discontinuing, by

discontinuing the referencelisted drug, in this case, Xibrom,

that was no longer possible. And so what plaintiffs were able

to assure is really the oniy real bromfenac product in the

market would then be Bromday, which now had this regulatory

exclusivity for another three years which went out ali the way

to 2013, So now they've prevented generic competition on

Xibrom. And aow Broméay's on the market.

Well, they're obviously also aware of the October 2013

date. And so as that date is approaching, in June of 2012,

they file the NDA for Prolensa, and Prolensa is approved in

April of 2013. Now Prolensa, just like they did with respect

to Xibrom, because they recognized that Bromday was soon to be
United States District Court
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susceptible to generic substitution, what plaintiffs did was

once again, just four months after Prolensa gets approval,

they discontinue Bromday once again. Again, ensuring that now

their second follow-on praduct Bramday would also not be

susceptible ta generic substitution.

Now, Your Konor, neither Xibrom nor Bromday were ever

discontinued for safety and efficacy reasons. They were

discontinued solely for this particular purpose. They were

discontinued such that plaintiff's market exclusivity could

continue far longer than the 2009 expiry date of Oqawa. And

that, Your Honor, is the context.

That, Your Honor, is the story of why Profensa is even

in the marketplace. It is not because ofall these

incremental benefits that Mr. Lipsey alludes to. It is not

because Prolensa is a great pharmaceutical discovery or
formulation. It's not because Prolensa is even an incremental

advancement over the prior product. [tis simply to maintain

this market exclusivity for as long as possible, an

exclusivity that should have ended in 2009.

Now, Your Honor, plaintiffs don't exactly run away from

this. They openly and publicly acknowledge it. In fact,

actually one thing to note, in August of 2013, Your Honcr,

they discontinue Bromday. In that very sare month, in

Valeant's quarter of -- Q2 results earnings call, both the CFO

and CEO of Valeant not only acknowledged this particular
United States District Court
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mechanism or strategy, but they actually embrace it. Howard

Bradley Schiller, the CFO of Valeant stated on the earnings

call again at the exact time that Brommday was being

discontinued and in the case of Bromday and Lotemax

suspension, new products have already been launched to sustain

these franchises. We would expect to be able to implement

life cycle management programs to extend the lives of other
franchises as well,

And J. Michael Pearson, Valeant's CEO, stated: For

each of our products that are coming off patent, we are

working on life cycle management products that we can

introduce before the patent expires.

This is the real motivation for why Proijensa is in the

marketplace. It is not because of any purported success or

improvement over prior formutations that plaintiffs are now

alleging as purported secandary considerations.

Now, against this backdrop,let's take a look at

plaintiffs allegations that Prolensa has inured industry

acclaim. Now, I know Mr. Lipsey didn't mention as part ofhis

opening, industry acclaim, but industry acclaim is set forth

in their pretrial order and industry acciaim is set forth in

their expert reports.

The key point there, Your Honcr, is that any acclaim

that there is in the record comes from plaintiffs themselves.

As I've highlighted on the slide, the articles that
United States District Court

Camden, New Jersey

aon©oOhm&ND4
wo

41

12

13

14

16

17

18

i9

20

a1

22

23

24

02:09 25

antnokWN=
wo

oz;09 10

11

12

13

14

o2z-10 15

16

17

18

19

02:10 20

21

22

23

24

Page 81 to 84 of 254

plaintiffs expert, Dr. Trattler -- Dr. Trattler relies on in

support of his opinion were sponsored byplaintiffs.

Incidentally, Your Honor, they don't actually even give

Profensa much acclaim. What the articles actually state is

that Prolensa has similar safety and efficacy profiles, it's

not lauding the virtues of Prolensa. So even in articles

sponsored by plaintiffs themselves, they are not lauding that
this is a better or -- a better treatment than Xibrom or

Bromday, or that it was an improvement over Xibrom and

Bromday. They're just saying it’s safe and efficacious.

Now, with respect to the allegation of copying, I did

take note of Mr. Lipsey's slide where he hadlisted al! of the

generic filers, and I believe he stated that this in some way

shows that what a great product Prolensais.

Well, Your Honor, Your Bener is well aware that this is

an ANDAlitigation. Any evidence of capying by defendants is

nothing more than defendants simply complying with FDA

regulations requiring that the ANDA product be bicequivatent

to the referenced drug. And in fact, Your Honor, the Federal

Circuit has expressly recognized that this is not probative of

ranobviousness, and I've putit up in the slide.

The Federal Circuit has stated evidence of copying in

the ANDA convex is not probative of nonobvicusness because a

showing of bioequivalence is required for FDA approval. And

it Says Bayer Healthcare versus Watson Pharmaceuticals, 713 F
United States District Court
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3rd 1369.

Your Honor, defendants couldn't agree more, This is an

ANDAlitigation. OF course, there are bioequivaiency

requirements, and evidence of copying does nothing to rescue

the claims from being obvious.

THE COURT: Wasn't the point somewhatdifferent on

copying, | thought, that if there's realiy no difference

between Prolensa and its predecessor Bromday, that nothing

prevents the defendants from coming out with generic Bromday

and as long as it doesn't infringe Prolensa, then you're fine.

MR. MUKARJEE: But this is an ANDAlitigation and

this is a separate ANDA litigation, Your Honor. And, you

know, that notion -- the fact of the matter is, that there are

«+ part of plaintiff's strategy was also to file scattershot

patent applications, so 1 don't necessarily find that too

compelling. But alsc, there is no generic substitution right

now for Bremday, because they discontinued Bromday in the
marketplace, So...

THE COURT: There wouldn't be a listed substitution,

but your client's laboratory could formulate the generic
version of Bromday and sell it, couidn't it?

MR. MUKARIJEE: But there's no incentive for a generic

or any other, really, pharmaceutical company to do that

because the automatic substitution, Your Honor, is what's --

what's really needed. That's the driving force. If, if a
United States District Court
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doctor has to write down in -- with that level of specificity,

I think effectively, there would be nothing -- there would be

nothing to seil. And, in fact, if you even looked at what

happened to their prior predecessor product saies,like

Bromday and Xibrom during the short period of time when they

introduced the follow-on product, it went to nothing, it went

to zero. And the same thing here would be the case, tao.

So there would be absolutely no incentive for my client

or really any generic filer to be doing that because that

automatic substitution is important.

THE COURT: And so you would sayit's not evidence

that there's a dime's warth of difference between Bramday and
Prolensa.

MR. MUKARIEE: Correct, Your Honor, that is exactly

right, that is exactly right.

THE COURT: Even if you did generic Bromday and gave

it a jazzy name?
MR, MUKARIEE: Without -- without that automatic

substitution, the jazzy name wouldn't do my client or any of

the other generic filer clients any good,

THE COURT: Why not? You could advertise it, you

could have doctors go on TV and --

MR. MUKARIJEE: in the generic industry, Your Honor,

that automatic substitution is one of the driving forces, the

driving economic forces, or at least the incentive and that's
United States District Court
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the whole point. I mean, if you really took at it, that’s the

whole point of even the Hatch-Waxman Act, right, it's ta

introduce these /ower price drugs. The whole concept of the

automatic substitution is really an outgrowth of that,it's an

outgrowth of the fact that the doctor can write this and then

you can get that,

THE COURT: Doesn't that prove the point of my

question? That if your argumentis right, nothing prevents

you from introducing that very drug today. You may net enjoy

the commercial success of borrowing off of Prolensa's name.

MR. MUKARIJEE: Right.

THE COURT: But you would have the substance

available on the market at any price that you wanted to set,

you know, within the market, and the patients would have the

benefit of what you say is everything Prolensa has. You just

wouldn't be able to borrow off the Prolensa name, you know, at

that point.

MR. MUKARIJEE: But, but, economically, with Prolensa

~- with Prafensa in the marketplace, so let's -- with Prolensa

in the marketplace, as the reference-labeled drug out there,

and -- and a generic coming in on a discontinued drug that's

out there, even albeit with a jazzy name, I don't sea how

thase two would even really be able to effectively be, you

know, comparable certainly in the marketplace. I don't --

THE COURT: Dogs ANDA promote comparability, or does
United States District Court
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it pramote, you know, the nation that you make a

pharmaceutical breakthrough, you have pretection for a limited

period of time, and then it goes into the public damain in an

orderly way.

MR. MUKARIJEE: Right. And that's the way exactly it

should, actually, you know, go. But that is exactly what that

slide that I was going through kind of goes ta show, right?

Xibrom cameoff patent in 2009, and they knew that, and as a

result of that, they filed their supplemental NDA and had the

same formulation Bromday, changed the indication and was now

able to extend the exclusivity for another three years, even

thoughit was the exact same formulation as Bromday. And the

same almost can be said with Prolensa, right? They knew the

2013 date was coming to an end. What did they do in 2012?

They filed the NDA for Prolensa and four months after they

introduced Prolensa into the marketplace, during that interim

time, plaintiffs, what are they doing? Their pharmaceutical

reps are all over the country promoting Pralenga in favor of

Bromday, so that they can now move the Bromday positien, so to

speak, aver to Prolensa,

And once that -- once that actually occurs, they

discontinue Bromday, and, therefore, now, inoculate themselves

from the automatic substitution with respect te Bromday.

THE COURT: No, I understand your argument.

MR. LEPSEY: Excuse me, Your Honer. I've sat very
United States District Court
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patiently listening te this. We had a dispute over what was

geing to be in here. This sounds very muchlike an allegation

of either unfair competition or antitrust violation, that is

unpled, that is unmeritorious and utterly irrelevant te the

technical patent issues in this case, and J would like to note

my abjection to the entire statement to the extentit did not

deal with alleged lack of meaning of our articles, as really

irrelevant to the patent issues in the case, and quite

detrimental to my client and we wauld move to strike it, Your
Honor.

MR. MUKARJEE: Your Honor, the profonged conversation

was an outgrowth of the colloquy between the Court and myself.

The slide, the intro slide that I talked about was to also

give context, Mr. Lipsey has extolled the virtues of Prolensa

and that because of the improvements of Prolensa over prior

formulations, that is why physicians are prescribing Protensa.

Well, the fact is that that's not correct, and just as

Mr. Lipsey gave context in his view of the facts, as to the

history of the develapment of Prolensa, defendants have, I'm

sorry to say, an alternate view and a different story, and

that is exactly the manner in which I presented it ta you.

THE COURT: Adright. I'm going to consider the

argumentfor the limited purpose for which I believe it was

originally offered, which is to attempt to demonstrate that

the plaintiffs have not made a dramatic change in Prolensa,
United States District Court
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and thatit allegedly is ---

MR. MUKARIEE: Continuing, yeah.

THE COURT: -- a continuing marketing strategy, and

much of our discussion was in response to my question about

copying, and asking you to comment on the point that

Mr, Lipsey had made thatif the defendants really beleved in

their position, why der’t they just market their version of

Bromday.

MR. MUKARIEG: Thank you, Your Honor, yes.

Finally, Your Honor, then moving on, finally, I'd like

to address plaintiff's allegations of unexpected results.

Throughout the course of this litigation, plaintiffs have

contended -- throughcut the course ofthis litigation, Your

Honor, plaintiffs have contended that tyloxapo! purportedly

has some unexpected stabilizing effect on bromfenac, and I

believe that Mr. Lipsey said thatthis stabilizing effect
leads to a wonderful cascade of benefits.

But as discussed by Ms. Holland in detail, one of

ordinary skill in the art would know that tyloxapol would have

this stabilizing effect. And the ourported benefits that were

outlined in I believe your -+ Mr. Lipsey's Slide 49 would

naturally have flown from this effect.

Could we queue up Slide 49? Okay.

Your Honor, this was plaintiffs Slide 49 and in fact,

you will see that while the slide is entitled, benefits
United States District Court
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flowing from the use of .02 percent tyloxapol, the evidence

will show that getting to .02 percent is simply the result of

routine experimentation.
THE COURT: Paint G2.

MR, MUKARIJEE: Point 02 percent, I'm sorry, Your

Honor. And further, the vast majority of the so-called

benefits listed in Slide 49 to the extent they even exist,

Your Honor, would be attributable to Prolensa's pH.

Now, before I go into Profensa's pH profile, I'll also

just add that Mr. Lipsey here has included increased

preservative efficacy as one of the wonderful cascade of

benefits, and I don’t believe that either claims -- either of

the claims at issue have any notion of preservative efficacy.

In fact, as Mr. Lipsey had noted and | think Your Honor had

even noted, we narrowed the issues in this case. So any

claims that dealt with preservative efficacy are no longer at

issue at this trial. But be that as it may, as I said --

THE COURT: Aren’t you saying because they are not

cavered by dependent Claim 6 or 20?

MR. MUKARIEE: They are not covered by Claim 6 or 20,

Your Honor, the entire notion of preservative efficacy is not
there.

But again, be that as it may, the vast majority of

these benefits that are listed in Slide 49 is actually, if

they even exist, would have been attributable te Protensa's pH
United States District Court
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profile, but Your Honor, the problem with that -- could we go
to the next slide?

The problem with that, is that Prolensa's dH profile

which has been given so much accolade, was actually disclosed

in the prior art. So Prolensa has a target pH of 7.8 and the

prior art, namely the Ogawa '225 patent actuaily discloses a

preferred range of pH 7.5 to 8.4 and in fact, I believe

Mr. Lipsey‘s slide, PDX-1-24 was a slide where he discussed

the pH and there was a certain portion that was blown up.

Well, the exact line right under that blowup portion

was what 1 have quoted here in this slide, that it discloses a

preferred pH range of 7.5 to 8.5. So Prolensa's target pH

of 7.8 is squarely within the actual disclosed or preferred

range that the prior art Ogawa haslisted.

So there may be, you know, exalting of the virtues of

Prolensa's pH but that pH was well-known,

And, Your Honor, if you're looking af plaintiff's slide

deck, if you go to PDX-1-24, there's a blowup, I believe, that

plaintiffs highlighted, and I know that the remainder of the

patent is in very, very small print, but I can teil you that

literally the next line gives the preferred pH range. Andif

-- Elizabeth, do you have a copy of the patent?

THE COURT: Well, I'm sure it will be discussed.

MR. MUKARIEE: It's there, Your Honor, that I assure

you, So in any event --
United States District Court
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THE COURT: The print is smatter than small.

MR. MUKARIEE: I won't ask whyit’s created that

smail on that slide, but in any event, so whatever the virtues

are with respect to Prolensa's pH and whatever benefits flow

fram that pH, well, that was already disclosed. The pH

profile was already well-known, and further as Ms, Holland

stated earlier, the asserted claims, again, much like

preservative efficacy, Your Honor, the asserted Claims 6 and

20 are not directed to any particular pH range.

And while Mr. Lipsey also spoke about Prolensa

absolutely minimizing stinging and burning, although I believe

in the slide, the exact verbiage was that it effectively

eliminates stinging and burning. Stinging and burning had

effectively been eliminated by Xibrom already, Your Honor.

We heard quite a bit about stinging and burning, but

I’ve put up on the slide, Your Honor, there was a study done

on Xibram, actuaily, and that study showed that 1,4 percent of

treated individuals may have experienced burning and stinging

with Xibrom. 1.4 percent. 98.6 percent of the population

experienced no burning or stinging. And any reduction by

Prolensa in burning -- burning and stinging for at least, at

most, I should say, that insignificant percentage of the

population has no bearing on the chviousness determination.
THE CGURT: What's the date of this source?

MR. MUKARJEE: Your Honor, I will get that for you
United States District Court
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because J can't read the date on the slide,

Your Honor, do you mind if, just at a break, I can

provide --

THE COURT: Aha, you used very small print.

{Laughter.}

MR. MUKARIJEE: Yes. Well, actually, this --

THE COURT: Okay. It’s --

MR. MUKARJEE: I'll get it for Your Honor.

But again --
THE COURT: Would the date matter?

MR. MUKARIEE: Would the date matter on this? No.

THE COURT: Certainly it would have more weight if it

was before 2003, wouldn't it?

MR. MUKARJEE: But the whole notion -- ultimately,

the point of the study was, well, did people complain -- you

know, one of the things they looked at was with Xibrom, was

there burning and stinging? There was one of plaintiff's main

points, that Profensa reduced the burning and stinging.

Well -- and according to the slide, they effectively

eliminated burning and stinging. But Xibrom, according to

this study alone, says that only 1.4 percent of treated

individuals, at most 1.4 percent of treated individuals, even

experienced burning and stinging. That is effective

elimination of burning and stinging.

And as to your point on the date, Your Honor, I will
United States District Court
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get you that date. But I'm not sure that the date would

necessarily matter, because the study itself is just analyzing

whether or not Xibrom actually resulted in burning and

stinging, and that is actually one of the so-called unexpected

benefits that plaintiffs purport or allege.

And as Your Honor knows, secondary consideration

evidence doesn't necessarily have to be prior art. So if they

are alleging that, hey, Prolensa is so much Detter than Xibrom

and it reduces this burning and stinging, with respect to

secondary considerations, 1 can come in with evidence showing

that, well, that's not exactly true. In fact, people who were

treated with Xibrom were not experiencing burning and stinging
anyway,

And in any event, Your Honor, defendant's expert,

Dr. Cykiert wil testify that it is impossible to completely

eliminate durning and stinging, which might be the reason why

Mr. Lipsey in the opening said absolutely minimizing, instead

of effectively eliminating, because as Dr. Cykiert puts it,

some patients will always experience some degree of transient

burning and stinging.

And moreover, Your Honor, and this, to me is very

probative, the record will show that plaintiffs ~~ while

plaintiffs allege these purported benefits, they never once,

not one time compared Projensa with Xibrom. They never once

compared Prolensa with Bromday in a head-to-head comparison.
Unifed States District Court
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You would think that if we are extolling the virtues of

Prolensa, there would be some comparison, Prolensa versus

Xibrom, Prolensa versus Bromday, but that never happened.

Instead, what actually happened was -- any analysis that was

ever dane was Prolensa versus placebo and the reason that that

analysis was done was to simply show that it had the same

safety and efficacy, as, guess what? Xibrom and Bromday.

That was it. No head-tc-head comparison whatsoever, and

defendant's expert, Dr. Prausnitz and Dr. Cykiert will testify

to the probative value of that fact. They will testify as to

what it means, also the fact that they did nat put in any

head-to-head comparison.

Now,Dr. Cykiert will aiso testify that as a

prescribing physician, an ophthalmic surgeon, Prolensa is no

different from Xibrom or Bromday and, therefore, Your Honor,
at trial, plaintiff's reliance on Drs. Trattler and Williams

will be shown to be unfounded, and in fact, we believe, Your

Honor, that the evidence will show that their opinions related

to unexpected results are conjecture and based on anecdotal
evidence.

For these reasons, Your Honor, defendants submit that

Claims 6 and 20 of the ‘431 patent are obviousin light of --

at least, the Ogawa '22S patent and the Fu EP ‘984 patent.
Moreover, the evidence will show that Claims 6 and 20

are duplicative of other of plaintiff's patent claims, and
United States District Court
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finally, Your Honor, the evidence will show that none of

plaintiff's purported secondary considerations hold any weight
against defendant's strong prima facie case of obviousness.

Your Honor, the claims are invalid, and we look forward

to presenting our evidence at this trial. Thank you,

THE COURT: All right, thank you. And Mr. Lipsey.
MR, LIPSEY:

break for junch?

THE COURT:

MR, LIPSEY:

formulations of Ogawa that are set out there and that are

May I utter three sentences before we

Yes, of course,

The point 1 made is that the

embodied in Bronuck, had no stability croblern, based on this

reaction between BAC and the active ingredient. They were

clear, they were acknowledged to be stable and commercially

acceptable, There was no problem of the sort that they found

for ketorclac in food, and, therefore, the food solution, even
if you could transtate it from ketorolac to bromfenac was on

its face unnecessary.

Second, the pH matters. The whole point of that

evidence that I showed you when you tried to operate at pH 7,

you couldn't get to the law pHs with the Ogawa formulations

and that was what the great value of adding tyloxapal was.

And lastly, just as a matter of patent jaw, so we don't get

too far off the beam here, positive attributes that flaw from

the invention as claimed are perfectly relevant evidence of
United States District Court
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unexpected results and patentability.

If you have a drug that’s claimed as a chemical

compound and it cures cancer, the fact that it has that

property is perfectly acceptable evidence.

When you have a formulation that allows you to operate

at a lower pH than the prior art could gat to, that’s

perfectly acceptable evidence. When you have a formulation

which allows you to attain stability that was lower or better

than you -- preservative efficacy that was lower and better

than what you could with the formula «~ former formutation,

perfectly acceptable evidence. And 1] just wouldn't want the

trial to go forward at least with the perception that there
wasn't at least an issue about whether that material was

relevant to patentability.

Thank you very much, Your Honor. The Court has been

very patient and I will not --

THE COURT: Do you agree that pH is net part of
Claims 6 and 20?

MR, LIPSEY: The formulation that is claimed in 6 and

20 can be formulated at a lower PH than the formulations that

are described in Ogawe, and that difference is @ important

attribute of those formulations, which bears directly on its

patentability. Need not «+ this comes up all the time, people

say, well, you've had unexpected result as it was cited in the

claims, The cases are legion, It doesn't have to be recited
United States District Court

Camiden, New Jersey

in the claims, it has to flow naturally from what is in the
claim.

MS. HOLLAND: Your Honor, if I could just respond to
that for a moment.

THE COURT: Okay.

MS. HOLLAND: The way we know that that's net correct

is that there were a legion ofclaims in this case with

specific pH limitations that they've dropped. Soit's not

like there were never any claims here with pH limitations and

so Mr. Lipsey is saying, weil, it doesn't really matter.

There were actually Gaims here that covered the pH of

Prolensa that are no fonger being asserted in this case. So

we know that there’s something about the pH that’sdifferent

from the general claim, if the pH is a dependent claim, it

necessarily means that the independentclaim is broader and

includes not ealy the pH ia the dependent claims, but any oH.

MR, MUKARIEE: And that's precisely right, and that's

also the seme point with preservative efficacy. There was a

whole host of claims that actualiy had preservative efficacy

requirements and those claims were dropped. And so Ms.

Holland is exactly right, there were actual claims at issue

here that had pH, that had a pH range and those were dropped.

But te answer your question, Your Honor, Claims 6 and

20 do not have a pH limitation.
MR. LIPSEY: The reason --

United States District Court
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MS. HOLLAND: Your Honor, I just note --

THE COURT: Justa moment. Mr, Lipsey.

MR, LIPSEY: The reason they were dropped is because

it was unnecessary to assert those claims in order to assert

the patentability deriving from this capabiity, All it would

have done was require us to engage in a whole lengthy stream

of additionat infringement proof that would have lengthened

this trial Into something really absurd, and that's the reason

those are dropped.

And She fact that those features may have been

explicitly recited in other claims does not sean it's not an

attribute that flows naturally from what is recited in these,
and that’s the standard.

THE COURT: Allright. We're only at the beginning
of the trial.

(Laughter.)

THE COURT: This is something that the parties will

have ampte chance to explore and to brief, and we will see

which legion of cases marches into the courtroom.

Let's take a break, thea, and J think the first witness

is going to be actually for the plaintiff.

MR. LIPSEY: Yes, it will be Dr. Williams,

THE COURT: Allright. So let's take a break far
15 minutes and then we will resume.

MR. MUKARJEE; Fhank you, Your Honor.
United States District Court
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THE COURT: Oh, it’s 12 already? Do you want to take
a [unch break at this time instead?

MR, HASFORD: Sure,

THE COURT: Why don’t we break for lunch from now
until 2:15.

(LUNCHEON RECESS; 12:05 p.m.}

(Afteracon Session}

(Open Caurt)
DEPUTY CLERK: Ali rise,

THE COURT: Be seated, please.

Good afternoon. Let's proceed.
MR, HASFORD: Good afternoon.

Yes, your Honor. Justin Hasferd on behalf of

plaintiffs. May we approach to distribute binders for the
next witness?

THE COURT: Sure.

MA. HASFORD: Our next witness we'll be calling Dr.

Robert O. Williams, Til.

THE COURT: Okay. Or. Williams, please come up to
the witness stand.

(ROBERT O. WILLIAMS,IIT, HAVING BEEN DULY SWORN AS A WITNESS,

TESTIFIED AS FOLLOWS:)

(DIRECT EXAMINATION OF ROBERT O, WILLIAMS,III], BY MR.

HASFORD)

DEPUTY CLERK: Thank you. You can be seated, sir.
United States District Court
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Please speak into the microphone.

THE COURT: [ think you just broke your opponent's
back,

MR. HASFORD: I apologize, your Honor.

MS. HOLLAND: I'm going ta assume it was
unintentional,

MR. HASFORD: I agree.

May we proceed, your Honar?
THE COURT: Yes.

BY MR. HASFORD:

Q. Good afternoon, Dr. Williams.
A. Good afternoon.

Q. Would you please state your address for the record?

A. My address is 2305A West Lake Drive, that's in Austin,
Texas.

Q. Where are you presently employed?

A. I'm employed at the University of Texas at Austin,
College of Pharmacy.

Q. What is your current position at the UT Austin, College

of Pharmacy?

A. Currently Iam the Johnson & Johnson Centennial Chair of

Pharmaceutics. I also have an appointment as the division
head of the Division of Pharmaceutics.

Q. How long have you been a faculty memberat the University
of Texas?

United States District Court

Camden, New Jersey

A. Ihave been a faculty membersince 1995.

Q. Would you please describe the faculty positions that you

have held at the University of Texas?

A. Yes, when I started in 1995, I was assistant professor.

And through the years I went up in rank to associate professor

with tenure and then professor went with tenure.

Q. Are you currently the division head ef the Division of
Pharmaceutics?

A. Yes, Lam.

Q. In what field do you speciaiize?

A. I specialize in the field of pharmaceutics of design and

development of drug delivery systems and their
characterization.

@. ODoes that encompass the design, evaluation, and

formulation of drug praducts?

A. Yes, it does.

Q. For how long have you worked in that field?

A. Since approximately 1986.

Q. Wouid you please turn to PTX-165 in your binder and

identify that document?

A. I need a binder.

MR. HASFORD: Oh,I apologize.

THE WITNESS: Thank you.

So PTX165 is a copy of my curriculum vitae.
BY MR. HASFORD:

United States Districl Court
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103

Q. Does your curriculum vitae accurately reflect your wark

experience?

A. Yes, it does.

Q. Would you please describe your educational background
following your graduation from high school?

A. Yes. So following high school, I earned a Bachelor of

Science degree in biology from Texas A & M University with

special honors. I then earned a Bachelor of Science degree in

pharmacy from the University of Texas at Austin with honors.

And then I received my Ph.D. degree from the University of
Texas at Austin.

QQ. Are you a licensed pharmacist?

A. lam, yes.

GQ. Whatis your understanding as a licensed pharmacist of

the purpose of the FDA approved package insert that

accompanies a marketed drug product?

A. My understanding as a pharmacist is the purpose of the

label is to convey directions on the approved product that

were approved by FDA.

Q. What, if any, adverse event information is included in

the FDA approved package insert that accompanies a marketed

drug product?

MS. HOLLAND: I'm going to object to this, your

Honor. As per the conversation we had at the pretrial

conference and the Orderthat followed, this is supposed to be
United States District Court
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104

restricted to background on the patent and the products. Now

I believe we're getting to opinions on what is in the label on
adverse event.

MR. HASFORD: If I could respond, your Honor, We are

restricting it to background on the patents and the products,

necessarily the praduct is accompaniedin its marketed form by

package insert. I'm merely asking Dr. Williams a background

question about what type of adverse event generally is

included in the FDA approved packageinsert.

THE COURT: All right. I understand. It's only far

background and it's just a question or two.
BY MR, HASFORD:

Q. Do you need me to repeat the question, doctor?
A. Yes.

Q. What, if any, adverse event informaticn is included in

the FDA approved packageinsert that accompanies a marketed

drug product?

A. In the product label there is a section on adverse events

that were approved by FDA.

Q. You testified that you have a ?h.O. in pharmaceutics.

What did you do after completing your Ph.D.?

A. Following completion of my Ph.D., I worked in the

pharmaceutics industry for about nine years.

Q. At what companies in the pharmaceutics industry did you
work?

United States District Court
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A. Iworked at, first of ali, at Eli Lilly & Company where I

was responsible for developmentof liquid and solid dosage

forms. I then worked at a company called Duramed

Pharmaceutics, again 1 was responsible for development of

liquid and solid and semisolid dosage forms, And then I

worked at a company called Rhone-Poulenc Rorer, which is now a

part of Sanofi, and at that time I worked on development of

liquids and semisolids and inhaled products, as well as solid

pharmaceutical dosage forms.

GQ. Did your work in the pharmaceutical industry include

formulation work on aqueous liquid preparations?
Ao Yes.

Q, Have you founded or cofounded any pharmaceutical

companies?

A. Yes, I have,
Q. What were those?

A. I cofounded a company calied PharmaForm in 1996, which

was a development services company that did product

development and analytical developmentfor a variety of

pharmaceutical companies around the world. And then i

cofounded a company called Enavail, which was a service

company that specialized in particle engineering for a variety

of different platform technologies.

Q. What courses have you taught at the University of Texas
at Austin?

United States District Court
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A. So I teach several courses to the PharmD students, so

these are in their first professionali year. I teach a course

called pharmaceutics, which is generally a course on dosage

form, design dosage form just generally. To graduate students

I teach four courses, there's three graduate courses that are

in -- that cover various aspects of dosage form development,

characterization, and manufacturing science. And then f teach

a forth course that deals with pharmaceutical

entrepreneurship.

. Have you conducted any research?

.- Ihave, yes.

Q. Would you please describe your research?

. So my research generally involves the development of

liquid, semisolid, and solid dosage forms, it could be

administered by a variety of rautes of administration.

Q. Has your research encompassed work on aqueousliquid

preparations?
A. Yes.

Q. Have you published any research articles?
A, [have.

Q. Approximately how many research articles have you

published?

A. Ihave published approximately 400 peer reviewed papers,

books, book chapters, abstracts during the course of my
career.

United States District Court
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9 Are your publications listed on your curricutum vitae?

A. Yes, they are.

Q. Have you received any honors or awards in connection with

your work?

A. Ihave, yes.

Q. Would you please briefly describe those?
A. Yes. I was elected Fellow of the American Association of

Pharmaceutical Scientists. I was also elected Fellow of the

American Institute of Medical and Biological Engineering. And

then I received our university's highest award far teaching,
whichis called the Sheffield award.

Q. Have you served as an editor for any scientific journals?

A. Ihave, yes.

Q. What journals?

A. So from 2000 toe 2014, I was editor and chief of a Taylor

and Francis Journal called Drug Development and Industrial

Pharmacy. And then beginning jate 2014 to present I'm the

editor and chief of a journal called AAPS PharmSciTech,it's

all one word, which is the association —it's the American

Association of Pharmaceutical Scientists, it's one of their

three official publications.

Q. Have you consulted for both innovator pharmaceutical

companies and generic pharmaceutical companies?

A. Yes, I have,

Q. Have you previously been approved by the court in this
United States District Court

Camden, New Jersey

case as an expert in the field of the design, the evaluation,

and formulation of drug products encompassing pharmaceutical

formujation and pharmaceutical development?

A. My understanding is I was, yes.

MR. HASFORD: Your Honor, at this time plaintiffs

offer Dr. Williams as an expert in the field of the design,

evaluation, and formulation of drug products encompassing

pharmaceutical formutation and pharmaceutical development.

THE COURT: Any objection or do you wish to voir
dire?

MS. HOLLAND: No, your Honor.

THE COURT: Okay. The Court will recognize Dr.

Williams as an expert in the fields in which he's offered.

MR. HASFOR®: Thank you.

MR. MUKERJEE: Your Honor, may I ask one logistical

question? Can we perhaps makeit such that -- I don’t want a

situatian where every time there's an objection made

necessarily that Innopharma would have te stand up and say

same objection or vice versa, so perhaps we could,just for

simplicity, make it if ane defendant makes an objection,

unless otherwise noted the objection carries for both

defendants. Would that work with your Honor?

THE COURT: Okay. Do the plaintiffs have any

objection?

MR. HASFORD: We Rave no abjection to that, your
United States District Court
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THE COURT: All right. Sa it will be understood that

if an attorney for either defendant makes an objection, that

it will be deemed an objection by all defendants. Unless fer

some reason you wish to distinguish yourself from their

objection and mot assert it, in which case you'll have to rise

and say so.

MR. MUKERIEE; Correct, your Honor, And, again, my

apologies for interrupting.
BY MR. HASFORD:

Q. Let's now discuss the patent-in-suit. Would you please

turn to JTX-1 in your binder and identify that document?

THE COURT: Excuse me, are you offering his
curriculim vitae into evidence?

MR. HASFORD: Oh, I'll be offering all these into

evidence. As your Honorwill recall «+

THE COURT: That's right, at the end,
MR, HASFORD: -- we will offer it at the end.

THE WITNESS: So JTX-1 is a copy of U.S. Patent

8,129,431.

BY MR. HASFORD:

Q. If] refer to U.S. Patent No. 8,129,431 as the '431

patent, will you understand what I mean?
A, Yes.

Q. Did you review the '431 patent in connection with your
United States District Court
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opinions in this case?

A. Yes, I did.

Q. Would you now please turn to JTX-6 in your binder and

identify that document?

A.  JTX-6 is a copy of the prosecution history for the '431
patent,

Q. Did you review the prosecution history of the '431 patent

in connection with your opinions in this case?

A. Yes, I did.

Q. Please turn back in your binder ta JTX-1, which is the

"431 patent. Whatis the title of the ‘431 patent?

A. Thetitle of the '431 patent is Aqueous Liquid

Preparation Containing 2-amino-3-(4 bromobenzoyl)phenylacetic
acid,

Q. By what other nameis 2-amino-3-(4

bromobenzoy!)phenylacetic acid known?
That's known as bromfenac.

Who are the named inventors of the '431 patent?

The named inventors are Shirou Sawa and ShuheiFujita.

Whois the assignee of the '431 patent?

. The assignee is Senju Pharmaceutical Company.

. Based an your review of the ‘431 patent, did you develop

an opinion as to the qualifications of a person of ordinary

skili in the art would have with resgect fo that patent?

A, Yes, I did.
United States District Court
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Q. Have you prepared a demonstrative ef your opinion with
respect to the qualifications of a person of ordinary skill in
the art?

A. Idid.

Q. Let me direct your attention to PTD-2-1 on the screen.

What is your opinion regarding a person of ordinary skill in

the art with respect to the 432 patent?

A. Soin my opinion a person of ordinary skill in the art

would have a bachelors -- at least a bachelors degree in the

fields of pharmaceutical chemistry, chemistry, or a related

discipline, with about three to five years of work experience

in the area or a comparable level of education and training

and alternatively a comparable tevel of overall experience in

designing, evaluating and/or administering pharmaceutical

formulations obtained by some combination of education such

as, for example, a degree in medicine with work experience.

Q. Please turn back in your binder to JTX-1, whichis the

*431 patent. Let me direct your attention again to the paper

bearing Bates No. PROL foilawed by a sting of zeros and then

2, it's the face of the ‘431 patent. In particular let me

direct your attention to the left-hand colurnn under the

heading Foreign Application Priority Date, Do you see that it

say the Japanese Patent Application No. 2003-12427 wasfiled

on January 21, 20037

A. Isee that, yes,
United States District Court
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Q. Were you at least a person of ordinary skill in the art

of the ‘431 patent as of January 21, 2003, according to the

definition that you just gave?

A. Yes, I was.

Q. On what date did the '431 patent issue?

A. The date of the patent is March 6, 2012.

Q, Let me direct your attention to Column 4 of the '431

patent, it's on the next page, and in particular to the

section entitled Background Art. Specifically let me direct

your attention to the first paragraph of that section in
Column i fram Lines 24 ta 47, What dees the chemical

structure in Column 1 of the '431 patent depict?

A. The patent refers to the chemica! structure as being
bromfenac,

Q. What type of drug is bromfenac?

A. The patent states in -- well, it's a nonsteroidal

antiinflammatory agent it states in Line 40.

Q. Is nonsteroidal anti-inflammatory drug also abbreviated
NSAID?

A, Yas, itis.

@. According to the paragraph in Column 1, Lines 24 to 47 of

the specification of the ‘431 patent, against what conditions
is bromfenac effective?

A. So the patent states, really starting about Line 40,
says, "they," and it's referring to bromfenac and salts or

United States District Court

Camden, New Jersey
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hydrates of bromfenac. It says, "they are effective against

inflammatory diseases of anterior or posterior segment of the

eye such as blepharitis, conjunctivitis, scleritis, and

postoperative inflammation in the field of ophthalmology.”

Q. Let me direct your attention to the bottom of the

paragraph andis particular to Lines 44 to 45 in Column 1 of

the '434 patent. Does the '434 patent indicate whether ar not

bromfenac had ever bees used previousity in eyedrops?

A. Yes, it does, It states that bromfenac as a “sodium salt

has been used in the form of eyedrops." And then it cites to

a 2001 New Drugs in japan article.

Q. Would you please turn to JTX-210 in your binder and

identify that document?
A. JTX-210 is a certified translation of the article New

Drugs in Japan article.

Q, Is that the samearticle cited in Column 1 of the ‘431

patent?

A. Itis, yes,

Q. ‘Did you review JTX-216 in connection with your opinions
in this case?

A. Idid, yes.

Q, Let me direct your attention to the page in JEX-210

bearing Bates Number PROL 0364735, In particular fet me

direct your attention to the middle row of the box toward the

top of the page. F apologize the Bates number should be 732.
United States District Court
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Whatproduct does JTX-210 disclose?

A. JTX-210 discloses here Bronuck® Ophthalmic Solution and

Bronuck®.

Q, Let me direct your attention to the box in the right hand

column of the page in JTX-210 bearing Bates No. PROL 0364732,

in particular let me direct your attention to the second rew

of the box entitled Additives and specifically to additive

polysorbate 80. What is polysorbate 80?

A. Polysorbate 80 is a type of surfactant, nonionic
surfactant.

Q, Whatis a surfactant?

A. Asurfactant is a molecule that reduces interfacial

tension between two phases, generally used as a wetting agent

or solubilizer depending on the use.

Q. fs a surfactant a compound similar to a soap?
A. Yes,

Q. Does it help things dissolve in water that might
otherwise not Se soluble?

A. It could, yes,
Q. What's a nonionic surfactant?

A. Anonionic means thatit's a neutral charge,it’s not

positive or negative butit's neutral when dissolved.

QQ. By further way of background were bromfenac products

containing pelysorbate 80 ever introduced inte the United
States market?

United Slates District Court
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A. They were, yes.

Q. What bromfenac products containing polysorbate 80 were
introduced into the United States market?

A. As we heard this morning, it was Xibrom® and Bromday@.

Q, Is it your understanding that the Xibrom@ wasintroduced
in 2005?

A. Itis, yes.

QQ. Isit your understanding that Bromday® is was introduced
in 2010?

AL Yes.

Q. Please turn back in your binder to JTX-1, which is the

‘434 patent, let me direct your attention to Column i, Lines

48 to 53, What, if anything, does this paragraph of the '431

patent disclose about the palysorbate 80 centaining eyedrop

formulations of bromfenac that we just discussed?

A. So in this passage in the '431 patent, this is referring,

it’s says, "the eyedrop as mentioned aboveis designed to

stabilize bromfenac by means of adding a water soluble

polymer," and as an example, polyvinyipyrrolidone or polyvinyl

alcohol, “and a sulfite.” And it mentions sodium sulfite or

petrofeum sulfite and it reference or cites what's been

referred to this morning as the ‘225 Ogawa patent for that
statement.

Q. Would you please turn to JTX-147 in your binder and

identify that document?
United States District Court
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A. JTX+147 is a copy of U.S. patent 4,910,225.

Q. is JTX-147 the same United States Patent 4,910,225 that's

cited in Column 1, Lines 48 to 53, of the '431 patent?

A. Itis, yes.
Q. Whois the first named inventor of JTX-2477

A. Ogawais the first named inventor,

Q,. If l refer to JTX-147 as the '225 patent or Ogawa patent,

will you understand what | mean?
A. Yes.

Q,. Did you review the Ogawapatent in connection with your

opinions in this case?

A. Idid, yes,

Q. Whoare the assignees of the Ogawa patent?

A. The assignees of the Ogawa patent is Senju Pharmaceutical

and A.H. Robbins Company.

Q.=Piease turn back in your binder to JTX-1, which is the

‘431 patent. Let me direct your attention to Column 2 of the

‘431 patent and in particular to the section entitled

Disclosure of the Invention. Specificafly let me direct your

attention to the first paragraph of that section ia Calumn 2,

Lines 14 through 22. According to the specification of the

‘431 patent, what was an object of the invention?

A. Soit's stated here an object of the intention was an

aqueous liquid preparation that comprises bromfenac, which is

stable within a pH range giving no irritation to eyes, and
United States District Court
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when a preservative is included in that aqueous liquid

preparation such as benzalkonium chloride, the preservative

effect does not substantially deteriorate over time.

Q. You mentioned benzalkonium chloride. Whatis

benzalkonium chloride?

A. Benzalkonium chloride is an example of a cationic
surfactant.

» 1s benzalkonium chloride aiso a type of preservative?

. Itis, yes.

. Is benzalkonium chloride a quaternary ammonium salt?
Yes.

- Is benzalkonixum chloride commonly abbreviated BAC, BAK,
or BKC?

A. Itis in the literature, yes,

@. Let me direct your attention to Calumn 2, Lines 34 to 47,

of the '431 patent. According to the specification, how did

the inventors achieve the objective?

A. So, as described here, the inventors found that by adding

whatthey call an alkyl ary! polyether alcohol type polymer,

and the example is tyloxapo!, or another type of excipient

called polyethylene glycol fatty acid ester, such as

polyethylene glycol monostearate, to that aqueous liquid

preparation containing bromfenac, that aqueous liquid solution

becomes stable within pH range giving no irritation to eyes.

Andit notes that the change in bromfenac over time can be
United States District Court

Camden, New Jersey

118

inhibited. And, furthermore, when the aqueous solution

contains a preservative, that that preservative effect is

maintained for a long period of time.

Q. You mentioned tyloxapol. What is tyloxapol?

A. Tyloxapol is an example of a nonionic surfactant.

Q. Let me direct your attention to the portion of the "431

patent from Column 4, Line 65, to Column 5, Line 15, aad in

particular to the chemical structure in Column 5. What does

the chemical structure in Column 5 of the '434 patent depict?

A, The chemical structure of the patent states thatit's

tyloxapol.

Q. Are tyloxapol and pelysorbate 80 the sameordifferent
nonionic surfactants?

A. They're different.

Q. Wastyloxapol used in any of the Bronuck®, Xibrom®, or

Bromday® formulations?

A. No.

Q. What nonionic surfactant was used in the Bronuck®,

Bramday®, and Xibrom® formulations?

A. That would be polysorbate 80.

Q. Let me direct your attention back to Column 2, Lines 34

through 47, of the '431 patent. At Column 2, Lines 43 through

44 of the '431 patent states that the change of the bromfenac
over time can inhibited. What does this mean?

A. So to the person of ordinary skill in the art, when the
United States District Court
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patent states that the change in bromfenac over time can be

inhibited, it's talking about chemical degradation, so

inhibition of chemical degradation of bromfenac,

Q. Column 2, Lines 46 through 47, of the ‘431 patent states

that the preservative effect of said preservative can be

inhibited for a long period of time. What does this mean?

A. So what this means to a person of ordinary skill in the
art is that the deterioration, so the decrease in the

preservative effect, the preservative that's being used is

inhibited for a long period of time. So, in other words, that

aqueousliquid solution maintains its ability to be preserved,

Q. What is preservative effect or preservative efficacy?

A. So that's understood by a person of ordinary skill in the

art to refer to the ability of a liquid to not support

microbial growth over its shelflife.

Q. Let me direct your attention back to the entirety of the

paragraph at Colurnn 2, Lines 34 for 47, of the '431 patent.

What were the inventors finding, if anything, from the use of

tyloxapol in bromfenac ophthalmic solutions?

A. Based on this, a person of ordinary skill in the art

would understand that the patentees found that when tyloxapo!

is included with bramfenac in this aqueous liquid solution,

that it becomes stable within pH range, chemically stable

giving no irritation to the eyes and thatit’s able to

maintain its preservative effect if there's a preservative
United States District Court
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present.

Q. After the '431 patent issued, was a bromfenac product

containing tyloxapel that embodied the '432 patent intraduced
into the United States market?

A. There was one, yes.

Q. What bromfenac product containing tyfoxapol was

introduced into the United States market after the '431 patent
issued?

A. That's Prolensa®.

Q. Did that happened in 20137
A, Yes.

Q. Prior to 2003, to your knowledge was tyloxapol ever used
as a stabilizer in ophthalmic solutions to increase chemical

stability?

A. Not to my knowledge, no.

Q. Prior to 2003, to your knowledge was tyloxapol ever used

as a Stabilizer in ophthalmic solutions to increase

preservative efficacy?

A. Not to my knowledge, no,

GQ. Prior to 2003, to your knowledge was tyloxapol ever used
in a marketed aphthaimic solution of a nonsteroidal

anti-inflammatory drug?

A. Not to my knowledge, no.

Q. Let me direct your attention to Column 6, Lines 11

through 31, of the “431 patent and in particular Lines 114 to
United States District Court
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13. What other types of excipients may be included in the

tyloxapol containing formulation of bromfenac of the ‘431

patent?

A. Soin that passage a person of ordinary skill in the art

would understand that the liquid, aqueous liquid solution
could also contain various additives and it mentions

isotonics, buffers, thickeners, stabilizers, chelating agents,

PH controlling agents, perfumes, and the like can be

appropriately added,

Q. Fhe '431 patent refers to isotonic. What is isctonic?

A. Anisotonic agent is one that’s added to a liquid

solution to maintain the same osmotic pressure to the tissue

that it's being applied to or in contact with.

Q. Whyis it important to maintain the same osmotic pressure

between the aqueousliquid eyedrop preparation and the fluid

in the eye?

MS. HOLLAND: Your Honor, I have an objection again.

J think we are veering into expert testimony here. 1 think

the question was the purpose of isotonic substance in the

patent.

MR. HASFORO: I think that’s background.

THE COURT: I'll sustain the objection.

MS. HOLLAND: Thank you.
BY MR, HASFORD:

Q. What are some examplesof isotonics that may be included
United States District Court
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in the bromfenac formulations of the '431 patent?

A. Examples for isctonics include sodium chloride, potassium

chloride, glycerin, mannitol, sorbitol, boric acid, glucose,

propylene glycol, and it says the like,

Q. The '43% patent also refers to buffers. What are some

examples of buffers that may be included in the bramfenac

formulations of the '431 patent?

A. Examples of buffer include phosphate buffer, a borate

buffer, citrate buffer, tartrate buffer, acetate buffer, boric

acid, borax, amino acids, and the like,

Q. The '431 patent also refers to thickness. What are some

examples of thickness that may be inchided in the bromfenac

farmutations of the '431 patent?

A. Fhickness listed in the '431 patent include

polyvinylpyrrolidone, carboxymethylceilulose, carboxypropyl

cellulose, hydroxymethyl cellulous, hydroxypropy! cellulose,

hydroxypropy!methylcellulous, polyvinyl alcohol, sodium

polyacrylate, and thelike.

Q. The '431 patent refers to polyvinylpyrrolidone. Is

pelyvinylpyrrolidone aiso referred to as povidone or PVP?

A. Itis in the literature, yes.

Q. The ‘431 patent also refers to stabilizers. What is an

example -- actually fet me direct your atteation to Column 6,

Lines 25 through 26, of the '431 patent. Whatis an example
of stabilizers that is used in bromfenac formulations of the

United States District Court
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'431 patent?

A. Stabilizers include sodium sulfite as an example of
sulfites.

Q. The '431 patent also refers to chelating agents. What

are some examples of chelating agents that may be included in

the bromfenac formulations of the '431 patent?

A. Chelating agents include sodium edetate, sodium citrate,
condensed sodium, phosphate, and thelike.

Q. The '431 patent also refers to pH controlling agents.

What are some of the examples of pH controlling agents that

may de included in the bramfenac formulations of the '43i

patent?

A. PH controlling agents include hydrochloric acid, sodium

hydroxide, phosphoric acid, acetic acid, and the like.

Q. Let me direct your attention ta Column §, Line 39 through

41, of the '431 patent, what pH ranges are set forth for the

bramfenac formulations of the ‘431 patent?

A. The pH range described in Column 6 is about 6 to 9 and

then it says preferably 7 to 9, especially about 7.5 to 8.5.

Q. Let me direct your attention to Experimental Exampie 1 of

the '431 patent, which is at Column 7, Line 7, through Column

8, Line 2. What does Experimental Example 1 of the '432

patent report?

A. Experimental Example 1 reports a stability test for

bromfenac sodium and it compares different examples of the
United States District Court
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invention to a Comparison Example 1,

Q. Is it your understanding that Experimental Example 1 of

the '431 patent reports the results of chemical stability

testing conducted on bromfenac ophthalmic solutions?

A. The person of ordinary skill in the art seeing the
results in Tabie 1 would understand this is chemical

stability.

Q. What storage conditions were used in Experimental Example
1 of the '431 patent?

A. The experimentai conditions are stability is at 60
degrees C for four weeks,

Q. Whatis the significance, if anything, of the use of

storage condition of 60 degrees Celsius for four weeks in

Experimental Example 1 of the *431 patent?

A. A person of ordinary skill in the art --

MS. HOLLAND: I'm going to object again. This is

opinion testimony. [ll tell you, your Honor, it's in this

section of Dr. Williams' report that talks about unexpected

results. So I think it's more appropriate to have this

testimony when Dr. Williams gets up to testify again and it's

appropriate to talk about unexpected resuits.

MR. HASFORD: We're doing this as background, yaur

Honor. I think it appropriate for him to explain what the

‘431 patent teaches on these items.

THE COURT: All right. PIE permit it.
United States District Court

Camden, New Jersey
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BY MR, HASFORD:

Q. Shail I re-ask the question?

A. Ne, Thank you. So, a person of ordinary skill in the

art would understand, when these aqueousliquid solutions are

stored at 60 degrees C for four weeks, that that is a

condition of what's referred to as accelerated stability
conditions.

Q. At what pH are the farmulations that are used in

experimental example 1 of the "431 patent formulated?

A. Each of the four liquids are noted at pH 7.

Q. Whatis the significance, if anything, of the fact that

the formulations that are used in experimental example 1 of

the '434 patent were formsulated at pH 7?

A. The significance is that at pH 7 bromfenacis, as shown

in the '225 Ogawa patent, bromfenac is susceptible ta chemical

degradation,

Q. Doesthis better allow the relative chemical stability of
the formulations to be measured?

A. Itdoes, yes,

Q. Do the results in experimental example 1 relate to the

'431 patent's teaching --

MR. MUKERIJEE: Your Homer, I have te object to that.

This is now clearly going into expert testimony terzitory.

THE COURT: I think so, and the jast question was

also quite leading. Describing the patentis different from
Uniled Stales District Court
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saying why are these things »-

MR. MURERIEE: Significant.

THE COURT: -- significant for a step forward. There

will be a point in the case, of course, where the plaintiff

will be able to put on that case. ?'ll sustain the objection.

MR. MUKERJEE: Thank you, your Honor,
BY MR. HASFORD:

Q. Do the results in experimental example 1 relate to the

‘431 patent's teaching that tyloxapol chemically stabitized

bromfeaac in the aqueous liquid preparations of the "431

patent?

MR, MUKERJEE: Same objection.

MR. HASFORD: I think I can ask whether they relate

to that, your Honor,

THE COURT: Allright. i'l permit it.

THE WITNESS: The results do support the combination

of bromfenac sodium and tyioxapol in samples A-01, 2 and 3.
BY MR. HASFORD:

Q. Let's discuss these results further. First let me direct

your attention to Table 1 of the '431 patent whichis at

column 7, lines 40 through 55. What are the components of the

formulation of comparison example 1 used in experimentai

example 1 of the ‘432 patent?

A. The components of comparison example 1 include bromfenac

sodium, borie acid, benzalkoniura chloride, polysorbate 80, and
United Staies Disiricf Caurt
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then it's added to a final volume with sterile purified water.

Q. What amounts of the components are present in the

formulation of comparison example 1 of experimental example i

of the '431 patent?

A. Bromfenac sodium [s present at .1 grams per hundred ml.

Boric acid is at 1.5 grams per hundred ml, Benzalkonium

chloride is at .005 grams per hundred ml. Polysorbate 80 is

at 0.15 grams per hundred mi, And then the final volumeis

added up to 100 mis with sterile purified water.

Q. Was polysarbate 80, which is used in comparison example
i, also used in the Bronuck, Xibrom® and Bromday@®
formulations?

A. Yes,

Q. What remaining percent of bromfenac was measured in the

formulation of comparison example 1 in experimental example 1

of the '431 patent after storage at 60 degrees Celsius for
four weeks?

A. The remaining rate reported as 51.3 percent,

Q, What are the components of fermulation A-02 in

experimental example 1 of the ‘431 patent?

A. The components of A-02 are bromfenac sodium, boric acid,

benzalkontum chloride, tyloxapol, and then sterile purified

water to add up to valume.

Q, What amounts of the components are presentin formulation

A-Q2 of experimental exampie 1 of the 434 patent?
United States District Court
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A. A-02 contains .1 grams per hundred mls of bromfenac

sodium, contains boric acid at 1.5 grams per hundred ml,

contains benzalkonium chloride at .005 grams per hundred ml,

contains tyloxapol at 0.15 grams per hundred ml, and then the

final is added up to volume with sterile purified water,

Q. How dees formulation A-02 differ fram the formulation of

comparison example 1 in experimental example 1 of the ‘4341
patent?

A. The two, the comparison example 1 and formulation A-02

differ in the polysorbate 80 as contained in comparison

example 1 and tyloxapol as contained in formulation A-02,

Q. Are all the other components the same?
A. Yes.

Q. What remaining percent of bramfenac was measured in

formulation 4-02 in experimental example 1 of the '432 patent

after storage at 60 degrees Celsius for four weeks?

A. The remaining rate of bromfenac sodium is 73.8 percent.

Q. What are the components of formulation 4-03 in

experimental example 2 of the ‘431 patent?

A. A-03 has bromfenac sodium, boric acid, benzalkonium

chloride, tyloxapol and sterile purified water.

Q. What amounts of the components are present in formulation

4-03 of experimental example 1 of the '431. patent?

A. The amounts are bromfenac sodium at .1 grams per hundred

mi, boric acid at 1.5 grams per hundred mi, benzalkonium
United States District Court
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chloride at .005 grams per hundred ml, tyloxapol is .02 grams

per hundred ml, and then the final volume is added up with

sterile purified water to 160 mis.

Q@. How does formuiation A-03 differ from the formuiation of

comparison example 1 in experimental example 1 of the '431

patent?

A. It differs in it contains -- A-03 contains tyloxapol

whereas comparison example 1 contains polysorbate 80.

Q. Are all the other formulation companents the same?

A. They are, yes.

'O. How does formulation 4-03 differ from formulation A-02 in
experimental example 1 of the ‘431 patent?

A, A-02 and A-03 are the same except for the amounts of

tyloxapol; A-03 having less, .02 grams compared to 0,25 grams

tyloxapol in formulation A-02.

Q. What remaining percent of bromfenac was measured in

formulation A-03 in experimental example 1 of the '431 patent

after storage at 60 degrees Celsius for four weeks?

A. The remaining percent of bromfenac is 89.6 percent.

Q. How,if at ail, do the results of experimental example 1

of the '431 patent relate to the ‘431 patent's teaching that

tyloxapo! chemically stabilized bromfenac?

A. A-02 and A-03 with the presence of tyloxapol, you have a

higher bromfenac chemical amount, potency, compared to

comparison example 1 with potysorbate 80.
United States District Court

Camden, New Jersey

Q. And how did the remaining rates compare between

formuiation A-G2 with .15 weight per volume percent tyloxapol

versus formulation 4-03 with 0.02 weight per volume percent
tyloxapo!?

A. So, from Table 1 the A-03 with .02 grams per hundred mi

of tyloxapol is 89.6, so it's a much greater amount of

bromfenac potency compared to with the higher amount of

tyloxapol.

Q. Let me direct your attention to the passage beneath Table

1 of the '431 patent at column 7, and in particular to the

sentence beginning at line 59 beginning "As is apparent."

What, if any, conclusion is drawn in the '431 patent from the

data in experimental exampie 1?

A. So, here the patent states that based on the data, the

stability test that was conducted at pH 7 at 60 degrees C

stored for four weeks, the bromfenac in the eyedrops was

Stable in the order of tyloxapo!-containing, was more stable

than the polyoxy! 40 stearate-containing liquid, which both of

those were more stable than the polysorbate 80-containing

preparation.

Q. Let me direct your attention to the next sentence of the

'431 patent at column 7 beginning at line 65. What,if any,

further conclusion is drawn in the '431 patent from the data

in experimentai example 1?

A. Here the patent states that with respect to the A-02 and
United States District Court
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4-03 from Table 1, that bromfenac made with .02 weight percent

of tyloxapol is more stable with regards to the bromfenac

content than the .25 weight percent tyloxapol containing A-02

liquid preparation.

Q. Let me now direct your attention to experimental example

2 of the '431 patent, which is at column8,lines 5 through

49. What does experimental examale 2 of the '431 patent
report?

A. So, Table 2 reports stability tests for different liquid

formulations, either containing tyloxapol or containing

polyoxy! 40 stearate,

Q. At approximately what pH are the formulations that are

used in experimental example 2 of the '431 patent formulated?

A. The pH of these formulations is generally like 8.15 to
8.19,

@. Do the results in experimental example 2 celate to the

‘431 patent's teaching that tyloxapot chemically stabilized

bromfenac in the aqueous liquid preparations of the '431

patent?

A. Yes.

Q. Let's discuss these results further. First let me direct

your attention to Table 2, which is in column & of the "431

patent. What are the components of formation A-04 in

experimental example 2 of the '431 patent?

A, So, formula A-04 contains bromfenac sodium, boric acid,
United States District Court
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borax, benzalkonium chloride, tyloxapoal, polyvinyipyrrolidone,
specifically K-30 grade, sodium edetate, and then the formula

can contain either sodium hydroxide —- well, could contain

sodium hydroxide sufficient to adjust the pH to the 8.17, and

then the final volume is made up with sterile purified water
to 100 ml.

Q. What amounts of the compénents are present in formulatian
A-04 of experimental example 2 of the '431 patent?

A. Bromfenac sodium is present at .1 grams, boric acid at

1.1 grams, borax at 1.1 grams, benzalkonium chloride at .0G5

grams, tyloxapol at .02 grams, polyvinylpyrrotidone is at 2,0

grams, sodium edetate is at .02 grams, and then the -- the

sodium hydroxide could be used to adjust the pH, and then that

total volume is added up to 100 mils using sterile purified
water.

Q. What remaining percent of bromfenac was measured in

formulation A-04 in experimental example 2 of the '43% patent

after storage at 60 degrees Celsius for four weeks?

A. That's 92.6 percent.

Q,. What are the components of formulation A-05 in

experimental example 2 of the ‘431 patent?

A. Formulation A-O5 contains bromfenac sodium, boric acid,

borax, benzalkonium chloride, tyloxapol, palyvinyipyrrolidone,

K-30, sodium edetate, may contain sodium hydroxide to adjust

the pH, and then that is -- sterile water -- sorry, sterile
United States District Court
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Purified water is used to adjust the final volume.

Q. What amounts of the components are present in formulation

A-05 of experimenta? example 2 of the '431 patent?

A. The bromfenac sodium lists .1 gram, boric acid, 1.1 gram,

borax, 1.1 gram, benzalkonium chioride, .005 gram, tyloxapol

.05 gram, polyvinylpyrrolidone, 2 gram, sodium edetate, .02

gram, and then it may contain sodium hydroxide to adjust the

pH, and thenthe final volume is added up with sterile

purified water to 100 mis.

Q. What remaining percent of bromfenac was measured in

formulation A-OS in experimental example 2 ef the ‘431 patent

after storage at 60 degrees Celsius for four weeks?

A. 90,9 percent.

Q. What are the components of formulation A-O6 in

experimental example 2 of the '431 patent?

A. A-06 contains bromfenac sodium, boric acid, borax,

benzalkonium chloride, tyloxapol, polyviny!pyrrolidone, sodium

edetate, it may contain sodium hydroxide to adjust the pH, and

sterile purified water to adjust the final volume to 100 mi,

Q. What amounts of the components are present in formulation

A-06 of experimental exarnple 2 of tie ‘431 patent?

A. Bromfenac sodium is at 0.1 gram, boric acid at 1.1 gram,

borax at 1.1 gram, benzalkonium chloride at .€05 gram,

tyloxapol at .03 gram, polyvinylpyrrolidone at 2 gram, sodium

edetate at .02 gram, and then sodium hydroxide may be used to
United States District Court

Camden, New Jersey

134

adjust the final pH, and the final volume is added up with

: sterile purified water,

Q. What remaining percent of bromfenac was measured in

formulation A-06 in experimental example 2 of the ‘431 patent

after storage at 60 degrees Celsius for four weeks?

A. It’s 92.0 percent.

Q. How doa formulations 4-04, A-05 and 4-06 of the ‘434

patentdiffer?

A. They differ in the amount of tyloxapo! that's present in

each of the aqueous liquid solutions,

Q, Otherwise, are they ali the same?

A. They are, yes.

Q. How,if at ail, do the results of experimental example 2

of the '431 patent relate to the ‘43% patent's teaching that

tyloxapal chemically stabilized bromfenac?

A. So, it was shownby the potency value the remaining rate

of bromfenac sodium when tyloxapol is used in this aqueous

liquid solution, it shows that the remaining rate is at the

values thatit's at, in the low 90 percents.

Q. Do any of the formulations of experimental example 2 of

the '431 patent use sodium sulfite?
A. No.

QQ. Let me direct your attention te the gassage beneath Table

2 of the ‘431 patent at column 8, and in particular to the

sentence at line 43 beginning "As is apparent.” What, if any,
United States District Court
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conclusion is drawnin the 431 patent from the data in

experimental example 2?

A. So, what's stated here in the patent is that based on the

stability data or the potency of bromfenac in Table 2, the

bromfenac potency in the compositions containing tyloxapol at

-02, .03, and .O5 weight percent is not less than 90 percent

after storage at 60 degrees C for four weeks, and it states,

the patent states that this indicates that those compositions

have sufficient stability for eyedrops.

Q. Let me now direct your attention to experimental example

3. Actually -- yes, experimental example 3 of the '431

patent. It's going to be at column 8, line 51, through column

10, line 50, What does experimental example 3 of the ‘431

patent report?

A. So, experimental example 3 takes A-O4, A-05 and A-07 from

experimental example 2 and performs preservative effectiveness

testing on them, and that's what's reported,

Q. Do the results in experimental example 3 relate to the

'431 patent's teaching that tyloxapol contributes ta

maintaining the preservative efficacy of the aqueous liquid

preparations of the '431 patent?

A. It does, yes.

Q,. Was the testing in experimental example 3 of the ‘431

patent conducted according to Evropean Pharmacopeia criteria?

A, Yes, according to EP criteria A and 8,
United States District Court
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Q. By way of background, is it your understanding that the
Eurepean Pharmacopeia is a standard reference used in

connection with drug formulation?

A. Itis, yes.

Q. Generally speaking, what ig the purpose of preservative

efficacy testing using European Pharmacopeiacriteria?

A. So, the preservative efficacy testing is a test that's

done to show the ability of that liquid to maintain its

ability to act as a preservative, maintain sterility.

Q. In maintainingsterility are you referring to

antimicrobial stability?
A. Yes.

Q. Is there also a separate U.S. Pharmacapeia?

A. here fs, yes.

Q. Do you understand that the U.S. Pharmacopeia has
different preservative efficacy standards from the European

Pharmacopeia?

A. Yes.

Q. Do you understand that the preservative efficacy

standards of the Eurepean Pharmacopeia are more demanding than

the preservative efficacy standards of the U.S. 9armacapeia?
A. Yes.

MR, MUKERIEE: Your Honer, I'm going to object ta

this. I don't understand what preservative efficacy has

anything to do with the trial, As we had indicated even in
United States District Court

Camden, New Jersey
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the opening, none of the claims require any preservative

efficacy. Sc, even from a background perspective, I dan‘t

quite understand it.

MR, HASFORD: Your Konar, it's a property of the

claim formulation. The Federal Circuit has repeatedly said

that properties of the clair: formufation are relevant.

They're set forth in the background of the patent. We're

merely doing background at this point.
MR. MUKERIJEE: Even those claims that even have

pharmacopeia requirements were Eurapean Pharmaccpeia

requirements. So, as to whether or not U.S, Pharmacopeia

requirements are more stringent or Jess stringent, I still

fail to see any relevance of that, particularly in ght of

the way we have streamlined this case,

MR. HASFORD: Your Honor, it is purely background.

Their expert does not dispute that the U.S, Pharmacopeia

standards are less demanding than the European Pharmacopeia

standards, Again, it's just by way of background to set forth

what the Eurcpean Pharmacopeia is that's being testified
about.

MR. MUKERJEE: And therein lies my problem. He's

referencing expert testimony right now, and again, the whole

point of this is just background information.

MR. HASFORD: I'm merely pointing out, your Honor,

that their expert has not disputed this.
United States District Court

Camden, New Jersey

THE COURT: Well, if it is pointing out areas that

are not in dispute, it might be helpful in framing what we are

talking about in this 431 patent, so I'll permit it.
BY MR. HASFORD;

Q. Let me direct your attention to Table 3-1 and Table 3-2

in experimental example 3 of the ‘434 patent which are in

columns 9 and 10. What does Table 3-1 of the ‘431 patent

report?

A, Table 3-i reports the results of this preservative

efficacy test for formulation A-04 from experimental example
2.

Q. What does Table 3-2 of the ‘431 patent report?

A. Likewise, Table 3-2 reports the same for formulation A-05

from experimental example 2.

Q. Let me direct your attention to column 9,lines 47 to 51

of the '431 patent. According to the ‘431 patent, what
conclusions were drawn as to whether formutation A-O4

satisfied the European Pharmacopeia preservative efficacy
standards?

A. So, the '431 patent states that based on the results

presented in Tables 3-1, which was A-04, that composition A-04

was found to be compatible with EP criteria A.

Q. Do you understand that formulation A-O4 also satisfied
the EP criteria B standard?

A. Yes.

United States District Court
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Q. According to the '431 patent, what conclusions were drawn

as to whether formulation A-05 satisfied the European

Pharmacopeia preservative efficacy standards?

A. So, the patent states that A-05 was found to be
compatible with EP criteria B.

Q. Do you understand that the European Pharmacopeiacriteria

A standard is more demanding than the European Pharmacopeia 8
standard?

A. Yes.

Q. How, if at all, do the results of experimental example 3

of the ‘431 patent relate to the '431 patent's teaching that

tyfoxapal contributes ta maintaining the preservative efficacy

of the aqueous liquid preparations of the '431 patent?

A. So, the findings of the '431 patent as exemplified by the
results in experimental example 3 show that over the course of

this, of the samples stored at 60 degrees C for four weeks,

these compositions maintain their ability to have preservative

efficacy.

Q,. Let me direct your attention to the claims of the '431

patent which begin at column 11. In reviewing the '4314

patent, did you also consider the claimslisted in columns 11
ta 14?

AL, Edid, yes.

Q. Bid you gatn an understanding of whatis claimed,
generally speaking, in the '431 patent?

United States District Court

Camden, New Jersey

A. Yes.

Q. Whatis your understanding of what is claimed, generally
speaking, in the '431 patent?

MS. HOLLAND: Objection, your Honor. There is no

such thing claimed, generally speaking. Claims define the

scope of the protected invention, and we can't look at them as

a general matter. And in addition, there are only two of them

that are actually still In the case.

MR. HASFORD: I think he can provide his general
understanding of what the patent sets forth, your Honor.

THE COURT: No,I'll sustain the objection, I think

the question could be reformulated. He's giving very detailed

explanations of what the patent means, and so 1 don't think a

general oneis called for.

MR. HASFORD: I'll go to the two patents that are

currently at issue in this trial.
BY MR. HASFORD:

Q. Let me direct your attention to claim 6, and that's at

column 12. Do you understand that claim 6 depends from claim

4 which further depends fram claim 3 which further depends

from independent claim 1?

A. Yes.

Q. Have you prepared a demonstrative showing the elements of

claim 6 in its independent form?

A. Ihave.

United States District Court
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Q. Let me direct your attention to PTD 2-2 on the screen.

To whatis claim 6 of the '431 patent directed?

A. Sa, claim 6, as I have written here, in its independent

form, is directed to an aqueous liquid preparation that

consists essentially of bromfenac soditim from about .05 to

about .2 weight percent, and tyloxapol having a concentration

of about .02 weight percent, wherein said liquid preparation

is formulated for ophthalmic administration, and when a

quaternary ammonium compound is included in sate liquid

preparation, the quaternary ammonium compound is benzalkonium
chloride.

Q. Let's now turn to claim 20 of the '431 patent, which is

at column 14. Do you understand that claim 20 depends from

claim 19 which further depenes from independent claim 18?
A. Yes,

Q. Have you prepared a demonstrative showing the elements of
claim 20 in its independent form?

A. Yes, Ehave.

GQ. Let me direct your attention to PTD 2-3 on the screen.

To whatis claim 20 of the '431 patent directed?

A. So, claim 20, as I have shown here, and it's written in

its independent form, is an aqueous liquid preparation

consisting essentially of bromfenac sodium from about .01 to

about .5 weight percent, tyloxapol at a concentration of about

.02 weight percent, boric acid, sodium tetraborate, EDTA
United States District Court
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sodium salt, benzalkonium chloride, polyvinylpyrrolidone,

sodium sulfite, and that liquid preparation is formulated for

ophthalmic administration, and wherein benzalkonium chforide

is the only quaternary ammonium compound whichis included in

that liquid solution.

Q,. What is the active pharmaceutical ingredient in the

formulation of claim 20 of the *431 patent?
A.=It's bromfenac sodium.

Q, Are the remaining ingredients of the formulation of claim

20 of the ‘431 patent also called excipients?
AL Yes.

Q, Let's now turn to plaintiff's Pralensa® product. Is

Prolensa® an embodimentof the aqueous liquid preparations of

claims 6 and 20 of the '431 patent?

A. Itis, yes.

Q. Have you reviewed the FDA approved package insert for
Prolensa®@?

A. Yes,

Q, Would you please turn to PTX-745 in your binder and

identify that document,

A.  PTX-745 is a copy of the Prolensa@ package insert from
the NDA.

Q, And when you say NDA, do you understand PTX-745 to be the

version of the package insert that the FDA approved in the new

drug application for Prolensa@?
United Slates District Court
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A. That's my understanding.

Q. Would you please turn to JTX-22 in your binder and

identify that document.

A.  JTX-22 is a copy of the Prolensa® package insert that's

actually included with the product.

QO. Was this ultimately placed in the packaging with the

marketed Prolensa@ product?
A. Yes.

Q. Do you understand that PTX-745 and JTX-22 are

substantively identical?

A, That's my understanding.

Q. Looking at JTX-22, let me direct your attention to the

indications and usage section within the full prescribing

information section on the first page of the Prolensa® package

insert. According to the Prolensa@ package insert, whatis

the FDA approvedindication for Prolensa®?

A. It says Prolensa® .07 percent is indicated for the

treatment of postoperative inflammation and reduction of

ocular pain in patients who have undergonecataract surgery,

Q. Let me direct your attention to the dosage and

administration section within the fuil prescribing information

section on the first page of the Prolensa@® package insert.

According to the Prolensa® package insert, how is Prolensa®

administered for ophthalmic use?

A. According to the package insert, it says one drop of
United Stales District Court

Camden, New Jersey
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Prolensa@ should be applied to the affected eye once daily

beginning one day prior te cataract surgery, continued on the

day of surgery, and through thefirst 14 days of the

postoperative period.

Q. Let me direct your attention to the adverse reactions

section within the full prescribing information section on the

first page of the Prolensa® package insert. According to the

Prolensa® packageinsert, is Prolensa@ associated with adverse

reactions of burning and stinging?

A. ‘That's not listed on the packageinsert.

QQ. Have you reviewed the formulation of Pralensa® as set

forth in the FDA approved new drug application for Prolensa@?

A. thave, yes.

Q. Wauld you please turn to PTX-120 in your binder and

identify that document.

A. PTX-120 is an excerpt from the NDA for Prolensa®,

Q. Let me direct your attention to the page of PTX-120

bearing Bates number PROLOOO2267, andia particular to Table i

on that page. What does Table i in PTX-120 show?

A. Table 1 shows the composition of Prolensa®, of bromfenac

ophthalmic solution .07 percent, which is Prolensa@.

OQ. What is the active pharmaceutical ingredientin
Prolensa®?

A. Thatis bromfenac sodium sesquihydrate.

Q. What is the ameunt of bramfenac sodium sesquihydrate in
United States District Court
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Prolensag®?

A. It lists .0805 grams per hundred ml,

Q. And is it your understanding that that is equivalent to

.G? weight per volume percent bromfenac free acid?

Yes, and that’s footnoted as footnote 1 to Table 1.

Does Prolensa® contain tyloxapol?
Yes.

Whatis the fenction of tyloxapo! in Pralensa®?
It's as a stabilizer.

What amount of tyloxapolis included in Prolensa® as a
stabilizer?

A. It lists .02 grams per hundred ml, so .02 percent by

weight.

Q. Does Prolensa® contain benzalkonium chloride?

A. Yes.

Q. Whatis the function of benzalkonium chloride in

Prolensa®?

A. Itis listed as a preservative.

Q. What amount of benzalkonium chloride is included in

Prolensa® as a preservative?

A. Ibis at.005 grams per hundred mi,

Q. Is benzalkonium chloride the only quaternary ammonium

compeundincluded in Prolensa®?

A. Itis, yes,

Q. What other excipients are included in Prolensa@?
United States Disirict Court
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A. In addition to those three, it has boric acid, sodium

borate, sodium sulfite, edetate disodium, povidone, which is

also known as polyvinylpyrrolidone, sodium hydroxide, that can

be added to adjust the final pH, and then purified water to

add up to volume.

Q. What are the functions of these other excipients that are
included in Prolensa®?

A. ‘The boric acid and sodium borate act as buffering agents.

It states sodium sulfite is a stabilizer, edetate disodium it

lists as a chelating agent, povidone it lists as a stabilizer,

and then sodium hydroxide to adjust the pH of the solution,

Q. What are the amounts of these other excipients that are
included in Prolensag@?

A. Boric acid is at 1.4 weight percent. Sodium borate is

at.74 weight percent. Sodium sulfite is at .2 weight

percent. Edetate disodium is at .02 weight percent. Povidone

is at 1 percent. And then sodium hydroxide, it can be used

just to adjust the final pH.

Q. Whatis the pH of Prolensa@?

A. It states hereit's -- the final pH, it's made to pH 7.8.

QQ. Uson review of the new drug application and the package

insert for Prolensa®, do you understand that Prolensa® is an

embodiment of the aqueousliquid preparations of Claims 6 and

20 of the ‘431 patent?

A. Ido, yes.
United States District Court

Camden, New Jersey
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Q. Are you aware of any opinion to the contrary offered by
any of defendants’ experts?
A. i'm not.

Q. Let's now turn ta Lupin’s generic bromfenac ophthalmic
solution,

Have you reviewed the proposed package insert for

Lupin’s generi¢ bromfenac ophthalmic solution?

A. have, yes.

Q. Would you please turn to ?TX-127 in your binder and
identify that document.

A. PTX-127 is a copy of the package insert for Lupin's
generic bromfenac ophthalmic solution.

Q. Please turn back to PTX-745 whichis the Prolensa®

package insert.

How similar are Lupin's proposed packageinsertfor its

generic bromfenac ophthalmic solution and the Prolensa®

package insert?

A. They're very similar.

MS. HOLLAND: Objection, Your Honor, This is act

background anymore. I believe that goes to their copying

case, if l could hazard a guess about whatthis is related to.

But there is certainly no reason to compare the two marketed

products. This is supposed to be a background about the

patent and a description of the product.

MR, HASFORD: It's simply a background to indicate,
United States District Caurt

Camden, New Jersey

your Honor, that the Lupin proposed package insert is

essentially Identical to the Profensa® package insert so that

we don't have to go through, you know, the entirety, for

example, of all the formulation components.

THE COURT: I'm going to sustain the objection, I

think the purpose of this limited testimony was to explain the

patent itself, to give the plaintiffs the first opportunity to

introduce the concepts of the patent rather than ta preview

the arguments that the plaintiffs are going to be making later
in the case.

MR. HASFORD: And as I understand Your Honor's ruling

in the -- fram the call that the parties had with your Honor

approximately a week ago, your Honorwill permit us to provide

factual information about the products, which includes Lupin's

product; is that correct?

THE COURT: The products I believe were meant to be

Prolensa®, the plaintiffs’ products. What does the order say?

Idon't have a copy in frant of me.

MR. HASFORD: So, your Honor, this is Docket 221.

And your Honor's statement is with respect to Item 5, the

order of proof, plaintiffs will be permitted to go first and

presentations shail be jimited te background testimony on the

claim subject matter of the “431 patent and the products at

issue, We understood that to mean both Prolensa® and Lupin's

generic -- Lupin's and InnoPharma's generic bromfenac
United States District Court

Camden, New Jersey
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ophthalmic solution. And we certainly didn't get any

objections yesterday when we disclosed these documents to
counsel for the defendants. So we believe that --

MS. HOLLAND: Your Honor --

MR. HASFORD: -- that's their understanding as well.
MS. HOLLAND: -- what this formulation is. [ don't

think we have to spend another, you know, half hour of the

Court's time on this. Why don't we try to do that tonight and

we can come back with a stip tomorrow instead of having to go

through this,

MR. HASFORD: Well, your Honor--

MS. HOLLAND: There is a stip on infringementin any
event so I'm not sure --

THE COURT: It's not an infringement case, and so the

products at issue are not the defendants' products, are they?

MR, HASFORD: Well, the defendants havecertainly

Stipulated that those products infringe. We merely had

planned to go thraugh that for background purposes, your
Honor.

MR. MUKERJEE: Your Honor --

THE COURT: I don’t think it's necessary. I detect

that there is really no dispute about your characterization of

the defendants' products, and so the witness wouldn't have to

take the time te go through that. But this was meant to be an

introduction to the '431 patent. Perhaps F shouldn't have
United States District Court
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used the plural form of “products.”

MR. MUKERJEE: And, your Honor, in looking at

Mr. Rasford’s binder, ? think they intend on asking the same

type of question on InnoPharma, so to the extent that

Mr. Hasford does, f assume your sustaining of Ms. Holland's

objection applies to them also.

THE COURT: Well, do you alsa agree with what

Ms. Holland said, that there is no dispute that the praduct of

InnaPharmais identical to the Prolensa® product?

MR. MUKERJEE: I -- I agree that there is a

stipulation on infringement on file, and I also agree that the

issue of infringement is no longer an issue at trial, and so,

therefore, there really is no relevance to that. And so, just

as your Honor sustained the objection that Ms. Holland put

forth, I'm just asking that to the extent Mr. Hasford asks the

identical question again with respect to InnoPharma, that the

objection be sustained there as well.

MR. HASFORD: Your Honor, what I would do then is I

would offer Lupin's and InnoPharma's infringement stipulations

on Claims 6 and 20 of the '431 patent into evidence,

MR. MUKERJEE: Evidence with respect to what? The

stipulation speaks for itself,

MR, HASFORD: I don't believe that the stipulation

has yet been signed by your Honor, so I'm offering it in

evidence so we don't have to provethis all up.
United Siafes District Court
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THE COURT: I wasn't aware there is a signature space

on there for me. But it's been filed with the Court, hasn't

it, the stipulation?

MR. HASFORD: f believe it has, your Honor. And I

apologize if we forgot to include a signature space for your
Honor.

THE COURT: No, but there is no doubt now,is there,

about what the stipulation is?

MR. HASFORD: We don't believe there is, your Honor,

THE COURT: Okay. Do you agree, Mr. Mukerjee?

MR. MUKERIEE: Yes, Your Honor.

THE COURT: All right. That's like a constitutional
document. It frames the rest of the trial. I don’t think it

has to be entered into evidence,

MR. HASFGRD: All right. We understand.

THE COURT: If there is a dispute that comes up where

it becomes necessary for some reason, then you can offerit,

but at this point it is of record.

MR. HASFORD: Well, your Honor, then we have no

further questions at this time.

We would offer PTX-165, JTX-1, 3TX-6, JTX-210,

JTX-147, PTX-745, JTX-22, and PTX-120 into evidence.

MS. HOLLAND: I don't -- your Honar, I don't believe

they were all actually used in the testimony.
MR. HASFORD: [ believe that those ++ those

United Sfates District Court

Camden, New Jersey

particular ones | believe were, J didn't include the --

your -- Lupin's proposed package insert or InnoPharma's.

PTX- -- 1 can go through them.

THE COURT: I think you've used everything in the
book --

MR. HASFORD: Up through PTX-120, including PTX-120.

We obviously -- given your Honor’s ruling on the objection, we

won't be using PTX-i27 and up.

THE COURT: All right. Is there any objection to any

of those dacuments? And | will recite them again.

MS. HOLLAND: No objection,

MR. MUKERJEE: No, Your Honor.

THE COURT: Okay. The folfowing then are received

into evidence: JTX-001, JTX-006, JTX+210, JTX-147, PTX-745,

ITX-22, and PTX-120.

(PLAINTIFF EXHIBITS 3TX-O0G61, JTX-006, JTX-210, ITX-147,

PTX-745, JTX-22, and PTX-120 WERE RECEIVED IN EVIDENCE.}
MR. HASFORD: And {i believe PTX-155 which was

Or. Willtams' curriculum vitae, your Honor.

THE COURT: Oh, yes. The very first. PTX-165 is
also received into evidence.

(PLAINTIFF EXHIBIT PTX-165 WAS RECEIVEO IN EVIDENCE.)

MR. HASFORD: Your Honor, plaintiffs aiso offer

PDX2-1, PDX2 -- sarry -- PTD2-1 -- is it PDX? Okay. PDX2-1,

PDX2-2, and POX2-3 as demonstrative exhibits.

United States District Court

Camden, New Jersey
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THE COURT: Well, by their nature, demonstrative
exhibits are not received into evidence and the evidencewill

be his testimony. He read those exhibits and he can be

cross-examined on what he testified to. But demonstratives

are not evidence themselves.

MR. HASFORD: We would only be offering them to the

Court as demenstratives, your Honor.

THE COURT: Okay. You can retain them andif they're

helpful In your closing arguments or with some other witness,

you cam use them, but they are not themselves evidence. His

testimony will be the evidence on this.

MR. HASFORD; Thank you, your Honor.
THE COURT: Is there cross-examination?

MS. HOLLAND: Thereis, Your Honor.

MR. HASFORD: And briefly, your Honor, we understand

that your Honor would prefer the non-bound versions of the
exhibits? We have those here,

THE COURT: Let's pause for a minute. With regard to

each witness, the parties are going to be offering packets or

bundles, and the same exhibit probably may be used with many

different witnesses. Is that same exhibit then going to

appear in each and every bundle, for instance, the '431

patent?

MS. HOLLAND: Itlikely will, because each witness

will need to look at the patent as part of their testimony.
United States District Court
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THE COURT: Ckay. And you've put your patents

together so I'm net going to displace that. I don't know how

many copies of the same document I need to receive, but I can

sort that out. 2 think that's probably the easier thing.

And so I'm okay with the Binders. Everything is
included and I don’t need a second set.

MR. HASFORD: All right.

THE COURT: Is there any reason why the -- you know,

the paper version ef the binder version might be more useful?

MR. HASFORD: Wehad purely understood that the paper

version was your Honor's preference, but if your Honoris fine

with the binder version, you're certainly -- that's fine with
us.

THE COURT: Well, to me, the binder version is a

paper version.

MS. HOLLAND: Your Honor, may = suggest, it might be

easier for the Court if at the end of trial, once we know what

exhibits have actually been admitted, that we must make

binders of those for the Court so it won't be repetitious?

THE COURT: Yes, I think by the time of closing

arguments that having one set of exhibits will be helpful.

And each day, I'd encourage you to compare notes with Marnie

Maccariella as to what's actually been admitted into evidence,

make sure that our bookkeeging compares with yours. Okay?

MR. HASFORD: All right.
United States District Court
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MS, HOLLAND: (Nods head.)

THE COURT: Allright. Okay. Cross-examination.

(CROSS EXAMINATION OF ROBERT O. WILLIAMS,ill BY MS. HOLLAND: )

Q. Good afternoon, Dr. Williams.

A. Hi, Ms. Holland,

MS. HOLLAND: We are going to be handing up binders
with the cross-examiination exhibits,

BY MS, HOLLAND:

Q. Dr. Wiliams, you were asked about the disclosure of the

invention section of the ‘431 patent which is JTX-1. Do you
recall that?

A. Yes,

Q. And you testified that tyloxapol was inhibiting the

chemical degradation of the bromfenac formuiation; is that
correct?

A. Based on the results shown in Table 2 and Table 3 of

experimental Example 1 and experimental Example 2, that was

the conclusion, yes.

Q. Well, my questian wasa little different.

So, you're saying that the purpose of the tyloxapal in

the formulation was te prevent chemical degradation; is that

right?

A, Well, t said that was an object of the invention.

Q. Okay. So, let's go back to that disclosure of the

invention section, and, again,It's Column 2 of JTX-1 which is
United States District Court
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the '431 patent. And the paragraph you pointed to starts at

Column 2, Line 34, and i goes dowa through Column 2, Line 49.

Are you there?
A. Yes.

QQ. Okay. Now, that paragraph actually does not use the

words “chemical degradation,” correct?

A. Asi stated, that paragraph in Line 43 uses change’of the

bromfenac over time can be inhibited, which, in my opinion,

that's understood to be chemical degradation of bromfenac.

Q. allright. But my questionis a little different,

Did you see the words "chemical degradation" anywhere

in the '431 patent? Those words.

A. The words “chemical degradation,” no. But that --

Q@.  Fhat was my question, Thank you,
A. -- Table i or Table 2 is --

MR. HASFORD: Whoa. Your Honor, she’s cutting him

off. He's entitled to explain his answer.

THE COURT: Well, I think it's a “yes” or "no"

question that's being asked, Doctor, is whether the words

"chemical degradation” appear anywhere in the '431 patent, to

the best of your knowledge,

THE WITNESS: Okay. Thank you. J don’t see them,

no, these two wards,
BY MS. HOLLAND:

QQ. And, likewise, the words “chemical stability" don't
United States District Court
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appear anywhere -- anywhere in the ‘431 patent, correct?
Those words.

A. don't believe they do,

Q. Now, there is another typeof stability called physica!
Stability, correct?

A. Yes.

Q. And, in your opinion, physical stability refers to

whether the formutation’s appearance changes over time; is

that right?

A. That's true, yes.

G. For example,if a formulation becomes cloudy or turbid,

you would consider that a problem of a physical stability

rather than chemical stability, correct?

A. Turbid. And yes, that's true.

Q,. Now, you also talked about the background art section of

the '431 patent, so I'd tike to focus your attention back

there now. But I actually want to talk about a part of the

background art section that you didn't talk about in your

direct examination. So tet me refer you to Calumn 1, starting

at Line 62, and then the paragraph goes over to Column 2, Line

3. Do you see that?
A. Yes.

@. And do you see there that what's written in the patentis

that “benzalkonium chloride is a widely used preservative in

ophthalmic solutions"?
United States District Court

Camden, New Jersey

A. The quote, yes.

GQ. Okay, And then it says, “However, benzalkonium chloride

and other quaternary ammonium compounds are generally

considered to be incompatible with ophthalmic compositions of

drugs with acidic groups, such as nensteroidal

anti-inflammatory drugs." Do you see that?
A. Yes.

Q, And it says, "These preservatives, referring to BAC, lose

their ability to function as they form camplexes with the

charged drug compounds.” Bo you see that?
AL Yes.

Q. So that paragragh describes a phenomenon where drugs with
acidic groups like NSAIDs farm complexes with BAC, correct?

A. Well, that describes that that could happen, becauseit

uses the word "generally considered.” So I think that would

be understood by a person of ordinary skill in the art to

mean -- or be understood that that could happen, but you have

to figure outif it's happening or not with data.

Q. Okay. But the '431 patent does acknowledge that that

phenomencn of NSAZ0 complexation with BAC can happen, correct?

A. Well, they're quoting from this Japanese 35 -- or 2954356

patent, and I mean, that it says generally considered, so

it -- it recognizes that that could happen.

Q. Naw,if -- if an NSAID forms a complex with BAC, is that

a problem with physical stability or chemical stabitity?
United States District Court
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AL From my experience, it's a problem with physical

stability.

Q. Allright. Now, bromfenac is an NSAIO with an acidic

group, right?

A. Bromfenac has a carboxylic acid group.

Q. De you consider that an acidic group?
A. Yes,

Q. Okay. So if bromfenac forms complexes with BAC,if that

happened, that would be a problem of physical stability,
correct?

MR. HASFORD: Objection, Your Honor. Assumes facts

not in evidence. That soundslike this is getting into the

type of opinion testimony that Ms. Holland objected to when we

were doing direct exam with Dr. Williams.

MS. HOLLAND: May I address that, your Honor?
THE COURT: Yes,

MS. HOLLAND: Or. Williams gave testimony that in his

opinion, when the patent says stability, it refers to chemical

stability. I'm entitled to probe whetherit really refers ta

chemical stability or not or if that's the way a person of

ordinary skill in the art would really understand it. it's

about what the patent means.

THE COURT: I hesitate to fet you probe his

understanding of everything in this patent --

MS. HOLLAND: I'm not going to.

United States District Court

Camden, New Jersey

THE COURT: -- because that's what the rest of the

case is going to be about. If there is something that he

testified to on direct that you feel needs cross-examination,

I'll permit it.

MS. HOLLAND: Your Honor, what he testified to on

direct, and I wrote it dawn to make sure that I would stay

within the scope of the direct, was that the patent shows that

tyloxapol was used to combat chemical degradation, I'm

cross-examining him on that issue.

THE COURT: Albright. I'll permit it.
BY MS. HOLLAND:

Q. So the question was: If bramfenac formed complexes with

BAC, would that be a prablem of physical stability or chemical

stability? If that happens.

A, Well, if that happens andit's -- and the complex is not

soluble, then it will precipitate, so it would be a physical

stability, from my experience.

Q. De you agree that tyloxapal is included in the claimed

formutations te address the problem of bromfenac forming

cemplexes with BAC?

A, imean, what I understand from the patent is that

tyloxapolis included te inhibit chemical degradation of

bromfenac, and that in that process, however it's working,

which f don't understand exactly how it works, but that the

preservative efficacy when a quaternary ammonium preservative
United States District Court
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like benzaikontum chloride is also used, that it maintains the

preservative efficacy over some shelflife.

Q. Let me try my question again because maybe you didn't
understandit.

My question is about tyloxapel. Do you agree that

tyloxapol is included in the “431 patent to address issues of

physical stability of bromfenac formulations?
A. No.

Q. Andit's your view that tyloxapol is not included to

address the problem of bramfenac forming complexes with BAC:
is that correct?

A. Say that again, please.

Q. Yes. Do you agree that tyloxapolis included in the

claimed formulations of the '431 patent to address the problem

of bromfenac forming complexes with BAC?

A. No, I don't -- I don’t think itis, no.

Q. Now, you testified that -- I'm just trying to find your
quote.

You testified that tyloxapol was not used as a chemical

stabilizer as of 2003, right?

A, Yeah. There was more to the question that I answered,

but that was part of it. I think it was for NSAIDs. I can't

quite remember the question but --

Q. Weill, was tyloxapol used as a chemical stabilizer as of
2003?

United States District Court

Camden, New Jersey

A. It-- I'm not aware of where it was.

Q. But it was used as a physical stabilizer as of 2003,
correct?

A. Tyloxapol?

Q. Yes.

A. For suspensions or emulsions or -- I believe it was.

Q. Now, did you make any effort to determine why the

inventors actually included tyloxapol in their formufations

that are in the '431 patent?

MR. HASFORD: Objection, Your Honor. Again, this

goes beyond the background of the patent. Et goes to an issue

of what was in the inventors' mind. It certainly bears

nothing on obviousness, and it's just not an issue in this

case, and it's improperfor at least those reasons.

MS. HOLLAND: Your Honor, Or. Williarns gave testimony

that the tyloxapel was included for chemical degradation

purposes. i'm entitled to explore whetherthat's,in fact,

accurate, Just because they don't put an inventor on the

stand doesn't mean they can shield everything that the
inventors did.

MR. HASFORD: Your Honor--

MS. HOLLAND: That contradicts the expert's

testimony.

MR. HASFORD: And, your Honor, he was testifying as

to the background of what's presented in this patent. He's
United States District Court

Camden, New Jersey
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not testifying as to what the background was, of what may have
been in the inventor's mind, which is irrelevant in an

obviousness case in any event. The Federal Circuit has said

that over and over and over again.

THE COURT: Well, I think part of this issue has to

da with the function that this witness is serving at this
point in the trial.

As I understood the proffer by the plaintiffs and as

Iunderstood their direct examination, the witness was to be

speaking as if he were the patent. He's explaining himself,

This is what the patentis, this is what these words mean,

this is what the references to prior art contain, and se an,

J] don't believe that the witness is being asked, well, what's

his personal opinion about whetherthis all makes sense or

whetherit's good science or whether he agrees or disagrees

with the patent. My understanding wasin introducing the

patent, quate, unquote, Professor Wiliams' role was a limited

one, which is explaining what the patent means from the view

point of the patent.

MS. KOLLAND: That's ail I'm asking, Your Honor, I
want to understand.

THE COURT: No, I think you're asking a different

question. Excuse me.
MS. ROLLAND: Yes.

THE COURT: The question that you're asking is what
United States District Court

Camden, New Jersey
164

did the inventors have in their mind, and did he do research

on what the inventors did. Now, he did testify that he

reviewed the prosecution history. ['ll permit questions about
that.

MS. HOLLAND: Your Honor, he also testified about the

function of each of the componentsof the formulation.

MR. HASFORD: Your Honor, that drew an objection.

When the -- when I asked about the functions in the patent of

the components, Ms. Holland jumped up and objected.

MS. HOLLAND; There was an exhibit up on the screen

that showed the functien of tyloxapol andit said stabitizer.

MR. HASFORD: And that was in the new drug

application, Your Honor. That was for the commercialized

product. We wouldn't have any objection to Ms. Holland doing
cross-examination about that particular document.

The point here, she's trying to get inte, as Your Honor

noted, what was in the inventors’ mind,it's not relevant, and

it shouldn't be permitted here because it’s additionally

beyond the scope of what he testified to on direct exam.

MS. HOLLAND: May I be permitted one more attempt at
this, Your Honor?

THE COURT: Yes, I was going to say, perhapsif the

question could be reformulated to something other than the
inventors’ mind.

MS, HOLLAND: Well, fet's do it this way. Let's
United States District Court

Camden, New Jersey
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start from --

THE COURT: In other wards, the patent itself

expresses what its purpose was. What were the objects. [
think it mentions three of them.

MS. HOLLAND: So here's the issue, Your Honar. The

patent uses the word, "stability." Dr. Williams gets on the

stand and says, well, of course, it's talking about chemical

degradation, but I need to be able to probe whether that was

really the object of the invention here. If the inventors

think they were trying to do something else, then plaintiffs

don’t bring the inventers to trial and then plaintiffs can say

whatever they want about what the object of the invention is.
THE COURT: Just a moment. Ms. Holland,

MS. HOLLAND: That permits plaintiffs to basically
put a witness on the stand, not show him what the inventors

actually saié, and have him give opinions that are clearly
contradicted by what the inventors' own documents say. [

should be able to probe that.

THE COURT: Well, you will, throughout thetrial, but

again, with an introductory witness, you can ask him about his

testimony on direct, and if some of the testimony came in

without objection, as to what he discerned as the purposes,

then I'l permit you to question him about that. But I de

think that overall, the scope of the direct and the cross was

to explain to me what the patent is saying, what broughtit
United States District Court
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about, what it does, what it doesn’t do. Okay?

MS. HOLLAND: All right. So fet me go to a different

question, then.
BY MS. HOLLAND:

Q. Dr. Williams, you testified that Projensa is an

embediment of these asserted claims, correct?
AL Yes,

Q. And, in fact, you put up a section of the new drug

application on the screen to show whatthe function of each of

the excipients is in the claimed formulation, right?

A. Well, there was a page from the Prolensa NDA table that
one of the columns listed what the NDA stated was a function

of the excipients along with the amount used in Prolensa.

Q. And you're aware that there are other sections of the NDA

that give a more robust description of what the functions of

the different ingredients are in the Protensa product, right?
A. You would have to show me. I'm --

Q. Allright, Let's look at PTX-125A, and this is an

excerpt of the NDA for Prolensa, Section 2.3.2.

MR. HASFORD: Your Honer, I'm going to object. It’s

beyond the scope of direct. We didn't go into this document
on direct. If she wants to ask about the document in the NDA

that we discussed on direct, we're fine with that, but this is

clearly beyond the scope of direct.

THE CGURT: No, [Il permit it. it's
United States District Court

Camden, New Jersey 
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cross-examination ag to another section of the same document.
BY MS, EOLLAND:

Q. Allright. Are you open to that section, Doctor? It

should be in your binder,

I didn't get a binder.

IT apologize about that,

No worries. Thank you.

Let's go to the first page of the document, please.

I'm sorry, this is --

This is a section of the NDA for Profensa.

THE COURT: What's the last documentin the binder?

MS. HOLLAND: 125A.

THE WITNESS: Thank you,
BY MS. HOLLAND:

Q. And youseeit's entitled pharmaceutical development.
Do you see that?

A. Yes.

Q. Okay. And if you go to Page 2 point -- I'm sorry, if you
go to Page 7 of 16, maybe that's the easiest way to lock at
it.

And T want to focus your attention on the third

paragraph from the bottom of the page.

A. Okay.

Q. And in specific, I want you to look at the -- let’s start

with the first sentence of that paragraph and this again is
United Stales District Court
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talking about the function of tyloxapol in Prolensa, which you
testified is the embodiment of the claims in this case.

And what it says is, tyloxapol acts as a solubilizing
agent to prevent interaction between benzalkenium chloride and
bromfenac sodium.

Do you see that?

A, Ido.

Q. oes that change your view on why tyloxapol was included
in the claimed formulations?

A, Imean, not according to my reading of the patent, I see
what this says, but...

Q. Let's go back to JTX-1. I want to go to Column 6 ofthe

‘431 patent. And if you look at Line 12 through the end of

that paragraph, that's a paragraph you testified about on

direct, correct?
A. Yes.

Q. Okay. Now, you said that this paragraph taiks about

additives that could be put into the claimed formulations,
right?

A. Yes.

Q. Okay. J just want to confirm that the patent

characterized those as conventional additives, correct?

A. The patent on Line 12, Column 6 says conventional various
additives,

Q. Okay. Now, you said that these could be added to the
United States District Court

Camden, New Jersey
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form -- te the formulations of the claims in suit here,

however, most of them are not actually part of those claims,
correct?

A. I'm sorry? I don't understand.

Q. Are all of the additiveslisted in the paragraph we've

been looking at requirements of the claims in this case?

4. Requirements of the claim? I don't believe so, no.

Q. Let's turn te Column 7 and the experimental examples that

you looked at during your direct examination.

You looked at Experimental Exampie 1 and you testified

that the testing there was done with a pH of 7, correct?
A. Yes.

Q. And then you locked at Example 2 and you said the pH was

done at a test -- in the testing at about 8.2, correct?

A. I didn't say that, no.

Q, Well, whatis the pH?

A. [think I said it was about 8.13 to 8.19, something in

that range.

QQ. Okay. The patent doesn't have any testing at a pH

of 7.8, correct?

A, Well, I mean, the -- Table 1 is at pH 7 and Table 2

ranges within the range I just said, like 8.13 to 8.19.

Q. So the answer to my question is no, there is no testing
in the patent at 7.8, is that right?

A, Not that I see.

United States District Court

Camden, New Jersey

Q. And that’s the pH of Prolensa, correct?
A. Yes.

Q, Let's go back to Fable 1 then and J] want you to took at

the formulation and the components in Table 1.
The formulations in Table 1 don't contain sodium

sulfite or povidone, right?

A, That's true, they don't.

Q.9And I think you testified that sodium sulfite and

povidone, the patent says -- well, let me withdraw that.
You testified that the function of sodium sulfite and

povidone in Prolensa was stabilizers, correct?

A. Well, that's what the page from the NDA, that table I was
looking at, that's what it stated. And it's also in Column 6

as how the patent characterizes stabilizers -- or sorry,
characterizes sodium sulfite as stabilizers.

GQ. So those stabilizers are missing from the formulations

that were tested in Experimental Example 1, right?

A. Well, polyvinyl povidone and sodium sulfite are not in

the compositions of the formulas made in Tabie 1.

Q,. And you would expect the remaining rate percentages in

Table 1 to be different had they actually in¢luded sodium

sulfite or povidone, correct?

A. Idon't know. I'd have to test it. I mean, based on

what the '225 Ogawa says with adding PVV and sodium sulfite, I

mean, Experimental Example i may be better.
United States District Court

Camden, New Jersey 
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Q. But you believe it's going to affect the rate of

degradation, right?

A. Well, I -- probably in a positive way, if they are
included.

@. Right. So the rate of degradation in Table 1 will be

different if the examples actually include sodium sulfite and

povidone which, of course, are in Claim 26 of the ‘431 patent,

right?

A. Imean, they may be,

Q. Now,let's [ook at Experimental Example 2.

That Tabfe 2 does not contain any data for compositions

containing polysorbate 8G, right?

A. That's true.

Q. So there’s no comparison in Table 2 between compositions

with polyserbate 80 and compositions with tyloxapol, right?
A. That's true.

Q. Now,if you look at the tyloxapol compositions, you

testified on direct that they have three different amounts of

tyloxapol. The A-04 has .02, correct?
Yes,

A-05 has .0S, correct?
That's true,

Ang 4-06 has .03, correct?
Yes.

And in the test, in Fable 2, in the '431 patent, all of
United States District Court
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those formulations have greater than $0 percent remaining rate
of bromfenac after the testing, correct?

A. ‘Those three do, yes.

Q. Okay. So formulas with any of those three amounts of

tyloxapol are stable pharmaceutical formulations, right?

A. Well, they're all -- the chemical potency of bromfenacis

all of -- it's -- 4-04 is 92.6 percent, 4-05 is 96.9 percent

and A-06 is 92 percent,

Q. You looked at the package insert for Protensa. Do you
recail that?

AL Yes.

Q. That's 3TX-23, | believe.

MS. HOLLAND: Can we see that, please.
THE WITNESS: I think it’s -- I have 3TX-22.

BY MS. HOLLAND:

Q. [think it's comparable. We can use 22. That's fine.
And I'd like to look at the adverse reaction section and

that's a section you looked at in your direct examination,

right?
A. Yes.

MR. HASFORD: I apologize. 1 think we might have a

binder problem here because I have JTX-23 in my binder.

MS. HOLLAND: I haveit in mine as well, but
Dr. Williams said he testified about the version that's

JTX-22, So it doesn't matter to me which one we use. I think

United States District Court
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you've established that they were the same.

MR. HASFORD: I think we used JTX--- let me just

check my outline real quick. We used PTX-745 and JTX-22,

unfortunately,

MS. HOLLAND: All right. Why don't we just use
JTX-22.

BY MS. HOLLAND:

Q. Is that the Prolensa label?

A. Yes.

Q. Okay. Fhat’s what we want.
Let's look at the adverse reaction section and this is

something you testified about on direct, correct?
A. Yes.

Q. Okay. And you said that there was no burning or stinging

listed in the adverse reaction section, right?

A. It's not jisted there, that's true.

Q. Okay. But that section only reports adverse reactions

that occurred in three percent or greaterof patients, right?

A. That's what it says.

Q. Okay. So it could be that up to three percent of

patients in the clinical trials did experience burning and

stinging, right?

MR. HASFORD: Objection, Your Honor. Calls for

speculation.

THE COURT: Fb permit it.
United States District Court

Camden, New Jersey

THE WITNESS: I don't know.

BY MS. HOLLAND:

Q. Bo you know what percentage of patients experience
burning and stinging in the Xibrom or Bromday clinical trials?

A. The percent, I don't.

Q. Do you know if it was over or under three percent?

A. I knowit's listed in there, in the comparable section in

their package Insert, but I don't know what percent.

Q. You don't know if it's over or under three percent, do

you?
A. Ido not.

Q, You talked about the pH specification of Prolensa in your
direct testimony, correct?
A. Yes.

Q. And you had -- weil, let's put up your demonstrative that

had slides «+ I'm sorry, that had Claim 6.

This is your slide that you -- to shaw the elements of

Claim 6 of the '431 patent, correct?
A. Yes.

Q. Noneof these elements have any requirement as to a

specific pH, correct?

A. Well, I mean,it's formulated for ophthalmic

administration, so I mean, there is same pH component but a
specific pH range is not described in Claim 6.

Q. And 8.3 would be a pH for an ophthalmic formutation,
United States District Court
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right? That was the pH of Bronuck and Xibrom and Bromday,

right?
A. Itcould be.

MS. HOLLAND: Let's see Slide 20.

BY MS. HOLLAND:

Q. And again, can you confirm that Claim -- I'm sorry, I

said Slide 20. I actually meant to say Claim 20.

Can you confirm in Claim 20 similarly that there's no

requirement for a specific pH for the formulation?

A. Yeah, I mean, I have the same opinion. It says

formulated for ophthalmic administration. So pH fs part of

it. But there is no specific pH range thatis a limitation in
Claim 20.

Q. But again, a pH of 8.3, as in the previous bromfenac

products, would be suitable for ophthalmic administration,

right?
A. It could be.

Q. They were approved products, right?

A, They were approved products that had a pH of about 8.3.
So that pH could be.

Q. Now, let me ask you about the preservative efficacy
testimony that you gave.

Do you also agree that the two asserted claimsin this

case have no timitations as to preservative efficacy?

A. Again, it's like a specific pH range. It says formulated
United States District Court
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for ophthalmic administration, so a sterility is a component

of that. So preservative efficacy, but as Claim 6 or Claim 20

are written, there's no specific limitation regarding

preservative efficacy,

Q. And you agree that for a product marketed in the U.S., if

it met the U.S. Pharmacopeia for preservative efficacy, that

wauld be good enough to market the product, right?

A. From my experience, that's true.

MS. HOLLAND: IF have nothing further, Your Honor.

THE COURT: Alf right, thank you. Any further cross

by Mr. Mukarjee?

MR. MUKARJEE: No, Your Honor,

THE COURT: AlF right. Any redirect?

MR. HASFORD: Just 2 brief bit of redirect, Your
Honor,

THE COURT: All right.

(REDIRECT EXAMINATION OF DR, WILLIAMS BY MR. HASFORD:)

Q. Dr, Williams, would you please turn back to JTX-1 in your
binder, which is the '431 patent, and take a look at

Experimental Examples 1 and 2 which are oa Columns 7 and 8

respectively,

A. Okay.

Q. Do you remember when Ms. Holland asked you on cross

whether there was a specific example in Experimental

Examples 1 or 2 that disclosed pH 7.8 which is the pH of
United States District Court

Camden, New Jersey
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Prolensa?

A. Yes.

Q. Okay. Turn,if you would, back to Column 2 of the

‘431 patent. 2 apologize, Colurnn 6 of the 431 patent.

Let me direct your attention to Column 6, Lines 39

through 43 of the '431 patent.

It states: The pH of the aqueous liquid preparation of

the present invention is adjusted to about 6 to 9, preferably

about 7 to 9, especially about 7.5 to 8.5.

Do all ef those ranges encompass pH 7.8 at which
Protensa was formulated?

A. They do, yes.

MR. HASFORD: Nothing further, Your Honor.

MS. HOLLAND: Your Honor, I would just like to put
PTX-125A into evidence.

THE COURT: Okay. Any objection?

MR. HASFORD: No objection, Your Honor.

THE COURT: Okay. Very well, PTX-1254, which is the
entire -~

MS. HOLLAND: It's just the excerpt that's in the
binder. It's not the entire NDA.

THE COURT: Right. The excerpt from the NDA for
Protensa wiil be received into evidence.

(DEFENDANT EXHIBIT PTX-1254 WAS RECEIVED IN EVIDENCE)

THE COURT: Is this a good time for a break?
United States District Court
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MR. HASFORD: Yes, Your Honor.

THE COURT: Okay. Let's take about a 10, 15-minute

MR. LIPSEY: Your Honor, is the witness excused?
THE COURT: Yes,

MR. LIPSEY: Okay.
THE COURT: You don't haveto file for a writ,

(RECESS TAKEN; 3:07 p.m.)

THE COURT: Be seated, please. All right.

You may preceed.

MS. RAPALINO: Good afternoon, Your Henor. Emily

Rapalino from Goodwin Proctor on behalf of the Lupin
defendants.

The defeadants call as their first witness in our case

in chief, Prefessor Jayae Lawrence.

THE COURT: Okay. Professor, please come to the
witness stand.

THE DEPUTY CLERK: Can you place your left hand on

the Bible and raise your right hand.

(MARGARET JAYNE LAWRENCE, having been duly sworn as a witness,

testified as follows:}

THE DEPUTY CLERK: Can you please state your name,

ma‘am, and spell yourfirst and last name, please.

JHE WITNESS: Margaret Jayne Lawrence. Tirat's

Masgaret, M-A-R-G-A-R-E-T, Jayne with a Y, and Lawrence,
United States District Court
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L-A-W-R-E-N-C-E.

THE DEPUTY CLERK: Thank you. You can be seated,

MS, RAPALING: Your Honor, may we approach with the
witness binders?

THE COURT: Yes, of course.

THE DEPUTY CLERK: Thank you.

(VOIR DIRE EXAMINATION OF MARGARET JAYNE LAWRENCE BY MS,

RAPALING:)

Q. Goad afternoon, Professor Lawrence.
A. Good afternoon.

Q, Where da you live? .
A. live ina place called Ashford, Middlesex, which is
near London in the U.K,

Q. Are you employed?

A. Yes, lam. I havea full-time position as a full tenured

professorat King's College, London, where 1'm a professor of

biophysical pharmaceutics, and I'm also on the 50 percent

secondmentat the Royal Pharmaceutical Society where I'm the
chief scientist.

Q. Are you affiliated with a particular group in connection

with your appointment at King’s College, London?

A. Yes, Dam, I'm head of the pharmaceutical biophysics
group.

Q. Whatis the pharmaceuticai biophysics group?
A. it's a group of about six academics and associated

United States District Court
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post-doctoral fellows, Ph.D. students who are concerned with

understanding drugs and drug delivery systems at the molecular

level, using a range of advanced analytical tools,

Q. You used the term, "drug delivery systems."
What dees this mean?

A. Yes. This is the way in which drugs are administered to
a patient basically in the form of a medicine and this

obviously includes pharmaceutical formulation,

Q. How !ong have you held your position at King's College,
London?

A, Since 2002,

Q. Generally speaking, what are your academic

responsibilities as head of the biophysics group?

A. I have research, teaching and administrative

responsibilities,

Q. With respect to your research, what is the general
subject of your research?

A. It's -- it's generally on drug delivery systems which

obviously includes pharmaceutical formulation and a particular

interest of mine is increasing the solubility of poorly water

soluble drugs.

Q. What do you mean by a poorly water soluble drug?

A. This is a drug that doesn't freely dissolve in water.

Q. In terms of your teaching responsibilities at King's

College, what classes have you taught over the course of your
United States District Court
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career?

A. I've taught many over the course of my career. I

currently teach first-year classes looking at pharmaceutical

formulation, in particular formulation of aqueous

formulations, creams, suspensions, emulsions. I also teach a

class on bioavailability and this is basically to do with how

drugs are absorbedin the body.

Q. What kinds of formulations do the classes that you teach
cover?

A. I cover non- -- I cover oral formulations and nonorai

formulations, which cover ophthalmic preparations.

Q. You also mentioned thatin addition to your appointment
at King's College, London, you're also the chief scientist of

the Royal Pharmaceutical Society.

Can you describe that rele?

A. Yes, certainly. In this role, I have an efficacy role

for pharmaceutical science. This may involve me talking to

the media, talking to other professional bodies with mutual

interest. Interacting with the governmentat a high level,

and also Department of Health,

Q. You mentioned that you talk to the media.

Can you give usalittle bit more detail about what you
do in that rofe?

A. Yes, in my role at the Royal Pharmaceutical Society, I'm

often called upon by national TV stations, such as the BBC to
United Slates District Court
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give a view on matters of pharmaceutical importance.

Q. Could you turn in the witness binder that you have in

front of you to DFX-442,
What is DTX+442?

This is my curriculum vitae.

Did you prepare this decument?

Yes, I did.

Does it accurately reflect your education and experience?

Yes, it does,

. Let's talk for a moment about your educational

background.

Where did you go to university?

A. Idid my pharmacy degree at Liverpool Polytechnic in

Liverpool, After that, I spent a year undertaking

professional training to become a registered pharmacist, that

involved working six months in the community pharmacy or

retail pharmacy, as it was known there, and in the

pharmaceutical industry. After that, I started a Ph.D. in the

pharmacy department at Manchester University,

Q, What year did you obtain your Ph.D.?
A. 1985.

Q. What was the subject of your research for your Ph.D.?

A. It was concerned with synthesizing novel surfactants and

characterizing them using physical chemistry.

Q. We've heard a little bit about surfactants already, but
United States District Court
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can you briefly describe what surfactants are?

A. Yes. They're quite unique molecules in that they have a
part -- a part of the molecule that is soluble in water and a

part of the molecule that is insoluble in water and as a

consequence, they have a range of properties that are very

advantageous for pharmaceutical formulation.

Q. Could you give us an example of a property that's

advantageous for pharmaceutical formulation?

A, Yes. Surfactants are often used to increase the

solubility of poorly water soluble drugs ‘and this is one of my
interests,

@. Do the formulations of the '431 patent in this case
contain a surfactant?

A. Yes, they do. They contain the surfactant tyloxapol.

Q. You said that your Ph.D. was in the department of

pharmacy at Manchester University, but did your Ph.O. research

invelve any chemistry?

A. Yes, it did. It involved me making a numberof novel new

surfactants and then f{ characterized them using physical

chemical techniques.

Q, What did you do after you received your Ph.D.?

A. Well, it was actually before I received my Ph.D, At the

end of my second year of Ph.D., I was fortunate enough to be

awarded an academic position at King's College, Landon, and
I've been there ever since.

United States District Court

Camden, New Jersey
184

Q. Have you followed the jiterature over the course of your
career refated to pharmaceutical formutation?

A. Yes, I have.

Q. Have you had any experience working in the pharmaceutical

industry over the course of your career?

A. Yes, i have. In addition to the six months I spent while

I wastraining to be a pharmacist, I've aiso spent the six

months sabbatical working in Glaxo Group Research or GSK as

they are known now. I've also undertaken consultancies for

industry. I've undertaken research projects and i'm a member

of the Industrial Pharmacy Forum which is the U.K. group being

industrial pharmacists,

Q. Have you had any experience working with ophthaimic drugs

over the course of your career?

A. Yes, Ihave. I've -- I've undertaken consultancies for

pharmaceutical industry evaluating ophthalmic products.

Q. And can you explain, just in a general way, what kind of

work you did is connection with those consultancies an

ophthalmic products?

A. Yes. I was looking at the effect of the surfactants on
the formulation.

Q. Now we've heard that bromfenac, the drug at issue in this
case, is a nonsteroidal anti-inflammatory drug or NSAID.

Have you worked with any NSAID formulations over your
career?

United States District Gourt
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A. Yes. Well, Il haven't worked with bromfenac, I've worked

with a numberof nonsteroidal anti-inflammatory drugs.

Q. And what kind of work have you done with NSAIDS?

A. I've been particularly interested in seeing how they

interact, basically complex, with ingredients in the
formulation,

Q. Have you been active in any professional organizations

over the course of your career?

A. Yes, E have, lots.

GQ. If we look at -- back at OTX-442 in your binder, is that

activity reflected at Pages 2 to 4 of your CV?

A. Yes, itis.

Q. Directing your attention to Pages 3 and 4, can you give

us a couple of examples of professional organizations with

which you've been invalved?

A. Certainly. I'm currently chair of the Academy of

Pharmaceutical Sciences, which is a professional body in the

U.K. representing pharmaceutical sciences, and I'm also chair

of the Formulation of Pharmaceutical Technology Special

interest Group of the International Pharmaceutical Federation,

which is a federation that promotes pharmacy and

pharmaceutical sciences at a high level on the international
arena.

Q. Have you had any involvement with regulatory authorities

over your career?
United States District Court

Camden, New Jersey

A. Yes, I have,

Q. Can you describe that invelvement?

A. Certainly. I was a member of the Task and Finish Group

of the European Medicine Agency which is the equivalent of the

FDA, and I was involved in preparing a reflection paper on

micellar injectables.

Q. What is a reflection paper?

A, This is a paper that represents the state of the art in

terms of use of -~ in this case, micelles for injectable
formulations and how to characterize them.

Q, Have you had any other involvement with regulatory
authorities?

A. Yes, Ihave. In my role with the Pharmaceutical Society,

I meet onafairly reguiar basis with the MHRA, whichis the

English equivalent of the FDA, and we meet to discuss matters
of mutual interest.

Q@. Have you published in your field?

A. Yes, I have.

@. About how many publications do you have?

A. Ihave over 124 papers, in addition, obviously book

chapters, reviews and conference abstracts, et cetera.

Q. What's the general subject matter of your publications?

A. It's basically drug delivery using surfactants to

increase -- improve the delivery of drugs.

Q. Have you had a role in any journals over the course of
United Slates District Court
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your career?

A. Yes. In addition to being a reviewer, I was on the
editorial board of Journal -- Journal of Pharmaceutical

Sciences, and quite a while ago, I was actually on the

editorial board of Drug Development and Industrial Pharmacy,

Q. Have you won any awards in connection with your work?

A. Yes, I have,

Q. If I could direct your attention ta Page 1 of DTX-442,

can you tell us about a couple of your more recent awards?

A. Yes. In 2012, I was awarded an eminent fellowship of the
Academy of Pharmaceutical Sciences for my leadership in

pharmaceutical science, leadership and research.

Q. How many such awards are given?
A, It's less than 25 at the moment.

Q. Can you give us another example of a recent award?

A. Certainly. E was given -- awarded in 2013, a faculty

fellowship from the Royal of Pharmaceutical Society, again for

my leadership in research in pharmaceutical science.
MS. RAPALINO: Defendants offer Professor Lawrence as

an expert in pharmaceutical formulation and drug delivery,

MR. HASFORD: No objection as to those twofields,
Your Honor.

THE COURT: Okay. Very well. The Court will

recognize Professor Lawrence as an expert in thosefields.

MS. RAPALINO: Thank you, your Honar.
United States District Caurt
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BY MS. RAPALINO;:

Q. Professor Lawrence, before we talk about the substance of

your opinions in this case, I'd like to talk about some of the

background science that’s relevant here. Have you prepared a

slide that reflects the topics that you're going to cover by

way of scientific background?

A. Yes, I have.

Q. With reference to yourslide, could you briefly review

the topics that you plan to cover?

A. briefly intend to cover pharmaceutical formulation of

ophthalmic products.

After I've done that, I'll talk about nonstersidal

anti-inflammatories or NSAIDS, jn particular the NSAID
bromfenac.

After that, I'll have a discussion of quaternary

ammonium compounds and in particular benzalkonium chloride,
which I describe as BAC,

And, finally, I'll finish off with the discussion about

surfactants and in particular surfactant tyloxapol.

Q. Very generally, beginning with the first topic that

your're going to cover, what is the scientific field that's

relevant to the '431 patent-in-suit?

A. The scientific field that's retevant to the

patents-in-suit is pharmaceutical formulation and in the

particular formulation of ophthalmic products.
United States District Court
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Q. Can you describe generally what ophthatmic formulation
is?

AL Yes. Basically it's making of a médicine, it’s mixing

the drug with various other inactive ingredients to make a

product that could be administered to the patient.

Q. How would a pharmaceutical formulater as of 2003 go about

making an ophthatmic solution formulation product?

A. Well, first of all, they have to have active ingredients.

And once they had an active ingredient, as they're going to be

formuiating an ophthalmic product, they would actually know

there's a range of inactive ingredients to select from, these

would be well-known to the formulator and they'd be chosen

Specifically to perform different types of functions.

@. And how does the formulator go about choosing the

inactive ingredients to use in a particular formutation?

A. Well, basically literature gives guidance to this. So,

for example, there'd be textbooks such as -- or handbooks such

a Remington Pharmaceutical Excipient Handbook, There's the

FDA an active ingredient guide. And there'd also be

literature on similar products and that would be consulted as
well.

Q. And how does the formulatar, generally speaking, go about
choosing the amountsofthe inactive ingredient?

A. Yes, they look at the literature, consult the literature

and see what range of ingredients was actually acceptable for
United States District Court
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use in the type of product that they're interested in and, in

particular, they'd consult the inactive guide of the FDA ta

see what was acceptable for formulation purposes.

Q. And once they had a starting point from the fiterature,
what would the formulatar then do to select the amount of the

inactive ingredient?

A. Gnce they had selected a range, what they would look at

is making preparation that contain that range of material to

effectively optimize that amount of material and they would

normally try to select the lowest concentration of that

ingredient that Was appropriate to produce a stable
formulation.

Q. How many options were avaitable to the formulator as of

2003 in terms of acceptable excipients to use in an ophthatmic

solution product?

A. Very few.

GQ. Why were there very few excipients chat were available?

A. When you're going to be formulating product, you don't

want to use an inactive ingredient, anything that hasn't

already obtain regulatory approval.

Q. Why is that?

A. If it hasn't obtained regulatory approval, you would have

to undertake some rangeoftoxicity studies, which are

effectively slightly less small versions of clinical trials,

to prove that the excipient is actually safe for use. And, of
United States District Court
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course, that costs a lot of money and companies aren't

interested in doing that sort of thing.

Q. Have you ever sublished anything discussing the

formulators’ preference for previously approved ingredients?

A. Yes, I have.

Q. Can you turn in your binder, please, to JTX+45? Can you
identify for us what JTX+45 is?

A. This is a review I published in a journal called Chemical

Society Reviews in 1994 on surfactant systems they use in drug

delivery.

Q. Did you say anything in this review about the limited

numberof excipients available to a formulatar?

A. Yes,I did.

Q. Can you tell us what you sald?

A. Yes. I basically explained what I've just explained to
you and said that there's obviously understandable reluctance

of a pharmaceutical company to actually go into full scale

toxicity tests to prove, in this case because I'm talking

about surfactants, a new surfactant was safe for drug delivery

purposes, I stated that in 1994 it was about ten million

pounds, and it's obviously going to be greater now, and, as a

consequence of this, formulators only tend to look for

ingredients that are recognized as safe,

Q. And caa you point us to where in JTX-45 you see that
statement?

United States District Court
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A. Yes, certainly. It's on JTX-45.6 on the teft-hand column
under the Choice of Surfactants.

Q, Is there otherliterature that discusses the limited

number of options for pharmaceutical ingredients that were

specifically available for ophthalmic formulations as of
20003?

A. Yes, there is,

Q. Can you give us an example of another piece of
literature?

A. There's a piece of literature would be Remington's, which
is a handbook for pharmaceutical formulators and is sometimes
known as the bible of formulation,

Q. Let's look in your biader at OKT-15. What is DKT-15?

A. This is an extract from the 20th edition of Remington:
The Science and Practice of Pharmacy, this is the edition from
2060, which would have been the one formulators would have

used for this present case.

Q. What does Remington say about the numberofexcipients

available to formulate an ophthalmic solution product?

A. Yes. On DTX-015.4 on the left-hand side of the page
under Additives it says, “The use of various additives in

ophthalmic solution is permissible; however, the choices are

very few."

Q. Would a pharmaceutical formulator as of January 2003 have

known which were the few pharmaceutical excipients that had
United States Disirict Court

Camden, New Jersey
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been previously approved by FDA for use in ophthalmic
solution?

A. Yes. They would have done and they would have -- to
obtain this information they would have consulted with the

appropriate FDA inactive ingredients guide.

Q. Can you tell us, just generally, what is the FDA inactive

ingredients guide?

A. It's a listing of all excipients that are currently

contained in pharmaceutical formulations that have been

approved by the FDA,it lists the type of formutation and the

amount of excipients or the range of excipient that is used
and also the number of formulations it's contained in,

Q. Can you tura in your binder to DTK-196. What is DTX-196?

A. This is the FDA inactive guide from 1996, 1997,

Q. Okay. Now, once a pharmaceutical formulator decides that

an ingredient is appropriate for inclusion in Sis or her

ophthalmic formulation, can you just explain generally how the

formulater goes about determining the zight amount of that

excipient to use?

A. Yes, they would undergo a process, which I’ve entitled

here as Pharmaceutical Principles. They would use the range

of concentration of that excipient that is reported in prior

formulations. They would then prepare the formulations using

a range of concentrations. Test those formulations to ensure

that they're appropriate for their use and were stabie and use
United States District Court
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the lowest concentration possible to obtain a stable
formulation.

Q. Andis there a aamefor that process that formulators
use?

A. Yes, it would be called routine optimization,

Q. And generally how does an optimization process work?

A. It's generally a systematic process in which the

formulator will come up with a series of formulations

containing different concentrations of the inactive

ingredients, prepare the formulation and test them for the

attributes that they're interested in,

Q. You mentioned earlier that the formulatoris interested

in using the lowest possible amountof the inactive ingredient

that will &e compatible with a stable formulation. Why is the

formulater interested in the lowest possible amount of the

inactive ingredient?

A. It's mainly in terms of toxicity because in every

inactive ingredient, if used in teo high concentrations, can

exhibit some toxicity. So the formulator tries to use the

lowest concentration that will give them a stable formulation

to ensure the least toxicity possible.

Q. Okay, Let's move on to the next section of your

background science tutorial.

And can you tell us, before we do that, just generally,

the ingredients, the basic ingredients in the formulations
United States District Court

Camden, New Jersey
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claimed in the '431 patent?

A. The baste ingredients in the '431 patent are, for

nonsteroidal anti-inflammatory bromfenac, the quaternary

ammonium compound is the surfactant tyloxapol,
Q. Let's start with bromfenac, We heardalittle bit about

this from Professor Williams so I don't want to belabor it,

but can you teil us generally what the class of compoundsis

that bromfenac belongs ta?

A. Yes, certainly. Bromfenac is an example of what's known
as a nonsteroidal anti-inflammatory drug or NSAID for shart.

Q. And, generally speaking, what are NSAIDS used for?

A. NSAIDS are used to treat inflammation of various types.

Q. Is there anything notable about the chemicaf structure of

the subclass of NSAIDS te which bromfenac belongs?

A. Yes. Bromfenac belongs to a subset of NSAIDS that are

called the acidic NSAIDS because they all contain an acidic or

carboxyl group.

Q. Okay. Have you prepared a demonstrative showing --
demonstrating that carboxyl or carboxylic group?

A. Yes, I have.

Q. Can you point out OTX-220 where the carboxylic acid group
is in bromfenac?

A, Thave put up two examples of nonsteroidal

anti-inflammatories, the one on the jeft being bromfenac, and

in both cases the acidic group is on the left-hand side of the
Uniled States District Court

Camden, New Jersey
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molecule as you look at it. It's consists of a carbon, which

you can't see, but that's basically at the joint between the

two solid lines and the equal sign and oxygen and an OH group,

which consists also of oxygen and OH.

Q. And have you prepared a demonstrative to show what

happens when compounds like bromfenac are put in salution at

the pH that's relevant for ophthalmic formulations?

A. Yes, I have.

Q. Can you walk us through what happens in your
demonstrative?

A. Certainly.

MR, HASFORD: I'll object, your Honor, to the extent

this is going into chemistry. Dr. Lawrence is not qualified

here as a expert in chemistry. [ll object on that basis.

MS. RAPALINO: Your Honor, this is squarely within

the scope of Professor Lawrence's expert report, And at least

her opening report Paragraph 66, she testified that her Pi.D.

research in pharmaceutical formulation involved several

aspects of chemistry. And she's just testifying about the

very, very basi¢ chemistry that's involved in ionization of

these compounds at a pH that a formulator would be mast

concerned with when preparing an ophthalmic solution,

MR. HASFORD: Your Honor, she has nelther been

offered nor qualified as an expert in chemistry. They have a

chemist of Dr. Heathcock, this information could conceivably
United States District Court
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have been in his report. Regardless of whether it happens to

be in her report she's simply not an expert in chemistry.

That's the basis or our objection.

THE COURT: Can you perhaps ask a few clarifying or

qualifying questions to establish her expertise in this level

of chemistry?
MS. RAPALINO: Yes.

BY MS, RAPALINO:

Q, Professor Lawrence, are you famitiar with the chemistry,

acid chemistry that's involved in the formulation of NSAIDS

compoundsin solution?

A. Yes, lam.

Q. And have you studied that over the course of your career?

A. Yes, have. And to formulate medicines you have to

understand basic chemistry.

Q.  Fhank you.

Can you then describe for us the basic chemistry that’s

involved in placing an NSAID expoundlike bromfenac into

solution at the pH that’s relevant for ophthalmic
formulations?

THE COURT: Before you answer, are you satisfied with
the foundation that’s bees fad?

MR. HASFORD: I think we're satisfied, your Honor, as

long as she doesn't try to go inte actual organic or medicinal

chemistry opinions, which would be potentially something that
United Stales District Court
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their chemist Dr. Heathcock would be doing.

MS, RAPALING: We have no intention of doing that

because this case is about pharmaceutical forraulation and

we're going to stick with the chemistry relevant for
formulation,

THE COURT: Okay.

MR. HASFORD: They've argued, your Honar, in fact

they argued fn their opening statement chemistry is not an

issue in this case. It seems improper for them te try to get

that on through their formulation expert.

MS, RAPALING: And to befair, are --

THE COURT: Basic chemistry is relevant here and I'll

permitit. And I recognize the expert as also embracing the

field of chemistry of NSAI#S.

MS. RAPALING: Thank you, your Honor,
BY MS. RAPALINO;

Q. Professor Lawrence, I'm just going to repeat that
question one more time.

Could you walk us through the demonstrative that

demonstrates what happens to bromfenac and other NSAIDSlike

it whenit's put in salution at the pH that's relevant for

ophthalmic solution products?

A. At the pH that's relevant for the products we're talking
about today, what will happen is the hydrogen ion, which is

indicated by the H and the plus, will disassociate from the
United Stales District Court
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rest of the carboxylic group living in carboxylate iron, which

will be negatively charged in solution.

Q. Is there another word for the negatively charged ion?

A. Yes, there is, it's called an anion.

Q. Were NSAIDS approved for any ophthalmic indications as of
2003?

A. Yes, they were, In 2003 they were used for postoperative

inflammation, cystoid macular edema after cataract surgery and

symptomsof allergic conjunctivitis.

Q, Is there any pre-2003literature that discusses the use

of NSAIDS in ophthalmic formutations as of that time?

A. Yes, there is.

Q. Can you turn in your binder to DTK-209, please. And once

you're there, can you identify what OTK-109 is?

A. Yes. This is a chapter from a volume called New Drugs in
Ophthalmotogy, and the particular chapter of interest is

edited by Allan J. Flach and it's from -- I'm trying to find

the year. 'm sorry. From 1996.

Q. What does this chapter by Allan Flach say about the NSAID

drug and indications that were approved as of 2003?

A. On DTK-109.6 at the top of the pageit points out that

the flurbiprofen, suprofen, ketorolac, and diclofenac had been

approved by the FDA for ophthalmic use.

Q. Okay, We heard a little bit about this this morning so

we won't belabor this either. Was bromfenac marketed anywhere
United States District Court

Camden, New Jersey

as of 2003?

Yes, it was.

Where was bromfenac marketed?’

Bromfenac was marketed in Japan as of 2000,

And what was the name of that product?

The product was called Bronuck®,

. Has bromfenac been marketed in the United States under

any name?

A. Yes, it has, it was marketed in 2005 as a once + I'm

sorry, twice daily formulation known as Xibrom@ and this

formulation was identical to the Bronuck® formulation,

Q. Kas it been marketed in the United States under any other
name?

A. Yes, in 2010 Xibrom® replaced Bromday® and this was how a

once daily formulation, ,
THE COURT: Excuse me. Isn't it the other way

around, Bromday® reptaced Xibraom@?

THE WETNESS: I'm sorry, did I say it wrong, your
Honor?

THE COURT: Perhaps. You could correct the record.

THE WITNESS: Thank you.
BY MS. RAPALINO:

Q. Was Bromday@® marketed under any other name besides
Xibram@ in the U.S.7

A. Yes, in 2010 Bromday® replaced Xibrom@ as a once daily
United States District Court
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preparation.

Q. And how is bromfenac marketed in the United States now?

A. In 2013 Prolensa® replaced Bramday®, whichis a slightly
different formulation than the previous formulations. This

formulation is used for postoperative inflammation and

reduction of ocular pain after cataract surgery.

QO. Okay. Now, that we've talked about bromfenac and NSAIDS,

let's mave to benzalkonium chloride, the next ingredient you
said was in the claimed formulations. What is benzalkonium

chloride used for?

A. Benzaikonium chloride, or BAC, is a widely used

preservative in ophthalmic preparations.

Q. Is there anything notable about the chemical structure of
benzalkenium chloride?

A, This slide here shows the structure of benzalkonium

chloride. As can be seen on the right-hand side, there's a

long carbon chain that's indicated by the zigzags. On the

left-hand side there's a benzene ring which is a lozenge-like

structure, and in the center is @ nitrogen which in solution

is positively charged.

Q. And is there another namefor a positively charged
compound?

A. Yes, a cation.

Q. And just to be clear is benzalkenium chloride a single

compound?
United States District Court
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A. No,it's a mixture of compounds. The carbon chain

length, which is shawn on the right-hand side here as C12,
varies between 8 and 18,

Q. Now, why are antimicrobial preservatives like

benzalkonium chloride used in ophthalmic products at all?

A. They are particularly important when that product is a

multidose formulation because every time the patient opens the

battle to use it, there's a chance that that formulation might

get contaminated, for example, with microbes such as fungi or

bacteria, and obviously, if that happens, there's no

preservative, they can grow, and then they can contaminate the

patient's eye whenit is used next time.

Q. How common wasthe use of benzalkonium chloride as a

preservative in ophthalmic solution products as of 2003?

A. Itwas very widely used.

Q. Is there any iiterature that talks about how common it

was, how common benzalkonium chloride was in ophthalmic

products?

A. Yes, there is. Remington's refers to this.

Q. Okay. Can you remind us briefly, what was Remington's?

A. Certainly. Remington's is a handbook of pharmaceutical
formulation and what I referred to earlier as almost Hke a

bible for formutators,

Q. So,let's look back at Remington's at DTX-15 in your

binder. What does Remington's say about the prevalence of the
United Stafes District Court
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use of benzaikonium chloride in ophthalmic formulations?

A. On DTX-015,5, on the ieft-hand column under quaternary
ammonium compounds,it states that benzalkonium chloride is a

typical quaternary ammonium compound and is by far the most

common preservative used in ophthalmic preparations. And it

goes on to say it was used in over 65 percentof all

commercial ophthalmic preparations.

Q. As of 2003, were there any known disadvantages to
benzalkonium chloride?

A. Yes, there were,

Q. What were those known disadvantages?

A. One of the disadvantages, you had to be careful of the

concentration of benzalkonium chioride you use because too

high a concentration was knownto be toxic to the eye, which

obviously is a bad property. And in addition, benzalkanium

chloride was known to interact with negatively charged

compounds,

Q. Does Remiagton's say anything about that problem, that
latter problem?

A. Yes, it does.

Q, What does Remington's say?

A. On the same page, in the same paragraph,it states that

as a cationic material of high molecular weight, in other

words, that's benzalkonium chloride, it's not compatible with
unionic compounds,

United States District Court

Camden, New Jersey

Q. Did formulaters as of 2003 avoid using benzalkonium
chloride because of these known problems?

A. No, they did not.

Q. Does Remington's say anything about the approach to be
taken?

A. Yes, it does. Also, in the same paragraph, obviously on

the same page,it states that given the alternative, it would

be preferable to modify a formulation to remove the

incompatibility rather than include a compatible but Jess

effective preservative.

Q. Okay. Let's move on sow to your discussion of

surfactants and tyloxapo}. Can you remind us just very

briefly what a surfactantis?

A. Yes, Surfactants are unique compounds in that they

consist of a region thatlikes water, in other words,it's

water soluble, and a region that dislikes water and is

water-insoluble, and as a consequence, these properties -- I'm

sorry, yes, the consequence of these properties are

particularly advantageous in pharmaceutical formulation,

Q. Let's talk specifically about tyloxapol. What is

tyloxapol?

A. First of all, tyloxapol is a nonionic surfactant. That

means when it is dissolved in solution, it's electrically

neutral, it carries no charge.

Q. And whatclass of nonionic surfactants does tyloxapol
United States District Court
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beiong to?

A. Tyloxapol is an ethoxylated octylphenol surfactant.

@. Can you explain what you mean by ethoxylated?

A. Yes, Ican. If we iook at the very schematic

representation on the slide, you can see on the right hand of

the slide I have marked a portion in yellow. This is the

ethoxylated portion of the molecule and this is the water

soluble part of the molecule.

Q. And what do you mean when you say that it is an

octylshencl surfactant?

A. An octylphenol surfactant, if we look at now the blue

highlighted -- I'm sorry, can I just have a drink?
THE COURT: Sure.

THE WITNESS: Sorry. Sorry. if we look at the blue

partion that's highlighted with the benzenering, the lozenge

structure and the branch chain, that's an octylphenol region

of the surfactant and that's the region of surfactant that

doesn’t dissolve in water, is water-insoluble.

BY MS. RAPALINO:

GQ. Is tyfoxapol a single compound?

A. No, it's not, It's a mixture of compounds. It consists

of different chain lengths of the ethoxylated portion and

different numbers of ethoxylate -- and oxy phenol groups in
the molecule.

Q. As of 2003, were there other surfactants within the class
United States District Court
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of ethoxylated octylphenol surfactants?

A. There were a large number, but there were only two that

were suitable for use in ophthalmic preparations.

Q. Why do you say thare were only two that were suitable for

use in aphthalmic preparation?

A. There were only two octylphenol surfactants, octylphenol
ethoxylated surfactants that were actually listed in the FDA

Inactive Ingredient Guide.

Q. What were those two ethoxylated octylphenel surfactants

that were listed in the FDA Inactive Ingredient Guide as

previously approved surfactants?

A. For ophthalmic use, there was tyloxapol and octanol 40.

Q. Okay. Professor Lawrence, now that we've covered some of

that background science, lat's turn to your opinions in this

case. Can you tell us briefly what issues you were asked to

consider with respect to claims 6 and 20 of the "431 patent?

A. Yes. Firstly, I was asked to consider whether claims 6

and 20 of the "431 patent would have been obvious to a person

of ordinary skill in the art as of January 2003 in view of

that prior art for obviousness. And for obviousness type

double patenting, I was asked to consider whether claims G6 and

20 of the ‘431 patent were obvious in view of claim 7 of the

‘290 patent and claim 6 of the "131 patent.

Q, With respect to the first issue, the obviousness issue

you were asked to consider, were you asked to look at the
United States Disirict Court
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prior art as of a particular date?

A. Yes, I was, and that date was January 2003.

Q. What type of prior art generally did you review?

A. treviewed the patentliterature, scientific journals,
and reference handbooks and textbooks.

Q. After forming your opinionsin this case, did you review

any other documents besides the pubticty available literature?

A, Yes. Only after I farmed my opinion in this case, I

reviewed Senju's internal documents, and I reviewed these to

see whetheror not they agreed with my opinions, which they
did.

MR. HASFORG: I'll abject, your Honor, and move to

strike. The review of Senju’s internal documents has already

been taken off the table by agreementof the parties. It is

certainly not proper to any kind of obviousness case per
Federal Circuit case faw.

MS. RAPALINO: Your Honor, as Professor Lawrence just

testified, she did not rely on her review of any internai

documents in support of her obviousness opinion. She simply

reviewed those documents after forming her opinion to

determine whether or not they were consistent with her

opinion, and there is Federal Circuit case law directly on

point that supports the use of a patentee's internal documents

for that very purpose, just to show that it is consistent with

the expert's opinion about the state of the knowledge in the
Unifed States District Court
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art as of the time that the invention was made.

MR. HASFORD: We disagree with that characterization,

your Honor, The statute itself says "patentability shail not

be negative by the manner in which the invention is made."

That's straight out of 35, U.S.C., Section 103. She shouldn’t

be testifying about internal documents if she is not relying

on them in connection with an obviousness case, and she cannot

by statute.

THE COURT: Well, could it be clarified, because I

didn't get that from her testimony, that the witness is not

relying on the internal documents as a basis for her opinion?

MS. RAPALING: I can clarify that with the witness,

THE COURT: Ail right.
BY MS. RAPALINO:

Q. Professor Lawrence, have you refied on the internal Senju

documents in support of your obviousness opinian?

A. No, I definitely didn't rely on those documents in

support of my obviousness opinion.

MR. HASFGORD: And I'il object and move to strike the

fast portion of that statement, your Honor. If she is not

relying on them as relevant to her obviousness opinion,

there’s no need and no reason for her to testify about them

and they shouldn't comein.

MS. RAPALINO: Your Honor, again, the threshold for

relevance here under 402 is a tiberal one, and the fact that
United Stafes District Court
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they are not the direct support for her obviousness opinion
does not render those documents irrelevant to the issues.

They are still relevant as making more likely than not her

opinionsin this case which she arrived at independently of
her review of those internal documents.

MR. HASFORD: We disagree entirely with the statement

abouttheliberality or alleged liberality of Federal Rule

462, The fact is they are not relevant to an obviousness

case. The statute says so, the Federal Circuit case law says

so. She has disclaimed any reliance on those in connection

with her obviousness opinion. She should not be permitted to

testify about them, your Honor.

MS. RAPALINO: If 1 could, there is a Federal Circuit

case again directly on point. It's the Thomas & Betts Corp.

V. Litton Systems, Inc. Case at 720 F.2d 1572. This is a Fed

Circuit 1983 case holding that a plaintiff's internal studies,

aithough they were not technically prior art, were proper--

tan be properly used as indicators of the level of ordinary

skill in the art to which the invention pertained and were
admissible as evidence.

MR. HASFORD: And I’m not aware that that case has

been cited anywhere, your Honor, in their case law statement,

in the joint pretrial order. Evenif it has, it sound like

it's a case, even if counsel's characterization of it is

correct, from well over 30 years ago andit is not consistent
United States Disfrict Court
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with the statute, if that's how she is describingit.
MS. RAPALINO: The case that -- the case -~

THE COURT: Excuse me,

with one of the motionsin fimine, and it did provide an

[It was cited in connection

example consistent with what counsel has argued, that I do
recall.

MR. HASFORD: Weill, your Honor, so I'm looking at

what's in the joint pretrial order here. I apologize, your

Honor. So, regardless of whether they cited it in their

motion in limine, the reality is, the statute is as I

presented it to you. There are also other Federal Circuit

cases, far example, Life Techs v. Clontech, 224 F.3d 1320,

1325, Federal Circuit 2000, specifically stating, “the path

that leads an inventor to the invention is expressly made

irrelevant to patentability by statute.”

And then Otsuka Pharmaceutical Company v. Sandoz, which

is actually a case that opposing counsel, Ms. Holland, was

invelved with and I was involved with, your Honor, 678 F.3d

1280, 1296, Federal Circuit 2012, essentially says the same

thing.

MS. RAPALINO: And, your Honor, if I could just

address those two casesbriefly, starting with the Otsuka

case. In the Otsuka case, what the Court actually held was
that obviousness couldn't be based on the Inventor's internal

path te development, but the Court did not preclude -- did not
United States District Court
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exclude that evidence attrial. In fact, accepted that

evidence and just found that it was -- that that wasn't --

that that evidence wasn’t sufficient, was not a sufficient

basis to support obviousness.

And, again, here we're nottrying to use plaintiff's

internal documents to support Gur obviousness position. It’s

merely to show that their interna! documents are consistent

with what Professor Lawrence will present is the state -- was

the state-of-the-art as of January 2003.

With respect to the Life Technologies v. Cfontech case,
that case is not about Rule 402 at ali. it ig about whether

prior art was material and should have been submitted to the

Patent Office, which is an entirely different analysis and a
different standard from Rule 402 relevance.

MR, HASFORD: And I believe I have someclarification

on the case law that defendant cited, your Honor. So, there,

the Federal circuit has at times approved the use of

unpublished internal dacuments only for the limited purpose of

ascertaining the level of ordinary skill in the art, and

that’s the Thomas & Betts case that they cited, held that

internal documents were “properly used as indicators of the

level of ordinary skill in the art to which the invention

pertained.”

And so for that limited purpose they were allowed, but

the defendants here are trying ta take the next step, your
United States District Court
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Honor, and use internal decuments to make or confirm

conctusions about the teachings of the prior art, and that is

expressly prohibited by statute. That's expressly prohibited

by the partion of the patent statute that says "patentability

shall not be negative by the manner in which the invention was

made.” That's 35, U.S.C., Section 103,

And that's also confirmed by other cases, and, in fact,

there's a case out of the Fed Circuit In re Omeprazole Patent

Litigation, it's an unpublished case, but it's at 84 Fed

Appendix 76, 81, and it's Fed Circuit 2003. Andit says,

“GenPharm reads too much into Thomas & Betts because, unlike

here, the documentat issue in that case received additional

support in the form of testimony about the state-of-the-art at

the time of the publication."

In other words, they can't take the next step and try
to use these internal documents as evidence of or even as

confirmatory of their obviousness case.

MS. RAPALINO:; And again, your Honor, I would submit

that we're planning to offer this evidence for precisely the

purpose that it was offered in Thomas & Betts, This is purely

to offer testimony that indicates the level of ordinary skill

in the art to which the invention pertained, which includes

the person of ordinary skill in the art's understanding of
what the prior art taught at that time.

THE COURT: Well, is the -- just a moment. Is the
United States District Court
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witness offering it for that purpose? I[ understand Thomas &

Betis permits it where it is evidence that indicates the

ordinary skill in the art as of that time. Is that the

purpose? Because I thought a moment ago you said that the

purpose wasit is confirmatory of the witness’s opinions.

MS, RAPALINO: Well, I think that to the extent that

the witness's apinions, part of the obviousness analysis is an

analysis of the fevel of skiil in the art, and based on that

level of skill in the art, the scope of the prior art and how

that art would have been understood, that the documents from

Plaintiff's internal files are confirmatory of those opinions,

which go precisely to the issue of the level of skill in the
art.

THE COURT: I'm going to grant -- I'm going to

sustain the objection in part and overrule it in part. I will

permit it to be offered for a limited purpose, and the limited

purpose is as an indicator of the ordinary skill in the art

that existed at that time. I'll sustain the objection and not

receive the opinion -- I'm sarry, not receive the testimony

about internal documents te the extent that they are offered

as confirmation of this witness's opinien that she has

developed for the trial. And so in that way I think that the

Thomas & Betts precedent is honored and that the witness will

be permitted to testify.

MS. RAPALINO: Your Honor,if 1 just may quote one
United States District Court
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2t4

more quote fram the Thomas & Betts case. The Federal Circuit

there permitted this internal data, internal criteria as

evidence of what would have been within the knowledge of one

of ordinary skiil in the art. And so thus, the criteria,

though not technically prior art, were in effect properly used

as indicators of the level of ordinary skill in the art.

So, again, that level of ordinary skilE in the art

includes, includes the information regarding the knowledge of

one of ordinary skill in the art, what would have been within

the knowledge of a person of ordinary skill in the art.

MR. HASFORD: We disagree here, your Honor. What

they're trying to do is they're trying to take this very

limited exception, to the extent there really even is an

exception, and try to swallow the whole with it and

effectively backdoor this information in violation of the

statute. 35, U.S.C., Section 103 is clear on its face, and

that's the basis for cur objection,

THE COURT: Well, it is an indicator of the ordinary

skill in the art. If itis offered for that purpose, then

it's admissible, is it nat?

MR. HASFORD: Under Thomas & Setts, they accepted it

for that limited purpose, but it is certainly not available to

confirm or to support her underlying obviousness opinions.

THE COURT: That's what I ruled five minutes ago. I

sustained your cbjection to that extent, and I don't think
United States District Court
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that Ms. Rapalino has argued something to the contrary, So,

ll permit it to that limited extent,

MS. RAPALINO: Thank you, your Honor.

THE COURT: And we only have a few more minutes this

afternoon in any event.

MS. RAPALINO: Okay. We're about to launch into sort

of the details of the obviousness opinion, and if it makes

sense, we could just start with thatfirst thing in the

morning.

MR. HASFORD: We're fine with that, your Honor.

THE COURT: Okay. Then let’s conclude for today, and

the witness is excused for the day, Thank you very much.

Don't forget to come back tomorrow morning.

MS. RAPALINO: May I ask a point of clarification

regarding your Honor's practices? 1 understand the general

rule with the witness is so long as they arestill on direct,

we can confer with the witness, Is there anything we should

know about your Honor's practice with respect to that?

THE COURT: Thanks for asking, because we should

speak now about sequestration of witnesses, I notice that it

is in the pretrial order and that all sides have agreed that

there should be sequestration of witnesses until they have

finished testifying. Is that right?

MS. RAPALINO: I think what the pretrial order says
is that there's sequestration of fact witnesses. As it turns

United States District Court
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cut, neither party has called any fact witnesses, which I

think renders that provision in the pretrial order moat.

THE COURT: Okay. So, there's no fact witnesses in

the trial even from the -- from the plaintiffs?

MR. HASFORD: We're not calling any fact witnesses,

your Honor. We're only calling experts.

JHE COURT: Allright. Then the sequestration would

not apply to experts, Experts can be present and enjoy the
entire trial.

And so now you asked about the rule of not conferring

during cross-examination, and that is, I think, the standard,

that when you have a witness on the stand whais under

cross-examination by your adversary, that during breaks and

even during the overnight, you're not permitted te confer with

them for the purpose of rehabilitating their testimony. Of

course, you are permitted on redirect to ask any questions

that you want, but they can't be pre-coached while your
witness is on cross. Is that a clear formulation for both

sides?

MR. HASFORD: It is for us, your Honor.

MS. RAPALINO: It is for us, your Honor. Thank you.

MR, MUKERJEE: Yes, your Honor.

THE COURT: All right. Anything else?

MR. HASFORD: Nathing from plaintiffs, your Honor.

THE COURT: Okay. Very well, then we will adjourn to
United States District Court
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tomorrow morning at 9:30.
MS. RAPALINO: Thank you.
(Proceedings concluded at 4:29 p.m.)
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(617) 570-1000
erapaline @goodwinprocter.cam
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ALSTON & BIRD, LLP
BY: DEEPRO R. MUKERJEE, ESQUIRE

LANCE A. SODERSTROM, ESQUIRE PAGE
STEPHANIE ROBERTS, ESQUIRE

90 Park Avenue
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(212) 210-9400 3TX*74, ITX-168, ITX+199, ITX-202, ITX-207,
deepra.mukerjee@aisten.com,lance.scderstram@alstan.com, DTX-15, DTX-109, DTX-140, DTX-196, and DTX-442stephanie.roberts@aiston.com ' ; * ,
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333 South Hope Street
16th Floor
Los Angeles, CA 90071-3004
(213) 576-1000
james.abe@alston.com
ATTORNEYS FOR DEFENDANT LUPIN LIMITED

{in open court at 9:31 a.m.}
THE DEPUTY COURT CLERK: All rise.

THE COURT: Be seated, please. Good morning.

Good marming.

THE WITNESS: Good morning.

THE COURT: Are we ready to resume?

ALSTON & BIRD, LLP MR. HASFORD: Plaintiffs are reacy, your Honor.
BY: JOSEPH M, JANUSZ, ESQUIRE
Bank of America Plaza
Suite 4000
Charlotte, NC 28280-4000
(704) 444-1006
joe.janusz@alstoan.com (DIRECT EXAMINATION OF PROFESSOR LAWRENCE BY MS. RAPALING:}

ATTORNEYS FOR DEFENDANT INNOPHARMA LICENSING a.

MS. RAPALINO: Yes, your Honor.
woewtmhwh&WSNw+

THE COURT: Okay. Then go ahead.
a Se MS. RAPALINO: Thank you.
_ ay

Good morning, Professor Lawrence,

A. Good marning,

SAIBER, LLC FayBY: ARNOLD &. CALMANN, ESQUIRE
One Gateway Center your obviousness opinion. Have you applied any particular
20th Floor, Suite 1000
Newark, New Jersey 07202
(973) 622-3333 “431 patent are obvious?

abc@saiber.com AATFORNEYS FOR DEFENDANT INNOPHARMA LICENSING

When we feft off yesterday we were about to talk about

framework in determining whether the asserted claims of the

Yes, I have,

Q. Have you setforth that framework in a demonstrative?

A. Yes, Lhave. It's DDX2-21. WhatI did was considered

the qualifications of a person of ordinary skill in the art,

the scope of the prior art, differences between the prior art

and the claims, and determined whether the claims were obvious

in view of the prior art; and in particular, whether the

person of ordinary skill in the art would have been motivated
United States District Gourt

United States District Court
Camden, NJ Camden, Ni
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00:01 4 to make and use the formulations of the asserted claims and 00:03 4 optimization, ended up with the concentrations that are
00:01 2 have had a reasonable expectation of success upon doing so. 00:04 2 present in the '431 patent.
00:01 3 . Now, you used the term “person of ordinary skill in the 00:04 3 Okay. Let's start with claim 20 of the '431 patent.
00:01 4=art.” Have you considered what the qualifications and level 00:04 4 Have you prepared a slide showing claim 20 rewritten in
00:01 5—of skill of the person of ordinary skill in the art would be? 60:04 6 independent form?
00:01 & A. Yes, Ihave. 00:04 6 A. Yes, Ihave.
00:01 7 Q. What were the qualifications of the person of ordinary 00:04 7 G. Okay. Is that at DDX2-257
00:01 8©skill in the art as of 20037 06:04 B A. Yes,itis,
00:01 9 A. Asof 2003, a person of ordinary skill in the art would 00:04 9 QQ. What does claim 20 of the '432 patent cover?
00:01 10 have hada Ph.o. in pharmaceutical science and training and 00:04 10 «=A. it’s directed towards the preparation of a liquid aqueous

 00:01 11 experience in the research and development of pharmaceuticals,|00:04 11 formulation and is intended for ophthalmic use and contains
  
 

00:01 12 @. Are you aware that Professor Williams has offered a 00:04 12 bromfenac sodium, tyloxapol, and a range of other ingredients,
00:01 43 different opinion, a different definition for the person of 00:04 13 including benzaikonium chloride.
60:01 14©ordinary skill in the art?

00:01 75 A. Yes,%am.

oo01 16 a. Generally speaking, can you just remind us what his
00:01 17—definition was?

00:01 18 A. Yes. Thata person of ordinary skill in the art as of

 
 

  

00:04 14 @. And now you also mentioned that this is obvious over the

00:04 15 ‘225 patent. Could you turn in your binder to JTX-147? Are
00:05 16 you there?
00:05 17

oo:05 18

00:05 19

00:05 20

00:05 21

00:05 22 bromfenac sodium, polysorbate, benzaikonium chloride, and the

 
 

tam.

Is this the '225 patent you are referring to?

 
 
 

00:02 19 January 2003 will have a bachelor’s degree in pharmaceutical Yes, itis.
00:02 20 chemistry, chemistry or related discipline, and about three to What does Example 6 of the ‘225 patent disclose?

 
 
 
 
 
 

 

>OPOP
00:02 27 five years work experience or comparable level of education it discloses an aqueous ophthalmic preparation containing
00:02 22 and training.

00:02 23° Q. Do you agree with the definition that Professor Williams
00:02 24 offered?

00:02 25 A, No, Idon't. I thinkit’s very broad and I'm rather
United States District Court

Camden, NJ

 
 
 
 

00:05 23 same range ofother ingredients.

00:08 24 G. Now,you said it discloses bromfenac sodium. Where do

00:05 25—yau see that in Example 6 of the '225 patent?
United States District Court
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oe:02 1 surprised it doesn't actually list pharmaceutical science in 00:05 1 =A. The long chemical name on lines 2 -- 1 and 2 of the
00:02 2 thatlist. And, for example, it would include someone with 00:05 2 ingredientlist is brommfenac sodium.
00:02 3 degree of chemistry working in the agrochemica! industry, co:06 3 @. Have you prepared a slide comparing claim 20 of the 431
00:02 4 whichis obviously not appropriate in a case like this. 00:05 4 patentin suit to Example 6 of the prior art '225 patent?
00:02 § @Q. Would you agree that a pharmaceutical formulator would 00:06 5 A, ‘Yes, i have.
00:02 6 consult a chemist or an organic chemist on issues of 06:06 6 @. Is that DTX2-277

00:02 7 pharmaceutical formulation? ooce 7 AL Yes, itis. On the left-hand side, I have reproduced
00:02 8 A. Itwouldn't actually dawn on me as a pharmaceutical oo:06 8 Example 6 of '225 patent while on the right-hand side there's

00:06 9 claim 20 of the '434 patent.

00:06 10 QQ. And can you explain how the Example 6 of the '225 patent

00:02 9  formulater te consult a pharmaceutical chemist, certainly on

 
 
 
 
 

 00:03 10 this type of issues that we are discussing here, such as

 
 
 
 

00:03 11 complexation. 00:06 11 compares to claim 20 of the ‘431 patent?
00:03 12 a. Why wouldn't you consult an organic chemist on those 00:06 12 A. Yes. AsThave just said, both are directed towards
00:03 13 issues?

00:03 14 A. Because this type of information is well known by --
00:08 13 aqueousliquid preparations for ophthalmic administration.

00:06 14 GQ. Is that what you have highlighted here?
00:06 15 A. Yes. That's highlighted in yellow on the slide. Both

00:06 16 contain bromfenac sodium. Both contain borie acid. Both
 
 
 
 
 
 
 
 
 
 
 
 
 

 00:03 15 would have been well known by a person of ordinary skill in
00:03 16 the art at the time.

00:03 17 Can you summarize what conclusions you reached concerning
 
 00:06 17 contain borax or, 46 itis sometimes known, sodium

00:06 18=tetraborate,

00:06 19 Q. Are those two compounds the same?

 
 
 

00:03 18—the obviousness of the asserted claims?

00:03 19 A. Yes. it's my opinion that claims 6 and 20 of the '431

00:06 20 A. ‘They are indeed, yes. They both contain either disodium

00:67 21 edetate or EDTA sodium salt, which both parties have agreed

00:03 20 patent are obvious over the '225 patent and in view of EP 984,

  
 
 

00:03 21 @. And can you expiain in a little bit more detail the basis

00:03 22 for that opinion?

00:03 23 A, Certainly. A person of ordinary skill in the art would
00:07 22 for the purposes ofthis case are the samething.
00:07 23) Q. How etse are they similar?

00:07 24 A. They both contain benzalkonium chloride. They both 00:03 24 have started with Example 6 of the '225 patent, and actually

 00:07 25 contain polyvinylpyrrolidone, which is sometimes known as
United States District Court

Camden, NJ
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povidone, and they both contain sodium sulfite.

GQ. How do the amounts, the amount of sodium bromfenac in

Example 6 of the '225 patent, how does that compare to the

range of concentrations for bromfenac sodium in claim 20 of

the '431 patent?

A. Yes. Example 6 of the '225 patent states sadium

bromfenac is present at .it gram in a hundred ml which is .1

percent, and as you can see, .1 percent falls within the

cancentration range claim for bromfenac in claim 20 of the

‘431 patent.

Q. Now, before we deive more deeply into your obviousness

opinion,let's take a step back and talk about the scope of

the prior art. Did you review prior art literature that

reflected the scope of the art with respect to formulation of

ophthaimic NSAID products as of 2003?

A. Yes, I did.

Q. What type of references did you consider?

A. I considered the patent literature and scientific papers,

handbooks, textbooks from the time.

Q. Have you organized those references in any way for

purposes of your presentation today?

A. Yes, I have.

Q. Can yeu explain how you organized them?

A. Yes. This is explained on DTX-29. I've grouped the

prior art into three groups. Group A deals with bromfenac and
Uniled States District Court

Camden, NJ
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the fact that Its usefulness as an NSAID in ophthalmic

preparations was known as of January 2003. The second group,

which I have called group 6, deals with the preservative

benzalkonium chloride showing that it was widely known as was

its compatibility with NSAIDs. And finally, group C, which

deals with the prior art around the use of ethoxylated

octylphenol surfactants and how they were used to solve the

complexation problem with BAC, and tyioxapol's use in

ophthalmic solutions at the time was known.

GQ, Okay. Let's start with your group A references, What

pricr art references did you put inte the category of group A?

A. Ihave putin four references. They are New Drugs in

Japan from 2001, which is JTX-210, Hara from 2006, which is

DTX-110, U.S. patent number 4,910,225 from 1990, which is

ITX-147, and U.S. patent number 5,475,034 from 1995, which is
ITX-168.

Q. And can you remind us just at a general level what these
references teach?

A. Yes, certainly. Taken together, these references teach

that the usefulness of bromfenac as an NSAID in ophthalmic

preparations was known at the time,
@. Let's talk about each of those references in turn. Could

YoU turn in your binder to JTX-210, please? What is JTX-2107

A. This is an extract from New Drugs in Japan from 2001.

Q. What does this Vew Orugs in Japan reference, JTX-210,
United States District Court

Camden, NJ 
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teach about bromfenac sodium?

A. Yes, JTX-210.4, an extract of which is reproduced on the

slide DDX2-31, states that bromfenac sodium was the active

ingredient of Bronuck and was a new NSAID drug,

QO. Does New Orugs in Japan say anything about when Bronuck

was approved?

A. Yes, it does. On the same page, further down,it states

this was approved in Japan as of March 2000 and for use for a

variety of inflammation conditions of the eye.

Q. Does the New Orugs in Japan reference, JTX-210, say
anything about the formulation of Bronuck?

A. Yes, it does. It lists the ingredients of the

formulation of Bronuck, stating that it contains 2 milligram

per ml! of the sodium hydrate salt, and as other ingredients

contain boric acid, borax, sodium sulfite, sodium edetate,

povidone, which is obviously polyvinylpyrrolidone, polysorbate

80, and benzalkonium chloride.

Q.  Generaily speaking, what would a persen of ordinary skill

in the art understand from the New Drugs in Japan reference?

A, They would have understood that bromfenac was a new drug
that was useful to treat various inflammation conditions in

the eye, and that it was on the market in Japan being approved

of -- as of March 2000, and would also know the ingredients
the formulation contained.

Q. Let's move on to the next reference in your group A.
United States District Court

Camden, NJ

Could you turn In your binder to STX-110, please? Whatis
DTX-1107

A. This is an extract from a book Clinics & Drug Therapy

from 2000. Specifically, itis an evaluation of new drugs by

clinicians and that new drug is bromfenac sodium hydrate, and
it's written by Hara.

Q. What does the Hara reference teach about the indications
for bromfenac?

A. On DTX-110.2 on thefirst column,it states that

bromfenac sodium hydrate was developed to treat a range of

inflammatory conditions of the eye.

Q. Does the Hara reference teach anything about how
DSromfenac campares to other NSAIDs?

A. Yes, it does. It specifically comparesit with three

other NSAID drugs on the market, pranoprofen, indomethacin and
diclofenac sodium,

Q. What does the Hara reference conclude about that

comparison?

A. On DTX-110,2 -- sorry. On DFX-110.3, under the section

entitled Conciusion, it states that this drug, in other words,

bromfenac, shows superior efficacy in treating anterior eye

inflammation and postoperative inflammation.

Q. And did you say that’s under the section entitled
Comments?

A. Sorry, did  -- yes, Comments.
United States District Court

Camden, NJ
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Q. Okay. Let's look now at the next reference in group A.

Could you turn in your binder te JTX-147? Are you there?
AL Yes,

Q. Okay. And can you just remind us what JTX-147 is?

A. This is U.S, patent number 4,910,225 from the 20th of

March, 1990, and this is what I've been referring to as the
‘225 patent.

Q. Generaily speaking, whatis the '225 patent directed to?

A. It's concerned with preparing formulations for

ophthalmic -- predominantly for ophthalmic use of the

nonsteroidal antiinflammatory bromfenac.

Q. Cas you remind us, is there a specific example from the
‘225 patent that is particularly relevant here?

A. Yes, there is. That is on JTX-147.6 and is Example 6,

Q. Why is Example 6 particularly relevant to a person of
ordinary skiil in the art?

A. As you can see on DDX2-33,the list of ingredients on
Exampie 6 of the '225 patent is identical to the list of

ingredients in the Bronuck formulation I showed you a few
minutes ago,

Q. Let's move on te the last reference in your group A. Can
you turn in your binder, please, to JFX-168? What is JTX-168?

A. This is U.S. patent number 5,475,034 from Decemberthe
12th, 1995, and I've been referring -- I refer to this as the

‘034 patent.

United States District Court

Camden, NJ

 

Q. What does the '034 patent teach about the activity of
bromfenac campared to other NSAIDs?

A. On Table 1, which is produced on JTX-168.9, there's a

table showing the results of a range of antiinflammatory

agents, some of which have been synthesized specifically for

this study, So, it compares the results in a range, ina
range of in vive and in vitro tests.

Q. Okay. And what de -- so, can you explain just by

reference to the table what kind of data you see represented
here?

A. Yes. What you can see is in columns 4 and 5, there's

results of in vitro data, whereas in columns 6 and 7, this is

in vivo data, while column 1 lists the range of compounds that

are being tested. I've highlighted bromfenac and another well

known nonsteroidal antiinflammatory diclofenac.

Q. And what do the data for bromfenac and diclofenac teach

abouttite activity of bromfenac?

A. They show that bromfenacin the tests is either better

than or at lezst comparable to the results obtained with
diclofenac.

Q@, What did the authors of the patent, the '034 patent
conclude about the activity?

A. On page JTX-168.8, under the section entitled Results at

the bottom of the first paragraph, they state similar results

were obtained with the reference compound, diclofenac, And
United States District Court
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 then this is a significant bit. It states that diclofenac was

somewhat less effective both in vitro and in vivo than the

chloro or bromo substituted 2-amino-3-benzoyibenzeneacetic
acids,

Q. And which compound in Table 1 is the bromo substituted

2-aming-3-benzoyibenzeneacetic acids?

A. That would be bromfenac,  
Q. And so what would a person of ordinary skiif in the art

  understand from that conciusion in the patent?

  A. They would understand that bromfenac demonstrated a good

  level of activity, better than or comparable to diciofenac,

  
 
 
 
 
 
 

 
 
 
 
 
 
 

and think it would have been an interesting drug to look at
formulating,

Q. Are you awarethat plaintiffs experts have argued that

this '034 patent showed that bromfenac was not as good as
diclofenac?

A. Yes, Iam.

Q. Do you agree with that?

 A, No, I think they probably misread the results in this

 
 

patent.

Q, Can you summarize for us then what the references in

  
 

 
 
 
 

group A taken together would have taught to the person of
ordinary skill in the art?

A. Firstly, that bromfenac was knownto be marketed,

marketed as a commercial formulation in Japan. In addition,
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bromfenac was knowto be more effective for some indications

than other nonsteroidal antiinflammatories, that the

ingredients of the marketed formufation were known, and that

marketed formuiation contained bromfenac, benzalkonium

chloride and polysorbate 80,

Q. Okay. Let's move on to the referencesin group B. Can

you just tell us which references you have put inte the group
B category?

  A. Yes, Ihave. They are U.S. patent number 3,558,876 from

 
  
 

1996, which is JTX-201, patent WO 94/15597 from 1994, whichis

3TX-207, U.S, patent number 5,603,929 fram 1997, which is

  
 

ITX-061, and Remington's from 2000, which is DTX-15.

  Q. And just in a general way, what do the referencesin

  
 

 group 8 teach to the person of ordinary skilf in the art?

 A. Firstly, that the preservative benzalkonium chloride was

  
 
 

 widely used and its incompatibility between nonsteroidal

 
 

antiinflammatory drugs and benzalkonium chloride was known at

the time. ‘

Q.

turn in your binder, please, to JTX-201? What is 3TX-204?

A. This is U.S, patent number 5,558,876 from the 24th of

 Let's look at yourfirst reference in group B. Could you

 
 
 
 
 
 

September, 1996.

Q. And generally what is the '876 patent directed to?

A. This is directed towards the development of an ophthalmic
formufation of acidic drugs.
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Q. Does the ‘876 patent say anything about what happensto

NSAID drugs with benzalkonium chlovide in 2 formulation?

A. Yes. DDX2-37 reproduces an extract from JTX-201.3, which

states that the drugs tend to form insoluble complexes with

quaternary ammonium preservatives such as benzalkonium
chloride.

Q. And the drugs referred to in that statement, which drugs

is that referring to?

A. These are referring to -- I'm sorry, these are referring

to nonsteroidal antiinflammatory drugs.

QQ. And so what does this reference teach the person of

ordinary skill in the art about what happens to NSAIDs and
benzalkenium chloride in solution?

A. It tells us there's an interaction between the

benzalkonium chloride and the nonsteroidal antiinflammatory

such that an insoluble complex is formed.

Q. Have you prepared a demonstrative to show how that

complexation between an NSAID and benzalkonium chloride
accurs?

A. Yes, Ihave.

Q, Is that at DOX2-38?

A. Yes,it is.

Q. Can you walk us through this dernonstrative?

A. Certainly. On the top right-hand side we have a

nonsteroidal antiinflammatory. As I indicated yesterday, the
United Slates District Court
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carboxylic acid group is on the left-hand side of the molecule

and that is highlighted in green. When that's in solution,

the proton will dissociate from the rest of the molecule,

leaving a negatively charged anion in solution.

Dealing now with the benzaikonium chloride, which you

can see at the bottom just above the beaker, this has, as you

can see, a positive charge and a negative charge. In

solution, the chloride ion would dissociate fram the rest of

the benzalkonium chloride leaving a positively charged

cationic molecule, both the hydrogen and chloride ions would

go into solution, and then the negatively charged anionic drug

would be attracted to the positive charge on the benzajkonium

chloride, as I've shown here, and you can see now there's a

big -- there's a complex between that NSAID and the

benzalkonium chloride. There's no charge on that. It is

effectively neutral, because the two charges have neutralized

each other, so we have a very large water-insoluble complex

resulting, which I've tried to show by the white dots in the
beaker.

GQ. Okay. Let's look at the next reference in your group B

set of references. Could you turn in your binder te JTX-207?
A. Yes.

Q. What is ITX-207?

A. This is WO 94/15597, publication date 21st of July, 1984,

Q. Tthink you may have misspoken. Did you mean 1994?
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A. I'm sorry, 1994, yes.

Q. And generally speaking, whatis the WO 597 reference
directed to?

A. This is a preparation of ophthalmic -- it's a preparation
of ophthalmic formulations comprising of another related

benzalkonium chloride preservative.

THE COURT: Excuse me. May Linterrupt? What's the
notation WO stand for?

MS, RAPALINO; Are you asking me?

THE COURT: Well, maybe the witness.

THE WITNESS: It's the world patent, isn't it? So,

international patent.

THE COURT: I'm sorry, can you repeat that?

THE DEFENDANT; World patent.

THE COURT: Okay. Thank you.

MS. RAPALINO: An international patent application,
BY MS. RAPALINO:

Q. Does the WO 597international patent application say
anything about preservatives generally in ophthalmic
solutions?

A. Yes, itdoes, On page JTX-207.3, I've highlighted an

extract on the slide, and it states that ophthalmic

formulations must be, if they're intended for a multidose

regime, be preserved with an effective antimicrobial agent.

Q. Doesit say anything about benzatkoniem chtoride in
United States District Court
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particular in ophthalmic solutions?

A. Yes, it does. On JTX-207.4 at the top of the page,it

states that benzalkonium chloride, which is a quaternary

ammonium compound, has been widely used in ophthalmic

preparations. However, it is known to be incompatible with

antonic drugs forming insoluble compounds which can turn the

solution cloudy,

Q. Does the WO 597 patent say anything about how that

complexation with anionic drugs and benzalkonium chloride
occurs?

A. Yes, it does. On the same page, it goes on to say that
many acidic drugs carry a negative charge in solution at the

rélevant pH, and that benzalkonium chloride is positively

charged, and because of this negative acidic anionic drug and

this positive cationic preservative, you get an ion pair

forming, just as I've tried to illustrate a moment ago, and

that this ion pair is insoluble and precipitates out to
solution.

Q. Let's move onto the next reference in group B. Could

you turn in your binder, please, to JTX-61? Generally

speaking -- well, first of all, what is JTX-61?

A. It's U.S. patent number 5,603,929 from the 18th of

February, 1997.

Q. Generally speaking, what does the ‘929 patent deal with?

4. It talks about forming ophthalmic preparations that are
United States District Court
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preserved using a polymeric quaternary ammonium compound.

@. QOoes the "929 patent say anything about formulating
NSAIDs with benzalkonium chloride?

A. Yes, it does. On JTX-061,2, which I've highlighted an

extract on the first column halfway down, it states again that

benzaikonium chloride is a widely used preservative, and again

goes on to state thatit's considered incompatible with acidic

drugs such as nonstercidal antiinflammatory agents, and that

whenthey interact, the preservative fosesits ability to
function.

Q, And why doesit say it loses its ability to function?

A. Because when the complex is taken out of solution, it's

no longer available to exert its preservative properties.

QQ. Okay. Let's look next at your final reference in group

B. Could you turn te OTX-25 and briefly remind us what OYX-15
is?

A. Certainly. This is the 26th edition of Remington Science

and Practice of Pharmacy, which, as I said yesterday, which is

a widely used reference book by pharmaceutical formulators,

Q. Can you remind us again just briefly what Remington's

says about benzalkonium chioride?

A. Certainly, On DTX-015.5, under quaternary ammonium

compounds, it states once again that benzatkonium chloride fs

by far the most commonly used preservative in ophthalmic

preparations, and states over 65 percent of commercial
United States District Court
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ophthalmic products are preserved at that time with
benzalkonium chloride.

Q.9And can you remind us, does Remington's say anything

about the preblems with benzalkenium chloride?

A. Yes. It goes on to say just below that, as a cationic

surface active material of high molecular weight, in other

words, we're talking about benzalkonium chioride, it is not

compatible with anionic compounds.

Q. Does Remington's suggest that formulators avoid

benzalkonium chloride because of that complexation problem?

A. No, not at ali, In the same paragraph, at the end of the

paragraph, it is stated that given the alternative, it would

be preferabie to modify 2 formulation to remove the

incompatibility rather than include a compatible but jess

effective preservative.

Q.9Other than the four references you have listed on this

slide, are there any other references that show that it was

well known to the person of ordinary skill in the art as of

January 2003 that acidic drigs like NSAIDs fermed insoluble

campiexes with Senzalkenium chloride?

A, Yes, there‘s lots of prior art from that time.

Q. Does the 431 patent-in-suit say anythiag about the

formation of complexes between NSAIDs and benzalkonium
chloride?

A. Yes, it does.
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Camden, Nd

00:33

00:33

00:33

00:33

00:33

00:33

00:33

00:33

00:33 9

00:34 10

00:34 11

00:34 12

00:34 13

00:34 14

oo:34 15

00:34 16

00:34 17

00:34 18

o0:34 19

00:34 20

c0:34 21

00:34 22

00:34 23

00:35 24

00:35 25

aonoonkh&hweS

00:35

00:35

00:35

00:35

00:35

00:35

00:35

00:35

00:35 9

00:35 10

00:36 17

00:36 12

00:36 13

00:36 14

00:36 15

00:36 16

00:35 17

00:36 18

00:36 19

00:36 26

00:36 21

00:36 22

00:37 23

00:37 24

00:37 25

aonaah&No

x

Page 279 to 282 of 527

Q. Could we turn then to JTX-1, which is the ‘434

patent-in-suit? Looking at the backgroundart section of the

‘431 patent, what does the patent-in-suit say about what was

known in the prior art about complexation between NSAIDs and
benzaikonium chloride?

A. Yes. On JTX-001.3, the bottom of the first column on the

background art, it states that benzalkonium chloride is a

widely used preservative and is considered incompatible with

acidic drugs, and in particular, or such as, nonsteroidal

antiinflammatories, and as a consequences -- as a consequence

of the interaction, what happens is the preservative becomes

less effective and loses its ability to function as a

preservative,

Q. Can you summarize for us, generally speaking, what your

group B references would have taught to the person of ordinary
skill in the art as of 2003?

A. Certainly. Taken together, the references say that

benzaikonium chloride is the most widely used preservative in

ophthalmic preparations. It was well known that benzalkonium

chloride was incompatible with anionic negatively charged

acidic drugs such as the NSAIDs, that the complexation between
benzalkonium chioride and the NSATD fed to the formation of

insoluble precipitates, and that left Jess preservative in

solution to exert its preservative effect, and it was also

preferable to resolve the incompatibility rather than use a
United States District Court
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less effective alternative preservative to benzalkonium
chloride,

Q. Thank you. Let's move on now to your group C references,

and can you just tell us which references you have placed in

the category of group C?

A. Yes, Ican. Thatis European patent number 0 306 984
from 1984, which I have termed the 984 patent, which is

ITX-209; a reference from Schott in 1996 from -- asa

scientific article, and it's JTX-199; and U.S. patent number

5,891,913 from 1999 which is JTX-071.

GQ. Okay. Let's -- before we moveto thefirst reference,

can you tell us just generally what the references in group C

taught to the person of ordinary skill in the art?

A. These references dea! with the prior art that states that

the ethoxylated octylpheno! surfactants could solve the

problem of the complexation between a nonsteroidal

antiinfiammatory and BAC, and furthermore, the use of

tyloxapol in ophthalmic preparations was known.

Q. Let's go to the first reference in group C, Can you turn

in your binder, please, to JTX-209? What is JTX-209?

A. This is the European patent number 0 306 984 from the

45th of March, 1989.

Q. Generally speaking, what does the EP -- is it okay if I

calf that the EP 984 patent?

A. Yes, itis.
United States District Court
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Q.  Generaliy speaking, what does the EP 984 patent say about

the problem of NSAID benzalkonium chloride complexation?

MR. HASFORD: I'd justlike to object for the record,

your Honor. I believe that 37X-209 is not actually a patent.

It looks like it is a European patent application. I just

wanted to get that on the record.
JHE COURT: Is that correct?

MS. RAPALING: itis a patent application. It is a

published patent application,

THE COURT: All right. Is the witness aware of that?

THE WITNESS: Iam. My mistake. I should have said
that.

THE COURT: Okay. Very well. Let's continue,

Q. Generally speaking, what is the EP 984 patent application

directed to? .
A.=It's directed to farming -- or the preparation of
ophthalmic preparations that are -- that contain

negatively-charged drug, in particular, NSAIDs, that are

effectively preserved,

Q. And what does the EP 984 patent application say about

complexation TWEEN nonsteroidal anti-inflammatory drugs and
benzalkonium chloride?

A. Yes, on JTX-209.2, on the first page, near the top of the

Page, it points out, whenit's talking about a particular

patent, which is abbreviated as '13151 patents, that while the
United States District Court
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formulation is efficacious, and these are formulations

containing benzafkonium chloride, an insoluble complex is

found to form between the NSAID and the BAC, And as a result,

the formulations became cloudy or turbid and did not have the

stability designed for shelf life for a commercial
formulation.

Q. Boes the E? 984 patent application say anything else

about the effect of this complexation between NSAIDs and
benzalkenium chloride?

A. Yes, it does, Further down the page, again, states that

benzalkonium chloride is a widely-used preservative, and is

considered to be the preservative of choice, and thatit is --

sorry. Beg your pardon. And that it is incompatible with

anionic drugs forming insoluble complexes, which cause the

solution to be cloudy and turbid.

And it goes on to say that one of the consequences of

this is that it can decrease the pharmaceutical activity of

the anionic drug, because that drug is now precipitated and is

no longer in solution to exert its activity.

Q. And does the EP 984 patent -- excuse m¢ one minute. Does

the EP 984 patent application say anything about the effect of

this complexation on benzalkonizm chloride?

A. Yes, it does. Slightly further down the pagein the

section I've highlighted in yellow, it explains what the cause

of the compatibility is, which is the COOH group,in other,
United States District Court
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words, the anionic carboxylic group, and the carboxylic acid

group, and it forms a complex with the benzalkonium chloride;
and thereby renders the preservative less available to serve

its function and also, as it said before, reduces the activity
of the active ingredients.

Q. Now, generally, what is the solution given by the EP $84
patent application for this problem of NSAID benzalkonium

chloride complexation?

A. As I've shown on DDX-2-48 underthe claims, it states

that the solution to this problem is that all -- a solution to

the problem is a nonionic ethoxylated octylphenol surfactant.

Q. Does the EP 984 patent application say anything about the

use of polysarbate 80 in cannection with this problem?

A. Yes, it does. On Page JTX209.9, under Example 5, it

produces a table, which talks about Tween 86, which in effect

is polysorbate -- it's another name for polysorbate 80,

Q. Can you describe what you see in the table in Examale 5

of the EP 984 patent application?

A. Yes, this table is reporting an experiment between an

NSAID drug, benzalkonium chloride, and nonionic surfactants,

and t's a physical stability test, and it explains how the

solution appeared after various time periods and under storage
at various temperatures.

Q. And which nonionic sucfactants are being compared in this
table, in Example 5 of EP 984?

United States District Court
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A. I've highlighted the data for Tween 80, which as I've

explained a moment ago, is polysorbate 80, and the ethoxylated

octy!phenol surfactant Octoxynol 40,

Q. What does the table demonstrate are the results of that

comparison between the use af Tween 80, or polysorbate 80 on

the one hand, and the ethoxylated octylphenol surfactant on
the other?

A. Whatis significant from the results shown in table = in

Example 5 is, all the results under the two columns dealing

with Octoxynol 40 show that the solutions were clear, no

matter how long they were stored for and at what temperature,

whereas the data for polysorbate 80 or Tween 80 shows that

most of the solutions became turbid or cloudy at storage at

various temperature conditions,

Q. What does a turbid or cloudy solution suggestto the

person of ordinary skill in the art?

A. It suggests that there's a complex being formed between
the benzalkonium chioride and the nonsteroidal

anti-inflammatory drug, and that precipitates its turning the

solution cloudy.

Q, So then what would a person of skill in the art
understand about which of these nonionic surfactants is

preferable, in terms of avoiding the complexation between
NSAIDs and benzalkonium chloride?

A. From the data shown in Example 5, a person of ordinary
United States District Court

Camden, NJ
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skill in the art would have seen that Octoxynol 40, the

ethoxylated octylphenol surfactant, was superior over Tween 80

or polysorbate 30.

Q. Let's fock at the next reference in group C. If you
could tura in your binder, please, ta JTX199,. What is JTX199?

A. This is a scientific article from the Journal of Caligid

and Interface Science in 1998, and it's authored by Hans
Schott.

Q. Generally speaking, what does this article by Schott --
what is it about?

A, It's comparing the properties of two ethoxylated

octylphenol surfactants, octoxynol 9 and tyloxapol,
Q. What does the Schott reference conclude about the

properties of tyloxapol?

A. On Page JTX199.6, at the top of the section -- in the

first paragraph of the section entitled Conclusions, it states

that from a practical point of view, the critical micelle

concentration of tyloxapol is just over four times smaller

than that of Octoxynol 9 on a waiting weight basis. This is

an advantage for the pharmaceutical formulation -- advantage
for formulation.

Q. Can you explain why a lowercritical micelle

concentration is an advantage?

A. Certainly. The critical micelle concentration is a

concentration of surfactants at which micelles start to form,
United States District Court
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and the lower that concentration, it means you have to add
jess surfactant into the formulation to form micelles.

Q. Let's look “ow at the last reference in your group C.

Could you turn In your binder, please, to JTX71. What is
ITX71?

A. Yes. This is U.S. Patent No. 5,891,913 from the 6th of

April, 1999.

QQ. Generally speaking, whatis the ‘913 patent directed to?

A. It's directed towards the preparation of ophthalmic and

aural compositions, but in particular, ophthalmic compositions

contained in the nonstercidal anti-inflammatory diclofenac

potassium.

Q. Does the '913 patent say anything about tyloxapol?

A. Yes, it does. On Page JTX071.3, it states that tyloxapol
is a preferred solubilizer?

Q. Is solubitizer another name for a surfactant?

A. Yes, it is.

Q. Are there any examples in the '913 patent of the use of

tyloxapol in a formulation of a nonsteroidal anti-inflammatary

drug with benzalkenium chloride?

A. Yes, there is. Example £5 on Page JTX071.7 showsit

being used in an eye drop formulation.

Q. Does the '913 patent say anything about any aspect of the
stability of the formulations described in the *913 patent?

A. Yes, it does. On the same page, JTX071.7, just further
United States District Court
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up the page,it states a little bit about the use of the

European Pharmacopeia to look at the preservation activity of
the formulation.

Q. And what do you mean by “preservation activity of the
formulation"?

A. This is @ test to assess how effective the formulation is

at -- preserving the product under challenge to various types
of antimicrobial agents.

Q. Does the '913 patent say anything about the arnount of
tyloxapol that should be used in formulations of NSAIDs with

beazalkonium chloride?

4A. Yes, it does. On Page -- the top of Page JITXO71.4,it

states that the concentration of solubilizer, in other wards,

surfactant ranges from .1 to 5,006 times the concentration of

the active ingredients.

Q. And given the amountofactive ingredient or diclofenac
in Example 15 of the '913 patent, what would that translate

into in terms of a lower concentration range for tytoxapal?

A. The iowest concentration would be 0.01 weighting volume
percent of tyloxapol.

Q. Had tyloxapol ever been used in an approved ophthalmic
pharmaceutical product as of 2003?

A. Yes, it had.

QQ. How would the person ofordinary skill in the art know
that?
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A. To determine whetheror not it had been used in

ophthalmic preparation, they would consult the FDA inactive

ingredients guide,

QQ. Gkay. Sa iet's turn to the FDA inactive ingredient guide

at DTX-196. Can you explain what the FDA inactive ingredient

guide says about the use of tyloxapol?

A. Yes. Under -- on Page OTX-196, 158, there is a listing
for tyloxapal, and it states that tyloxapo! at the time had

been used both in ophthalmic solutions and ophthalmic

suspensions. For solutions ~~ sorry. Is it five solutions,

four suspensions. It also states the range of concentrations

at which tyloxapol had been used at,

Q. Okay. Before we move on to talking about your
obviousness opinions in more detail, can you just summarize

for us, generally, what your references in group C would have

taught to the person of ordinary skill in the art?

A. They would have taught that replacing polysorbate with an

ethoxylated octylpheno! surfactant removed the problem with

the complexation between the nonsteroidal anti-inflammatory in
BAC, that tyloxapol is an example of an ethoxylated

octylphenol surfactant and that it had been used in previous
products.

Furthermore, tyloxapol has a numberof favorable

Properties in terms of pharmaceutical formulation, and

tyloxapol had previously been used in ophthalmic formulations
United States District Court

Camden, NJ 
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with an NSAID and benzalkonium chloride.

Q. Okay. Now that we've talked about the scope ofthe prior
art, let's talk about your specific obviousness opinion in
this case,

If we can put up again on DDX-2-57, Claim 20 of the

431 patent as rewritten in independent form. What -- can you

remind us, what is your opinion about whether Claim 26 of the

‘431 patent would have been obvious to a persan of ordinary

skill in the art as of January 2003?

A. It's my opinion that Claim 20 of the 421 patent would

have been obvious to person of ordinary skill in the art, as

of January 2003.

Q. Do you have a slide summarizing the basis for your

Opinion that Claim 20 is obvious?

A. Yes, Ido. It's my -- opinion --

MR. HASFORD: And I'll just object, Your Honor. I

mean, it appears that she's literally reading opinions off of

these slides, ['m not sure that's proper in the context of

this witness giving obviousness opinions.

THE COURT: T'll permit it.

MS. RAPALINO: Your Honor, the slide is just there as

a memory aid andit's -- she has farmed these opinions

independent of any slides that have been created, and she's

simply using them as a guide, and as a quide also for the

Court so the Court can see her opinions in writing while she
United States District Court

Camden, Nj

-- while she expresses those opinions.

And I would also just vo disagree that she's just
reading off ef slides, She's offering her opinion, asa

professor often does, guided by a PowerPaint presentation.

But her opinions are her own.

THE COURT: I understand the point of the objection,

that the witness can't just sit here and read slides that have

been prepared in a way that may or may not have been her own

hand that created them. She can be cross-examined, certainly

without the benefit of slides, as to any of her testimony.

Andit's not meant to be a memory test, but rather to fix what

is and what is not her opinion.

But rll permit it. I mean, I don't know about anyone

else, but I find the material very dense. I find these slides

helpful, and the witness's explanation, you know,is her

testimony. So I'll permitit.

MS, RAPALINO: Thank you, Your Honor.
BY MS. RAPALINO:

Q. Professor Lawrence, can you summarize the basis for your

opinion that Claim 20 of the '431 patent would have been

obvious to a person of ordinary skill in the art as of

January 2003?

A. Yes, certainly. It's my opinion that it would have been

obvious to a person of ordinary skill in the art because they

would have been sware of formulation in the Example 6 in the
United States District Court
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'225 patent, and it would have also been aware that the

ingredients in Example 6 of the '225 patent are, in fact, the

same as those in the Bronuck formulation that was marketedin

Japan.

They would have also been aware there was this problem
of complexation between benzalkonium chloride and a

nonsteroidal anti-inflammatory, and that this could have been

overcome by the use of tyloxapol, and once they decided to use

tyloxapol would, by routine optimization, have come up with

the concentration of tyloxapol that’s contained in examples --
in the '431 patent Claim 20.

Q. Let's start with the first part of that. That the person

of ordinary skill in the art would have been aware of Example

6 of the '225 patent as a starting scint. Can you remind us

what '225 patent Example 6 covers?

A. Yes, certainly. It deals with an aqueous liquid

preparation intended for ophthalmic use that contained

bromfenac, benzalkonium chloride, polysorbate 80 and a range
of other ingredients.

Q. Why would the person of ordinary skill in the art focus

specifically on Example 6 of the '225 patent as the starting

point?

A. Okay. Well, they would have been aware that bromfenac

had showed some advantages, in terms of its use as a

nonsteroid anti-inflamimatory over other nonsteroid
Unifed States District Court
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anti-inflammateories, and they would have got this from the
Hara reference from 2000 and the 034 reference from 1995.

They would also be aware that Bronuck was 2 marketed

formulation in Japan as of 2000, and again, this would have

been from the Hara reference of 2600, and new drugs in Japan

from 2061, and they would have finally been aware that the

same ingredients were in Example 6 of '225 patent, as were in

the Bronuck formulation, and they would have got this from the

‘225 patent from 1990 and new drugs in Japan from 2001,

Q. Can you remind us how Example6 of the '225 patent
compares to Claim 26 of the *431 satent?

A. Yes. The next slide here comparesclaims -- Example 6 of

'225 patent which Claim 20 of the "431 patent, and as you can

see by what I've highlighted in blue, they are virtually
identical.

Q. Whatis the difference between Example 6 of the '225

patent and Claim 20 of the '431 patent?

A. Yeah, the onty difference fs in the type of nonionic
surfactant that was used in the formulation. Claim 6 of the

"255 preparation contained polysorbate 80, whereas Claim 20 of

the '431 patent contains tyloxapol.

Q. Other than the nonionic surfactant, how did the -- how

does the list of ingredients in Example 6 of '225 patent

compare to thelist of ingredients in Claim 20 of the '431

patent?

Uniled States District Court
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00:58 10 always look at producing the most stable formulation. So one 01:02 10=concentration that ensured stability.
00:58 14 of the things they would have done was to see whether they 61:02 11 Q. You testified that there was a known range of
00:58 12 could improvethestability, and coupled with that, there was 01:02 42 concentrations for ethoxylated octylphenol surfactants in EP
00:58 13 the knowledge that there was a problem with benzaikonium 01:02 13 984. Could you turn back to that patent application at
00:58 14 chloride and nonsteroid anti-inflammatories, so they would 01:02 14 JTx2097 What range of ethoxylated octylphenol surfactant does
00:59 15 have ensured that the surfactant was suitable to overcome that 01:02 15 the Ep 984 patent application disclose?
00:5¢ 16=problem. 01:02 16 A, Firstly, there's two tables to look at. Thefirst table
00:59 17 @Q. Now, once the person ofordinary skill in the art decides 01:02 17 ison JTX209.4, whichlists the range of surfactant, which is
00:59 18 to replace the polysorbate 80 in Exampie 6 of the '225 patent, o1:02 18 highlighted in yellow, as being fram 0.601 to 1 weight in
00:59 19 why would the person of ordinary skill in the art have focused 07:03 49 volume percent,

01:03 20 @. And then are there specific examples of specific

  
 

00:59 20 on tyloxapol as the solution to that problem of complexation?

 
 
 
 
 
 

01:03 21 concentrations of ethoxylated octylphenol surfactant in EP
01:03 22 9847

01:03 23 A. Yeah, the patent then goes on to use somespecific

00:59 21 A. They would have been aware ofthe information contained

00:59 22 in patent -- in EP 984, from 1989, that ethoxylated

 00:59 23. surfactants overcome the problem of complexation, and

 00:59 24  obvicusly was being aware of the facts of the problems of 01:03 24 formulations. Se the table under Example 5, which f showed
 01:03 25=you before, under Gctoxynol 40, states two concentrations of
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sources, and as a consequence, they would have focused on the “225 patent, how does the list of ingredients in that
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01:04 12 Claim 207

01:04 13 A. Yas, Thave,
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01:00 15 numberof formulations, tested those formulations and selected 01:04 15—essentially of" mean in this case?
01:00 16 the one that had the optimal properties, again, with the least 01:04 16 A. Yes, consisting essentially of means including the listed

 01:01 17 amountof ingredient presence. 01:04 17 ingredients and, in addition, any unlisted ingredients,
 01:01 48 QQ. is that a process that a formulator uses on a regular 04:04 18 assuming they don't affect -- materially affect the basic and

01:01 19 basis?

04:01 20 A, Yes, itis, It's routine optimization.
 01:04 19 novel characteristics of the claimed preparation.

 
 

01:04 20 =. Would the modified Example 6 formulation, where -- again,
01:01 21 Q. In thissituation, how would the personof ordinary skill 01:04 21 where polysorbate 80 has been replaced with tyloxapol have

 01:04 22 consisted essentially of the recited ingredients in Claim 20
01:04 23 of the ‘434 patentin fight of that definition?

01:04 24 A. Yes, it would,

07:04 25 @. Why do you say that?
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Because it contains basically the same ingredients.

Okay.

Exactly the same ingredients.

Thank you.

Now, you’ve been discussing the obviousness of Claim 20

of the "431 patent. Have yau also considered the obviousness

of Claim 6 of the '431 patent that's been asserted here?

A, Yes, I have.

Q. And with reference to slide DDX-2-72, can you explain

what Claim 6 of the '431 patent covers when it's rewritten to
include all of its limitations?

A. Yes. Claim 6 of the '431 patent covers an aqueousliquid
preparation containing bromfenac sodium and tyloxapol and when

a quaternary ammonium compoundis present, that quaternary

ammonium compound is benzalkanium chloride.

Q. And how does Claim 6 campare to Claim 26 of the ‘431

patent that we were just discussing?

A. The two claims are obviously very simple -- similar.

Ciaim 6 requires only bromfenac sodium and tyloxapol to be

present without specifying all of the additional ingredients

of Claim 20, while Claim 6 also specifies a slightly narrower

concentration range for bromfenac sodium.

QQ. What did you conclude about whether Claim 6 of the ‘431

patent would have been obvious to a person of ordinary skéll

in the art as of January 2003?
United States District Court
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A. For the same reasons as I concluded for Claim -- for

similar reasons that I included for -- concluded for Claim 20,

I concluded that Claim 6 of the '432 patent would have been
obvious.

Q. Can you just briefly explain those reasons?

A. Certainly. As I've said before, a person of ordinary

skillin the art would have started with Example 6 of the "225

patent, and would have also been aware that the ingredients in

Claim -- Example 6 of '225 patent are identical of those in

the marketed formulation in Japan of Bronuck.

They would have been motivated to replace the

polysorbate with tyloxapo!l because of the anticipated problems

with complexation between the nonsteroidal anti-inflamimatory

and benzalkonium chloride, and once they had replaced

tyloxapol, they would have undergone the process of routine

optimization to obtain the concentration of tyloxapol thatis

presentin the claims.

Q. You testified that Claim 6 has a slightly narrower

concentration range for bromfenac sedium as compared to Claim

20. Would the narrower concentration range in Claim 6 have
rendered that claim nonobvious?

A. No, it wouldn't, because the concentration of bromfenac

sodium in Example 6 of the '225 patent is included in the

narrower concentration range of Claim 6 of the '431 patent.

Q, Okay. Now, you afso mentioned that Claim 6 required --
United States District Court
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requires only that bromfenac sodium and tyloxapol ratiser than

all of the ingredients required by Claim 20 of the '431

patent, does that modified Example 6 formulation that we

talked about, where polysorbate 80 is replaced with tyloxapal,

consist essentially of bramfenac sodium and tyfoxapol?

A. Yas, it does.

Q. Why do you say that?

A. Because all the other added ingredients, I wouldn't

expect them to materially affect the basic and novel
characteristics of the formulation.

Q. What do you mean by that?

A. IT wouldn't expect them to detrimentally affect the

stability of the preparation.

Q. Are any of those ingredients unusual ingredients in an

ophthalmic solution product?

A. No, they're all very standard ingredients in an

ophthalmic product.

Q. Would a person of ordinary skill in the art have had a

reasonable expectation of success in making a formulation of

bramfenac, tyloxapol, and benzalkonium chloride for ophthalmic
use?

A. It's my opinion that they would, yes.

Q.|Why would they have that reasonable expectation?

A. Well, the person of ordinary skill in the art would be

aware that bromfenac sodium, tyloxapol and benzalkonium
United Stales District Court
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chloride were all suitable for ophthalmic administration for

many of the reasons I've explained before, from «- with

reference to EP 984, they would understand that tyloxapal

would overcome the problem of the formation of complexes

between the nonsteroidal anti-inflammatory and benzalkonium
chioride,

Q.=Now,earlier, you testified about a number of references

that you put into categories, group A, group B, group C. Did

You mean to suggest that it was necessary to combine all of

those references to suppart yaur obviousness opinion?

A. No, I did not.

Q. How many references did you combine tofind the claims
obvious?

A. Only two. That would be Example 6 of the '225 patent and
EF 984.

Q. If you combine just those two references to support your
obviousness apinion, why did you discuss the other references?

4A. Twanted to show -- to give evidence of the body of

knowledge that was available to a person of ordinary skill in
the art at the time.

Q. Did you discuss every reference that was available to a

persan of ordinary skilf in the art at the time that would

Rave taught those teachings from group A, 8 and C?

A. No, there's a number of -- there's quite a lot more

references that would have supported what I've said.
United States District Court
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Q. Okay. Now that we've talked about why Claim 6 and 20 of

the ‘431 patent are obvious. Let's talk about your

obviousness-type double patenting opinion.

Was there a particular framework that you used to

analyze obvigusness-type double patenting?

A. ‘Yes, there is, and this is detailed on DTX-2-77, Soi

compared the claims of the patents-in-suit with other claim —

other patents. I determined whether there was any differences

between those claims, and whether there was any differences

between the claims, whether they were to be obvious to a

person of ordinary skill in the art over the prior arts.

Q. And in deing -- in applying that framework here, what was
the analysis that you did?

A. In particular, I compared Claim 60 and 20 of the '431

patent with Claim 6 of the '290 patent -- I'm sorry, Ciaim 7

of the '290 patent and Claim 6 of the '131 patent to determine

whether those differences would have been obvious to a person
of ordinary skill in the art.

Q. And just -- i think you may have misspoken. Which claims
of the '431 patent did you compare?

A. Claim 6 and Claim 20,

QQ. Okay. Coufd you turn in your binder to JTX2. And was

this the '290 patent that you're referring to for that
comparison?

A, Yas, itis.

United States District Court
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@. And could you also turn to 3TX3 in your binder.
A. Yes.

Q. Is this the '231 patent that you referred to in doing
your comparison?

A. Yes, itis,

@, What did you conclude abaut obviousness-type double
patenting?

A. It's my -- my opinion that Claims 6 and 20 of the "431

patent would have been obvious to a person of ordinary skill

over Claim 7 of the '290 patent and Claim 6 of the "131

patent.

Q, Okay. Let's start with Claim 20 of the ‘433 patent

compared to Claim ? of the "290 patent. Have you prepared a

slide showing that comparison?

A. Yes, Ihave. It's on DDX-2-80. On the left-hand side

I've reproduced the Claim 20 of the '431 patent; on the

right-hand side, Claim 20 of the -- I'm sorry, Claim 7 of the

*290 patent.

Q. Which elements of Claim 7 of the '290 patent and Claim 20
of the '431 patent are the same?

A. I've indicated those elements of the claims that are the
same in blue on the slide now.

Q, And what are those elements?

A. Both are directed towards a stable aqueousliquid —

sorry. Both directed towards an aqueous liquid preparation
United States Disirict Court
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intended for ophthalmic administration, that contains

bromfenac sodium, contains tyloxapol, it contains ++ they both

contain boric acid, sodium tetraborate, EDTA sodium salt,

benzalkonium chloride, polyvinyl pyrrolidone, and sodium
sulfite.

Q. Are there other elements of the two claims that are
similar?

A. Yes, there are -- there are, and I’ve highlighted these
in green now on theslide,

Q. What's the -- can you -- can you walk us through which
élements here are similar?

A. Yes, can, In Claim 7 of the '290 patent, it states a
stable formulation, whereas there's no such claim or statement

in Claim 20 of the "431 patent, which means that Claim 2¢ of

the ‘431 patent contained -+ could be at both the stable and

unstable preparation, ane ag a consequence, Claim 7 of the

'290 patent is a subset of Claim 20 of the '431 patent.

Q. What other elements did you find were similar as between

Claim ? of the '290 patent and Claim 20 of the ‘431 patent?

A. With respect to the concentration of bromfenac sodium,
Claim 7 of the '290 patent states the concentration of

bromfenac sodium from about 6.02 to about .4 weight in volume

percent, whereas Claim 20 of the '431 patent states a

concentration of about 0.01 to about .5 weight in volume

Percent. As a consequence, Claim 70 -- 7 of the '290 patent
United States District Court
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is a subsetof Claim 20 of the '431 patent.

Q. And what wasthe otherlimitation as between Claim 7 of

the "290 patent and Claim 20 ofthe '431 patent that you found
similar?

A. In Claim 7 of the '296 patent, it states that bromfenac

sodium must be the sole active ingredient, whereas there's no

such limitation in Claim 20 of the '431 patents, which means
that Claim 20 of the '431 patent can contain bromfenac sodium

alone or an additional active ingredient, and asa

consequence, Claim 7 of the "290 patent is a subset of Claim

20 of the ‘431 patent.

Q. Did you identify any differences between Claim 7 of the

‘290 patent and Claim 20 of the '432 patent?

A. Yes, I did, just two.

Q, What was thefirst difference that you identified?

A. The first difference is in the concentration of tyloxapol

where Claim 7 of the '290 patent states it must be present as

an amountsufficient to stabilize bromfenac sodium, where

Claim 20 of the '431 patent states a concentration of about

0, 002 weight in volume percent.

Q. Would the .02 weight per volume percent concentration of

tyloxapol in Claim 20 of the ‘431i patent have been obvious in

view of the limitation on the amount of tyloxapal specified in

Ciaim 7 of the '290 patent?

A. Yes, it was. A person of ordinary skill in the art
United States District Court
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Preparing a formulation under Claim 7 of the '290 patent would

underge routine optimization and then end up with a

concentration of 0.02 weight in volume percent stated in Claim

20 of the '431 patent,

Q. What was the other difference that you identified between

Claim 7 of the '290 patent and Claim 20 of the '431 patent?

A. Yes. Claim 20 of the '431 patent stated when

benzalkonium chloride is the only quaternary ammonium chloride

included in the formulation, and there was no such limitation

in Claim 7 of the '290 patent.

Q. Would it fave been obvious to a person of ordinary skill

in the art te include benzalkonium chloride as the only

quateraary ammonium compoundin the formulation?

A. Yes. Firstly, it's the only listed benzalkonium chiaride

in the formulation and besides, it's the most commonly used

preservative,

Q. What did you rnean when you said it’s the onlylisted

benzalkonium chloride, what did you mean?

A. It's the only benzafkonium chloride,it's the only

preservative listed in Claim 7 of the '290 patent.

QQ. Okay. What conclusion then did you reach regarding

whether Claim 20 of the '431 patent would be obvious in view

of Claim 7 of the '290 patent?

A. It's my opinion that the person of ordinary skill in the

art would have found that Claim 20 of the '431 patent was
United States District Court

Camden, NJ

obvious in light of Claim 7 of the '290 patent.

Q. Okay. Let's move on now to a comparison of Claim & of

the '431 patent-in-suit to Claim 7 of the '290 patent. Did

you prepare a slide showing thet comparison?

A. Yes, I did, and this is on the next slide here. On the

left-hand side agzin is the '431 patent, in this case Claim 6,

and on the right-hand side is Claim 7 of the "290 patent.

Q. Which elements of Claim 6 of the '431 patent are the same

as the elements of Claim 7 of the '290 patent?

A. Again, I've jisted the similar elements of the clair in
blue on the siide.

Q. And can you just recite for us for the record what those
elements are?

A. Okay, Both claims are directed towards an aqueous liquid

preparation thatis intended for ophthalmic use that consists

essentially of bromfenac sodium and tylaxapol.

Q. Are there other elements of the two claims that are
similar?

A. Yes, there are. And again, I have highlighted the

similar claims in green,

Q. Okay. And can you briefly summarize for us the elements

that are similar as between these two claims, and why they're
similar?

A. As before, Claim 7 has the limitation that the

formulation must be -- Claim 7 of the ‘290 patent has a
United Slates District Court
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limitation that the formulation must be stable, whereas

there's no such limitation in Claim 6 of the '431 patent,

which, as I said before, can include a stable and unstable

preparation and, as a consequence, Claim 7 of the ‘290 patent

is a subset of Claim 6 of the '431 patent.

Q. Whatother timitations are simifar between Claim 7 of the

"290 patent and Claim 6 of the ‘431 patent?

A, Claim 7 of the '290 patentlists extra ingredients of

boric acid, sodium tetraborate, EDTA sodium salt, benzalkonium

chloride, polyvinylpyrrolidone, and sodium sulfite where there

are no such extra ingredients listed in Claim 6 of the "431

patent, which meansthat Claim 6 of the "431 patent may or may

not contain these ingredients and, as a consequence, Claim 7

of the "290 patent is a subset of Claim 6 of the "431 patent.
Q, And whatis the next element of Claim 7 of the '290

patent that you found similar to Claim 6 of the ’431 patent?

AL Yes. Claim 7 of the '290 patent states that bromfenac

sodium is an active ingredient, whereas Claim 6 of the '431

patent has no such limitation, which means it may contain only

bromfenac sodium or there may be additional active

ingredients, which then makes Claim 7 of the '290 patent a

subset of Claim 6 of the ‘431 patent.

Q. And what's the finat limitation between the twoclaims,

Claim 7 of the '290 patent and Claim 6 of the '431 patent that

you found similar?
United States District Court

Camden, NJ

A. Yes, Claim 6 of the "431 patent states that when a

quaternary ammonium is included, that quaternary ammonium must

be benzalkonium chicride. And, as you can see, Claim 7 of the

"290 patent explicitly lists the preservative benzalkonium

chloride making it a subset of Claim 6 of the '431 patent.

Q. Let's talk about any differences. Did you identify any

differences between Claim 7? of the '290 patent and Claim 6 of

the '431 patent?

A. Yes, I did, there were two.

Q. What was the first difference you identified?

A. Claim 7 of the "290 patent contains bromfenac sodium at

concentration from about 0.02 te about .1 weight in volume

percent whereas Claim 6 of the "431 patent contains bromfenac

sodium at a concentration of about 0.05 to about .2 weight in

volume percent.

Q. Would the concentration range in Claim 6 of the '431

patent of .05 te about .2 weight in volume percent have been

abvious to @ person of ordinary skill in the art in view of

the concentration range for bromfenac sodium specified in

Claim 7 of the '290 patent?

A. Yes, they would because they're overlapping ranges, And,

in addition, the composition of bromfenac sadium in Example 6

of the '225 patent is actually included in both of those

concentration ranges.

Q. What's the second difference you identified between Claim
United States District Court

Camden, Ni
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7 of the “290 patent and Ciaim 6 of the "431 patent?

A. Yes. Claim 7 of the '290 patent states that when
tyloxapol is present in an amount sufficient to stabilize the

bromfenac sodium, whereas Claim 6 of the '431 patent states
that tyloxapol is present at a concentration of about 0.02

volume percent.

Q. Would the concentration of tyloxapol of about 0.02 weight
by valume percent in Claim 6 of the '432 patent have been

obvious to a person of ordinary skill in the art in view of

the fimitation on tyloxapol in Claim 7 of the '290 patent?

A. Yes, it would. A person of ordinary skill preparing 2

formulation under Claim 7 of the '290 patent would by routine

optimization of the concentration range of tyloxapol end with

the concentration range stated in Claim 6 of the '431 patent.

Q. What then did you conclude about whether Claim 6 of the
‘431 patent would Have been obvious in view of Claim 7 of the

*290 patent?

A. It's my opinion that Claim 6 of the '431 patent would

have been obvious over Claim 7 of the '290 patent.

Q. Did you do the same analysis comparing Claim 6 and 20 of

the '431 patent toe Claim 6 of the '131 patent?

A. Yes, I did.

Q. And without subjecting anyone in the courtroom to
recitation of all of the similarities and differences between

these claims, what did you concludein light of that
United States District Court
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comparison of Claim 6 and 20 of the '4341 patent to Claim 6 of

the "131 patent about whether the asserted claims af the ‘431

patent would have been obvious in view of Claim 6 of the '134

patent?

4. Okay. By performing a similar analysis -- and I've shown
on this slide here on DDX2-88 Claim 6 and 20 of the ‘431

patent and Claim 6 of the "131 patent. As I said, by
performing a similar analysis it is my opinion that Claim 6

and 20 of the "431 patent are obvious over Claim 6 of the "231

patent.

@. And in terms of the comparison that you did between Claim

6 and 20 of the '431 patent and Claim 6 of the ‘£31 patent,

how did that comparison compare to the analysis you did

Comparing the asserted claims to Claim 7 of the '290 patent?

A. The analysis that 1 underwent to arrive at my conclusion

was for the Claim 6 and 20 of the "431 patent over Claim 6 of

the '131 patent was very similar to the analysis I performed

for Claim 6 of the '250 patent.

Q@. Did you mean to say Ciaim 7 of the ‘290 patent?

A. Sorry. Claim 7 of the '290 patent, yes.
Q. There are a lot of patent numbers and claim sumbers to
remember here.

Okay. Turning to a different topic, is there anything

unexpected about the improved stability or preservative

efficacy of a bromfenac/benzalkonium chloride formulation that

United States District Court

Camden, NJ  
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includes tyloxapol in place of polysorbate 80?

A. It's my opinion that there's absolutely nothing

unexpected about the improved stability and preservative

activity from use of tyloxapol.

Q. Can you explain why?

A. A person of ordinary skill in the art would have expected

tyioxapol to overcome the problem between the complexation of

BAC and benzalkonium chloride and, as a consequence, bath

increase the amount of active ingredient in solution and the

amountof benzalkonium chloride in solution, and the increase

in benzalkonium chloride would result in improved preservation
of the formulation.

Q. Is there anythingin the prior art that supports that
expectation that tyloxapol would have this effect on the
formujation?

A. Yes, thereis.
Q. What is that?

A. If we go to EP ‘984, which is JTX-209, on JTX-209.2 I've

taken an extract from towards the bottom of the page which

explains that the incompatibility between benzalkonium

chloride and @ nonstergidal anti-inflammatory is due to the

presence of this acidic carboxyl group which is described here

COOH and that's ~ this complexation means that benzalkonium

chloride is less effective to exert its preservative activity

by overcoming that complexation. A person of ordinary skill
United States District Court
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in the art would have expected the formulation to exhibit

better preservative efficacy.

Q. And what does the EP ‘984 patent suggest about the

expectation with respect to the activity of the drug itself?

A. The same patent says that there should be an increased

activity of the drug in solution, so you would expect it, the
drug itself to be more effective as well.

Q. Is there anything unexpected about the fact that a

smaller amount of tyloxapol at .02 percent would provide
greater stability as compared te a higher amount of

polysorbate 80 at .15 percent?

A. No, there isn't.

Q. Why not?

A. Again, if we refer to EP '984, this suggested that low

levels of the ethoxylated octylphenols were effective as

overcoming the problem of complexation between BAC and the

NSAIDS and a person of ordinary still would look, as I've

explained, at reducing the concentration of tyloxapol to have

a formulation containing the least amount of tyloxapol that

was compatible with it being a stable formulation.

Q. Now, earlier you mentioned that you had reviewed some of

plaintiff's internal documents regarding the development of
the formutation that became Prolensa®.

MR. HASFORD: At this soint, your Honor, we're going
to object. The defendant served revised stides on us last

 United States District Court
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night after your Honer sustained our objection that in part
directed to the use of internal documents. Defendants served

revised slides on us iast night, stated that they would change

these slides that they were using fram the alleged internal --

or the internal documents allegedly do nat support

nan-obviousness or allegedly confirmed non-obviousness in that

they would change that to these documents that are relevant to

level of skill in the art. Well, that's not anywhere in any

cf Dr, Lawrence's expert reports. And we fodged this

objection with defendants yesterday. We met and conferred

aboutit last night. Actually this morning they agreed to

withdraw that. So we ask that your Honor enforce that

agreement between the parties,

MS. RAPALINO: So I'm going to disagree in part with

what Mr. Hasford said. They objected to our revised slide

that we served yesterday and we agreed to withdraw the slide

and not use it for purposes of this testimony.

Per your Honor’s ruling of yesterday, we do stilt

intend to present evidence from Professor Lawrence on

plaintiff's internal documents and how theyreflect the level

of ordinary skill in the art. And this testimony is within

the scope of Professor Lawrence's expert report beginning at,

I believe it begins at Paragraph 733 of Professor Lawrence's

opening expert report,

But perhaps Mr. Hasford would agree to reserve his
United States District Court
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abjecticn until he hears what the testimony is.

MR. HASFORD: No, your Honor, She doesn't have

anything in her expert reports about level of skill in the art

with respect to these documents, it's nowhere in her expert
reports.

THE COURT: Albright. I don't believe I have a copy

of that report. Do I?

MS. RAPALING: We can hand up a copy to the Court.

May I approach?

THE CGURT: Yes, please.

Thank you.

MR. HASFORD: Do you have a copyfar us?

MS. RAPALINO: Just give us a moment, your Hanor, to

get extra copies of that opening report.

Mr. Hasford, you do net have a copy?
MR. HASFORD: I don't.

And, your Honor, J direct you to the heading on Page

218 above Paragraph 733,it's actually above Paragraph 731,it

says, “documents produced by plaintiffs are consistent with my

opinions regarding obviousness." Doesn't say anything about
level of skiff in the art.

MS. RAPALINO: Your Honor,if I could just direct

your attention to the paragraphs that follow, in particular to

statements that are consistent with testimony that plaintiff's
documents are consistent with the level of skill in the art.

United States District Court

Camden, NJ 

01:35

01:35

01:35

04:35

O35

01:35

01:35

01:35

01:35

oNamhkWwWN=
9

01:35 10

01:35 41

01:35 42

01:35 13

ou35 14

0135 15

01:36 16

01:35 17

01:36 18

01:36 19

01:36 20

01:36 21

01:36 22

01:36 23

o1:36 24

o136 25

01.36

01:36

01:36

01:36

01:36

01:36

04:36

04:36

04:36

anoOmhWwNMom
9

01:36 10

01:37 11

01:37 12

13

01:37 14

01:37 15

01:37 16

01:37 17

01:37 18

01:37 19

01:37 20

01:37 24

01:37 22

01:37 23

01:37 24

01:37 25

 
Page 315 to 318 of 527

317

As just one example, in Paragraph 734 she discusses an

internal decument and concludes that the rapid identification

of an optimization tyloxapol --

MR. HASFORD: Actually, your Honor, I've got to

object to this. I object to her reading this document into

the record. These are sensitive Senju interna! documents.

She's trying to make an argument to read these into the record

and I have to object to that and moveto strike.

THE COURT: I think that there is a problem with

Paragraph 733, which attracted me to it a moment ago because

it has to do with how quickly the discovery was made, and

there's case [aw that says that the inventor's time line can't

be used against him to support thatit was all obvious.

MS. RAPALINO: So that's part of Paragraph 733. But

then towards the end of that paragraph she explained how --

what was done by the inventors in this case supports the

expectation of a person of ordinary skill in the art.

THE COURT: I'm going ta sustain the cbjection to

Paragraph 733atleast.

MS. RAPALING: Okay.

THE COURT: I can cite cases, if we need to, but I

think that the parties ought to be in agreement that this is

one of the purposes that the federal circuit is pretty clear

that prior -- that the inventor's own workbooks, especially
the time line and how rapid it was that this invention came

United States District Court
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about, cannot be used to prove obviousness.

MS. RAPALING: Okay. And I will limit the testimony

s0 we avoid anything about the time line anc how rapid it was.

Again, it will just be testimony supparting what the person of

skill in the art would have known at the time, how it's

consistent with what a person of skill in the art would have
known.

MR. HASFORD: That's our problem, your Honor,

There's absolutely nothing in Dr. Lawrence's expert report

that states this is what the level of ordinary skill in the
art is based onplaintiff's internal documents. That's our

objection, there's nothing in any of her expert reports about
that.

MS. RAPALINO: If I could, this testimony wilf be

limited to testimony about the fact that based on the jevel of

skill in the art, a person of skill in the art would have

known how to conduct routine optimization. AndIt's just for
that limited point about the level of skill in the art

allowing for routine optimization as reflected in the

plaintiff's documents.

MR. HASFORD: Your Honor, counsel isn't even

responding te my objection. The cbjection here is that this

information is not in Dr. Lawrence's reports anywhere,it's

objectionable for that reason.

MS. RAPALINO: Right. I’m pointing again to
United States District Court

Camden, NJ 
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Paragraph 734, the last sentence.

MR, HASFORD: That does not go, your Honor, to the

level of skill in the art. That goes to an alleged

identification, a rapid -- alleged rapid identification of

something.

THE COURT: I'il sustain the objection as to 734 for

essentially the same reasons. Now, in sustaining the

objections, I'm sustaining it with respect te the defendant's

direct case and it wili depend also on what's brought up on

cross-examination. If, for instance -- welf, I don't want to

give examples in the witness’ presence. But there could be a

line of cross-examination that might open the door to the

witness being able to testify that such steps were so routine

they were present here, they were present in the literature, I

wauld permit that probably. But, otherwise, i'm seeking to

uphold the principle that the inventor's own notes can't be

used -- cannot be used to show that the invention was obvious

to a POSA just because it happened to be obvious to the

inventor, er happened to occur to the inventor, I should say.

MS. RAPALINO: Okay.

THE COURT: Very well.
BY MS. RAPALENO:

Q. Professor Lawrence, did you review the testimony of the

inventors about their development of formulations that are the

subject of the '431 patent?
United States District Court

Camden, NJ

MR. HASFORD: Same objection, your Honcr.

THE COURT: I'll permit it.
You can answer.

THE WITNESS: Okay.

Yes, I did.
BY MS. RAPALINO:

Q. Did anything strike you about the testimony that you
reviewed about their formulation?

A. Yes, it did. It was very striking that the inventors

remembered very little of the process --

MR, HASFORD: Objection, your Honor. Not relevant to

anything in the case. Moveto strike.

THE COURT: Is it in her expert report?
MR. HASFORD: I'm not sure thatit js.

MS. RAPALING: It is, your Honor. It's in her reply

expert report at Paragraph 13, and I can hand up a copy of
that.

MR, HASFORD: Your Honor,if it's in a reply expert

report, I don't think it belongs here. And it's not relevant

to any issue in the case, in any event.

MS, RAPALINO: May I approach to hand up the report?

THE COURT: Certainly.

MR, HASFORD: Do you have a copy for us?
Thanks.

THE CGURT: Is there a paragraph that we should be -~
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MR. HASFORD: it's Paragraph 13, your Honor.

The basis for our objection is Dr. Lawrence isn't here

to opine on the reasons why the inventors did or did not do

something. As your Honor will see, in Paragraph 13, this

plainly goes to the same issue,it’s talking about this work

that the inventors did and characterizing it in some way,

That's our ebjection.

MS. RAPALINO: This is really quite differant in that

here I'm asking for Professor Lawrence's experience as a

formuiator and what that experience as a formulator suggests

about memory or lack of memory about a formulation process,

MR. HASFORD: That's ridiculous, your Honor. This --

again, it's just an attempt to backdoorin the information

from Mr. Sawa and Mr. Jujita, the inventors. It goes to no

issue in the case. She’s not here to testify about what lack

of memory may or may not mean to a formulation scientist or
what the inventors did here. It’s not relevant to the issue

in the case.

MS. RAPALINO: Plaintiffs put the testimony of the

inventors at issue in the case, they brought their inventors

for deposition but shielded them from testimony attrial,
MR. HASFORD: That's not --

THE COURT: Just a moment. You keep cutting off your

adversary.

MR. HASFORD: I apologize.
United States District Court
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THE COURT: Do you realize that?
Please continue.

MS. RAPALINO: This is, again, another instance of

this pattern of shielding their internal documents, shielding
their inventors from cross-examination at trial and we feel

this testimony is in evidence through the deposition

designations. And without the benefit of the inventors here

to cross-examine them about their own testimony, we're

entitled to have an expert opine about what that testimony

means to a formulator and an expert in this field,

THE COURT: So there are excerpts of the inventors’

depositions that are going to be offered as part of the case?
MR. HASFORD: Yes.

MS. RAPALINO: Yes, your Honor, in cur deposition

designations.

THE COURT: All right. And those have already been
identified?

MS. RAPALINO: They've been identified in the

pretrial order. The parties reached an agreement which I --
and I believe that it was raised with the Court in a call

prior to trial that we would submit those deposition

designations, perhaps in some reduced form, after the close of

trial so that we'd have an opportunity to cull them down

somewhat based on the testimony that camein attrial, but

they are designated in the pretrial order at the moment.
United States District Court
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THE COURT: Okay. I'll permit the expert to testify

with regard to the anticipated testimony of the inventors.

Since the parties have identified excerpts of the inventors’

depositions that are going to be used astrial testimony, the

expert ig permitted to comment upon the testimony as lang as

it's within the scope of her report, and that would include

this reply report and as ong 4sit’s not ruled out as

evidence under any of the rules of obviousness. In this case,

because they would be trial witnesses, albeit not live,

commenting upon their testimony, I believe, is within her

right, and due notice has been given to the plaintiffs. The

comment here has to do not with the work that they performed

but rather with their recollection of it, And it’s the,

allegedly, inability to recollect as if they were testifying

at trial that, as a formulator herself, she finds striking. i

find that that's probative and thatit doesn't intrude into

the forbidden area that's been staked out and so the

objection's overruled. But it itself depends upon offering

the underlying testimony that she's commenting on asif the

witnesses were present and testifying in this case,

Is there any clarification needed of the ruling?

MS. RAPALINO: No, your Honor.

MR. HASFORD: Well, our oniy question, your Honor,is

would this be going to level of skill in the art? Becauseit

clearly can’t go toward the underlying obviousness issues.
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MS. RAPALINO: And, your Honor, if I may, as your

Honor pointed out, this is not a matter of using their

formulation process or those internal dacurments in support of

an obviousness position. This is a matter of a formulator

commenting on memoryor fack of memory and what that suggests
about the nature of that project. And, again, 1 believe it

does not run afoul of the rule that plaintiffs -- the

inventors’ own path te the invention not be used to support

obviousness, this is not about their path, this is about their

memory or lack thereof.

THE COURT: I'm gecing to admit it into evidence.

It's a nonjury case and what weight,if any, it receives will
have to be determined in the future. But I find that it is at

teast relevant and probative of the issues before me that

sufficient notice has been given ofit in the expert report

and thatit doesn't intrude into the undue questianing of the

path that they foliowed.

MS. RAPALINO: Okay.
BY MS. RAPALINO:

Q. Professor Lawrence, what struck you about the testimony
of the inventors that you reviewed about their formulation
work?

A. Twas particularly struck by how little the inventors

could actually remember their formulation process.

Q, Was there anything in particular that was striking about
United States District Court
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that lack of memory?

A. Asa formulator myself, if I had a particular challenge
or difficult problem to overcome, I would rememberthat, I

tend to forget the things that are fairly routine and easy to
solve.

Q. Okay. My final question, Professor Lawrence.

Based on your review ofall of the prior art, what did

you conclude about whether Claim 6 and 20 of the '431 patent

would have been obvious to a person of ordinary skill in the
art?

A, It's my opinion that Claims 6 and 20 of the '431 patent

would have been obvious to somebody of ordinary skill in the
art.

MS. RAPALINO: I pass the witness,

Thank you, Professor Lawrence.

THE COURT: Let's take a break before

cross-examination. Let's take about 15 minutes and we'll

resume at 11:30,

(Brief Recess.)
DEPUTY CLERK: Alrise.

THE COURT: Be seated, please.

Okay. Cross-examination,

MS, RAPALINO: Your Honor, before we do the

cross-examination, ? neglected ta move into evidence the

exhibits that Professor Lawrence talked about. Cauld I read

United States District Court
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THE COURT: Okay. Just a minute.

Okay. Have you reviewed these with opposing counsel?

Is there any objection te any of them?

MS. RAPALINO: We disclosed the exhibits prior to

Professor Lawrence's testimony and we resolved any objection
to them,

THE COURT: Okay. Very well. Then please slowly

read into the record the exhibits that you're moving.

MS. RAPALINO: JTX-2, JTX-3, JTX-45, JTX-61, ITX-71,

TYX-168, JTX-199, JTX-201, JFX-207, DTX-15, DTX-109, BTX-116,

DTX-196, and DTX-442. And 1] believe that yesterday three

exhibits that Professor Lawrence discussed had already been

moved into evidence, and those are 3TX-1, JTX-147, and
ITX-210,

THE COURT: Okay. Any objection?

MR, HASFORD: No objection, your Honor.

THE COURT: Okay. Very well. Then each of those
will be received into evidence?

(JOINT EXHIBITS JTX-2, JTX-3, JTX-45, JTX-61, ITX-71, ITX-168,

ITX-199, JTX-203, JTX-267, DTX-15, DTX-109, DTX-110, DTX-196,

and DTX-442 WERE RECEIVED IN EVIDENCE)

THE COURT: Mr. Hasford, you may proceed,

MR. HASFORD: Thank you, your Honor.

May we approach and distribute binders?
United States District Court
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THE COURT: Yes.

Let me make an offer to counsel on both sides, thatif,

because you have a lot of materials, it would be easier to

examine from your counsel table, you can da that. You don't

necessarily have to use the podium if things just don't fit.

Fm sorry it’s not a larger podium. But it's up to you.

MR. HASFORD: Thank you, your Honor, I'll try to use

the pedium and see how it goes.

May I proceed, your Honor?
THE COURT: Yes.

(CROSS-EXAMINATION OF JAYNE LAWRENCE BY MR. HASFORD:)

Q. Good morning, Dr. Lawrence,

A. Good morning.

Q. You testified on direct exam about motivation to select

and modify Example 6 of the Ogawa patent. Do you remember
that?

A. Ido.

@, Yetin your opinion, to the extent there was even any

need in the art for the claim farmulations of the ‘431 patent,

you would state that that need would have been met by the

disclosures of the Ogawa patent and the Hara reference, each

of which in your view purports to describe stable ophthalmic
formulations. Correct?

A. I'm sorry, you're going to have to slow it down. Can you

repeatit, please?
United States Disirict Court
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Q. Certainly.

In your opinion, to the extent there was even any need

in the art for the claimed formulations of the '431 patent,

you would state that that need would have been met by the

disclosures of the Ogawa patent and the Hara reference, each

of which in your view purports to describe stable ophthalmic

formulations, correct?

A. I believe that's an extract from one of my reports, but I

would like to look at the context it’s put in.

Q. Doctor, do you remembertestifying under oath in a

deposition in this case?

AL Yes, I do.

MR. HASFORD: Let's pull up Or. Lawrence's deposition

transcript from February 29, 2016, arid let's go to Page 139,

Lines 12 through 20.

MS. RAPALING: Objection, your Honor.
THE COURT: Sustained. It hasn't been established

that there's inconsistency. If you can get an answerfrom the

witness that is consistent with her prior dep, then I will

permit the dep to be used. And I think she asked for a copy
of her materials so that she could lookatit.

MR. HASFORD: Certainly. i'm happy to provide thase.

Do we have a copy of Dr. Lawrence's opening report?
THE COURT:

THE WITNESS: Thank you very much.
United States District Court
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THE COURT: You can borrow mine,

THE WITNESS: Could you direct me to the page,

please?
BY MR. HASFORD:

Q. Certainly. Let's go to Paragraph 727.
A. And would --

Q. We may have to go to the next page on the screen,it's

going to be at the top of Page 217.

And [et me direct your attention to that first full

sentence. You state: To the extent there was even any need

for the claimed bromfenac ophthalmic formulations claimed in

the asserted ciaims of the asserted patents,it is my opinion

that that need would have been met by the disclosures of the

'225 patent and Hara, each of which purport to describe stable

ophthalmic bromfenac formulations.

You wrote that in your expert report, correct?

A. Yes, in the context that Senju couldn't demonstrate there

had been a long felt need for the formulations.

Q. You in fact wrote that sentence in your expert report,
correct?

A. Butina particular context.

Q. Did you or did you not write that sentence in your expert

report, docter?

A. iwrote the sentence in the context that Senju cannot

demonstrate long felt need, yes.
Uniled States District Court
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QQ. ll ask you once again.

Did you write that exact statement in your expert

report?

A. Iwrote -- I can see where I wrote in my report as part

of a longer sentence, yes.

Q. In fact it is your opinion that any need in the art for

an aqueous preparation of an NSAID formulated with

benzalkonium chloride for ophthalmic administration was

already meet by aqueous ophthalmic formulations of NSAIDS

known as of January 21, 2003, correct?

A. Iam sorry, but I feel that's taking that out of context.

Q. I'm simply asking you.

It is your opinion that any need in the art for an

aqueous liquid preparation of an NSAID formulated with

benzalkoniurn chloride for ophthalmic administration was

already met by aqueous ophthalmic formulations of NSAIDS known

as of January 21, 2003, correct?

A. Of course there's preparation been allowed at this time

on to the Japanese market, so obviously had sufficient

stability for that particular market.

Q. You also testified on direct exam about modifying

formulations to remove incompatibility issues with

benzalkonium chloride. Oo you remember that?

A. Yes, Ido.

Q. Your opinions cn modifying a formulation to remove any
United States District Court

Camden, NJ
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incompatibility issues with benzalkonium chloride are based on

pure hindsight, correct?

A. Wo, they're not.

Q. Take a look at your deposition transcript.

MR. HASFORD: Let's ga to her deposition transcript

of February 29th at Page 125, Line 13, and let's bring it up

also on the next page as well.
BY MR. HASFORD:

Q. Okay. So starting at Line 13 -- fet me know when you're
there.

A. Sorry, I'm not --

MS. RAPALINO: Your Honor, I'm going to object to

this as improper impeactument., What she said is not relevant

te her testimony here andit is not inconsistent with what she

just said.

MR. KASFORD; It's absolutely relevant to the

testimony, your Honer, because, as the federal circuit has

pointed out time and again, a hindsight analysis of

obviousness is entirely improper. And it's entirely

inconsistent with her testimony because § asked her this

question at her deposition and she admitted that she in fact

used hindsight.
MS. RAPALINO; That's not at all what she admitted.

And I suppose we canlet the testimony be read in and it wilt

be ciear from the testimony that she was rot atall tafking
United States District Court
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about providing a hindsight analysis.

MR. HASFORD: Well, fet's read the testimony in.

THE COURT; Well, just a moment. Looks like my Line

13 doesn't match up what's in my book. Line 13 just contains
the words "to 8.5."

MR, HASFORD: Let's see, is there «~ perhaps your

Honer has a bad copy. Would you jike a different one? I can

hand this up.

THE COURT: Can I hand you what I’m looking at?

MR. HASFORD: Certainly.

JHE COURT: 125, Line 13. Is there a different

pagination maybe? I'm sorry, there's different dates. I
didn't realize that.

MR. HASFORD: Yes,

THE COURT: Okay. You can proceed. I'll permitit.

MR. HASFORD: Thank you, your Honor,
BY MR. HASFORD:

QQ. Lasked you a question:

QUESTION:Isit still your opinion that a person of

ordinary skiil i# the art woutd have found it preferable to

medify a formulation or remove any incompatibility issues with
beazalkonium chloride?

And then there was an objection.

And then you answered:

ANSWER: May I ask, are you talking in 2016 would I
United States District Court
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have formulated to use it now or are you talking with my

hindsight looking back te 2003?

And I asked a question:

QUESTION: Let's start with your hiadsight looking
back te 2003.

There was ancther objection.

And you answered:
ANSWER: Yes.

That was your testimony, wasn't it, doctor?

A. Well I -- okay. While I read --

Q. Was that your testimony, doctor?

A. While I read the word "hindsight" there, it wasn't meant

in the context that you've interpreted it as and that was very

clear from my testimony. Any opinions I've made are stated

with an expert -- as a person of ordinary skill in the art in
2003,

Q. You never quatified your testimony in any way at your
deposition, did you, doctor?

A. That was obviously not the appropriate word to use, but

that is not what's been donein this particular case as is

clear from my evidence.

Q. You never qualified your testimony at your deposition,
dié you, dector?

A. Tobviously said that word, it's in the text.

Q. You alse testified on direct exam about the Ggawa '225
United States District Court
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patent. Let's take a look at the Ogawa '225 patent, which Is

JTX-147 in your binder. Let me direct your attention to

Example 6,

Are you there, doctor?

A. Yes,Ilam.

Q, The Ogawa '225 patentitself characterizes the Example 6
formulation as stable. And in your view the inclesion of

tyloxapol instead of polysorbate 80 in an identical

formulation would be expected to have no material effect on

stability, correct?

A. Yes, in my understanding of what I understand by the word

“material effect on stability."

Q. Let's -- you can put that documentaside,

Let's discuss the way in which you went about preparing

your obviousness opinions in this case. The first document

you considered in connection with your opinions in this case

was the "431 patent, correct?

A. Yes, that is correct.

Q. You abtained the documents that you considered in

connection with your opinions in this case from defendant's

counsel, correct?

A. As I've explained before, the initial documents were

provided by the counsel, yes.

Q. In formulating your obviousness opinions you believe it

is important to know the goal you were trying to reach because
United States District Court

Camden, Ni
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you need to understand what you require from the formulation,
correct?

A. Could you repeat that, please?

Q. Certainly.

In formulating your abviousness opinions you believe it

is important to know the goal you were trying to reach because

you need to understand what you require from the formulation,
correct?

A. I wouldn't quite putit like that but, yeah.

Q. Let's take a look at your deposition transcript then,

February 29th at Page 248.

MS. RAPALINO: Objection, yaur Honor. I[ believe the

witness gave -- answered the question yes.

MR. HASFORD: I believe she said she wouldn't quite

putit fike that, $0 I would like to show where she answered

this question at her deposition.

THE COURT: [fl permit it.
BY MR. HASFORD:

Q. Let's look at 248, Line 9. And I asked you:

"QUESTION: In formulating your cbvicussess opinions,

why do you believe it is important to know the goal you are

trying to reach?"

And then there was an objection, and you answered:

"If you're preparing a formulation, you need to

understand what you require fram that formulation."
United States District Court
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And that was your testimony, wasn't it, Doctor?
AL Yes,

And can you just repeat the question you asked me,

please?

Q. [believe you've answered my question, actually.
Let's now discuss formulation issues, You testified on

direct exam about formutstion of ophthalmic products including

stability testing. Da you rememberthat?

A. Yes, Ede.

Q. You would characterize stability testing as a very large

area, and the tests you would perform and how you would

perform them would depend upon the formulation you were

looking at and the intended purpose, correct?

A. My recollection of the large area is in relation te the

numberof liquid preparations rather than stability.

Q. Let's take a look at your deposition transcript of

September 4th, so it's going to be the first one in your

binder. And let's take a look at Page 41, and let me direct

your attention to Line 8. Tell me wher you're there.
A. I'm there.

QQ. Tasked you:

"QUESTION: How did you conduct stability testing on

aqueous liquid preparatians?"

Thenthere was an objection.
Then you answered: "J repeat my answer. Stability

United States District Court

Camden, NJ
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testing is a very large area. The tests you performed and how

1] perform them would depend upon the formulation I was locking

at and the purpose, the intended purpose."

That was your testimony, wasn't it, Doctor?

A. The "very large area" referred to the liquids -- number

of liquid preparations.

Q. That was the exact question that § asked and the exact

answer YOu gave, correct?

MS. RAPALING: Objection, Your Honor. Improper

impeachment. This is entirely consistent with the answer the

witness just gave about the large area being the number of

preparations.

THE COURT: Okay. Just a moment,

Well, I don’t see anything in the deposition answer

about a large number of preparations. Is it there?
MS. RAPALINO: I believe her answer was that it would

depend upon the formulation 1 was looking at and the purpose,

the intended purpose, the implication of which is that the

large area means that it depends on the numberof

preparations, the large sumnber of preparations.

JHE COURT: I’? permit it. I think it's arguably

there, but I'll permitit,
BY MR. HASFORD:

@. The exact question I asked you, Doctor, was:

“QUESTION: How did you conduct stability testing on
United States Disirict Court

Camden, NJ

aqueousliquid preparations?”

And the exact answer you gave was:

"I repeat my answer. Stability testing is a very large

area. The tests you performed and how I perform them would

depend upon the formulation I was looking at and the purpose,

the intended purpose?"
Correct?

A. In the context of a large numberof aqueous preparations,
yes.

Q. You didn’t qualify your testimony in any way at your

deposition, did you?

A. Weill, it was in the context of the questions you're

asking me.

Q. You didn’t qualify your testimony in any way at your

deposition, did you, Doctor?

A. Well, I thought the questions qualified it.

Q. You didn’t qualify your testimony in any way at your

deposition, did you?

THE COURT: You're being argumentative now.

MR. HASFORD: Okay. The point is made.
BY MR. KASFORD:

Q. In order to determine whetherit is possible to

successfully formulate a drug as a medicine, it is essential

to determine the drug's basic physicochemical properties,

including its water solubility, its partitioning between oil
United States District Court

Camden, NJ
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and water, and its behavior in different pH environents,
correct?

A. Eve stated that, yes.

Q. You do not know the oil and water partition coefficient

af bromfenac, correct?

A. I--TI have a value forit, but that was not available,

to my understanding, back in 2003.

Q. Once a potential drug candidate has been identified, its

fated behavior in the body have to be assessed before a

decision can be made whetherit is possible to develop the

molecule into a safe, effective medicine, correct?

A. Yes. And that would be done, as I've stated, in

preformulation studies as an early stage of development rather

than a stage of pharmaceutical formulation we're talking about
here.

Q. Let me actuaily direct you to your -- the middle

transcript which is February 16th, and it's going te be at

Line 73. Sorry. Page 73, Line 6 through 15. I apotogize.

Page 273, 273.
THE COURT: 2737

MR. HASFORD: Yes. Wait a minute. Oh, oh, Lines 3

thraugh $, serry. So it's going te be the February 26th

transcript, Page 73 is correct, Lines 3 through 9. 73.

MS. RAPALINO: Your Honor, again, I'm going to abject

as improper impeachment, The witness answered the question in
United Slates District Caurt
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the affirmative when it was just asked of her, and so I don't

see any inconsistency here between what was in her deposition

testimony and the answer she gave here today.

MR. HASFORD: Weil, your Honor, I believe she tried

to qualify her answer by saying that it only applied to free

formulation. She certainly did not qualify that answer when

she gaveit in her depasition.

MS, RAPALINO; And, again, there is nothing
inconsistent about an affirmative answer that offers more

context here to the deposition answer that was given several

manths ago,

MR. HASFORD: I would disagree, Your Honor, if she's

trying to qualify it.

THE COURT: I'll permit it if the question would have

embraced the answerthat she gives today. If the deposition

question would have embraced today's answer and what she said

at her dep was materially different, then I'll permitit.

MR. HASFORD: So I asked you, Doctor:

"QUESTION: Once a potential drug candidate has been

identified, its fate and behavior in the body have to be

assessed before a decision can be made whetherit is possible

to develop the molecule into @ safe, effective medicine,
correct?"

There was an objection.

And you answered: "That's correct.”
United Stales District Court
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That was your testimony, wasn’t it, Doctor?

A. And I stand byit's correct in as far as it goes, but you
have to put it into context.

Q. You didn't qualify your testimony in any way at your
deposition, did you, Doctor?

A. I think we discussed that later on, in another

deposition.

Q. At this deposition, when I asked you that question, you

gave me the exact answer, "That's correct,” didn't you?

A. just agreed to that.

Q. Okay. A successful drug requires a balance to be struck

between potency and selectivity in its pharmacokinetic

properties, correct?
A. Correct.

Q. In particular, the drug’s physicochemical,

pharmacokinetic, pharmacodynamic, and toxicological properties
alt have to be established, correct?

A. That is correct, yes.

Q. You have na understanding of the pharmacokinetic

properties of amy aqueous liquid preparations of bromfenac,
correct?

A. That is correct, yes.

Q. You have no understanding of the pharmacodynamic

properties of any aqueous liquid preparations of bromfenac,
correct?

United States District Court
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A. That is what E've said, yes.

Q. You have no understanding of the toxicological properties
of any formulation of bromfenac, correct?

A. Yes, I see that.

Q. Taking a drug molecule from concept through formulation,

clinical trials, manufacture, and the strict regulatory

Processto its ultimate use as a medicine by the patient is an

expensive, complex, and jengthy process with a great many

hurdles at which a potential drag may faii, correct?

A. Yes, I've said that previously.

Q. Once a Jead compound has been identified, a decision has

to be made as to whetherit is possible to develop the

molecule into 2 safe, effective medicine, correct?

A. Yes, that is correct.

Q. Te do this, the compound's physicochemical properties, as

well as its fate and behavior in the body ali have to be

assessed, correct?

A. In the context of the development process, yes.

QO. Particular attention is given to the efficacy and

toxicity of a lead compound, as these are the main reasons for

failure of a compound to progress beyond this stage, correct?

A. That is correct, yes.

Q. You testified earlier that you have no understanding of

the toxicofagical properties of any formulation of bromfenac,
correct?

United States District Court
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A. Well, that is correct, butit is -- it doesn"t follow on

from the previous statements that you've made.

@. Just to be clear, you have no understanding of the

toxicolagical properties of any formulation of bromfenac,
correct?

A. That is correct in as far as it goes, yes.

Q. There can be considerable challenges encountered in the

Preparation of an appropriate formulation or delivery form of

a drug, with the formulation being used for preclinical

studies unlike?y to be the formulation used in man, correct?

A. If you're dealing with a brand new drug which is whatail

this is dealing with, yes, you are correct.

Q. The physical and chemical properties of aqueous liquid

preparations for ophthaimic use depend upon the drug being

used and the drug dose, correct?

A. That is a correct statement, yes.

Q. These would be factors in determining the formulation

that would be prepared, correct?

A. Thatis a correct statement as far as it goes, yes,

Q. A formulator develaping an ophthaimic solution as of 2003

had to consider variables including efficacy, camfort ta the

patient, extent of absorption of solution into the eye, and

shelf fife, correct?

AL As would any formulator preparing something for market,
yes.

United Slates Disirict Court
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QQ. Efficacy of a formulation is determined by farm, for

example, free acid, free base, or salt, and the amount of the

one or more active ingredients, and also requires a careful

balance of excipients, correct?

A. These statements are correct but you've got to be careful
not to take them out of context.

Q. For example, pH modulators such as sadium hydroxide are

used to keep the pH as close to possible to the pH of natural

tears, between 6.5 and 7.6, which ensures comfort and mayaid

in absorption, correct?

A. Ihave made that statement, yes.

Q. In your opinion, some of the considerable challenges

encountered in the preparation of an appropriate ophthalmic

formulation include the dose, dosing frequency,

physicochemical properties of the drug, how those preperties

are affected by the likely excipients to be added to the

formulation, the effective temperature on the formulation, the

eH of the formulation because that may affect the stability of

the drug, how the drug is likely to be degraded, what is the

best formulation, and what is the best solvent to add,
correct?

MS. RAPALINO: Objection, compound, your Honor.

There is a lot in that question,

THE COURT: Well, if the witness understands the

question and can answerit, then you may. If you would like
United States District Court

Camden, Ni
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it broken downinto its components, then just say so.
THE WITNESS: I would like it reread because I did

lose what was being said.

THE COURT: Allright. Then I will sustain the

objection as a compound question.

MR. HASFORD: 3 wil? repeat it.
BY MR. HASFORD:

Q. One of the considerable formulation challenges

encountered in the preparation of an appropriate ophthalmic

formulation is the dose, correct?

A. Perhaps -- yes. Perhaps you could direct me to where I

actually wrote that in my report. It might be easier.

Q. I will direct you to your deposition testimony, in fact.

Take a look at your first transcript which is --

A. Can I not see where I wroteit in the report in the
context in which it was said? No?

Q. You testified about it at your degradation. I'll show

you that.

A. Okay.

Q. Turn in yourfirst deposition transcript, which is the

September 4th, 2005, transcript, and please turn to Page 271,

And let me direct your attention to Line 9. Actually, let me

direct your attention to Line 2. And I'm going to read you

from Page 271, Line 2, through 272, Line 10.

A. Ibelieve we also discussed this in deposition in
United States District Court
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February 2000 -- 29th, as well.

Q. Well, let me read you your testimony here. I said:

“QUESTION: Take a look at the section on Page 14

entitled ‘Formulation Challenges.’ In the first sentence, you

state, ‘There can be considerable challenges encountered in

the preparation of an appropriate formulation or delivery form

of 2 drag, with the formulation being used for preclinical

studies unlikely to be the formulation used in man.™

And then I asked you: "What are some of the

considerable challenges encountered in the preparation of an

appropriate ophthalmic formulation?”

Then there was an objection.

I said, "You may answer."

You said: "! believe I've already answered this

question earlier.”

Then I asked, “Could you summarize them, please?"

And then you testified, "There would be -- what you

would need to understand" was -- "what you would need to

understand, what the dose was, the dosing frequency,

physicochemical properties of the drug, how those properties

are affected by the likely excipients that you're going to add

to the formulation, the effect of temperature on that

formulation. I think pH is oBviousiy included in there as

well because that may be -- may affect the stability of the

¢rug, how it's likely to be degraded, what's the best
United States District Court

Camden, NJ
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formulation, what's the best salvent you're going to add."
Then I asked:

“QUESTION: Anything else?"

You answer: "I think I've given a reasonable start.”

And that was your testimony, wasn't it, Doctor?

A. Well, I said that in testimony. You have to appreciate

that they are -- although it seems like a longlist, they are

not challenges to somebody doing pharmaceutical formulation,

particularly of a drug whose properties are known.

Q. You never qualified your testimony in any way at your

deposition, did you, Dector?

A, Idid in a later deposition,

Q. In your opinion, comfort, extent of absorption, and shelf

life of a formulation are controlled by the excipients,
correct?

A. Thave said that, yes, in the context of what I wrote.

Q. There are many examples of complex problems encountered

in the art of the patents-in-suit, including multiple types of

stability, viscosity, and avoidance of eye irzitatian, amang

other things, correct?

A. It would be helpful if you could direct me to where I

wrote that, please.

Q. I'll direct you to where you testified about it. it's

back to your September 4th deposition transcript.
A. Yeah. 

United States District Court

Camden, NJ

348 

Q. And if you'll furn to Page 140,

MS. RAPALINO: Objection, your Honor. I'm just going

to object to a line of questions that's simply a recitation of

her deposition testimany. If there is a reason for using this

for impeachment, that’s another story, but this just appears

to be an attempt to get her deposition testimony into the
record.

MR. HASFORD: Your Honor, she asked me to point her

to where she provided this opinion.

THE CQURT: That's correct. Mr. Hasford is correct,

and I'll permit it because the witness did ask to be referred.

These are long questions, and they're not offered for

impeachmentat this point, but, rather, to refresh the
witness's recollection about --

MS. RAPALINO: Okay. I don't have a problem pointing

the witness to the piace in the deposition transcript. It's

just the recitation of the testimony by counsel into the

record that I'm objecting to. So,if it's just to orient the

witness to the testimony, that's fine, and then he can ask a

question, not based on the testimony itself -~ not reading

testimony itself.

MR. HASFORD: Well, I'm happy, once Dr. Lawrence has

reread the testimony, to ask the question again, your Honor.

THE COURT: Well, again, it's not impermissible for

counsel to read from the depasition in formulating his
United States Disirict Court

Camden, NJ
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question. His questions are not evidence. And it's the

witness's answer that’s going to determine the content of the

evidence. And so fll permit it.

The only thing is if there is going to be a lot of

questions that have multiple factors in them, like

Dr. Lawrence's answers do, they really ought to be broken dawn

inte component parts.

MR. HASFORD: Til try to do a better job of that,

your Roftor.

BY MR. HASFORD:

Q. So, on Page 149 of your deposition transcript, 1 asked
you:

"QUESTION: How complex are the types of problems

encountered in the art of the patents-in-suit?

Then there was an objection.

And then you answered; “I could list some examples of
formulations that are encountered."

And then I asked:

“QUESTION: Please da.”

Then you answered: "Ifit's a solution farmulation,

it's important that there are no large particulate

contaminants in the formulation. If it's a suspension

formulation,it's important that the particies or the

suspension are small enough and nottoo large. That could be

a problem due to poor stability of the formulation, so that's
United States District Court
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an exarapie of @ type of problem encountered."

Then I asked you:

"QUESTION: Are there any other exampies?”

You answered: "One very practical problem is getting

the formulation viscous enough to stay in the eye but not too

viscous to come out of the eyedrop bottle, for example.”
Then F asked:

"QUESTION: Are there any other exampies?”

Then you answered; "We spoke aboutstability in

respect to particulates, but there might be stability in the
container that you choose to put the formulation in, There

might be problems once you -- there is two types of stability.

There's the shelf-life stability, and then there's the

stability once the formulation is opened, and they may be --

opened and in use, and they may bedifferent, and thatis

something else that you need te consider. You need to make

sure you're not introducing anything damaging that’s going ta
irritate into the eye.”

Then I asked:

"QUESTION: Are there any other examples?"

And you answered: "I'm sure there are, but they are
the ones that £ can think of at the moment."

That was your testimony, Doctor, wasn't it?

A, Well, that's my testimony. These problems are just bread
and butter for a pharmaceutical formulator.

United States District Court
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Q, When I asked you how complex are the types of problerns

encountered in the art of the patents-in-suit, you provided me

a page and a half worth of testimony, correct?

A. As I explained, these are just standard problems for a

pharmaceutical formutator.
QO. You never characterized them as “standard” at your

deposition, did you, Dactor?
A. While I don't see the word "standard"there, it looks

like it's a long list. What I'm just saying, you've got to

put it into context with the pharmaceutical formulfator.

Q, ‘There are a large numberof different possible ways to

formulate aqueous liquid preparations of NSAIDs, depending on

the dose, correct?

A. In as far as it goes, it's correct.

Q. There are a large numberof different possible ways to

formulate aqueous liquid preparations of NSAIDs, depending on

the route of administration, correct?

A. In as far as it goes, it's correct, yes.

@. There are a large numberof different possible ways to

formulate aqueous fiquid preparations of NSAIDs, depending on

whether you want a salt or a free acid or base, correct?

A. In asfar as it goes, yes.

Q. As of 2003, the search wasstill ongoing for technologies

to overcome the solubility and permeability problems

encountered with the forrnufation of drugs as medicines,
United States District Court

Camden, NJ

correct?

A. And thatis stili the case today.

Q. Let's now discuss your opinions on NSAIDs. In your own

words, quite a lot of different NSAIDs are known to exist,
correct?

A. Yes, but as I've stated, very few of them are used as
medicines themselves.

Q. Take a look, if you would, at your September 4th

deposition transcript, and let me direct your attentian to

Page 157 andto Line 7.

The exact question I asked you was: "How many
different NSAIOs are known to exist?"

And the exact answer you gave was: "Quite a lot."
Correct?

A. Thatistrue. Sut that's not inconsistent with the

answer I've just given.

Q. You didn't quatify your testimony at your deposition, did

you, Doctor?

A. 3'm explaining that there is a lot -- I'm quite happy to

say there is quite a lot of NSAIDs, but very few of them have

been developed into medicines, that's all.

Q. In fact, in your own words, the range of potential drug

molecules is enormous, correct?

A, The range of any chemical space is enormous, yes.

Q.~~Different NSAIDs having different chemical structures
United States District Court

Camden, NJ 
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possess different physical and chemicai properties, correct?

A. Ethink that's got te be a qualified statement.

G. Take a look, if you would, at your February 16th

transcript. And fet me direct your attention to Page 85, and,

in particular, to Lines 15 thraugh 18. Tell me when you're
there.

MS. RAPALINO: Your Honor, I would ask that further

context be provided for this question, going onto 86, Lines 3

through -- Lines 2 through 4.

MR. HASFORD: 1 think the exact question is Page 85,

Lines 15 through 18, your Honor,

MS, RAPALINO: Again, i'm just asking for some mare

context be provided in the transcript to that question.
MR. HASFORD: If she would like me to read that

additional line into the record, 1 don’t have any problem with

doing that.

THE COURT: Okay.

MR. HASFORD: The exact question is here so --

THE COURT: I'll permit it as completeness.

MR. HASFORD: Okay.
BY MR. HASFORD:

Q. So, Doctor, I asked you: "Different NSAIDs having

different structures possess different physical and chemical

properties, correct?”

And you answered, "Correct."
United States District Court
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Do you see that?

A. Yes. And that's in the context of the previous

statement, as I said, while there is a large number of

potential drugs, not all of them will be developed as
medicines.

Q. And then on the next page, what Ms. Rapalino asked me ta

ask, to read in, is starting on Page 86, Line 1, I asked you:

"QUESTION: Diclofenac and bromfenac have different

chemical structures, correct?”

And you answered, “Yes, but they alse have a lot of
similarities.”

And then I asked you!

"QUESTION: Diclofenac and bromfenac, in fact, have

different chemical structures, correct?"

And then there was an objection,

And you answered, "They won't have the same name,if

they're the same chemical structure.”

That was your testimony, wasn't it, Doctor?

A. That's what's on the page, yes.
QQ. Bromfenac and indomethacin also have different chemical

structures, correct?

A. While they're not identical, as I've explained before,

they have lots of similarities.

Q. Take a look at this same deposition transcript on Page

89, and let me direct your attention to Line 6.
United States District Court

Camden, NJ
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Tasked you: "Indomethacin and bromfenac have

different chemical structures, correct?"

And you answered, "They do."

That was your testimony, wasn't it, Doctor?

MS. RAPALINO: Again, I just lodge an objection as

improper impeachment. What she said was entirely consistent

with that answerin the deposition.

MR. HASFORD: Shedidn't sayit in the qualifying
mannerin which she said it here, Your Honor,

THE COURT: I'll permit it.
BY MR. HASFORD:

Do you neéd me to ask the question again, Dactar?

No, f don't.

Wasthat your testimony?

That's what's on the page, yes.
Bremfenac and ketorolac have different chemical

structures, correct?

A. Yes. And, asIsaid in that section of testimony, while

they are not identical structures, or else they would have the

same name, they have a numberofsimilarities,

Q. Bromfenac and suprofen have different chemical
structures, correct?

A. Yes, but they also have similarities in their properties.

Q. Bromfenac and flurbiprofen have different chemical!
structures, correct?

United States District Court

Camden, NJ

A. It's the same answer as I've just given.

@. I'll ask it again so we're clear.

Bromfenac and flurbiprofen have different chemical
structures, correct?

A. Yes, they do, but they have similarities in their

properties.

Q. Let's now discuss your opinions on surfactants.
The numberofdifferent nonionic surfactants that are

known to exist is, in your own wards, as many as you want in
your brain, correct?

A. Theoretically, as I've said, yes, it is possible to have

as much and as many as you like to make,

Q. The numberof possible surfactant structures, in your
words, is absofutely huge, correct?

A. Yes, but the reality of the numbers that actually exist
in practice is very small.

Q. Take a look, if you would, at your September 4th

deposition transcript, and it's going to be at Page 309, Line

18, through 310, Line 6. And you had just asked me te repeat

the question and so I said, "Certainty." Then i asked you,

"Is it true that surfactants display diverse structures in

aqueous enviranments depending on their concentration, the

temperature, pH, and the presence of other species in the

system?”

Then there was an objection.
United States District Court
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And you answered: “Itis vague. You have to remember

the numberof surfactant structures possible is absolutely

huge. So,if you take surfactants as a whale, ionic,

cationic, anionic, zwitterionic, nonionic, that statement will
be true.”

That was your testimony, wasn't it, Doctor?

MS. RAPALINO: Objection as for completeness, It's

sort of an unusual case where the deposition was really in

three parts, and if we go to the February 29th deposition,

Page 213 ~- 212 to 213, and we could pull that up as well for

completeness.

MR. HASFORD: Yeah, your Honor,if ali she's trying

to do hereis point to a prior consistent statement, I believe

she's entitled to do that on redirect, so § don't think that's

properat this stage.

THE COURT: That's correct, What's permitted at this

stage is to better understand the question that was asked on

September 4th.
BY MR. HASFORD:

Q. So that was your testimony, correct, Doctor?

A. Yes. And the word "possible" is an important word in
that sentence.

Q. There are a wide variety of equilibrium surfactant

structures -- let me strike that and try again,

There are a wide variety of equilibrium surfactant
United States District Court

Camden, NJ

systems that can be used in aqueous drug formulations,
correct?

A. Yes, but the case we're talking aboutis just micelles --
micelles.

Q. Is it correct that there are a wide variety of

equilibrium surfactant systems that can be used in aqueous

drug formulations?

A. 1 believe I said it's yes, but there is only one that's
of relevance here.

Q. Take a look,if you would, at your September 4th

deposition transcript again, and let's turn to Page 291, and,

in particular, to Lines 17 through 22, I asked you:

"QUESTION: Is it fair to say that there are a wide

variety of equilibrium surfactant systems that can be used in

aqueous drug formulations?"

There was an objection,

And you answered, "Potentially there are, yes,”

That was your testimony, wasn't if, Doctor?
A. haven't denied that.

Q, There are a wide variety of nonequilibrium surfactant

systems that can be used in aqueous drug formulations,
correct?

A. Asa statement goes, that's correct, but irrelevant here.

Q. Let me point you back to your deposition testimony, Page

292 in the September 4th deposition, and let me point you to
United States District Court

Camden, NJ 
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Line 1,

Lasked, "Take a took, if you would, at Table 3. Is it

fair to say that there are a wide variety of nonequilibrium

surfactant systems that can be used in aqueous drug
formulations?"

A. Ihave agreed with that sentence.

MR. HASFORD: May I continue, your Honor?
THE COURT:

inconsistent testimony. She did agree. She's just saying

I find the witness to not offer

it's irrelevant to the issues that bring us to trial.

MR. HASFORD: Okay.
BY MR. HASFORD:

Q. There are, in your words, a plethora of stable

surfactants in water, correct?

A. A plethora of stable surfactants in water,

Q, There are, in your words --

A. In what context was that said, please?

Q. Weil, let me point you ta your deposition transcript, the

September 4th deposition.

A. It doesn't soundlike a very good answer.

Q. At Page 86, and Line 1. I asked:

"QUESTION: Whatif they wanted to use it in a stable

aqueous liquid preparation, what characterization would they
dor"

Then there was an objection.
Unifed States District Court
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And you answered, "There's a plethora of stable -- of

surfactants in water, So it would depend upon the aggregation

state, the formulation state.”

And that was your testimony, wasn't it, Doctor?

MS, RAPALING: Objection, Your Honor. I'm net sure

that that testimony was consistent or inconsistent. I just

don't think that there is any way to compare that testimony to

what -- the answer that the witness just gave.

MR, HASFORD: Well, 1 think her volunteered testimony

there was that there were a plethora of stable surfactants in
water,

MS. RAPALENO: No, I believe that’s a misreading of

the transcript, your Honor.

THE COURT: Well, the witness asked in what context

was that said, and counsel directed Dr. Lawrence to her dep.

Having reread your dep, does that help you to answer

the question?

THE WITNESS: I obviously said that, but I'd actually

need to read further back because ofthe line of questioning

that was going on.

THE COURT: All right. 'H permit you te dial back

a faw pages if you need ta to refresh your recollection of the
context.

THE WITNESS: That's helpful. Thank you.

{Pause}
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THE WITNESS: That was a vague answer because the

line of questioning was very vague.

MR, HASFORD: Your Hanar, I note that it's almost

12:30. Would this be 4 good time for a lunch break or would

your Honor prefer that I continue?

THE COURT: Thisis fine, and so let's break for

lunch and resumeat 1:30, and have a pleasant lunch.

MR. HASFORD: Thank you, your Honor.

(A luncheon recess was taken at 12:25 p.m.)

(In open court at 1:37 p.m.)
THE DEPUTY COURT CLERK: All rise,

THE COURT: Be seated, please. Good afternoon. And

you may resume.

MR. HASFORD: Thank you, your Honor.
BY MR. HASFORD:

Q. Good afternoon, Dr, Lawrence,
A. Good afternoon.

Q. As of 2000, it was understood in the art that the drug

solubilizing capacity of mast of the commonly used surfactants

was too low to be of widespread practical use, correct?

A. I'm sorry. Can you repeat that? It's my fault.

Q. I certainly will. As of 2000, it was understood in the

art that the drug solubilizing capacity of mast of the

commonly used surfactants was too low to be of widespread

practical use, correct?
United States District Court
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A. Inoted that in a paper I wrote in 1994, yes.

Q. Let's now discuss your opinions regarding polysorbate 80

versus tyloxapol. First, the sodium salt af bromfenacis a

water-soluble hydrophilic drug, correct?

That's what I understand from the literature, yes.

Polysorbate 80 is a nonionic surfactant, correct?
Yes.

Tyloxapol is a nonionic surfactant, correct?

This is correct, yes.

Q. A solution containing tyloxapol and water where wateris

in the greater proportion would be considered an aqueous

surfactant system, correct?

A. Thatis correct, yes.

Q. The prior art, in fact, the prior art that you authored

in a peer-reviewed academic journal teaches that there is na

use trying to increase the solubility of a water soluble

hydrophilic drug in an aqueous-based surfactant system,
correct?

A. Yes, I've said that, yes.

Q. Determining how the physical and chemical properties of

tyloxapel would affect aqueous Hquid preparations of NSAIDs

that contain tyloxapol would, in your words, very much require

looking on a case-by-case basis, correct?

A. Well, there would be some general similarities, but yes,

you would look at the particulars on a case-by-case basis,
United Stafes District Court

Gamden, NJ
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yes.

Q. An understanding of the interaction between surfactants

and drugs is quite complex, correct?

A. Again, you can make some generalities, but you would have

to look on a case-by-case basis, yes.

Q. Polysorbate 80 and tyloxapol have different chemical

structures, correct?

A. Yes, they have some differences, yes,

Q. Different nonionic surfactants having -- let me strike

that and try again.
Different nonionic surfactants have different chemical

and physical properties because the structure of the

surfactants can vary so the hydrophobic/hydrophilic balance

can vary, correct?

A. Could you repeat that, please? Sorry.

Q, Certainly. Different nonionic surfactants have different

chemical and physical properties because the structure of the

surfactants can vary so the hydrephobic/hydrophilic balance

can vary, correct?

A. The last bit of that sentence doesn’t make sense in the

context J think of what you are saying, but different

surfactants may behavein different ways, that is certainly
correct.

Q. Take a look,if you would, at your deposition transcript

of September 4th, and let me direct your attention to page 76,
United States District Court
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line 21, through page 77,Ene 6.

I asked you, question, "Why do different nonionic

surfactants have different chemical and physical properties?”

Then there was an objection.

And 1 said, you may answer.

Aad then you answered, "Because the structure of the

surfactants can vary, so the balance between the hydrophobic

and the hydrophilic can vary."

There was your testimony, wasn't it, Doctor?

A. I see that sentence, and that sentence asit's stated
there is correct.

Q. Infact, different physical and chemical properties that

different nonionic surfactants possess in aqueousliquid

preparations depend on the structures of the surfactants,
correct?

A. That is correct, yes.

Q. Let's now discuss your opinions -- actually, before I gat

to that, let me ask you something different. Tests would need

to be conducted for a person of ordinary skill in the art to
determine whether the same amount of two different nonionic

surfactants Raving different chemical structures wauld be

expected to have the same stabilizing effect in an aqueous

liquid preparation of & nonsteroidal antiinflammatory drug,
correct?

A. That is correct, because you need to understand how many
United States District Court

Camden, NJ 

04:41

04:11

04:11

04:17

04:17

04:14

04:11

04:11

04:71

04:11

04:14

04:11

aNoOahwh7
04:12 14

04:12 15

04:12 16

04:12 17

04:12 18

94:42 19

04:12 20

04:12 24

04:12 22

04:12 23

04:12 24

04:12 25

0412

04:13

04:13

04:13

04:13

04:13

04:13

04:13

04:13

onoOonhwh=
9

04:73 10

04:43 11

04:13 12

04:13 13

04:13 14

04:13 15

04:13 16

04:13 17

04:13 18

04:13 19

04:13 20

04:14 21

04:14 22

04:14 23

04:14 24

04:14 25

 
Page 363 to 366 of 527

365

molecules you are adding if there are different molecular

weights.

Q. And thatis because, in your words, it would be very

unexpected to have the same behavior in the same way, correct?

A, It would be very unexpected to have --

Q. In your words, it would be very unexpected to have the

same behaviorin the same way, correct?

MS. RAPALING: Objection. That strikes me as a very

vague question.

MR. HASFORD: Well, let me ask it this way.

THE COURT: All right.
BY MR. HASFORD:

Q. In your words, it would be very unexpected for two
different nonionic surfactants to have the same behaviorin

the same way, correct?

A. Two different nontonic surfactants, it would depend on

the variability of the structure, how far apart they were in

the structure obviously, sorry, in terms of the structure.

Q. Let me direct you to your second deposition transcript,
which is your February i6th deposition transcript, and in

particular to page 199,line 14, through 200,line 2.

lasked you, question, “Tests would need to be

conducted for a person of ordinary skill in the art to
determine whether the same amount of two different nonianic

surfactants having different chemical structures would be

United States District Court

Camden, NJ

expected to have the samestabilizing effect in an aqueous

liquid preparation of a nonsteroidal antiinflammatory drug,
correct?"

And then there was an objection, and you answered, “It

would be very unexpected to have the same behaviorin the same

way, So, yes, of course experiments would be needed."

‘That was your testimony, wasn't it?

MS. RAPALING: Again, I'm going to lodge an objection

here, There was an objection on the record to the form of the

question which was quite vague and remains vague.

MR. HASFGRD: I believe she answered the question in

her deposition with no problem, your Honor.

MS. RAPALING: She was required to answer the

question at the deposition.

THE COURT: You preserved your answer to form of the

question at the dep. Let me rereadit.

Tll overrule the objection. It seems like a specific

question and the witness gave a responsive answer.
BY MR. HASFORD:

Q. That was your testimony, wasn’t it, Doctor?

A. Esee that in answer to your question, yes.
Q. No tests were conducted in the Fu EP 984 reference

comparing tyloxapel to actoxynel 40, correct?

A. That is correct, yes.

Q. Let's now discuss your opinions on benzalkanium chloride,
United States District Court

Camden, NJ
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You testified on direct exam about what you called complexes

with benzalkonium chloride. Do you remernber that?

A. Yes, I do.

Q@, Yet, to your knowledge, the solubility of any complex

between bromfenac and benzalkenium chloride is not reported in

any reference, correct?

A. Thaven't seen it. It doesn't mean it obviously doesn't
exist.

Q. in fact, it is your view that the benzalkonium chloride

would not materially affect the basic and novel properties of

the claimed aqueous liquid preparations of the '431 patent,
correct?

A. That is correct, yes.

Q. You testified on direct exam about the sclubility of

complexes with benzalkonium chloride. Yet, with respect to

aqueousliquid preparations, the cancepts of stability and

solubility aré not synonymousatall, correct?

A. I'm sorry. Can you repeat that question?

@. Certainly. Ml break it apart into two questions.

You testified on direct exam about the solubility of

what you called complexes with benzafkonium chloride. Do you
rememberthat?

A. Yes, I do.

Q. With respect to aqueousliquid preparations, the concepts

of stability and solubility are, in your words, not synonymous
United States District Court
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at all, correct?

A. They're not synonymous, but obviously if something is a

complex, it then causes a physical instability.

Q. Take a iook, if you would, at your first deposition

transcript. It's going to be the September i4th transcript --

er September 4th transcript, rather, And fet me direct your

attention to page 43, line 22, through page 44,line 5.

Lasked you, question, "How does the concept of

stability differ fram the concept of solubility with respect

to aqueous liquid preparations?”

And there was an objectian.

And you answered, "They are not synonymousatall.”

That was your testimony, correct?

A. Yes, that is correct. I see that.

Q. You testified on direct exam that benzalkonium chloride

becomes toxic to the eye at what you called high levels. Do

you rememberthat?

A. Yes, I do.
Q. You are not even aware of the fevel at which benzaikonium

chloride becomes toxic to the eye, carrect?

A. It's outside the concentration range recommendedin

ophthalmic preparations.
Q. Take a look --

A, Idon't rememberthe exact figure, no.

Q. Let's now discuss pH. Xibrom@® and Bromday® were
United States District Court
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formufated at a specific pH of 8.3, correct?

A. That's what the information tells me, yes.

Q.  Profensa® was formulated at a pH of 7.8, correct?

A. Again, that's what the literature says, yes.

Q. When developing an aqueous aphthalrnic formulation,

ideally the pH of the formutation should be 7.4, the samme as

tear fluid, correct?

A. That's the ideal to be achieved if you can, of course.

Q. The pH of an ophthalmic formulation is important to

stability, comfort, and bioavailability, correct?

A. That is correct, yes.

Q. pH is measured on a logarithmic scale rather than a

linear scale, correct?

A. Thatis correct, yes.

Q. Ona linear scale, Xibram@® and Bromday@® are over three

times more alkaline than Prolensa®, correct?

A. Yes, they have about the alkalinity of seawater.

Q, Let's now discuss your opinions on the category A

references you cited referring to bromferac. First let's turn

to the Ogawa '225 patent which is JTX-147 in your binder. Are

you there, Doctor?

A. Yes, lam.

Q. To be clear, you have neither stated nor suggested that

the Qgawa '225 patent teaches the formation of a complex

between bremfenac and benzalkanium chloride, correct?
United States District Court
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A. Beg your pardon? I have not stated that, no, but I --

ho, I have not, but I think it probably was obvious to a

person of ordinary skill in the art that that might be the
case.

Q@. Take a look at your deposition transcript, February 29th,

the last one. Let me direct your attention to page 186,line

22, through 187,line 5.

And I asked you, question, "To be clear, you have

neither stated nor suggested that the Ogawa '225 patent

teaches the formation of a complex between bromfenac and

benzalkonium chloride, correct?"

A. Yes, that's correct.

Q. And you answered, "Correct, that's what I say in -- yes."
A. I see that.

Q. The Ogawa '225 patentidentified the farmulations of

Examples 6, 7 and 8.

A. Sorry. Can I just sort out this?

Q. Oh, of course.

A. Sorry. I've got too many...

QQ. And if you would, go ahead and turn to Examples 6, 7 and

8 which I believe are in column 10 of the Ogawa ‘225 patent.

A. Okay. i'm there now.

You are familiar with Examples 6, 7 and 8, correct?

Yes, lam.

The Ogawa '225 patent identified the formulations of
United States Disiricf Court
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Examples 6, 7 and 8 as not forming red insoluble matters and

described them as stable, excetfent for a long period of time,
correct?

A. That's whatit says, yes.

Q. The formulations of Examples 6, 7 and 8 of the Ogawa ‘225

patent did not have any problems with instability or

degradation, correct?

A. Not under the conditions of the test they were tested
under, no.

Q. In your view, the Ogawa '225 patent solved bromfenac's

stability problem by showing that under the conditions of

Examples 6, 7 and 8, the formulations were stable, correct?

A. It certainly showed there was no red precipitate,
correct.

Q. Example 6 of the Ogawa '225 patent teaches the known

abiity of sodium sulfite to stabilize ophthalmic

preparations, correct?

A, Correct,

Q. In fact, the Ogawa ’225 patent discloses that the

stability of ophthalmic formulations containing carboxyl group

containing NSAIDs and benzalkonium chloride can be improved by

including both sodium sulfite and polyvinylpyrrolidone,
correct?

A. It teaches that, yes.

Q. Let's now turn to your opinions regarding Branuck and the
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reference you referred to as the New Drugs in Japan reference,
First ~~

A. Would you tell me what reference that's at, please.

Q. Let me ask you a question regarding Bronuckfirst, if 1

may. Is that okay?
A. Yes,

Q. You would agree that in order for Bronuck te be marketed

in Japan, undoubtedly the producers had to demonstrate to the

regulatory authority that the formulation had sufficient

stability, correct?

A. To the Japanese regulator authority, of course.

Q. Now, please turn to the New Drugs in Japan reference,
which is JFX-210 in your binder. You testified about JFX-216

on direct exam, Do you rememberthat?

A. Yes, Ido.

Q. Let me direct your attention to the page bearing Bates
number PROLO364732, and in particular to the third line of the

tep table.

A. Yes, I see that.

Q, The New Orugs in Japan reference describes the Bronuck

formulation, correct?

A. Yes, it does.

Q, Let me direct your attention to the table in the

right-hand column entitked Composition/Preperties, and in

particular, let me direct your attention to the row that says
United States District Court

Camden, NJ 
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color. The New Drugs in Japan reference describes the Bronuck

formulation as clear yellow, correct?
A. Thatis correct.

Q@. The New Drugs in Japan reference nowhere mentions any

precipitate or cloudiness in the Bronuck formulation, correct?

A. I believe it doesn't, no.

Q. itis your position that Xibram@® is an embodiment of the

Ogawe patent, correct?

A. That is correct, yes.

Q. Is it your understanding that the Ogawa patentis listed

on the face of the Xibrom® package insert?

A. I'm sorry. I can't answerthat question.

MR, HASFORD: May I hand up an exhibit, your Honor?
THE COURT: Yes.

THE WITNESS: Thank you.

MR. HASFORD: For the record, I have handed the

witness plaintiff's trial Exhibit PTX-749. It is a one-page
document that bears Bates number PROLO167921.

BY MR. HASFORD:

Q. Let me refresh your recollection, Dector. Please turn or

please look at PTX-749, and specifically let me direct your

attention to the lower right-hand colurnn where it says U.S.

patent number 4,910,225. Do you see that?

A. Yes, Ida,

Q. Do you agree that the Ogawa patentis listed on the face
United States District Court
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of the Xibrom@® package insert which is PTX-7497

A. Just one moment, I can't find the right page here.
Sorry.

Q. 1 believe it is Exhibit 147.

Foundit, foundit, sorry.

You found it. Do you need me to re-ask the question?

No, that's fine. The numberis the same, yes.
You may put that document aside.

Let's now turn ta the Yanni ‘034 patent, which is

JTX-168 in your binder. In particular, please turn to column

1 of the Yanni "034 patent and fet me direct your attention to

jine 60. Are you there, Doctor?

A. Yes, lam.

Q. The Yanni ‘034 patent states that the full

antiinflammatory potential of benzoylphenylacetic acids has

not been approached due to their generally slow rate of

penetration through the cornea, correct?
A. Thatis correct.

Q.  Bramfenac is a benzoylphenyiacetic acid, correct?
A, That is correct.

Q@. Let me direct your attention to the next sentence of the

Yanni '034 patent at column 1, line 63. The Yanni '034 patent

teaches that relatively high concentrations of

benzoylphenylacetic acids are often needed to achieve corneal

penetration rates sufficient to provide effective intraacular
United States District Court

Camden, NJ
30 of $5 sheets



04:28

04:28

04:28

04:28

04:28

04:28

04:28

04:28

04:28

04:28

04:28

04:28

04:29

04:29

04:29

04:29

04:29

04:29

04:29

04:29

04:29

04:29

04:29

04:29

04:29

04:29

04:29

04:30

04:30

04:30

04:30

04:30

04:30

04:30

04:30

04:30

04:30

04:30

04:34

04:37

04:31

04:31

04:31

04:31

04:31

04:31

04:31

64:31

64:31

04:31

31 of 95 sheets

aonomkhWh=|
9

10

11

12

13

14

15

16

17

18

49

20

21

22

23

24

25

oNoOohwNhA
©

10

14

12

43

14

15

16

17

18

19

20°

21

22

23

24

25

drug concentratians, correct?
A. That is correct,

Q. Let me direct your attention to the next sentence of the

Yaani '034 patent at column 1, fine 66. The Yanni ‘034 patent

teaches that such high drug concentrations are generally not

desirable as they may provoke ocularirritation and

discomfort, correct?
A. I see that.

GQ. Let me direct your attention te coiumn 14, lines 42

through 45 of the Yanni '034 patent, The Yanni '034 patent

states that although the in vitro potency was clearly enhanced

by halogenation of the 4-pasition of the benzeyl ring of the

2-amino-3-benzoylbenzeneacetic acid, there was litte evidence

for such a structure related effect in vivo. Do you see that?

A. That is correct, and the reason for my camments about
bromfenac,

Q. Bromfenac, in fact, is halogenated with a bramine atom at

the 4-pesition of the benzoyl ring of

2-aming-3-benzoylbenzeneacetic acid, correct?

A. That is correct, and there is a reason for my comments

earlier about it showing some benefit in the same as for
others,

Q. Let me direct your attention to the last paragraph in

column 14 of the Yanni '034 patent. The Yanni '034 patent

states, "Conversion of the free carboxylic acid functionat
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group of bromfenac to an ethyl ester (compound 14) also

resulted in a greater than 3 orders of magnitude decline in in

vitro cyclooxygenase inhibitory activity. However, when

tested for topical ocular antiinflammatory activity, the ethyl

ester showed significant inhibitory activity by reducing

plasma protein extravasation into the aqueous humor by 60

percent.” Do yau see that?

A. I'm hesitating to answer because, although I see that

wording, my understanding of the table is different.

Q. I'm just asking you -
A. The results in the table are different. It shows no real

difference in the table.

GQ. I'm just asking you if you see what the Yanni patent has

disclosed in colurnn 14 starting at that bottom paragraph

starting at approximately line 55. De you see that?

A. I see that statement, yes.

Q. The ethyl ester of bromfenacis a different chemical

compound from bromfenac, correct?

A. That is correct, yes.

Q. You would agree that the Yanni '034 patent describes

ophthalmic formulations of bromfenac derivatives and esters,
correct?

A. Sorry. Could you repeat that?

Q, Certainly. You would agree that the Yanni '034 patent

describes ophthalmic formulations of bromfenac derivatives and
United States District Court

Camden, NJ
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esters, correct?

A. It gives some very simple formulations, but that's not

whatthe patent is directed to.

Q. Okay. Let me direct you to your deposition transcript.

This is going to be the middie one, the February 16th

deposition transcript. And in particular, let me direct your

attention te page 239, line 3, through 239,line 12.

And I] asked you, question, "Well, you state in your

declaration that in 1995 Yanni described an ophthalmic

formutation of bromfenac derivatives and esters. Do you see
that?”

And you answered, "Well, I thought there was something

Tread in column 16. He gave example formulations. I'm

sorry. Whether -- the statement he described an ophthalmic

formulation of bromfenac derivatives and esters, I believe is

true, He talks about under 16, calumn 16."

That was your testimony, wasn't it, Doctor?

A, Yes, and I'm sorry, E thought you just said the same

thing, sorry.

Q. The claimed forrnufations of the '431 patent do not use

bromfenac derivatives and esters, do they?

A. The claim formulations of '431 patent, no, they do not.

Q. In your opinion, the Yanni '034 patent teaches that to
achieve penetration, high concentrations of bramfenac might be

needed, and the Yanni ’034 patent uses this as a starting
United States District Court
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point for formulation with esters and amides, correct?

A. They use that, yes, they use that for their starting

point, that's correct.

Q. In fact, in your opinion, the Yanni 034 patent uses

bramfenac as a jumping off point to develop other drugs such

as amfenac Formulations, correct?

A. They use it te explore the preparation of other drugs,

Q. Let's take a look at Table 1 of the Yanni ‘034 patent

which you discussed on direct exam. En particular, let me

direct your attention to the results in Table 1 of the in vivo

aqueous humor PGE2 accumulation assay, which are disclosed in

the second to last column. Sromfenac exhibited 98 percent

inhibition while compound number 7, compound number 8, and

compound number 9 also exhibited 98 percent inhibition in this

assay, and the 4-chlarea amfenac compound exhibited 99 percent

inhibition in this assay, correct?

A. Yes, I'd say they are all effective at inhibiting the
enzyme.

Q. Looking at Table 1 of the Yanni '034 patent, let me

direct your attention to the results of the in vivo

paracentesis protein extravasation assay, which are disclosed

in the fast column. Bromfenac exhibited 62 percent

inhibition, while compound number i6 also exhibited 62 percent

inhibition, compound number 15 exhibited 64 percent

inhibition, compound number 9 exhibited 65 percent inhibition,
United States District Court
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and the 4-chioro emfenac compound exhibited 72 percent

inhibitian in this assay, correct?

A. Isee that, yes.

Q. The Yanni '034 patent does not teach the use of

tyloxapol, correct?

A. No, it does not.

Q. Let me now direct your attention to the Hara reference,

which is DTX-110 in your binder. In particular, let me direct

your attention to the page bearing Bates number--

A. 120, sorry.

QQ. Oh, I apologize. Let me know when you're there,

A. I've got there now,

Q. Let me direct your attention to the page bearing Bates

number PROLG079164, and specifically to the first sentence of

the last paragraph of the right-hand cofumn beginning
"diclofenac sodium." You testified on direct exam about

various comparisons invalving bromfenac in the Hara reference.

Do you remember that?

A. Yes, Ido.

Q. The Hara reference explains that diclofenac shows

superior antiinflammatory efficacy fotlowing cataract surgery,
correct?

A. You stated it was -- I'm sorry, please make the statement

again, because I'm trying to read and listen to what you say
at the same time.

United States District Court
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Q. Certainly. Take a look at that first sentence and tell

me when you're ready,

A. Could you ask the question?

Q. Certainly. The Hara reference explains that diclofenac

shows superior antiinfammatory efficacy following cataract

surgery, correct?

A. [think it's a little bit more specific than that.

Q. In what way?

A. It suggests thatit's treating anterior ocular segment

information following cataract surgery, that's ail.

Q. Let me direct your attention to the next page bearing

Bates number PROLOG79i65, and in particular to the top

paragraph of the right-hand column. The Hara reference warns

that based on deaths from oral administration of bromfenac

sodium, that the drug is meant to be used for less than one

month, correct?

A. Isee that, yes.

Q. Please look at the previous page of the Hara reference,

again bearing Bates number PROLDO79164, and let me direct your

attention to the upper portion of the left-hand column, The

Hara reference discloses Bronuck ophthalmic solution, correct?

A. Sorry. I'm lost where you're directing me.

Q. Iapofogize. It might be easier to look on the screen.

You can look right underneath the box.

A. Okay.
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Q. When you're there, I'll ask you the question again.

A, Okay. Thank you.

Q. The Hara reference disclases Bronuck ophthalmic solution,
correct?

A. Thatis correct, yes.

Q. Please took back at the last page of the Hara reference

bearing Bates number PROLOO79165. Let me direct your

attention to the subheading Tips in using the drug, and in

particular to the first paragraph.
A. Yes.

Q. The Hara reference describes the Bronuck formulation as a

clear yellow solution, correct?

A. That is -- I see that, yes.

Q. The Hara reference nowhere mentions any precipitate or
cloudiness in the Bronuck formulation, carrect?

A. Thatis correct, yes.

Q. The Hara reference does not teach the use of tyloxapol,
correct?

A. That is correct, It's looking at the evaluation of the
drug.

Q. Okay. Let's now discuss your opinions on the category B
references you cited referring to benzalkonium chloride,

First fet's turn to the Desai '929 patent which is JTX-061 in

your binder, Let me know when you're there.

A. I’ve got there.
Unifed States District Court
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Q. The only two nonsteroidal antiinflammatory drugs
exemplified in the Desai '929 patent are sodium diclofenac and

suprofen, correct?

A. Thatis correct. While that's correct, it does specify
bromfenac in the detailed description of the invention.

Q.  Let’s take a [ook at your deposition transcript, and in

particular, the February 29th, the third one. In that

transcript let’s take a look at page 103, and in particular

lines 2 through 10.

Tasked you, question, "What are the two nonsteroidal

antiinflammatory drugs exemplified in the Desai patent?"

You answered, "Sodium diclofenac and sodium suprofen [

think it's meant to be, It's a mistake, though,it's a

spelling mistake. My eyes --"

And then I asked you, question, "Are they sodium

diclofenac and suprofen?"

And you answered, "Yes,"

That was your testimony, correct?

A. Exemplified, yes.

Q. The only nonionic surfactant exemplified in the Desai

‘929 patent for which data are provided is vitamin E TPGS,

correct? Do you need me te repeat the question, Doctor?

A. No, no. Again, my answeris the same, yes, it is the

only one exemplified, but it is mentioned in the detailed

description of the Invention.
United States District Court
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Q. The Desai '929 patent does nat teach the use of tyloxapol

in any specific example formulation, correct?

A. Notin an example formulation, no.

Q. The Desai '929 patent does not disclose any data for any

formulations containing benzalkonium chloride, correct?

A. That is correct, yes.

Q. In fact, the Desai ‘929 patent teaches that the most

preferred polymeric quaternary ammonium compoundis

polyquaternium 1, correct?

A. That's what the patent is directed towards, yes.

Q. You are not familiar with the chemical structure of

Polyquad, such as polyquaternium 1, correct?

A. I didn't remember the precise structure, no.

Q. The Desai '929 patent discloses, in your opinion, storage

stabie preserved ophthalmic compositions, correct?

A. That is correct, yes.

Q. The formulations disclosed in the Desai '929 patent, in

fact, did not have any stability problems, correct?

A. Sorry.

Q. The formulations disclosed in the Desai ‘929 patent, in

fact, did not have any stability problems, correct?

A. That's my reading in the patent, yes.

Q. Claims 6 and 20 of the '431 patent specify benzaikonium

chloride as the only permissible quaternary ammonium compound,
correct?

United States District Court
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A. That is correct, yes.

Q. Let's now discuss the Desai '876 patent which is JTX-201

in your binder,

A. Okay.

Q. Are you there?

A. Yes, Lam.

Q. The Desai ‘876 patent does nat teach the use of

tyloxapol, correct?

A. That is correct, yes.

Q. The Desai '876 patent uses vitamin E or vitamin E TPGS as

a surfactant, correct?

A. Yes, in combination with caffeine, yes.

Q. The formulations disclosed in the Desai '876 patent did

not have any stability problams, correct?

A. That is my understanding of the patent, yes.

Q. Let's now discuss the Wong reference, which is JTX-207 in

your binder. Let me know when you're there.
A. I'm there.

Q. The Wong reference teaches the use of flurbiprofen and

does not teach the use of Sromfenac, correct?

A. Specifically, it teaches flurbiprofen, although it's
directed towards nonstersidal antiinflammatories.

Q. The Wong reference does not teach the use of tyloxapol,
correct?

A, No,it does not teach the use of tyloxapel.
United States District Court
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Q. The Wong reference teaches lauraikonium chloride,
correct?

A. Which is a component of benzalkonium chioride, yes.

Q. The approach that the Wong reference tookis different

from the approach that the inventors of the '431 patent took

when formulating the claimed aqueousliquid preparations of

that patent, correct?

A. Yes, it is.

Q. Turn, if you would, to the Remington reference, which is

DTX-015 in your binder, and actually this is a portion of the

Remington reference about which you testified on direct exam,
correct?

A. Just one moment, please.

QQ. Certainly.

A. Yes, it is,

G. Let me direct your attention to the page bearing Bates
number DTX-015.5.

A. Yes.

Q. In particular, jet me direct your attention to the last

sentence of the paragraph beginning with the subheading

Quaternary Ammonium Compounds. It states, "Given the

alternative, it would be preferable to modify a formulation to

remove the incompatibility, rather than include a compatible

but less effective preservative." You testified about this

sentence on direct exam. Do you remember that?
United States District Court
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A. Yes, Ido.

Q. In fact, you would agree that an aqueous liquid

preparation of bramfenac could have sufficient preservative

efficacy as an eyedrop without containing benzalkonium

chloride if it contained a different preservative, correct?

A. I'd like to see where I said that, please,

Q. Take a look, if you would, at your first deposition

transcript, the September 4th transcript, and in particular

let me direct your attention to page 132, line 17, through

133, Line 2,

And I asked you, question, "My question is a little

different. Cauld an aqueous liquid preparation of bromfenac

have sufficient preservative efficacy as an eyedrop without

containing benzalkenium chioride?"

Then there was an objection.

And you answered, "The simple answer, which sounds a

bit facetious, is if you had a different preservative, of
course."

That was your testimony, wasn’t it, Doctor?

A. Tean't find that. Sorry.

Q. It's page 132.

A. Okay. Right. Okay.

Q. I'll ask it again. 132, line 17, telf me when you're
there.

So I asked you a question. My question is a little
United States District Court
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different. Could an aqueous liquid preparation of bromfenac

have sufficient preservative efficacy as an eye drap without

containing benzaikonium chloride? There was an objection, and

you answered: The simple answer, which soundsa bit

facetious, is if you had a different preservative, of course,

That was your testimony, wasn't it, Doctor?

A. While that statementis correct, it would be an

un-preferred -- it wouldn't be the preferred solution to the

probiem.

Q. You never qualified your testimony at your deposition,

did you, Dector?

A. I wouldn't have to look back now at everything to check
that.

Q. You don't rememberqualifying your testimony?

A. Not without reading the text.

Q. Let's now discuss the category C references you cited

discussing certain surfactants. First, let's turn to the

Sallmaan '913 patent, which is JTX-071 in your binder.

A. Yes, I'm there.

Q. The Sallmann '913 patent, in your opinion, does not show

any real data from anything, correct?

A. It shows noreal data from anywhere.

QQ. Yet you would admit that every formulator would rely on
biological data in making formulation decisions, cdrrect?

A. Biological data is important in deciding which particular
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drug to formulate, and once that decision is made, you would

not then expect a pattern of formulations of biological data.

Q. Take a look, if you would, at your February 29th
deposition transcript, and in particular, Page 41, Line 6,

through 13. Are you there?
A. Yes,

Q. asked you a question --

MS. RAPALING: J have an abjection. I'm just going

to make a completeness objection. This line of questioning

goes on through the bottom of Page 41.

MR. HASFORD: We will get to those remaining
questions,

MS. RAPALINO: I'm sorry, but I'm just asking that

they -- for completeness for this question, that he show the

rest of it, of the transcript through Page 41.

MR. HASFORD: Your Honor, if I may, ? intend to ask

her about whether a formulator will rely on chemica! and

physical stability data, that's what it goes to, and we will

go there if there is a need.

THE COURT: Okay. That's fine,
BY MR. HASFORD:

Q. asked you a question: Have you ever relied on

biological data in making formutation decisions?

Then there was an objection, and I said: You may
answer.

United States District Court
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And you said: IJ believe every formulator will be aware

of certain biological data when they are formulated, yes,

That was your testimony, wasn't it, Doctor?

A, While that statement is correct and I stand by it, 1
think it's being taken -- I think it's being misunderstood.

You wouldn't formulate an un -- biological data in a

formulation patent.

Q. You never qualified your testimony at your deposition,
did you, Dector?

A. Ididn't believe it would be used like this.

Q. You would admit that every formulator would rely on

chemical stability data in making formulation decisions,
correct?

A. Of course. They would want a stable formulation,

Q. You would admit that every formulator would rely on

physical stability data in making formulation decisions,
correct?

A. Again,if they want a stable formutation, yes.

Q. The Sallmann '913 patent does not teach the use of

bromfenac, correct?

A. No, it's directed towards a related nonsteroidal

anti-inflammatory.

Q. The Sallmann '913 patent discloses the superiority of
diclofenac potassium over diclofenac sodium, correct?

A. Can you direct me to whereit says that?
United States District Court
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Q. Actually, let me direct you to your deposition testimony

where you testified about this. In particular, it's in your

February 16th transcript, and actually --

A. only want to see whereit was in the patent.

Q. Well, first, first, let me direct you to --

MS. RAPALING: I'm sorry, is he withdrawing -- are

you withdrawing your previous question?
BY MR. HASFORD:

Q, Well, actually, let me withdraw my previous question.

I'm going to re-ask the earlier setup question.

Doctor, the Sallmann '933 patent does not teach the use

of broméfenac, correct?

A. Thatis correct. It is related to nonsteroidals.

QQ. Okay. The Salimann ‘913 patent discloses the superiority
of diclofenac potassium over diclofenac sodium, correct?

MS, RAPALINO: i'm just going to object. [ think

that Professor Lawrence asked it to be painted to that

statement in the patent in response to this question when it

was previously asked.

MR, RASFORD: Well, the statementis in her

deposition transcript. She's welcome to review as much of the

patent as she needs.

MS, RAPALENO;: £ don't think the question was about

the deposition transcript, it was about the '923 patent.

MR. HASFORD: The deposition testimony, 1 would
United States District Court
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represent to Your Honor, will support the answer that I'm

seeking from her,

THE COURT: Well, the pending question is whether the

'$13 patent supports the use of -- or discloses the use of
bromfenac,

MR. HASFORD: Well, the pending question now, she
confirmed that it does not teach the use of broamfenac. The

pending question now is the Sallmann "913 patent discloses the

superiority of dictofenac potassium over diclofenac sodium,
correct?

THE COURT: All zight. And so Or Lawrence may answer

it based on the patent.

A. There was a statement that has been demonstrated that,

for example, the ocular penetration of diclofenac potassium is

much superior in comparison to the corresponding diclofenac
sodium.

Q. Let me direct your attention to the claims of the

Sallmann '913 patent. All of the claims of the Sallmann °913

patent are directed to formulations of diclofenac potassium,
correct?

A. It states that, yes.

Q. Potassium salts and sodium salts are different salts,
correct?

A. They are different salts, correct.

Q@. You testified an direct exam about Example 15 of the
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Sallmann 913 patent. Let's take a look at it. Example 15 of

the Sallmann ‘913 patent discloses a formulation of diclofenac

potassium, correct?

A. That is correct, yes.

Q. The Sallmann "913 patent provides many other exarnples

besides Example 15, correct?

A. Tt contains a good numberof examples, yes.

Q. Let me direct your attention to Calurnn 5, Lines 39

through 40 of the Salimann ‘913 patent.
A. Column 5?

Q, Column 5, Lines 39 through 40, whereit begins:

Preferred preservatives,

A. Yes, I can see that.

GQ. The Salimann '913 patent names cetrimide, benzafkonium

chloride, benzoxonium chioride, and parabens as preferred

preservatives with none dDeing especially preferred, correct?

A. In the section you've highlighted, I agree.

Q. Let me direct your attention to Column 5, Lines 62

through 63 of the Sallmann '913 patent. Let me know when

you're there.

A. Yes, go on.

Q. The Sallmann '913 patent teaches cyclodextrin as a

stabilizer, correct?

A. Suchas, yes.

Q. Let me direct your attention to Column 4, Line 64 of the
United States District Court
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Sallmann '913 patent. Are you there?

A. Iam there, yes.

Q. The Salimann '913 patent teaches the use of tyloxapol as
@ solubilizer, not a stabilizer, correct?

A. Ituses the word "solubilizer," yes.

GQ. The approach that the Sallmann ‘913 patent took is

different from the approach that the inventors of the ‘431

patent took, when formulating the claimed aqueous fiquid

preparations of that patent, correct?

A. Inthe -- I can see they've used different excipients to

solve the problem, yes.
Q. _Let’s now turn to the Fu EP '984 reference?

A. Which is where, please?

Q. We're looking for the exhibit number. I apologize. It's

JTX-209 in your binder,

A. Okay.

Q. In particular, fet me direct your attention to Exampte 5,

about which you testified on direct exam. Specifically, I'd

like to direct your attention in Example 5 to thefirst

sentence, which begins, physical stability. Are you there?

A. Iam there, yes.

Q. The Fu reference teaches physical stability not

overcoming chemical degradation, correct?

A. This is -- this is dealing with physical stability, yes.

Q. You would agree that the two different stability issues
United States District Court
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described in the Ogawa '225 patent and the Fu EP $84 reference

are two different problems, and a person of ordinary skill in

the art would not conflate them, correct?

A. Chemical stability is obviously different than physical
stability, that's correct, yes.

Q. The Fu EP 984 reference discusses one specific example of

an NSAID,which is ketorolac trometharmine, not bromfenac,
correct?

A, But the patent is directed towards nonsteroidal

anti-inflammatories, but yes, the examples only mention
ketorolac,

Q. The most preferred nonionic surfactant used in the EP 984

Fu reference is Octoxynol 40, correct?

A. I think it actually says preferred example, but they do

say the preferred surfactant is Octoxynol 40,

Q.  Octoxynal 40 and tyloxapol are different chemical

compounds, correct?

A. That is correct, but they belong to the same class of
compounds,

Q. Let's take a look at your deposition transcript.

February 16th, and in particular, Page 159, Line 21, through

160, Line 2. I asked you:

Question: Octoxynol 40 and tyloxapol are not

identical, correct?

And there was an objection, and you answered: They're
United States District Court

Camden, NJ
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not identical.

That was your testimony, wasn't it, Doctor?

MS. RAPALINO: Objection. Improper impeachment, and

her testimony is entirely consistent here.
THE COURT: Sustained.

BY MR. HASFORD:

Q. Let's now turn te Example 5 again of the Fu EP 984

It's not inconsistent.

reference. Example 5 of the Fu EP 984 reference discloses six

ketorclac formulations, correct?

A. Yes, that is correct,

Q. The ketorolac formulations of Example 5 of the Fu EP 984

reference contain Octoxynol 40, polysorbate 80 or Merge 52,
correct?

A. I see that, yes.

Q. The Fu EP 984 reference does not disclose the pH of the
formulations of Example 5, correct?

A. Well, the Fu reference doesn't disclose the pH. All the
other examples are adjusted to pH 7.4 plus or minus .4. So

you would expect possibly.

Q. Well, let's take a took at your February 29th deposition

transcript, and in parlicular, Page 96, Line 6 through 14,

And I asked you --

MS. RAPALINO: Again, Your Honor, I'm just going to

object as improper impeachment, as with mast of these, is her

testimony here is entirely consistent with what she said at
United States District Court
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the deposition.

MR, RASFORD: Well, this testimony is not entirely

consistent at all, Your Honor. She just testified that it

would be possible to tell, and at her deposition she testified

that it would not be possible to tell. 1 think the transcript
will show that.

MS. RAPALINO:

of her testimony here, And again, she testified that it

I believe that's a mischaracterization

doesn't disclose the pH but ali other examples are adjusted to

pH 7.4 plus or minus .4, so you wauid expect possibly.

MR. HASFORD: And she certainly didn't --

THE COURT: It’s possibly inconsistent.
BY MR. HASFORD:

Q. Doctor, I asked you:

Question: Do the formulations of Example 5 of the FU

EP 984 reference have the samepHasail of the claimed

formulations of the patents-in-suit?

And there was an objection, and then you answered: It

is not possibie to tell what the pH of the formulations are,
becauseit's not recorded in the table.

That was your testimony, wasn't it, Doctor?

MS. RAPALINO: Objection. Right now, the claims at

issue in the patents-in-suit have no pH limitations, and so

this testimony has no relevance to the claims that are at

issue and is not directed to the same topic that counsel is
United Siates District Court
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asking about here teday, which are claims 6 and 20, with no pH
limitations.

MR. HASFORD: The question is still highly relevant,

Your Honor, 4S Mr. Lipsey explained in opening, the

compositions and their properties are one and the same

according to controlling Federal Circuit precedent and it goes

towards her opinions as to Fu.

THE COURT: Yeah, I'm not prepared to rule out pH as

being a relevant property here.

MS. RAPALING: It's net so much that the pH is

irrelevant in this case, It's that the question that he's

attempting to impeach with, refers to the pH of the claims and

there is no claim -~ there are no pH limitations in the claims

that Professor Lawrenceis testifying about teday,

THE COURT: Oh, okay. That's different.

MR. HASFORD: Notwithstanding the question itself

referred to the pH of the claims, Your Honor, she's -- the

question itself went to the pH of the formulations of Example

3 in Fu, and that's exactly what her testimony went to. So

that question would be applicable whetherit specified the

claims of the patents-in-suit or not.

THE COURT: No, the question has becorne irrelevant,

the deposition question, becauseit's indexing it to the same

pH as all of the claimed formulations of the patents-in-suit,

and we're down to two claims with no pHlimitations. SoI'll
United States District Court
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sustain the objection.

I'm sorry, I didn't understand it the first time.
MR. HASFORD: Let's now turn --

THE COURT: I'm sorry, let me explain one thing.

Maybe it's obvious. I'm not saying pH has somehow become

irrelevant in the case. I'm just saying this particular

question, which refers to pH, is in the claimed formulations
that are in suit has becomeirrelevant.

MR. HASFORD: I understand, Your Honor, certainly,

THE COURT: Okay.
BY MR. HASFORBD:

Q. Let's now turn to the Schott reference, which is JTX-199

in your Dinder. En particular, let me direct your attention

to the conclusions section on JTX-299.6 about what you

testified on direct exam. Specificaily, let me direct your

attention to the first paragraph, and in particular, to the
first sentence, where the Schott reference states that it is

discussing stabilizing emulsions, suspensions, ointments and

foams. Do you see that?

A. IT see that, yes.

Q. Emulsions, suspensions, ointments and foams are different

from solutions, such as the aqueous liquid preparations of the
'431 patent, correct?

A. That is correct, yes.

Q. The Schott reference does not teach Octoxynol 40,
United States District Court

Camden, NJ

 
36 of 95 sheets



05:10

05:40

05:10

05:10

05:10

05:10

05:10

05:14

05:11

05:11

05:14

05:44

05:11

05:11

05:11

05:14

05:14

08:14

05:11

05:12 20

05:12 21

05:12 22

05:12 23

08:12 24

05:12 25

aonOakWNa

05:12

05:12

05:12

66:12

08:12

05:12

05:12

05:43

05:13 9

06:13 10

05:13 41

05:13 12

05:13 13

05:13 14

06:13 15

05:13 16

05:13 17

05:13 18

05:13 19

05:13 20

05:13 21

05:73 22

04:13 23

05:13 24

05:14 25

oNOohwNS

37 of 95 sheets

correct?

A. It doesn't deal with Octoxynol 40, no.

Q. And you can put the Schott reference aside.

Td like to direct your attention now to DTX-196 in

your binder, abowt what you testified on direct exam. And in

particular, [et me direct your attention to the Page

OTX-196.93. Let me direct your attention to the entry for

Octoxynel 40, ophthaimic solution. Do you see that?

A.  Isee that, yes.

Q. As of the date of DTX-196, only one ophthalmic solution

containing Octoxynol 40 had been approved by the FDA, correct?

A. There was only one formulation listed in the active

ingredients list of this date, that is correct.

Q. As of the date of DTX-196, the only ophthalmic solution

containing Octoxynol 40 that had been approved by the FDA was

Acular, correct?

A. Idon't have the composition of Acular in front of me, so
Eean't confirm that,

Q,  Let’s tura now to DTX-196,158, And fet me direct your

attention to the entry for tyloxapol ophthalmic solution

toward the bottom of that page. Co you see that?

A. Isee that, yes.

Q. None of the ophthalmic sofution fermulations containing
tyloxapoi that are identified in DTX-196 is an ophthalmic

NSAID, correct?
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A. I don't have the information to be able to answer that

question.

Q. Let's take a look at the right-hand column that says

potency range. Do you remembertestifying about those entries

for tyioxapal ophthalmic solution on direct exam?

A. Ido,

Q, The potency range for tyloxapol in the ophthalmic

solutions identified in DTX-196 is a potency range, nat a

toxicity range, correct?

A. It's the rangeof concentrations at which that excipient
is used in the formulations.

Q. You may put that documentaside.

You testified on direct exam that Remington'sis, in

your words, the Bible. Do you rememberthat?

A. For pharmaceutical formulators.

Q.-You also acknowledged that a formulator, as of 2003,

would have looked te a different handbook, the Handbock of

Pharmaceutical Excipients, correct?

A. That's one of the reference sources they would have used,
correct.

Q. You are aware,in fact, that the third edition of the

Handbook of Pharmaceutical Excipients published in 2000,
correct?

A. E believe it will be the third edition. I don’t know,

Can't remember,
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Q. In fact, you have relied on the 2000 edition of the

Handbook of Pharmaceutical Excipients in connection with your
opinions in this case, correct?

A. That is correct, yes.

Q. In 2003, 4 person of ordinary skill in the art would have

considered the Nandbock of Pharmaceutical Excipients an

important reference for formulating an aqueous liquid

preparation, correct?

A. That would have been oneof the reference sources. There

are others, obviously,

G. In fact, in 2003, a person of ordinary skill in the art

definitely would have looked to the Handbook of Pharmaceutical

Excipients when formulating an aqueousliquid preparation,
correct?

A. As I've said, it's definitely one of the books they would
have used, be one of them.

Q. You, in fact, have written monographs in the Handbook of

Pharmaceutical Excipients on surfactants, correct?

A. Thatis correct, yes.
Q. The 2000 edition of the Handbook of Pharmaceutical

Excipients nowhere discloses tyloxapol, correct?

A. That is correct, yes.
Q. The 2000 edition of the Handbook of Pharmaceutical

Excipients nowhere discloses any Octoxynol, correct?
A. That is correct.
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Camden, NJ

402

Q. Let's discuss your opinions on cbvicusness-type double
patenting. Do you remembertestifying about that on direct
exam?

A. Yes, Ido.

Q. Let's bring up DDX-220 on the screen,

You testified that Claim 6 and 20 of the '431 patent

are, in your opinion, obvious over Claims 7 of the "290 patent

and Claim 6 of the '131 patent, correct?

A, Yes, I did.

Q. Let's bring up DOX-280,if we could. 8-0.

Claim 7 of the ‘290 patent and Claim 6 of the '431

patent both include the phrase “consisting essentiaily af,"
correct?

A. That is correct.

Q. Yeu understand that the phrase "consisting essentiaily
of means that Claim 7 of the '290 patent and Claim 6 of the

"131 patent are open to additional un-recited elements, so

long as they do not affect the basic and novel properties of

the claimed aqueous liquid preparations, correct?

A, That's my understanding, yes.

Q. You do not know, however, whether the aqueousliquid
preparations of Claim 7 of the ‘290 patent and Claim 6 of the

‘131 patent could include other quaternary ammonium

preservatives besides benza!konium chloride, correct?

A. Sorry, could you slow down when you say that, please.
United States District Court
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@. Certainly. You do not know whether the aguecusfiquid

preparations of Claim 7 of the '290 patent and Claim 6 of the

"131 patent could include other quaternary ammonium

preservatives besides benzalkonium chloride, correct?

A. Idon't understand what you mean by the way you phrased

the question.

MS. RAPALING: I'm just going to object in that it's

compound andit's a complicated question, and if he could just

break that down and perhaps direct the witness to the claims

you're referring to.

MR. HASFORD: Certainly. Yeah, I can direct the
claims.

BY MR. HASFORD:

Q. Se let's look at -- let's [ook at Claim 7 of the ‘290

patent, and you see the phrase “consisting essentially of”

there. Do you see that?

A. Yes, Ido.

Q. And youtestified that it's your understanding that the

phrase “consisting essentially of! means that Claim 7 of the

"290 patent is open to additional un-recited elements, so long

as they do not materially affect the basic and novel

properties of the claimed aqueous liquid preparations,
correct?

A. Yes, I did.

Q. You do nat know, however, whether the aqueous liquid
United States District Court
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preparation of Claim 7 of the '290 patent could include other

quaternary ammenium compounds besides benzafkonium chloride

that is recited in that aim, cozrect?

AL I'm sorry, I really don’t understand the question you're

asking me, that I don't understand or I don't know?

Q. De you know whether--

A, I don't know -- what did you say? Sorry.

Q. Let me ask it this way.
A. Yeah.

Q, Could the aqueous liquid preparation of Claim 7 of the

*290 patent include other quaternary ammonium preservatives
besides benzalkonium chioride?

A. Itis my understanding that Claim 7 of '290 patent could
do.

Q. Is that the same for Claim 131 of the -- sorry. Claim 6

of the ‘134 patent?

A. I'd have to see the claim.

Q. Okay. Let's take a look at the clairs, Let's bring up

Claim 6 of the 7131 patent. I think it's on one of her
slides.

MR. BAIRD: Can you give me2little more,

MR. HASFORD: Let's go through herslides. I don't

have it in my... Et locks like DDX-2-88.
BY MR, HASFORD:

Q. Claim & of the "132 patent includes the transition
United States District Court
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phrase, “consisting essentially of." Do you see that?

A. Isee that, yes.

Q. Could the aqueous liquid preparation of Claim 6 of the

‘131 patent include ether quaternary ammonium compounds
besides benzalkonium chloride?

A. It's my understanding that they could, as long as it

didn’t affect -- materially affect the basic and novel
characteristics of the formulation.

Q. Thank you, Becter.

Let's switch gears here.

MR. HASFORD: Actually, would this be a good time for
a break, Your Honor?

THE COURT; Sure, Okay. Let's take about a
10-minute break.

(RECESS TAKEN; 2:51 p.m.)
THE DEPUTY CLERK: All rise.

(OPEN COURT; 3:06 p.m.}

THE COURT: Se seated, please. Are we ready to
continue?

MR. HASFORD: Yes, Your Honor, J will be passing up

one exhibit. I want to revisit the witness's testimony with

respect to DTX-196, Your Honor. May I approach?
THE COURT: Yes,

MR. HASFORD: Thank you.
THE COURT: You're welcome.

United States District Court
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BY MR. HASFORD:

Q. Doctor, let me direct your attention back to DTX-196 and

then I'm going to ask you a quick question regarding PTX-265.

A. I'm sorry, DTX-1967
Q.  DTX-196.

A, Okay.

Q. And in particular, Page -- let me direct your attention,

Doctor, te DEX-196, and in particular, Page DTX-196.93,

Before the break, do you recall me asking you, as of

the date of DTX-196, the oniy ophthalmic solution cantaining

octaxynol that had been approved by the FDA was Acular, and

you testified that you were uncertain. Bo you remember that?

A, Yes, Ido.

Q. Well, for the record, I've handed you PTX+265, which is a

copy of the Acular package insert, that bears Bates numbers

PROLO332429 through PROLO332439. And in particular, let me

direck your attention to the front page and the paragraph

right above the subheading, Clinical Pharmacclogy.

A. Okay.

Q. Does PFX-265 refresh your recollection that Acular

contains Octoxynol 40?

A. Idon't rememberseeing this insert before, but
certainly, that's what this page would indicate.

Q. Bo you now agree that as of the date of DTX-196, the only

ophthaimic solution containing Octoxynot 40 that had been
United States District Court

Camden, NJ
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approved by the FDA was Acular?

A. Well, that would be the assumption, based on the

information you've given me.

Q. You understand that Acular is the commercial embodiment

of the Fu EP 984 reference, correct?

A. No, Idid not.

Q. The innovators of Acular sought and obtained approval of

a surfactant that had not been previeusly Hsted in DTX-196,
correct?

A, Lreally don't have the information to definitely say one

way or another.

Q. You may put those documents aside,

Look again at DTX-196.93, at the Octoxyno! 40

ophthalmic solution dine.

AL Okay,

Q, Is it fair to say that a company sought and obtained

approval of a surfactant in Octoxynoi 40 that had not been

previously listed in DTX-196?

A. Iwould be making judgments on things I don't have enough

information to make judgments. I can agree with you, there is

only one «+ apparently one compound that's listed, and you've

just shown me this, but I really don't know enough information

to necessarily put the two things together.

QQ. Weill, aside from the Acular package insert, let me just

direct your attention to DTX-196,.93 at the number 2 that
United States District Court
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corresponds to Octoxynol 40 ophthaimic solution. Do you see
that?

A. Yes, I do.

Q. Is it fair to say that based on the number one in that

line, that ane innovater sought and obtained FDA approval of a

surfactant that had not been previously listed in the FDA's

inactive ingredient guide?

A. I don't think I could say that on the information i have
here,

Q. Why don't you think you have enough information?

A. I don't know whether it waslisted in, for example, the

U.S.P. Pharmacopoeia at the time, and it got some sort of

acceptability for that. So I'm sorry, I don't have that
information,

Q. Prior to the one approval for Octoxynol 40 thatis

identified in OTX-196.93, would there have been any approvals

identified for Qctoxyno! 46 ophthalmic solution in the FDA's

inactive ingredient guide?

A. My hesitation to you is, I don't know whenthefirst date

this was started. So, for example -- and the earliest

formulations from a quick scan go back to 1980 -- 1997, So it

would depend when the guide was started, to be able to answer
that,

Q. Yeu don't know that information?

A. No, I don't know that information.
United States District Court
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Q. You can put that documentaside.

A. Okay.

THE COURT: Excuse me, May I askforclarificatian?

Gn this DTX-196,isn’t it a January 1996 document on Page
OTX-196.3?

MR. HASFORD: if looks like the date on the frant

page of the document, Your Honor, says 06-09-98, and I’m just
getting that based on DTX-196.1.

THE COURT: Well, I think that’s the cover letter.

MR. HASFORD: Of, okay.

THE COURT: But the documentitself on Page 3. See

where it says January, 1996?
THE WITNESS: Yes.

MR. HASFORD: Yes, I see that.
THE COURT: Would that have been the date of this

publication, then?

MR. HASFORD: 1 would assume, but I -- I don't know.

This is something that defendants provided.

THE COURT: And so whatit says is what was going on,

in terms of approvals by January of 1996?

MR. HASFORD: That's what i understandit to be, Your

THE COURT: Allright,

MR. HASFORD: The paint --

THE COURT: Is that Or Lawrence's understanding?
United States District Court
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THE WITNESS: That's my understanding, yes.

THE COURT: Okay. Thank you.
BY MR. HASFORD:

Q. Doctor, as of 1996, and 2003, there was one FDA-approved
ophthalmic solution containing Octoxynal 40, correct?

A. Can you confirm to me what year Acular wag first on the
U.S, market?

Q. Well, fet's take a look at the package insert, DTX-265
that I gave you.

MR. HASFORD: May [ hand up another document, Your
Honor?

THE COURT: Yes, of course,

THE WITNESS: Thank you.

MR. HASFORD: IT have two copies of this one.

THE WITNESS: Because the copyright is on 2001 for
this.

BY MR. HASFORD:

Q. Right, But let me direct your attention +- so far the

record, this is PTX-295, which bears Bates No. PROLO0B1123

through 27, and let me direct your attention to the entry for

Acular, which begins at PROLOG81126 through 27, and then in
particular, to the middle column, on PROLOO81127,

A. I'm afraid I can't read it on the copy I've been given.

Q,.9Our graphics assistant will highlight it on the screen

for you,

United States District Court
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THE COURT: We're all going to need eye drops soon.

(Laughter.)

MR. HASFORD: I apologize, Your Honor. Since the

print is so poor, we will just -- we will put this document
aside for now.

BY MR. HASFORD:

Q. Let's discuss your qualifications, Doctor. You testified

on direct exam about chemistry issues, yet you have never been

qualified by any court or by the U.S. Patent and Trademark

Office as an expert in chemistry, correct?

That is correct, yes.

You are not an expert in medicinat chemistry, correct?

No, I'm not an expert in medicinal chemistry.

You are not an expert in organic chemistry, correct?

No, although my laboratory routinely synthesizes novel

compounds, so I have some experience in synthetic chemistry,

Q. Take a look,if you would, at your deposition transcript,

your February 29th deposition transcript. This is gaing to be

Page 24, lines 15 through 20. I asked you,

Question: Have you ever held yourself out to the

public as an expert in organic chemistry?

MS. RAPALINO: Objection, Your Honer. Again, this is

improper impeachment. This is a different question that was

asked at her deposition.

MR. RASFORD: I believe she tried to say that she had
United States District Court
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expertise based on this laboratory work, where she testified

at her deposition she’s never held herself out as an expert in

erganic chemistry, Your Honor.

MS. RAPALINO: Right. £ think that the question of

whether you held yourself out to the general public as an

expert is different from whether you have expertise in a

particular area.

MR. HASFORD: I think naturally, Your Honor, if you

had expertise In that area you would hold yourself out as
such,

THE COURT: Well, i'm going to sustain the objection.

1 theught the pending question was, have you ever been

qualified as an expert in organic chemistry, and her answer
was a0.

BY MR. HASFORD:

You are not an expert in pharmacotogy, correct?
That is correct.

You are not an expert in ophthaimology, correct?
That is correct.

You have neverled any clinical testing on a

pharmaceutical product, correct?

A. That is correct, yes.

Q. You've also never designed any clinical testing on a
pharmaceutical product, correct?

A. That is correct, yes.
United States District Court
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@. You have never conducted any research on any bromfenac
product, correct?

A. That is correct, yes.

Q. You have never formulated any bromfenac product, correct?

A. That is correct, yes.

Q. You have never formulated any marketed drug product,
correct?

A. No, not a marketed drug product, no.

Q. You have never formulated any productfor treating an

inflammatory disease of the eye, correct?

A. Nota marketed product.

Q. You have never formulated any product atall for treating
an inflammatory disease of the eye, correct?

A. Sorry, I've never formulated any product at all.

Q. That's my question. You have never formulated any

product at all for treating an inflammatory disease of the

eye, correct?

A, If you mean a product that got to market, no, I have not.

QQ. I mean any product whetherit got to market or not.

A. I've done some consultation for pharmaceutical companies.

GQ. You have never formulated any product for treating an

inflammatory disease of the eye, correct?

A, Ihave made potential products for treating with
steroids.

Q. Let's take a look at your February 16th deposition
United States District Court
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transcript. Let me direct your attention to Page 35, Lines 14

through 18. I asked you:

QUESTION: You have never formulated any product for

treating an inflammatory disease of the eye, correct?

There was an objection,

And you answered:
ANSWER: Correct.

That was your testimony, wasn't it, dactor?

MS. RAPALINO: Objection, your Honor. I ask for

completeness, the question ang answer before that need to be
included in the record.

THE COURT: Okay. Can you read that, too, please?

MR. HASFORD: Certainly,
BY MR, HASFORD:

Q, QUESTION: You have never formulated any marketed
drug preduct, correct?

ANSWER: Correct.

A. Lunderstood that question to be referring to something
not to market, which is why J asked you to clarify just now.

Q, You didn't ask me to clarify at your deposition, did you,
doctar?

A. It was straight after a marketed Product so I assumed you
meant the same thing.

Q. ‘The exact question § asked you was:

QUESTION: You have never formulated any product for
United States District Court

Camden, NJ
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treating an inflammatory disease of the eye, correct?

And the exact answer you gave me was:
ANSWER: Correct.

Isn't that correct?

A. A product in my opinion is something that gets -- gets to
market.

Q. Aside from your work in this case, you have never

consulted for any party regarding any bromfenac product,
correct?

A. That is correct, yes.

Q. You never conducted any bench testing in connection with

your opinions in this case, correct?

A. Thatis correct, yes.

Q. You testified on direct exam about medical issues

regarding bromfenac, yet you do not practice medicine,
correct?

A. Idon't know what, other than it was used for a

particular medical use I mentioned.

Q. You do not practice medicine, correct?

A, No, I do not practice medicine.

Q. You have never prescribed medication te a patient,
correct?

A. No, I don't prescribe medication, I'm not a medic.

Q. You have not dispensed a medication to a patient in the

last 20 years, correct?
United Sfates District Court
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A. That is correct, yes.

Q. You have never dispensed any bromfenac product to a

patient, correct?

A. Thatis correct, yes.

Q. You have never founded or cofounded a pharmaceutical

services company, correct?

A. What do you mean pharmaceutical services?

Q. Co you understand my question?

A. Iwould like you to define what you meant by

pharmaceutical services, please.

Q. Wei, let me go to your deposition transcript of

February 16th.

MS. RAPALINO: Objection. I dan’t believe that

there's a question pending at the moment.

MR, HASFORD: Well, she asked me -- she told me that

she didn't understand it, your Honor, but she understacdit at

her deposition so I'd like to direct her to her testimony
there.

- THE COURT: I'll permitit,
BY MR. HASFORD:

Q. Take a look if you would at Page 35, Lines 20 through 22,
T asked --

A, Iwas just clarifying what you meant by pharmaceutical
services,

Q.  Lasked you:
United States District Court
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QUESTION: You have never founded or cofounded a

pharmaceutical services company, correct?

And you answered:
ANSWER: Correct.

That was your testimony, wasn't it, doctor?
A. see that.

Q. You testified on direct exam about regulatory

requirements, yet you have never been qualified by any court

or anybody as an expert in reguiatory law, correct?

A. No, Ihave not been qualified.

Q. You have never consulted for any party on any issue of

FDA reguiatory law, correct?

A. On FDA regulatory flaw? Thatis correct, yes.

Q. You are not a named inventor on any U.S. patents or
patent applications, correct?

A. Noton U.S. patent applications, no.

Q. You only ever filed two non-U.S, patent applications,
correct?

A. That is correct, yes.

Q. You have never filed a patent application dealing with

the use of bromfenac in a pharmaceutica! formulation, correct?

A, That is correct, yes.

Q. You have never filed a patent application dealing with

the use of tyloxapol in a pharmaceutical formulation, correct?

A. That is correct, yes.
United States District Court
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Q. You have neverfiled a patent application dealing with
the use of benzalkonium chloride in a pharmaceutical

formulation, carrect?

A. That is correct, yes.

Q. You have neverfiled a patent application deating with
formulating a stable aqueous liquid preparation, correct?

A. Thatis correct, yes.

Q. I'd Eke to conclude with questions regarding your
proposed definition of a person of ordinary skill in the art.

You did not cite anything in support of your proposed

definition of a person of ordinary skill in the art of the

*431 patent, correct?

A. That is correct, yes.

Q. In prepesing your definition of a person of ordinary

skill in the art, you did not consider the definitions that

any other experts have provided in other cases, did you?

A. Not at the time; I have subsequently done so.

Q. In proposing your definition of a person of ordinary

skill in the art, you did nat consider the definition that any

courts have adopted in other cases, correct?

A. Not at the time, no.

MS. RAPALING: i object on the ground of relevance to

what other courts in other cases about other patents, what

that has to de with the definition of the person of ordinary
skill in the art here.

United States District Court
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MR. HASFORD: I think -- 65:58

THE COURT: Well, in terms of what she consulted with 05:58

05:55

05:55

05:55

issue of solubilizing the sodium salt of bramfenac?

A. No, it is not.

TH permit it. 05:58

BY MR. HASFORD: 05:58
Q. Whatis the issue that -- what is the problem to be

addressed by adding a surfactantin this case?
05:55

05:56

05:56

05:56

05:56 9 A. No, lused my knowledgeat the time. 08:58 9 & Do you recalt that you were also asked a number of

Q. Twill ask the question again. 05:58 A. The problem that the addition of surfactants solves is

In proposing your definition of @ person of ordinary 05:58 overcoming this complexation between benzatkonium chloride and

skill in the art, you did not consider the definition that any 05:58 sodium bromfenac, it doesn't need the soluble the sodium
ONnnawn= ONOabkwD

courts have adapted in ather cases, correct? 05:58 bromfenac in that process.

05:56 10 MR. HASFORD: Nathing further at this point, your 05:58 10 questions about issues that a formulator needs to considerin

05:56 11° Honor. 05:58 11° deveteping a new drug product?

05:56 12 THE COURT: Okay. Thank you. 0659 12 AL Yes,Edo.

05:55 43 Redirect? 05:59 13 a. For example, you were asked about considering the issue
05:56 14 MS. RAPALINO: Yes, your Honor. 05:59 14©of the efficacy of a drug. Do you rememberthat?

15 (REDIRECT EXAMINATION OF JAYNE LAWRENCE BY MR. RAPALINO:) 05:59 15 A. Yes,Ido.

05:56 16 Q. Good afternoon, Professor Lawrence. Nice to see you 05:59 16 Q, Was bromfenac already a marketed product as of the

05:56 17 again. 05:59 17 relevant date here, January 2003?

65:56 18 A. Good afternoon. 05:59 18 A. Yes, it was, it was well known to be.

05:56 19 @. Bo you recall in the cross-examination Mr. Hasford asked 05:59 19 @. So did a formulator needto consider issues of efficacy
05:56 20 you about some deposition testimony where you used the word 05:59 20 in connection with bramfenac as of that date?

05:56 21 hindsight in answering a question? 05:59 21 A. No,it didn't, that would have been done in the

05:55 22 A. Yes, I did. 05:59 22 preclinical, pre-formulation work.

05:56 23° Q. Can you explain what you meant by hindsight? 05:59 23. Likewise, Mr. Hasford also mentioned comfort to the eye
05:56 24 A. What I meant was just putting myself back into that 05:59 24 as another consideration that a formulator would need to

05:56 25 particular period. 05:59 25 consider. Given that bramfenac was already a marketed product
United States District Court United States District Court
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05:56

05:56

05:56

06:56

05:57

05:57

05:57

05:57

05:57 @. And do yourecall that yau testified that it would have o&00 9 A, Ido.

Q. And what particular period did you put yourself back into 05:59 as of 2003, would comfort to the eye be a particular issue or

to do your obviousness analysis in this case? 05:59 challenge that the formutater would need to consider?

A, January 2003. 05:59

Q, Do you recall that Mr. Hasford also asked you some 05:59

A. It wouldn't be a particular challenge, no.

Q.=Naw, Mr. Hasford also mentioned during your cross that

questions about whether substituting tyloxapal into Example & 05:59 there were other considerations -- you testified there were

of the '225 patent would have had a material effect on 06:00 other considerations that a formulator might consider in

stability? 06:00

A. Yes, I de. 06:00

developing a new drug product, and one of them includes
ONOOhwNM= anoanhkwhyA

safety. Do you rememberthat?

05:57 no effect, no material effect on stability? 06:00 10 @. and again,in light of what was known about bromfenacin

05:57 A. Yes, Ido. 06:00 11 2003, would safety have you been a particular issue or

05:57 Q. Can you explain what you meant by a material effect? 06:00 12 challenge for a formufater?

05:57 A. Yes, 1 meant it would have no detrimental effect on the 06:00 13 A. No, it would not. Many of those conditions are important

08:57 novel and basic properties, characteristics of the o6:00 14 during development of a new drug, not the formulation of an

O8:57 formulation. o6:00 15 already established drug.

05:57 Q. Okay. Now, Mr. Hasford also asked you some questions o6:00 16 «a. Okay. And do ycu recall that you testified similariy
05:57 based on one of your publications where he quoted your 06:00 17 that some other considerations that a Formulator would

05:57 Publication as saying that there's no using a surfactant to 06:00 18=consider would be having sufficient viscosity to stay in the

05:57 increase the solubility of an already water soluble drug. Co o6:c0 19 eye, container stability, route of adrninistration -- and reute
05:58 you remember that? 06:00 20 of administration?

05:58 A. Yes, Ido. 06,00 21 A. Yes,Ido.

05:58 22 . And then he asked you whether the sodium salt of 06:00 22) @. And were any of those particular issues or challenges for

05:58 23  bromfenac was water soluble. Do you remember that? 06:00 23 bromfenac given what was known as of January 2003?

06:58 24 A. Yes, Ido. 06:00 24 A. No, they were not, it would have been routine for a

06:58 25 4, Is theissue that we're dealing with in this case the 06:0 25  formutlator at that stage.
United States District Court United Stales District Court
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Q. Now, do you recall that Mr. Hasford pointed you to the

Ogawa '225 patent?

A. Yes, Ido.

Q.9And that was JTX-147. Do you rememberthat?
A. Idon't remember the numbers.

Q. Bo you recall that you offered testimony about Example 6

of the '225 patent?

A. Yes, Ido.

Q. And Mr. Hasford asked you about whether there was any

repost in the '225 patent of any problem of claudiness or

complexation. De you remember that?

A. Yes, Ido.

@. And [ believe that your testimony was that there was no

report but it would have been obvious to a person of ordinary

skill in the art why there was no complexation reported. Da

you rememberthat?

AL Yes, Ida.

Q. In light of the ingredients of Example 6 of the '225

patent, what would a person of skill in the art understand

about why there was no complexation in Example 6?

A. They would have been aware of the problems of

complexation between benzalkonium chloride and bromfenac and

realized that the surfactant polysorbate 80 was there to

overcome those problems, Tf it wasn't there te overcome the

problems, there would be no reason for adding that surfactant
United States Disiriet Court

Camden, NJ

into the formulation,

Q. Okay. Thank you.

Now, do you also remember that Mr. Hasford pointed you

te JTX-168, which is the '034 patent?

A. Yes, Ido.

Q.=And specifically he pointed you to Table 3 in the '034

patent. Oo you rememberthat?

A. Yes, Ido.

QQ. And he had you compare results comparing bromfenac to

various numbered compounds in that table. Do you remember
that?

A. Yes, Ido.

QO. Were any of those numbers compoundsin patent marketed

pharmaceutical products as of 2003?

4, No, they were not.

Q. And given the option of formulating a product that had

already been a marketed product and had gone through safety

and efficacy clinical trials as compared to starting from

scratch with a new compound that hadn't yet been approved,

what would be the preference of the pharmaceutical formulator?

A. A formulator would always go with something that already

received approval. If not, they would have to put the new

drug through very expensive clinical trials.

Q. Now, Mr, Hasford also pointed you to what he

characterized as other approaches taken to the problem of
United States District Court

Camden, NJ 
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complexation. Do you remember that?

A. Yes, IT do.

Q.  Specificaily he asked yeu about the '929 patent, which

uses a preservative Polyquad in place of benzalkonium

chloride, Do you rememberthat?

A. Yes, Ido.

Q, Would a person of ordinary skill in the art have been

motivated to replace benzalkonium chloride with Polyquad to

solve the problem of complexation between an NSAID and
benzalkonium chloride?

A. No, it wouldn't have been the preferred approach, they
would have looked at modifying the formulation of benzalkoniym
chloride.

Q. How would 4 person of ordinary skill in the art know that

was the preferred approach?

A. Can look at the patent number?

G, Maybe I can direct your attention to DTX-15.,

A. There was two reasons why I think they wouldn't have used

the Polyquad approach, because there wasfar less experience

with the use of Polyquad, and coupled with the fact that

Remington suggests that it's always better to use the most

favored preservative, which is benzalkonium chloride, rather

than use a less favored preservative,

MS, RAPALING: Can I have one moment, your Honor?
THE COURT: Yes.

United States Disirict Court

Camden, NJ

(Brief pause.)

MS. RAPALING: Okay. I have no further questions,

your Honor,

i just want to take care of one housekeeping matter.
When I read the list of exhibits to be moved into evidence

with Professor Lawrence's testimony, 1 inadvertently omitted
JTX-209.

THE COURT: And which dacumentis that?

MS. RAPALING: It is the EP '984 patent.

THE COURT: Okay. Any objection to that being
received into evidence?

MR. HASFORD: No objection, yaur Honor.

THE COURT: Okay. JTX-209 is received into evidence.

(JOINT EXHIBIT JFX-209 WAS RECEIVED IN EVIDENCE}

THE COURT: Any short fellow-up within the scope of
redirect?

MR. HASFORD: We've got no recross, your Honor.

We have the same housekeeping issue, we want to make

sure all the exhibits we used on cross are entered. I have

PTX-265, PTX*295, and J think there may have been another one,

PTX -- the Xibram@® package insert.
THE COURT: 749?

MS. LEBIS: It's Bates No. PROL 0167921.

THE COURT: 0267921. I don't think it was qualified.

Did the witness lay a foundation for this as something she
United States District Court

Camden, Nd
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recognizes or is there any objection?

MS. RAPALINO: There is an objection. I don't think

there was any foundation laid for this document.

MR. HASFORD: Well, I don't believe there was. So

she testified that the package insert included the same U.S.

patent number as Ogawa, so she matched that up and confirmed

in fact the Ogawa patentis listed on that package insert,

your Honor, i believe that does lay the foundation.

MS. RAPALINO: Can I just ask for clarification which

exhibit you're talking about?

THE COURT: This one page Xibram@ package insert.

MS. RAPALING: Yeah, again, I don’t think there was

any foundation laid. It was just purely a matter of her

reading whether there was a patent number on the document.

MR. HASFORD: Well, counsel didn’t object at the

time, your Honor, we have argued that that objection is waived

then. I was able -- I asked the witness questions about the
document.

THE COURT: You asked her what's printed on this

piece of paper and she said what she said in termsof the

patent being listed, but { think she said that she hadn't seen

this before. So there may be another way to getit in, or

perhaps the parties can stipulate when the defense has an

opportunity to took at this, but through this witness there’s

an objection to foundation. I'll give you another opportunity
United States District Court

Camden, NJ

to lay a foundation with Dr, Lawrence.

MR. HASFORD: May I, your Honor?

THE COURT: Sure. I apologize, what was the PTX

number again?
MR. HASFORD: 749.

THE COURT: Thank you.

(RECROSS-EXAMINATION OF JAYNE LAWRENCE BY MR. HASFORD:)

Q. Doctor, do you recagnize PTX-749 as a copy of the package
insert for Xibrom@?

A. I've never seenit until today.

Q. Do you have any reason to believe that PTX-749 is not a

copy of the package insert for Xibrom@®?

A, Ihave no view either way.

Q. You've relied on package inserts in connection with your

opinions in this case, doctor, correct?

A. Treally haven't seen this one before, that’s all I can
say.

Q. Again, you've relied on package inserts in connection

with your opiniens in this case, correct?

A. I would have to check, but probably.

Q. Does PFX-749 look like the type of packaging insert you
would have relied on in connection with your opinions in this
case? 

A. Iguess se. I don’t know,

MS. RAPALING: Your Honor, maybe 1 can short-circuit
United Stafes District Court

Camden, NU
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this. I don't think we're gaing te have an objection to the

exhibit, we have all just seen it for the first time during

the cross-examination, if we could have same time, we might be
able to arrive at a stipulation to enter it into evidence.

THE COURT: Okay. The reason ? think that's the

better way to do it, the witness hasn't laid a foundation, she

can't say it is, she can't say it isn't, and that’s
understandable.

Also, this particular dacument's marked confidential.

With a package insert it couldn't be confidential, could it?

MR. HASFORD: Yeah,if it's a public package insert

with that confidentiality designation, it might have been put

there inadvertently. I'm nat sure.

THE COURT: The parties can track this downif it

remains in dispute.

But let me deal with the two documents that you have
moved in. You moved in PTX-265 and PTX-295.

MR. HASFORD: Correct.

THE COURT: And is there any objection to those or do

you need to consult?

MS. RAPALINO: I believe that they suffer from the
same issue. For PTX-265 I also believe that the witness

testified she hadn't seen that before. And I don't even

believe that 295, I don't think there was any testimony
élicited on PTX-295, 

onnumbhwn=
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THE COURT: That's correct. PTX-295, there is no

testimony, that was the PBR 54th addition.

MR. HASFORD: Maybe we can reach another agreement
with counsel on those because ! don't believe there should be

any legitimate dispute, these are what they purport to be,

your Honor. But we're happy to take care of that on the side
with counsel,

THE COURT: Okay. Actually the Acular® one might

well be incomplete because it seems to start with Page 4.

MR. HASFORD: Oh, your Honor, I think that's how the

FDA starts their numbering with any package inserts, at least
that's what we've seen.

THE COURT: Do they charge for thefirst three pages?
MR. HASFORD: I hope not, your Honor.

THE COURT: Do counsel have any other questions?

Because § may have one or two questions far the witness.

MR. HASFORD: I have no recross, your Honor.
THE COURT: So for now 265 and 295 are nat received

into evidence, PTX-265 and 295.

Now, throughout the trial I may ask a question here and

there, it's permitted by the Rules of Evidence. Butit’s also

permitted to counsel that you have a right ta object and for
me to rule at sidebar on any objection before the witness

answers. So don't be refuctant to object if you feel | might

be asking a question that is not comporting with the Rules of
United States District Court

Camden, NJ
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Evidence or what's relevant in the case. And I won't be

offended in the least, that's what the rules provide.

My question, doctor, is about your definition of a

person ordinarily skilled in the arts. Where does your

definition -» weil, could you repeat for me your definition of

a person ordinarily skilled in the arts -- a person of

ordinary skill in the art as # applies to this case?

THE WITNESS: Certainly. I used, based on my

experience of working with pharmaceutical companies and being

aware of the peaple who did formulation within these

companies, they were generaily Ph.D.s in pharmaceutical

sciences, often pharmacists, but often pharmaceutical

scientists as well, and they will have a year or two -- a

year -- a few years of experience, and that's how I arrived at

the definition from my own experience.

THE COURT: There's already been some testimony that

a person with a bachelor's degree and experience could well be

a POSA. Do you agree or disagree with that?
THE WITNESS:

samebody without a Ph.D. to be in that position, Although,

I think it would have been unusual for

obviously, if they had sufficient experience, that would

compensateit for that. But I do have a problem with their

definition of pharmaceutical chemist, chemist, I think that

would have been very unusual.

THE COURT: How does pharmaceuticai science differ
United States District Court

Camden, NJ
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fram pharmaceutical chemistry?

JHE WITNESS: That's a good question. Pharmaceutical

chemists tend to go and work in the medicinal chemistry side

of the industry, they'd be fooking at preparing new drug

molecules. Pharmaceutical science, you're correct, your

Hanor, does include pharmaceutical chemistry, but I'm talking

about pharmaceutical science related to formulation.
THE COURT: And so the formulators are the

pharmaceutical scientists in your view?
THE WITNESS: Yes.

THE COURT; Doesn't that set a very high bar for the

persons who are deemed to have such skill here?

THE WITNESS: I took that from my experience. And,

in fact, Professor Williams had that experience when he went

into working in formulation himself, he had a Ph.D.

THE COURT: And he didn't work in formulation, as far

as you know, before that date?

THE WITNESS: He's obviously better to qualify, but
that’s what his CV seemed to indicate.

THE COURT: Allright. Are there any follow-up

questions as to my questions? Beginning first with the
defendant who calied the witness.

MS. RAPALINO: No, your Honor, no questions.
THE COURT: Plaintiff?

MR. HASFORD: None from plaintiff, your Honer.
United States District Court

Camden, NY 
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THE COURT: Okay. And, Or. Lawrence, I think we've

reached the end of your testimony and you may step down,
Is Dr. Lawrence excused to return or is she -~-

MS. RAPALING: She's going to be returning for our

rebuttal case, but for now she is excused.

THE COURT: So, doctor, you may step dawn. Thank you
very much,

JHE WITNESS: Thank you.

(Witness Excused.)

THE COURT: Do you need five minutes to set up for

the next witness or are you ready to go?

MR. DINER: Just 4 couple of minutes to set up, your

Honor, and we're ready to ga.

MR. HASFORD: Well, we would requestclarification

from the defendants whether they concluded their case in
chief.

MS. HOLLAND: Your Honor, this is the last live

witness. However, as you know, there are deposition

designations, those are not going to go into the record until

the end oftrial, so we -- you know, we can't rest at this

point until all the evidenceis in, | would say, but this is
our jastlive witness.

THE COURT: Okay. So all that awaits is the

deposition designations?

MS. HOLLAND: Correct, in our case in chief, We
United States Disirict Court
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expect to put on a rebuttal case.

THE COURT: What I don't wantto see is a couple days

down the road that your real case emerges as a rebuttal case.

MS. HOLLAND: No, certainly not, your Honor.

Dr. Lawrence's testimony was essentially the evidence we're

putting in on our obviousness and obviousness-type double

patenting together with the deposition designations. The

rebuttal case will go to issues of secondary considerations,

which plaintiffs have the burden on, so they're going to ge

first on that and we will be replying to that,

THE COURT: Is that the parties’ understanding?

MR, HASFORD: Well, this was part of our concern,

your Honor, is that they would be holding back part of their

case in chief and trying to put it on in their rebuttal case,

If they're stipulating now before your Honor that they won't

do that, then that’s one thing, but that was our concernall

along. — guess the question arises, since they have no

further live witnesses, that a Rule $2 mation would he

appropriate at this point.
THE COURT:

haven't seen the deposition excerpts yet that are also part of

] believe it would not be because I

their case, Normally a Rute 52 at the point where a party
rests is fine. 1 think the short answer is the defendant

actually is nat resting yet. Buk aiso they have called their

last live witness, unless somebody fits the category of
United States District Court

Camden, NJ
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rebuttal.

MR. HASFORD: Respectfully, your Honor, would your

Honor sustain an objection to the extent they attempt to put

in additional evidence toward their case in chief during their

rebuttal case that they should have properly put in their case
in chief here?

THE COURT: i don't think I can rule 2 priori. It's

like any rebutta? situation, it has to be judged on its own
cGrcumstances. [ think there's at least two rules abaut

rebuttal, A, the same witness can't be called to give the same

testimony that they did before and just in a louder voice and,

8, that if a witness who praperly is part of the party's

direct case could have testified but wasn't called, then the

reason for calling that witness has to be something that

happened in the opponent's case that requires rebuttal and

wasn't anticipated,

MS. HOLLAND: Your Honor, maybe I can -- 7 think

there's some veiled language here that maybe we should just
air out,

So we put Dr. Lawrence on, she's our witness on our

case in chief. We have Dr. Heathcock who is a chemist, his

report camein in rebuttal to Dr. Davies’ report, so he's a

rebuttal witness based on the -- based on the order of the

expert reports that went in. And to the extent Mr. Hasfard

was trying to preview that, I just wanted to make sure that we
United States District Court
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were clear with your Honor, that Dr. Heathcock is rebutting

Dr. Davies' opinions on organic chemistry.

MR. HASFORD: I would ask your Honor that Dr. Davies

served a reply report to Or. Heathcock's rebuttal report.

There was some disagreement betweenthe parties as to whether

that reply report was proper, Plaintiff moved to strike it

but then per agreement with the parties ++ or defendants

moved, rather, to strike it. Per agreement of the parties

defendants withdrew that motion. So we would respectfully

request the opportunity to reply to anything new that they put

on through Or. Heathcock or anything from the other witnesses

that would have been properly in their case in chief.

MS. HOLLAND: Your Henor, 2 think we -- we withdrew

it as part of a larger deai on withdrawing a lot of motions.

And the phone conference that we had pretrial, I betieve I

asked the specific question about the order and you said

plaintiffs will go first and third and that defendants would

go second and forth, and that's what we understood the order
to be.

THE COURT: Yeah, And the fourth would be to rebut

new evidence that comes in --

MS. HOLLAND: Yes.

THE COURT: -- in the third stage.
MS. HOLLAND: Correct.

THE COURT: And the question we can probably resclve
United Siates District Court
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right now is whether Or. Heathcock's testimony would be seen

by the plaintiffs as being proper rebuttal to Dr. Davies, I

assume Dr. Davies will testify, and then within the field of

organic chemistry Dr. Heathcock will say this is why we don't

agree with Dr. Davies.

MS. HOLLAND: Exactly, your Honor.

MR. MUKERJEE: That's exactly right.

MR. HASFORD: Exceptit's our view, your Honor, that

that testimony as to the organic chemistry issue should have

come in in defendant's case in chief, and that's exactly why

Dr, Davies provided the reply report to Dr. Heathcock,

THE COURT: Well, I can see why it hasn't. I mean,

the defendants don't see this as an organic chemistry case.

MS. HOLLAND: Correct, your Honor.

MR. MUKERJEE: That is correct, your Honor.

MS. HOLLAND: That's why he's net in our case in

chief. That's why Or. Heathcock only came into the case at

all, to rebut Or. Davies, that's his sole function in the
case.

MR. MUKERJEE: Right.

THE COURT: No, [ think this makes sense. And

everybody is on notice what Dr. Heathcock's rebuttal testimony

is apt to be, since he has served the reports and they deal

with Or. Davies’ reports. Everybody knows Dr, Davies"

position with regard to what Dr. Heathcockis gaing to say,
United States District Court

Camden, Nd

438

too, because Dr. Davies does have a reply report that has been

served upon the defendants. It's just that there won't be a

fifth stage of the case, whatever Dr. Davies wants to say,

including whatever he anticipates is needed ta rebut

Dr, Heathcock, he'll have te say in this, call it stage three.

1 think that that's fair to both sides and it won’t unduly

prolong thetrial.

MS. HGLLAND: We agree, your Honor.

MR. MUKERJEE: We agree.

THE COURT: Is that okay?

MR. HASFORD: We can see how it goes, your Honor, but

in principle that may work.

THE COURT; I'll take that as a yes,

Well, it's like all things at trial, no one can

guarantea exactly what is going to happen in the trial. If

the circumstances change substantially, then If revisit this
situation.

MR. HASFORD: Thank you.

THE COURT: But I think that the defendants are

putting their cards on the table about what they anticipate.

Is there any otherlive witness you anticipate for
rebuttal?

MS. HOLLAND: Yes, there are, your Honor. There’s

Dr. Trat -- 'm sorry. Dr. Trattler is going to be

plaintiff's medical doctor witness. We're going te be
United States District Court
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rebutting that with Dr. Cykiert. As well, we have

Dr. Pranlukast, who is also addressing secondary consideration
issues.

THE COURT: And that's because on secondary

considerations, that's the plaintiffs’ --
MS. HOLLAND: Burden.

THE COURT: So I think that part makes sense.

MR. HASFORD: Just to be clear, your Honor,

plaintiffs don't technically bear any burden with respect to

defendants' defenses, so it's merely their awn to place

evidence an secondary considerations te further show that the
invention in fact was not obvious.

MS. HOLLAND: What I mean, your Honor, Is there's

nothing to reply to util plaintiffs put on their case. We

don't have to put on any evidence on secondary considerations,

i's aniy in the nature of providing anything plaintiffs put
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And the plaintiff is resting its direct case, except

for the depasitian excerpts which, by agreementof the

parties --

MR. HASFORD: Did you mean defendants, your Haner?

THE COURT: I'm sorry. The defendants are resting

except for the deposition excerpts.
MS. HOLLAND: Yes. And the exhibits that come in

with the deposition excerpts.

THE COURT: Allright. So I think that a Rule 52

motion would be premature,

MR. HASFORD: May we reserve on it?

THE COURT: And you car -- well, you have a

placeholder.

MR. HASFORD: Thank you, your Honor.
THE COURT: You've mentioned it and I've determined

thatit's premature. Sut, in any event, when all the evidence
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But there's nething to rebut on secondary

considerations until the plaintiffs put something on, so that

makes sense to me as proper rebuttal.
MR. MUKERIJEE: That's correct, Ans that's in

keeping, your Honor, with what you ordered for the
United States District Court
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presentation of proofs at trial, the last thing it says,

defendants shail present their evidence regarding lack of --

defendants shall present -- last present their evidence

regarding lack of secondary considerations.

THE COURT: And on the medical, is Dr. Cykiert a

proper rebuttal witness to Dr. Trattler?

MS. HOLLAND: Yes, Dr. Trattler is also on secondary

considerations, so it's the same issue as Dr. Prausnitz.

We'll rebutting whatever evidence comes ia on secondary

considerations offered by plaintiffs in the third stage.

THE COURT: Okay. So there is actually a lot more

live testimony to go from the defendants. It's just not part

of yaur direct case.
MS. HOLLAND: Correct. And 1 don't believe these are

going to be long witnesses.

THE COURT: All right.
MR, BASFORD; But that's ovr concern.

THE COURT: Well, they won't be fonger than 13 hours.

MS. HOLLAND: Your Honor, we are planning on keeping

to 13 hours, and we are assuming that plaintiffs are as well.

THE COURT: Okay. And, you know, by tomorrow

afternoon, we cat talk more about the time and how we're

doing.

Okay. So, again, this roadmap, this blueprint makes
sense to me.
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MR. HASFORD: Well, the question, your Kanar, is

whether, given the haur, we have the privilege issue that

needs to be resolved, whether it makes sense for Dr. Davies to

come on for just a short period of time and then have to go

back off the stand or whether it makes more sense for your
United States District Court
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Honor to adjudicate or at feast hear the argument.

THE COURT: Well, why don't we get started, and then

we'll end about 4:30, and J think the argumentwill be short

on the privilege issue. I should say that I don't think
either side should take more than five or seven minutes in its

argusnent on the privilege issue.

(Pause}

THE COURT: Okay. Shall we proceed?

MR. DINER: Yes, Yeur Honor.

May it please the Court, Bryan Diner on behalf of the

plaintiffs.

And, your Honor, in opening our rebuttal case, we
would like to call Dr. Stephen G. Davies,

THE COURT: Dr. Davies, please come to the witness
stand.

THE DEPUTY CLERK: Sir, can you please place your

left hand on the Bible and raise your right hand,

(STEPHEN GRAHAM DAVIES, HAVING BEEN DULY SWORN/AFFIRMED,

TESTIFIED AS FOLLOWS:}
THE WITNESS: I do.

THE DEPUTY CLERK: Please state your name, sir, and

spel! your first and last name for the record, please,

THE WITNESS: Stephen Graham Davies, S«T-E-P-H-E-N
D-A-V-[-E-S,

THE DEPUTY CLERK: I-E-S?

United States District Court

Camden, NJ

 
04/06/2016 06:15:00 PM



06:30

06:30

06:30

06:30

06:30

06:30

06:30

06:30

06:30

06:30

06:30

06:30

06:30

06:30

06:30

06:31

06:31

06:37

06:31

06:34

06:31

06:34

06:31

06:31

06:31

06:31

06:31

06:37

06:31

06:31

06:31

06:32

06732

06:32

06:32

06:32

06:32

06:32

06:32

06:32

06:32

06:32

06:32

06:32

06:33

06:33

06:33

06:33

ONMohono
3

10

i

12

13

14

15

16

17

18

19

20

21

22

23

24

25

aNoanhewNw=
9

10

11

12

13

14

15

16

17

18

19

20

21

22

23

06:33 24

06:33

04/06/2016 06:15:00 PM

25

THE WITNESS: That's correct.

THE DEPUTY CLERK: Thank you, Sir. You can be

seated. Please speak into the microphone.

(DIRECT EXAMINATION OF STEPHEN GRAHAM DAVIES BY MR. DINER:}

Q. Good afternoon, Dr. Davies. Would you please state your
address for the record.

A. My address is 7 Apsiey Road, Oxford, UK.

Q. And where are you presently employed?

A. At the University of Oxford.

Q. And what is your curreat position at the University of
Oxford, Dr. Davies?

A. Tam the Waynflete Professor of Organic Chemistry.

@. And how long have you been a facuity memberat the

University of Oxford?

A, I joined the faculty in 1980, so 36 years.

Q. Would you please describe the faculty positions that you

have held at the University of Oxford.

A. So, I wasfirst appointed as a University Lecturer which

is a tenure-track position, equivalent to an assistant

professorship in the U.S., I guess.

Twe years later, I gained tenure on the work we had

done at that stage.

I then stayed with the title University Lecturer,

that's a peculiarity of Oxford, but I was appointed Professor

in the mid-"90s, if not a bit before then, and then was
United States District Court
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appointed to the Waynflete Chair ten years ago.

Q, Is the Waynflete Chair a professorship chair?

A. itis, yes,

Q. And whatis the significance of becoming the Waynflete
Professor?

A. The Waynflete Chair is the only named chair in organic

chemistry at Oxford, It's one of the oldest chairs in the UK,

if notin the world. And it's a great privilege to holdit.

Q. And what, if any, departments within Oxford do you chair?

A. So, Oxford University Chemistry Department is one of the

largest in the world, and E was chairman of the whole

departmentfor five years up until about five or six years
ago.

Q. In whatfields, Dr. Davies, do you specialize in?

A. I'ma chemist, and within that, I specialize in organic

chemistry, but in all its aspects, and then within organic

chemistry, I specialize in synthesis, stereochemistry,

medicinal chemistry.

Q. Have you ever worked with carboxytic-acid-containing

compoundsas part of the work that you’ve done in chemistry?

A. think throughout my career I've worked with carboxylic
acids,

@. And have you worked with aqueous solutions of

carboxylic-containing compounds?

A. Thatis standard chemistry you have to do if you work
United States District Court

Camden, NJ 

06:33

06:33

06:33

06:33

06:33

06:33

06:33

06:33

06:33 9

06:33 10

a6:33 14

06:34 12

06:34 13

06:34 14

06:34 15

06:34 16

08:34 17

06:34 18

06:34 19

06:34 20

06:34 21

06:34 22
06:34 23

06:34 24

06:34 25

oNonhkwna

06:34

06:35

06:35

06:35

06:35

06:35

06:35

06:35

06:35 9

06:35 10

06:35 11

06:35 12

06:35 13

06:36 14

06:36 15

06:38 16

06:36 17

06:36 18

06:36 19

06:36 20

06:36 21

06:36 22

06:36 23

06:36 24

06:36 25

anOoaAhkoONo

Page 443 to 446 of 527

with carboxylic acids.

Q. For how long have you worked in the fields that you

mentioned previously?

A. We started since I started my independent work, and then

we built up expertise in those areas over the time, so that
would be since about 1978,

Deo you have a doctorate degree?

Ido, yes.

Ckay. And when did you obtain that?
I obtained that in 1976,

And how,if at all, has your work continued to the

present day? The work in the chemistry and that you do at
Oxford,

A. Well, we're still a very active group, working across the

fields I have mentioned to you. It goes on.

Q. Would you ~- let me hand you your binder. Please, would

you turnto PTX-160.
A. Yes.

Q. And can you identify that document for us?

AL That is my curriculum vitae.

Q. And does your C.V. accurately reflact your educational

work experience?

A, Lhbelieve so, yes.

Q. Would you briefly describe your educational background
following your gradvation from high schol?

United States District Court
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A. So, I went to the University of Oxfard in 1973 to study
for a B.A. in chemistry, It's a four-year course, so I

received my 8.A. in 19 -- so I went in 1969, I got my B.A. in

1973, after a four-year course.

And then I stayed on for my B.Phil., which is

equivalent to a Ph.D., and I received that two years later in
1975.

I then received a competitive research fellowship that

allowed me to go and work with anybody I chose. I chose to

stay in Oxford, but moved from organic chemistry to inorganic
chemistry in order to learn applications of metals and other

inorganic compounds to organic chemistry, That was a two-year

position, so that took me to 1977, when I received -- gained

another competitive research fellowship, a N.A.T.0.

fellowship, which I took to Paris to work with Professor Sir

Derek Barton on natural product chemistry, again trying to
broaden my research experience.

And after one year there, ft gave that up because I was

offered a tenure-track position in the French Scientific Civil

Service, and I held that position for two years before coming

back, being invited back to Oxford on the faculty there.

Q. What,if any, degrees did you obtain while you were in
Paris?

A. received in 1980 a second doctoral degree from the
University of Paris.

United States District Court
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Q. And in what area of science was that?

A. It was in organic chemistry.

Q. And what did you do then after you came back from Paris?

I think you were starting to mention that.

A. So, 1 set up an independent research career. I started

off as a University Lecturer, and then I've moved up from a

tenure-track to a tenure position to a professorship now to

the mein chair of an inergani¢ -- in organic chemistry.

Q. And, now, would you please briefly describe your research
work since 1980?

A. It's been in all aspects of chemistry, focussing on

organic chemistry, 50 we have a fot of collaborations across

other departments in the university and other parts of

chemistry. It's all to do with how to make organic compounds,

how do you control their structure and their shape, and how

these compoundscan he applied to biological systems and to

the development of drugs.

Q. Do you also teach at the University of Oxford?

A. Since I think 1976, I've taught at the University of

Oxford, part from the three years I was in Paris, but I've

been on the faculty and teaching on the faculty since 1980.

In the last ten years, my contract says I don't have to teach

anymore, but I choose to do a full teaching load,

G. And whatis it that you teach?

A. To undergraduates, in a tutorial based system, I teach
United States District Court
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the whole of organic chemistry. In terms of to the -~ to --

in terms of iecture courses, I can only teach the first course

in organic chemistry that they receive at the University of

Oxford; in fact, they get their first lecture from me. And i
also teach a course on aromatic and heteroaromatic and

pharmaceutical chemistry.

@. Do you teach abaut hydregen bonding as part of your

courses that you teach at Oxford?

A. It’s part of the very start of their career, so since I

give them their first course, I certainly do.

Q.=And is hydrogen bonding an aspect or a type of chemistry?

A. It's chemistry, yes, absolutely. Et's a fundamental part

of chemistry.

Q. Now, were you in the courtreom yesterday listening to the

defendants’ opening statement?

A. Iwas, yes.

Q. Do you recall that the defendants gave a PowerPoint

presentation about the theory of how NSAIDs would allegedly

complex with BAC, benzalkonium chloride?

A. Isaw that, yes,

Q. Could we put up -- before we get to the document I was

going to introduce, let me ask a few more questions.

T want te go back ta your graduate program that you

work within and with the students at Oxford. Do you work with

graduate students at Oxford?
United States District Court
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A. Ido, yes. Over the years, I've supervised more than --

well over a hundred doctorai students have come through my

group and graduated.

Q. And, Or. Davies, have you founded or cofaunded any

companies in the pharmaceutical area?

A. Thave, yes. They're listed in my curriculum vitae, on

the third page of that. I've been founding companies since

1992, And there's six or seven or more different companies
that are fisted there.

Q. And what do someof these companies do in terms of the

work or research that they do?

A. Weil, the first company I founded was Oxford Asymmetry in
1992; it's a limited company. That was a service company to

the pharmaceutical industry. It was there to provide

synthetic methods and, in particular, ways to make

single-handed molecules to improve drugs for the

pharmaceutical industry.

And in 1995, I founded a company called Oxford

Diversity Limited, another service-type company for the

pharmaceutical and the agrochemical industries, where we made

libraries of very large numbers, up to a million single

compounds for biological evaluation by pharmaceutical

companies.

T founded in 2000 -- and so these two would be drawn

together to a company called Oxford Asymmetry International,
United States District Court
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PLC, se it's & public company. At that stage, that was In

1998, we sold it in 2000. It's still going. It's a large

contract research organization these days.

2003, 1 founded a company called VASTox, which is now
called Summit Corporation, which is -- started off as a novel

way to screen moiecules for biclogical properties, drug-like

properties. Currently,it's cailed -- it's Summit

Corporation, which is listed on the Londen Exchange and on

NASDAQ,and that has -- that Is a drug -- drug discovery and

development company, has two compounds geing through the drug
development process, One is in Phase 2; the other one js in

Phase 3. The one in Phase 2 is for an orphan disease called

Duchenne muscular dystrophy. And the other oneis a novel

completely selective antibiotic against clostridiurn difficile.

Most recently, 1 founded a company called OxStem

Limited, which is fsoking at regenerative medicine, how do you

develop drugs for controlling cells within the bady to self

repair in disease states.

Q. What,if any, honors or awards have you received in

connection with your work?

A. As TJ also listed on my C.V., 50 there is -- over the

years, there is a significant list of awards for the work we

have been doing.

Q. Okay. There is an award on your C.V, called the Perkin

Medal. Do you see that?
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A. It's the Perkin Prize and Medal, yes, for organic

chemistry.

Q. Whatis that?

A. That's given by the Royal Society of Chemistry, London,

It's their most prestigious organic chemistry award, It's

basicaily a lifetime achievement award.

Q. And what, if any, scientific journais have you served as
an editor on?

A. Ehave been editor on a numberof journals, In fact, I

founded a journal in 1990 cailed Tetrahadon: Asymmetry. I

becamethe editor in chief at that time, and I'm still the
editor in chief.

I'm also on the board of the Tetrahedon publications,

which is a set of journais of which Tetrahedon: Asymmetry is

one, but the others are Tetrahedon, Tatrahedon Letters,

Bioorganic & Medicinal Chemistry, and Bioorganic Chemistry
Letters. And I have been on the editorial board of another -=

a number of others journals, as well.

Q. Would you please turn to plaintiff's trial Exhibit 632 in

your binder and identify that document?

A. That is mylist of publications.

GQ. And does yourlist of publications accurately reflect

your published research articles?

A. Well, it goes up to 568. But since the time this was

produced, I would have published four or five more papers.
United States District Court
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MR. DINER: Your Honor, plaintiffs would like to

proffer Dr, Davies as an expert in the field of chemistry.

THE COURT: Any objection?

MS. HOLLAND: i don’t have an objection to his

expertise in chemistry.

We obviously have an objection to the relevance of

his expertise te this case. I would be happy to voir dire on

that, your Honor, but I'm also happy to ask thase questions
later.

THE COURT: All sight. Perhaps save them for cross

and see what ground is covered on direct.

MS. HOLLAND: Okay. Yes.

THE COURT: Ail right. Then I'll certainly recognize

Dr. Davies as an expert in chemistry.
BY MR. DINER:

Q. Or. Davies, let's discuss the patent-ia-suit for a
moment.

Would you piease turn to JTX-001 in your binder, and

identify that document,

A. This is U.S. Patent 8,129,431,

Q. And if 2 refer te the U.S. Patent 8,129,431 as the ‘431

patent, will you understand what I mean?

A. Yes.

QQ. Ckay. Did you review the '431 patent in connection with
your opinions in this case?

United States District Court
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A. Idid, yes.

Q. And if you could please turn to Columns 11 through 14 of

the "431 patent, let me know when you're there.
A. I'm there.

Q. Did you review the claims at the end in Columns 11

through 14 of the '431 patent in connection with the opinions

that you've offered in this case?

A, Ereviewed the whole patent, including the claims, yes.

Q. Did you gain 2 general understanding, Dr. Davies, of what

is claimed in the 431 patent?

A. Yes, I did,

Q. And whatis your general understanding of what is claimed

in the '431 patent?

MS. HOLLAND: Objection, Your Honor. This is the

same objection I raised earlier. I mean, to speak about

what's generally claimed is problematic. Generally disclosed

in the specification is a different question, but the claims

are very particular and you can't speak about them in

generalities.

MR. BINER: Your Honor, he can talk about what the

elements are in the claim, and ] am only going to ask him as

for Claim 6, for example, can you describe generally what is

covered by Ciaim 6 of the *431 patent.

TRE COURT: Well, it's the same problem.

By wayof introduction, I'll permit it, but the
United States District Court
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claims are what the claims are.

And so what's the pending question again?
BY MR. DINER:

Q. As to Claim 6, Dr. Davies, what is your general

understanding of what that claim covers in the '431 patent?

A. Liquid aqueous preparation of bromfenac and tyloxapol for
ophthalmic use,

MS. HOLLAND: This is actually outside the scope of

his expert report, your Honor, believe it or not. Dr. Davies

really didn't look at -- didn't discuss anything about the

patents in depth. He just went right into the chemistry.

There is nothing in the expert repart that talks about Claims
6 or 20.

MR. DINER: Weil, your Honor, Dr. Davies was deposed

on his opinions and there was discussion in his deposition as

to the claims and what they generally cover. Ke offered

testimony on that. It should come as no surprise at this

point, and it's just Introductory. We're going to be getting

inte the chemistry in a second, your Honor.

MS. HOLLAND: Your Honor, Dr. Davies actually

testified at his deposition that he did net look at the

patents in detail. That was his question, So I'm therefore

going ta continue objecting te Dr. Davies giving any kind of

detailed testimony about the patents. It's not in the report,

and at his deposition he said he did not review the patents in
United States District Court
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detail. 06:51 Q. I'd ke to turn now to defendant's Exhibit DDX1-12. 1

THE COURT: Ail right. I think I’ve just sustained 06:54

06:49

06:40

06:48

06:49

06:49

06:49

06:49

06:49

06:49

06:49 40 patents in an averall sense and has a view as to,in an 06:52 10 be bromfenac, and an ion of benzalkonium chforide in solution?

believe, Dr. Davies, this is also in the leaflet of your

the objection. If it's not in the report and the deposition 06:51 binder there.

didn't have detailed testimony onit, he said he had not 06:51 Now, do you recall during the opening statement that

it. 06:52

MR. DINER: Actually, your Honor, he did say that he 06:52

slide was presented by defendants during their opening?

A. Wes, I saw it.

1

2

3

4

reviewed the patents to prepare his report, then T'll sustain 06:51 § you testified to earlier that you were presentat, that this
6

7

8

onoakwhy
considered the patents. Ke didn't review them in detail is 06:52 Q. Andin this slide, is it reporting an alleged

o what he said at his deposition, but he did consider the 06:52 9 complexation occurring as between an NSAID, which happens to

06:49 11 overalf sense, what the patents are directed to. 06:52 11 <A. ‘That's whatit is supposed to show.

06:49 12 MS. HOLLAND: Your Honor, again,it's not in the 06:52 12 ©. Okay. And wasit your understanding that as defendants

06:49 13 report. He gave specific testimony at his deposition that he 06:52 13 rolled this stide, because I believe it was an animatedslide,

06:49 14=wasn't here to talk about the patents. He doesn't know what 06:52 14 that whenthey formed the cornplex, they caused a precipitate

06;49 15 they sayin detail. He's only talking about the chemistry. 06:52 15 to develop in solution?

06:49 16 That appears over and over in the deposition. And I'm happy 08:52 16 A. ‘That's what wassaid.

06:49 17—to hand it up and showit to you, but I don't think there will 06:52 17 ©. Dr. Davies, can youtell usif that process,if it,

06:49 18 be disagreement on that. 06:52 18 indeed,is true, that they come together and form a complex,
06:49 19 THE COURT: Well, his testimony is going to be about 06:52 19 is a matter of chemistry?

06:49 20 the chemistry. 06:52 20 MS. HOLLAND: I don't -- that is not in the expert

06:49 21 MR. DINER; That's right. 06:52 21 report. I’m not sure I understand the question, So maybeif

06:49 22 THE COURT: If it's necessary to ask & question or 06:53 22 the question were rephrased, 1 could --

06:49 23—two about howit relates to why we're alt here,I'll permit 08:53 23 MR. DINER: Well, he's talked about in hig expert

06:49 24 it, but -- 06:53 24 reports about the likelihood of things precipitating in the

06:49 25 MR. DINER: Okay. 06:53 25 context of the complexation issue.
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THE COURT: In other words, it wil? be by way of 06:53

directing me to which terms and so forth he is addressing as 2 06:53
chemist. 06:53

MR. DINER: Okay. Fair enough. 06:53

BY MR. DINER: 05:53

Q. Now, Or, Davies, did you hear Dr. Lawrence testify 06'53

06:49 THE COURT: I'll permit it, If you woutd like to
06:50

06:50

06:50

06:50

06:50

06:50

06:50

06:50 9 AL Tdid, yes. 06:53 9 That's what chemistry is, as is the solution and

repeat the question.
BY MR. DINER:

Q. Dr. Davies, as we see in DDX1-12, the coming together of
the NSAID here identified as bromfenac with an ion of

benzalkonium chioride te form a complex, is that complexation

earlier about certain NSAIDs, bromfenac, diclofenac, 06:53 a matter of chemistry in your view?
aNfoakhwn= aonnokwh=

ketorelac, and flurbiprofen? 05:53 A. That sort of process, if it were to happen, is chemistry.

06:50 10 @Q. Did you hear Dr. Lawrencetestify that because each of 08:53 10 precipitation. It's all chemistry.

06:50 11° bromfenac,diclofenac, ketorolac and flurbiprofen possess a 06:53 11 QQ. And was it your understanding that defendant's pesition

06:50 12 carboxylic acid group, that they would be expected to behave 06:53 12 here is that the complexation is the reason or motivation for

06:50 13 similarly in solution? 06:54 13 how they are looking at the various pieces of prior art?

06:50 14 AL Lheard that, yes. 06:54 14 A. Iheard that, yes.

06:50 15 Q. Do each of bromfenac, ketorolac, diclofenac and 05:54 15 OQ. Okay. Now, going back to the testimonyoffered by Dr.

06:50 16  flurbiprofen include a carboxylic acid group? 06:54 16 Lawrence, did you understand thatit was her opinion that a

06:50 17 A. They do as one of other groups in each of them, yes. 06:54 17 person ofordinary skill in the art would expect that

06:50 18 @. And did you also hear Dr. Lawrence testify regarding the 06:54 18 bromfenac to form an insoluble precipitate with benzalkonium

08:51 79 preservative benzalkonium chloride? 06:54 19—chtoride in solution and precipitate out?

06:51 20 A, did, yes. 06:54 20 . That's what she said.

06:51 21 Q. Did you hear Dr. Lawrence testify that because each of 06:54 21 . Do you agree with that?

06:51 22 bromfenac, diclofenac, ketorolac and flurbiprofen possess a 06:54 22 . Idon't agree with that, no.

06:51 23=carboxylic acid group, they would be expected to interact in 08:54 23 . Whyis that?

06:51 24—solution with benzalkonium chloride and form a complex? 06:54 24 . I've not seen any evidence to suggest that would happen.

06:51 25 A. I heard that, yes. 06:54 25 . Dr. Davies, in your opinion, when oneis considering
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whether something like this would occur, what would the person

of ordinary skill in the art look at in terms of the molecules

that are involved in a complexation reaction like this?

A. You would have to look at the whole molecule, whole

molecules or ions being involved, you have to look at all of

the functional groups that are in those molecules, and you

have to look at the effects that would keep molecules in

solution or cause them to precipitate.

Q. And what else would you look at in terms of the molecules

that are in solution as to whether they would or would aot

precipitate?

A. You can't actually tell them until you do an experiment,

but you can compare molecules and you can look at whether they

are ionized, whether they form hydrogen bonds, what the

polarity of the various groups are, what the distribution of

the groups are, and what the shapes of the molecules are.

Q. And as between the compounds, the NSAIDs that we were

mentioning before, bromfenac, diclofenac, ketorolac,

fiurbiprofen, do you have an understanding of whether those

compounds are structurally similar or dissimilar?

A. The molecules contain different functional groups,

different heteroatoms placed in different positions. Ina

person of ordinary skill's view, I think that would be —- they

are certainly different molecules.

Q, And so what are someof the functional properties that
United States District Court
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the differences you just testifted to in structure can give
rise to?

A. Different hydrogen bonding abilities, differant

solubilities, different molecular weights, a whole variety of

different properties, physical and chemical,

Q. You mentianed hydrogen bending 4 moment ago. What in

particular is hydrogen bonding, generally speaking?

A. It's the interaction -- it normally occurs where you can

put up hydrogen atom in-between two heteroatoms, which a

heteroatom being an oxygen ora nitrogen most commonly, and it

forms an additianal bond that gives you stability.

QQ. Have you srepared a demonstrative to assist the Court

with your testimony in this regard?

A. Ihave, yes.

Q. Would you please describe this demonstrative in the

context of hydrogen bonding.

A. Certainly. So, to idustrate hydrogen bonding, ft picked

a very simple molecule, water, which is H,0, which I've drawn
on the top left of the screen. It has a hydrogen -- two

hydrogens bound to an oxygen atom.

Q. May£ interrupt you for a moment?

MR. DINER: Your Honor, may I approach the witness

and hand him a pointer?
THE COURT: Sure.

MR. DINER: I think it will assist the Court. Oh,
United States District Court
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you have one there. Okay. Thank you.

THE WITNESS: ive drawn the oxygen atom in red as a

red ball and the two hydrogens are the gray spheres. Water

has a molecular weight of 18, and at that molecular weight,

normally one might expect it to be a gas, but we all know that

wateris a liquid, and the reason wateris a liquid is the

water mofecules are held together by what are called hydrogen

bonds, and the hydrogen -- so I've tried to illustrate that on

the bottom feft here, And the hydrogen bond occurs when you

put a hydrogen, say that one, in-between that oxygen and that

oxygen, whenever a hydrogen ends up between twa heteroatoms,

exygen in this case, you get an extra banding. This water

molecule essentially bonds to the ether water molecule, That

water molecule bonds to that water molecule. So, you end up

with a chain of one molecule bonding to another, bonding to

another, bonding to another, and those bonds stabilize the

molecule, stabilize it so it is now 2 liquid holding those

water malecules together.
BY MR, DINER:

Q. Are those hydrogen Sands strong bonds?

A, They are strong hydrogen bonds, yes, strong bonds.

@. And what #s the implication of those bonds being strong
bends?

A. That you have to put energy in to break them andto split

the water molecules apart. So, for example, you have to
United States District Court
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put -- you have to put energy into water, liquid water, in

order to make it steam. That is breaking hydrogen bonds.

Q. Please continue with your description or your
explanation.

A. So, these types of hydrogen bonds are ane of the most

important reasons why molecules dissolve in water. And I

picked two functional groups in organic chemistry to

illustrate that. One is 3 carbony! group, which is this

structure on the tep row in the middle. It has a carbon atom

bound to two other parts of the molecule, and the double bond

Hustrated by those two vertical lines connect the carbon ta

the oxygen atom shownin red,

Q. Dr. Davies, may L interrupt a secend? The carbony? graup

that you have drawnhere, is that a basic chemical moiety?

A. It's one of the most common chemical functional groups.

Q. And as a chemicat functional group or meiety, does that
exist on the product bremfenac?

A. Itdoes, yes.
Q. Please continue.

A. So, this is an oxygen atom, When it dissolves in water,

when this molecule dissolves in water, if it dissolves, it

dissolves because a water molecule can put a hydrogen, one of

these hydrogens betweenits own oxygen and the oxygen of the

carbonyl and form a hydrogen bond. Likewise, another molecule

of water can form a second hydrogen bond to that oxygen atam.
United States District Court
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And those two bonds as shownin the middie structure on the

bottom, those two hydrogen, strang hydrogen bonds are what's

helped keep the molecule in solution,

Another common functional group is an amine. I've

drawn 2 primary amine, a nitrogen bound to two hydrogens on

the top right here. And this can also hydrogen bond, this

type of functional group, it can hydrogen bond, but in the

other way because the two hydrogens are nitrogen already.

Then what happens now whenit dissolves is water puts an

oxygen atom in a line, oxygen, hydrogen, nitrogen on the

left-hand one to form a strong hydrogen bond, so when this

primary amine with the two hydrogens, a nitrogen dissolves in

water, a water molecule forms a strong hydrogen bond to the

hydrogen on the left by placing its oxygen ina line from

between the oxygen, the hydrogen and the nitrogen, So, you

have two heteroatoms, oxygen and nitrogen this time with a

hydrogen in the middle.

Ft can do exactly the same on the right-hand side.

Another water molecule comes up, forms a strong hydrogen bond

to the hydrogen on the right. There's oxygen, hydrogen,

nitrogen now. That's the hydrogen bend. And that bonding

holds that type of structure, that type of functional group in
water, in aqueous solution.

Q. Now, the primary amine functional group that you were

just referring to on the right portion on theslide, is that
United States District Court
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alse a chemical functional group that exists on bromfenac?

A. Itis indeed,

Q. And so how,if at all, does this hydrogen bonding impact
the solvation of as anion such as bromfenac in solution?

A. Well, the more hydrogen bonds that a molecule or an ion

can form, the more solvated it will be and the more soluble it

will be and the less likely it will be to precipitate out of

solution with anything else or, indeed, on its own.

MR. DINER: I think it’s close to 4:39, your Hanor.

T think this would be a good breaking point.

THE COURT: It's a good time to break for the day

then, and so we will adjourn the trial portion until tomorrow

morning at 9:30. And why den't we take about a five-minute

break, aad then we will resume for the oral argument on the

appeal motion. Okay?

(Recess at 4:35 p.m.).
THE DEPUTY CLERK: All rise.

(OPEN COURT; 4:45 p.m.)

THE COURT: Be seated, please. Okay. I'd like to

convene oral argument upon the motion by Lupin and InnoPharma

appealing from Magistrate Judge Williams, February 10th, 2016,

discovery order. This is Docket Item No. 70 in the -- I think

in the lead case. But it applies to all -- all cases.

And 80 this is the defendant's motion. I've read your

papers, I have a few questions, and who will arque the case?
United States District Court
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MS. DAUGHTREY: Goodafternoon, Your Honor, Natasha

Daughtrey from Goodwin Proctor on behalf of the Lupin and

defendants. And so as Your Honor stated, we are appealing

Judge Magistrate Williams's order and request that the Court

order the plaintiffs to produce unredacted copies of these two

scientific reports or, at the very least, Your Hanor, we would

request that the Court review these quite shart decuments in

camera, which is what we believe is appropriate in the

circumstances such as this where the issue of privilege is
contested.

THE COURT: And I think the document that was

presented for in-camera inspection was net these reports, was

it? Wasn't it just the unredacted transcript of the

deposition?

MS. DAUGHTREY: Sa, Your Honor, I think at the tire

that we originally did this briefing, we didn't have agreement

with the plaintiffs on certified English translations of

Japanese documents, and so J have -- they're on our DTX list.

They were in the pretrial order. I can give you the cogies of

the actual document, which I think wil facilitate your
decision here.

THE COURT: Well, it might, Sut wouldn't it have

facilitated Judge Willlams's decision? You're asking me to

review what you presented to her and what she decided.

MS. DAUGHTREY: Yes, we offered, I believe on the
United States District Court
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teleconference, to send these documents to Judge Williams, and

she -- at that time, she requested that the alaintiff provide

the declaration from Ms. Kashida, and it might make -- that

might make sense why she didn’t have the documents because in

her order, she just said if Ms, Kashida's declaration falls

within the Bates range of the documents, you know, then I find

it privileged. But she didn't have the documentsin front of

her, you're correct.

She did have the portions of the unredacted transcript,

which I believe conveyed the -- some of the information that

was redacted, butit did not -- she did not have the full, you

know -- she did not have the full context for the documents,

because at that time, we didn't have certified translations or

an agreement with plaintiffs on that, and if we had been

allowed to conduct fuil briefing in front of Judge Williams,

we would have been happy to have provided it to her at that

time. But we weren't and, you know, she issued her decision
and so here we are.

TRE COURT: Allright. As to the transcript, are you

seeking that I should inspect it in camera, the unredacted

transcript of the deposition?

, MS. DAUGHTREY: Well, yes, you can review the
unredacted transcript, which 1 believe is part of the briefing

to Magistrate Judge Williams. But it would give you context

to view that in addition to the DTXs. They are on our DTX
United States District Court
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list. I have copies of them here. I can hand therm up to Your

Honor. They are redacted, but viewing, 1 think, Mr. Sawa’'s

testimeny about these documents, Ms. Kashida's declaration,

which I believe Your Honor already has, and the dacuments, it

would be an easy task for Your Honor to review them in camera
and make a decision on this.

THE COURT: Because the redactions in the + in the

documents are what was read into the record of the deposition,

at least most of them, I guess?

MS. DAUGHTREY: I believe it's partially or ail of

it, yes, that’s correct.

THE COURT: Now I know the existence of that, but

I've not inspected it, because I didn't think it would be

appropriate in reviewing something that wasn't inspected

below, I think one of the arguments or one of the issues

taday is, that you've raised is, whether it was an abuse of

discretion for the Magistrate Judge not to have inspected the

documents that you presented. So I've not inspected them,

i'm putting myself inte the position that existed at that time

in determining, with the appropriate standard of review,

whether Judge Williams erred,

MS. DAUGHTREY: Yes, we understand. And like I said,

we requested her to review these in camera and she declined
and asked for the declaration and then issued her order

without reviewing the documents.
United States District Court
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THE COURT: Now,is that within the Judge's
discretion to obtain a sworn statement from the -- the

attorney with actual knowledge of the communication?

MS. DAUGHTREY: Your Honor, T think in a [ot of these

cases, a declaration from an attorney or the recipient of

legal advice is used to establish the privilege. However, in

this case, the scientific reports at issue, they're not a

communication between Ms. Kashida and Mr. Sawa, they are a

report authored by Mr. Sawa. There's no evidence and I don't

think plaintiffs have made any evidence that this report was

ever forwarded to an attorney or anyonein the legat

department, andit's a scientific report, and so while Ms.

Kashida may very well be able to say that she provided certain

factual information to Mr. Sawa, she cannot -- she did not
establish in her declaration that Mr. Sawa didn't also obtain

that information fram a nonlawyer or, you know, any number of

people, and unfortunately, at his deposition, Mr. Sawa was

completely unable to recall really anything about these

statements, and so given that, we really can't determine,

plaintiffs haven't demonstrated what the source, the true

source of the information is in Mr. Sawa's scientific report.

Fram our view of the case law,it just doesn't satisfy the

standards for privilege.
THE COURT: Was Sawe asked whether he communicated

with the attorney?
United States District Court

Camden, NJ 

07:20

07:20

07:20

07:20

07:20

07:20

07:20

07:21

07:21

07:21

07:24

O7:21

07:21

07:24

07:21

07:21

07:21

07:24

O7:24

07:22 20

07:22 21

07:22 22

07:22 23

07:22 24

07:22 25

aNOooa&&Nh

07:22

07:22

07:22

07:22

07:22

07:22

07:22

07:22

07:22 9

07:22 10

07:22 11

07:22 12

07:22 13

07:23 14

07:23 15

07:23 16

07:23 17

07:23 18

07:23 19

07:23 20

07:23 21

07:23 22

07:23 23

07:23 24

07:23 25

onOakGha

Page 467 to 470 of 527

469

MS. DAUGHTREY: No, and I can -- well, 1 think you

already have the transcript. He was asked, did you write this

document? Yes. Is that your signature? Yes. Do you

recognize it? Yes.

When asked about the specific contested statements, he

didn't recall why he wrote it. He was asked if he had any

reason to disagree with the statements and he said, I dan’t

know, and ak that time, as Your Honor will recall, there was

no allegation that the information was privileged at all and

so we wouldn't have had a reason te probe whether that

information came fromm an attorney,

It was only -- 1 think it was close to an hour later

that the documents were clawed back, and at that point, it was

under the claim of privilege, without any explanation further,

And then I think it was six weeks later that plaintiff first

stated that the alleged privileged information came fram

Ms. Kashida and she was present at the entire deposition when

all of this questioning occurred.

THE COURT: And so neither party really staked out

Sawa's factual testimony about whether he did or didn't confer

with the attorney?

MS. DAUGHTREY: No, and I mean, he couldn't recall

the specific statements, so I would -- I think that

establishes that he didn’t know where the information came

fram. But we were never -- we did not specifically ask him,
United States District Court
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you know, did this statement come from an attorney ar

specifically Ms. Kashida or someone else. We didn't -- at the

time, we didn't think that they would be claiming privilege

overit because it had been produced and questions had been
asked aboutit,

THE COURT: Is there a reason that Judge Williams
should not have trusted the certification from Ms. Kashida?

MS. DAUGHTREY: So if you look at the certification

from Ms. Kashida,it -- really, there's one paragraph that's

two sentences that deals with this specific decumentat issue,

and she says that -- do you have 2 copy of it, Your Honor?

Would you like me to pass one up?
THE COURT: Ido. it's Exhibit D te the -- to the

February 25th submission. I have if,

MS. DAUGKTREY: Okay. So if you see in Paragraph 4,

she says: I provided Shirou Sawa, a researcher, with certain

legal advice which was redacted from these two scientific

reports for the purposes of submitting -- and the project --

that's the project name on these scientific reports for

planning documents and summary reports,

Now, even if we assume that Ms. Kashida recalis from

ten years ago telling Mr. Sawa the allegedly privileged

information, that deesn't mean that the only source of the

information was fram an attorney and therefore privileged.

Mr. Sawa could have learned this information from anyone, any
United States Disiriet Court
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number of people, and more importantly here, Your Honor, the

information is purely factual business information and the

case law is quite clear that even if you're getting

information from an attorney,it isn't privileged if it

relates to, you know, business strategies or commercial

aspects, And, you know, and if Your Honor would conduct an

in-camera review, I think it would be immediately apparent

that this is business as opposed to fegal advice,

And as a further paint, even assuming what Ms. Kashida

says is true and accurate, facts obtained from a third party

that you then convey to your client is not protected by the

privilege unless you're, you know, providing further legal

analysis of it.

And I know plaintff in their briefing, apparentiy

maybe recognizing that this issue of normal attorney/client

privilege does not apply, have asserted that the common

interest privilege would apply. But as you can see from

Ms. Kashida's declaration, she doesn't say that she received

this Information as part of a joint or commoninterest with

ISDA, an attorney at ISDA. She doesn't talk about that at alk

and so -- and that's required far the commoninterest

privilege to apply, and furthermore the commen interest

privilege does not apply if it's the conveyance of commercial
information.

THE COURT: Her declaration doesn't mention ISDA at

United States District Court

Camden, NJ

all, does it?
MS. DAUGHTREY:

THE CGURT: And she was a Senju Pharmaceutical legal

It does not.

department attorney?

MS. DAUGHTREY: That's correct. And the redacted

portions of the documents, and I can hand them to Your Honor,

around them,it talks about that this is related to ISDA's

stability testing or, you know, testing of a product obtained
from ISDA. The context of the document makesit clear that

this is something -- the unredacted portions of the dacument

make it clear that this is something related to ISDA, which is

a third party.

Sa, Your Honor, really, boils down to, from the

defendant's point of view, Ms. Kashida possibly received

business information from a third party, told it to Mr. Sawa.

Who knows if anyone else told it to Mr. Sawa. He putit ina

scientific report and that's just not privileged. That's
factual commercial information,

And I think, Your Honor, particufarly relevant here,

the Union Carbide case which we've cited in our briefing,

there's a sentence -- couple sentences in there, and thisis

on Page 1047 of the Union Carbide vy Dow Chemical case which is

619 F. Supp. 1036, and that's a District of Delaware case,

The Court said: The application of privilege in patent

tigation represents particular problems. Often patent
United States District Court
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attorneys perform not only the jegal functions of preparing

and prosecuting patent apptications, but evaluate the business

ramifications of the company’s patent position, as well. And

the Court goes on to say: Thelatter, it's just not

privileged. It’s business ramifications.

It might, you knew, be cloaked in the idea that has

somelegal aspect to it, but it's ultimately factual business

information from a third party in this case.

THE COURT; Allright. I don't think 1 have any

other questions at this time.

MS. DAUGHTREY: Thank you, Your Honor.

THE COURT: Thank you. Mr. Lipsey?

MR, LIPSEY: Sure, Your Honor. I mean, the fact of

the matter is that there was a procedure set forth for dealing

with this, there was plenty of time to deal with it. There

was a lot of paper exchanged. If they had wanted to put

something more before the Magistrate Judge, they could have

done that. They chose not to. And unless we are down to the

paint that the Magistrate Judge must always conduct an

in-camera review, the procedure which she foltowed is one that

is reasonably commonly fallowed in the circumstances of asking

for a declaration from the legal representative involved, and

it was provided, and the statement was made that the section

that was redacted embadied legal advice that had been given to
Mr. Sawa.
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THE COURT: Well, were the defendants really free to

send whatever they wanted to the Magistrate Judge? You've

raised objections that the defendants viclated the discovery
confidentiality order by using what they did,

MR. LIPSEY: They could have sent the unredacted

document, which they did net do. At least, I didn't see it in

the pleadings.

THE COURT: The unredacted document is what you are

claiming privilege for in -~

MR. LIPSEY: Oh, I misspoke. I misspoke. They could

have sent the redacted document. They did not is my

understanding. 1 think the only thing ~~

THE COURT: But they say the translation didn't exist
at that time.

MR. LIPSEY: I'm told they had -- they had a

translation of the deposition. We did not, is my

understanding, thus, the confusion over what was in the

document, which was then promptly clawed back.

THE COURT: Now, you're the party asserting the

privilege, of course. Do you agree that you have the burden

of establishing the privilege?
MR. LIPSEY: I think 2 have the burden of

establishing it within reason. I think I do not have the

burden of proving the negative and excluding all other

possibie sources for the information. We have here a
United States District Court
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declaration from the involved legai professional, that the

material that's in there embodied legal advice that she had

given. The document in which it appears, while it is a

technical report, it appears in the introduction of a sort

where material relating to matters that are not specifically

scientific that are embodied in the report might well appear.

And short of standing up here and telling you what's fn

the redacted portion, which, A, I can't do because we don't

want to waive the privilege and, B, as a matter of principle,

I think that what they reaily want you to do is they just want
you to read the document. This is not @ circumstance in which

they really have a quarrel with the claim of privilege or
what's been said aboutit.

They had it, they saw it and they want Your Honor to

see it and they've done--

JHE COURT: Well, isn't that something that should

give me pause? This is an unusual circumstance. They had the

decument for six months. They prepared to examine on it.

There was no attorney/client privilege asserted at the

deposition, as far as I'm aware,

MR. LIPSEY: I think we clawed it back immediately,

THE COURT: It was clawed back based on privilege,

MR, LIPSEY: Correct.

THE COURT: I don't know that it was announced that

United States District Court
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this is attorney/client privileged information that they could
have then asked Mr. Sawa about,

It became the basis of the clawback, I believe.

MR. LIPSEY: I was not at the deposition, I

understand from mycolleagues, that that was the basis an

which they clawed the document back.

MS. BAUGHTREY: Your Honor, I think -- I think

Mr. Margolis was taking the deposition. He asked Mr. Hasford

whatis the basis far the privilege. Mr. Hasford said,

privilege, I'm not going to explain it anymore. So we had no

way to move forward and probe that and they had clawed the

document back at that point and asked us to immediately

destroy all capies.

So we woulda't have been able to go through this

process and establish with Mr. Sawa, and plaintiffs could have
submitted a declaration from Mr. Sawaif there would have been

any evidence to support their claim here.

MR. LIPSEY: They already got the testimony from

Mr. Sawa that he didn’t recall the event. There isn’t any

testimony from Mr. Sawa. They know that,

THE COURT: So there's no support from Mr. Sawa for

the proposition that this fs privileged. Is that --
MR. LIPSEY: There is no recollection of Mr. Sawa.

Thereis -- itis in a place in the document where a
communication from counsel in an athenwise technical document
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might reasonably appear. It has been sworn by the Japanese

denrishi that it, in fact, embodies legal advice that she did,

in fact, give and it -- short of having an in-camera

inspection, I don't know what more I can say about it. And

unless the Magistrate Judge was required ta have conducted an

in-camera inspection, which I don't believe the law requires,

I don't think -~ 1 guess -- let me just briefly touch on some

things that were said several times in the papers.

And thatis, they say they want this because it

undermines plaintiff's contentions that the patents-in-suit

were developed ta make needed improvements onits prior

formulations. The decument in question is dated in 2006. Fhe

patent application wasfiled fully and completely in January

of 2003. It doesn't even bare on why the work was done that's

in the patent that wes done much earlier and filed much
earlier.

So i have no doubt that they want to use it. I --1

don't believe there's been established any basis for reversing
the Magistrate Judge here. The procedure that was used is the

one that is customarily used, or at least not infrequently

used, and we would ask Your Honorto affirm the Magistrate
Judge.

THE COURT: And so, are you == are you arguing that

the decumentitself is irrelevant, and that shauid end the --

end the inquiry? Because it comes after the formulation of

United States District Court
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the -- after the application for the '431 patent?

MR. LIPSEY: [am arguing that in additian to the

fact that an adequate demonstration of privilege was made. In

other words, it cannot, because of its sequence in timing and

as they say, its subject matter relate to what the purpose of

the work that was embodied in the patent was.
THE COURT: And also Ms. Kashida did not come on

board until 2006, and so I assume thatit's not based upon her

prior experience with the eartier application,

MR. LIPSEY: Correct, Your Honor, she --

THE COURT: Now, should | accept her conclusion or

should Judge Williams have accepted her conclusion that this

is legal advice as opposed to business chatter?

MR. LIPSEY: I believe it was within the discretion

of the trial Judge to accept that. Not trial Judge, the

Magistrate to accept that. And unless, as we say,it is to be

a matter of routine that the Magistrate Judgeis required to

conduct an in-camera review, I think that we need to -+ to
honorthat discretion.

THE COURT: Normally, this would be a very easy call

for me, and I would tend to agree with you. There are

different ways of handling such a privilege dispute, What

gives me pause here is that the defendants actually know the
contents and they're characterizing it as business

information, and they're saying that if it had been inspected,
United States District Court
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it would have become obvious that it was business information,

that there's not some legal issue that this scientist,

Mr. Sawa, is addressing. It's not authored by a lawyer, but

rather,it's in his scientific report,

MR. LIPSEY: Your Honor, I have wrestled since you

announced you wanted te discuss this, with how J can

communicate to you seme information about the nature of the

communication without being accused of waiving the privilege,

and without my own statement being offered into evidence

against my client. I can‘t think of a way to do that, other

than to say that ++ that the text does reference patent

matters, as the benrishi said.

THE COURT: Well, patents are also part of the

business, aren't they? How much are we going te spend to

develop, you know, further research or haw much ~~ how much

effort are we going to put inte this particular product line

where we have Patents A, B and C. Those are business

decisions, aren't they?

MR. LIPSEY: | think I can fairly tell you without

waiving the privilege, because J] can tell you what's net in

there and there's nothing about money in there, There's

nothing about expense. Hypothetically, as you've given me a

hypothetical, hypothetically, if a lawyer were to opine about

what was covered by a patent, that would be legal advice. If

the lawyer were to opine about what's covered by a pending
United States District Court
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application, that wauld be Jegal advice.

These are things that patent lawyers woutd legitimately

communicate to their -- their clients, and the fact that
Mr. Sawa didn't recall where the information came from doesn't

changeit fram being the kind of information in my

hypothetical -- well, in the hypothetical, that's the sort of

thing that might well be included in things like that. There

are lots of explanations for this document that are benign.

I'm not suggesting, and I understand Your Honer’s point, you

know, that sometimes, there is a, you know, a commingling of

things that are clearly patent and a cammingting of things

that you could argue are more strategic. When they are

inextricably intertwined, the privilege attaches, and all I

can do by way af hypothetical is to say that there are

situations of that nature where the privilege would properly

apply, as described by the witness.

THE COURT: Well, § do feef a little left out because

everybody in this courtroom but me knows whatit says.

(Laughter.}

THE COURT: It's hard to decide this, imagining what

it might say when your adversaries, who are honorable

attorneys that said they've readit, it was in their hands for

six months and they're characterizing it one way and you're

characterizing it a different way, and I'm reviewing a

decision of a Judge who didn't read it.
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MR. LIPSEY: I mean,if 1 may, Your Honor, my
understanding of what happens when there’s been an inadvertent

producticn, is the proceeding is supposed to proceed as if

nobody had seen it. Because frankly, using what you have

learned from what you saw in order to gain accessto it is

improper. And some of these statements skate perilously close

to the line. So 1 think for that reason, it should not be

treated as a special situation. It should be treated as a

garden-variety situation where a dispute has arisen and that

the Magistrate has taken steps that the Magistrate deemed

appropriate for ascertaining the applicability of the

privilege, and that the Magistrate's discretion in that regard
should be sustained.

THE COURT: I assume there's no dispute by either

side that a benrishi tegal advice is subject to the same

protection as if she were an attorney and that the choice of

law here is U.S. laws of attorney/client privilege and not

Japanese law?
MR. LIPSEY: I believe the East Side case dealt with

the fact that there is a privilege recognized for benrishi in

Japan and that the U.S. law is that such orivileges are

recognized. Excuse me.

THE COURT: Do you agree, Ms. Daughtrey?

MS. DAUGHTREY: | agree,if the privilege meets all

of the other requirements, for example,if it's not factual,
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business information, if it was a communication between the

attorney and the client and if it wasn't just 4 third party's
recitation of facts to a benrishi who then tells it to a

scientist,

THE COURT: If Ms. Kashida's certification is heid up
to the -- ta those standards, is there an element that's

missing?

MS. DAUGHTREY: Yes, Well, you can see on their

face, Your Honor, that it's not an e-mail between Ms. Kashida

and Mr. Sawa, and [I think when you alluded to the fact that

this is an unusual situation, that's what you meant. Most of

the time attorney/client privilege is claimed, it's a

communication between an attorney and a client. And here,

this is a scientific report that Mr. Sawa offered. There's no

evidence that, you know, it was drafted by Ms. Kashida or

Mr. Sawa sent it to Ms. Kashida. It's just his dacument and

so their only claim of privilege really rests on that this

redaction -- redacted information came from Ms. Kashida, and
that that's the communication.

But in circumstances such as that, the case law has

held, there's kind of a higher standard for demonstrating that

it's an attorney/client communication and you have to

demonstrate that the communication from the attorney ta the
client would not have occurred but for the need for the client

to obtain legal advice. And you don't see anything in Ms.
United States District Court

Camden, NJ

 
04/06/2016 06:15:00 PM



07:43

07:43

07:43

07:43

07:43

OF:4g

07:43

07:43

07:43

onoakws=
9

07:43 10

07:43 11

07:43 12

07:43 13

07:44 14

07:44 15

07:44 16

07:44 17

07:44 18

07:44 19

o7:44 20

07:44 21

07:44 22

07:44 23

07:44 24

07:44 25

07:44

O7:44

07:44

07°45

07:45

07:45

07:45

oF:45

07:45

aNAahkond=
9

07:45 10

07:45 11

07:45 12

07:45 13

o7:45 14

07:45 15

07:45 16

o7:46 17

07:46 18

07:46 19

07:46 20

07:46 21

07:45 22

07:45 23

07:46 24

07:46 25

04/06/2016 06:15:00 PM

Kashida's dectaration about that.

And I can tell you the case law that discusses that

issue, if you'd like, it's the HPD v. Clorox case, 202 FRD 410

414. That's a District of New Jersey case. And so, you

koaow, I think Your Honor, while an in-camera review may not

always be necessary, in a unique circumstance such as this

where there’s no objective indicia -- | hate to use that word

in 2 patent case -- but there's no indicia or: the face of the

documentthatit's privileged, and the parties contestit,

like you said, defendants characterize this as factual

information, plaintiffs argue Ms. Kashida's statement thatit

is legal advice. In-camera review would be wholly appropriate

and very easy to resolve the dispute.

And in terms of the in-camera review, the matter of

Grand Jury 603 F. 2d. 469 is a Third Circuit case, 1979 -- oh,

I’m sorry, I misstated that, it's United Coal v. Powell, 839
F. 2d, 958 Third Circuit 1987.

The Court stated the proper procedure when there's a

dispute such as this regarding privilege is in-camera

inspection.

MR. LIPSEY: That is too slippery a slope, Your

Honor. The fact of the matter is, we have sworn testimony

that the statement embodies legal advice from a company lawyer

to a company employee. It is embodied in the writing of the

company employee which went at least to his director of
United States District Court
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applied R and D laboratory, who is also a signatory on the

decument. The conduit theory makes quite clear that the, you

know, communication of legal advice from one person

personifying the client to another personifying the client is

a perfectly legitimate thing to do.

The Third Circuit case In Re Telegiobe that wecited, I

think makes clear that the privilege applies to any

communication that satisfies the following elernents. It must

be a communication made between privileged personsin

confidence for the purpose of obtaining and providing legal

assistance for the client, and it is described as such by

Ms. Kashida and the idea thatit is then embodied in a report

that gces at least to Mr. Sawa's supervisor does not causeit

not to be privileged. There is nothing suspicious about that
transaction.

THE COURT: I assume Mr. Sawa doesn't say in the

redacted information: A lawyer told me that, da-da, da-da.,.

MR. LIPSEY: I can tell you without waiving a

privilege that it doesn’t say that. I can tell you that it is

the type of information that routinely comes from patent

lawyers,

MS. DAUGHTREY: And, Your Honer, information that is

publicly available, even if it's conveyed by an attorney would

not be privileged, And so even in a hypothetical situation

that Mr. Lipsey is referring to, if the information is
United States District Court

Camden, NJ 
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otherwise publicly available, wouldn't be orivileged,

For example, if -- for example,if an attorney told

someone that a package insert, you know, document reflected

that that product was covered by a certain patent, well, the

package insert is publicly available, so you wouldn't be abie

to shield that information by having an attorney convey those
facts.

MR. LIPSEY: If it's publicly available --

THE COURT: But if -- if you're aware of pubiic

information that covers this same ground, why don’t you just

use that and you can forget about penetrating the privileqe?

MS. DAUGHTREY: Soit's my understanding that their

claim of privilege partially relates to public information.

Not afl of -- net all of the redacted information is public,

but | think their claim of privilege relates to information

fram a third party that was publicly available, and they're

trying to protect their business motivations for some of their

research and development.

MR. LIPSEY: Six years after -- three years after the

patent was fited. The argumentis, it’s relevant to why the

invention was made. A documentthat's written three years

later cannot possibly bear on that issue.

MS. DAUGHTREY: Your Honor, I think you'd agree that

you can memorialize later motivations from previously. So --

and it would also be relevant to secondary considerations
United States District Court
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which can be past the priority date here,

THE COURT: All right. I don't want the dispute to

drag on throughout the trial, because if the informationis

discoverable, this is the time to make that decision. I think

under the circumstances, that in order to properly determine

the appeai, I should make an in-camera inspection of the

documents, that is, of the reports with the Bates numbers,

which I don't have, and of the unredacted transcript, whichis

part of the sealed record and which I can have access to.

The reason that I'm saying that and why I'm not

persuaded at the moment, that for closing the -~ or refusing

the in-camera inspection is proper, is the following: The

circumstances that are known don't -- they comprise a thin

record. The party that seeks to protect the attorney/ciient

privilege has almost no facts that would support it, other
than the benrishi certification. Her certification doesn't

contain Facts. It doesn’t really say when she had this

communication, whe she communicated to, and it also

characterizes her communication as legal advice without giving

a context or an explanation for why it was legal advice, other

than that she is the patent attorney. But I don't want to
sell short this certification.

MR. LIPSEY: May I suggest, Your Honor,if that's the

procedure to be followed, that maybe the appropriate thing is

for us to scamper over to the Magistrate Judge and let her do
United States District Court
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it, just because the consequence,if she concludesit's

privieged, as Your Honor knows as they always say in these

cases, there's no way to unring the bell, and Your Honoris

the trial Judge,

MS. DAUGHTREY: Your Honor, given the timing, where

we are right now, I think it would be quite easy, and I'm sure

Your Honor would be able to give -- firewall any information

that he sees, that the other -- even if he decides against the

defendants and that really, you know, I haven't seen any Third

Circuit law or anywhere saying that in-camera review is not

appropriate just because you're, you know, the Judge, you

know, deciding this matter at this time. I think we coutd
short-circuit all of this.

THE COURT: That's correct, I have to rule ali the

time on what's admissible and what's not and see that evidence

even if it's not admissible.

I think because we're well into the trial that

remanding it far jn camera inspection with the prospect of a

subsequent appeal by either side as to the result of that, we

just don’t have time forit, unfortunately.

MR, LIPSEY: That's fair enough, your Honor.

THE COURT: Okay, And so why don't we make a record

of what it is that you're asking me to -- show if to

Mr. Lipsey first and make sure that he agrees that this -~

MS. DAUGHTRY: Well, we don't have -- we destroyed
United States District Court
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all the unredacted copies. You mean the redacted Bates
numbers?

THE COURT: Actually, | need the unredacted Bates
numbers.

MS. DAUGHTRY: We requested -- _
THE COURT: Are you saying I don't, because if I take

what you're giving me and review the unredacted transcript,
that I'l have the information about what's been redacted?

MS. DAUGHTRY: I think it would be easier, your

Honor, if you just take the unredacted scientific reports that

are the subject of the dispute. And plaintiffs have it. We

actually asked them to bring it a couple days ago and they

said -- they have never responded. But they could just give

that to your Honer and that would be -- | can go aver the

Bates just to confirm with Mr, Lipsey these are the correct
Bates numbers because the redacted version has the same Bates

as the originals, it just has an R at the end. So --

THE COURT: All right. Is that acceptable,

Mr. Lipsey? Do you have the unredacted versions?
M&. LIPSEY: I think I do. I know what [ have -- do

T have the unredacted ones?

MS. DAUGHTRY: If you'd ike me to, 1 can read into

the record and show Mr. Lipsey the pages im referring to.
So this is defendant's exhibit list 32 and the Bates

numbers are PROL 0075077 through PROL 0075088, that's one of
United States District Court
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the documents.

And the ather document is DTX-031 and the Bates on that

are PROL 0075073 through PROL 0075076.

Does that saund right?

MR, LIPSEY: Those sound like the right numbers, your
Honor.

THE COURT: So I guess what I'm requesting is those
documents in unredacted form that I would receive jn camera

and retain under seal and inspect hooefully overnight. And

then if there's a need for further argument, I'll ask you,

and, otherwise, 'E rule in due course probably fomorrow.

MS. DAUGHTRY: Thank you, your Honor.

MR, LIPSEY: Your Honor, what I do have in my hand

are the redacted capies and 3 haveindividual copies of the

two redacted pages so that the two tagetherwill constitute

the unredacted documentif that facilitates your Honor's

review more promptly.

THE COURT: Okay. As long as it adds up to what I
mentioned.

MS. DAUGHTRY: Well, your Honor, 1 just want to make

sure I understand. So what they produced to us ultimately was

a certified translation with & redaction box overit, so we've

never seen what they're certified transiation of the

unredacted information is. And I think, if ] understand

Mr, Liosey right, he'll be -- 1] think if would make more sense
United Slates District Court

Camiden, Nd

490

for you to review the entire document so you can have context

what's contained within it in addition to just the redacted

page. So if they have this English, you know, translation

just with the redacted box removed and if we could -- well, we

can't see it so I hope their translation is good. So that

wauld be fine if they gave you the entire document.

MR. LIPSEY: IF I can take just a minute, 1 might be
able te do that.

THE COURT: Okay. Thank you, sir.

MR. LIPSEY: Okay. I assumeit will be sufficient to

provide the transtation without the Japanese document.

MS. DAUGHTRY: Unless your Honor speaks Japanese, 2
think that's fine.

Ang would your Honoralso like the unredacted

transcript, or cam your Honor get that?
THE COURT: I have that,

MS. DAUGHTRY: Okay.
THE COURT: That's filed under seal with the Court.

MS. DAUGHTRY: Okay. Great,

MR, LIPSEY: Your Honor, I have copies of the

unredacted translation of the document PROL 0075073 through 76

and of PROL 0075077 through 88, will that suffice?

THE COURT: Okay. Very well. If you can --

MR. LIPSEY: Would you like me te mark the things
that have been redacted?

Uniled States District Court
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THE COURT: Yeah, that's right, how else would 1 --

MS. DAUGHTRY: I can give you a copy of the redacted

67:58

07:58

07:58

07:58

07:58

07:58

07:58 C-2 just to make a record of what I'm receiving under Court
or: Exhibit 1 and 2.

a7:58 9 MR, LEPSEY: Tl just write C-1.

o7:59 10 THE COURT: C-1 and perhaps add today's date, which

07:59 11 is April Sth, and mark the second one C-2.

07:59 12 MS. DAUGHTRY: Can you tell me which ones you're

07:59 13=marking as well?

07:59 14 MR. LIPSEY: I'm marking the one ending 073 as C-2

07:59 15 and the one ending 077 C1.

07:59 16 MS, DAUGHTRY: Thank you.

07:59 17 MR. LIPSEY: And the redacted versions bear

07:59 18 production exhibits DTX-032 and DTX-031, And E will hand

07:59 19 those four copies to the Court.

07:58 20 THE COURT: Okay. Very good,

07:59 21 MR. LIPSEY: And I will be happy to answer any

08:00 22 questions your Honor may have as to the nature of the patent

version.

MR. LIPSEY: I Rave that as well. I have it as well.

THE COURT: Mr. Lipsey, I'll ask you to mark what

you're giving me, the unredacted versions, as Exhibit C-1 andannatOH=

08:00 23 question if and when the time comes,

08:00 24 THE COURT: Okay. Very well. So with that,I'll

08:00 25=close this hearing. I'll reserve decision on the appeal.
United States District Court
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And is there anything else for this evening?

MR. LIPSEY: Not for us, your Honer.

MS. DAUGHTRY: Not for defendants, your Honor.

THE COURT: Thank you very much. We're adjourned

until tomorrow morning at 9:30.

MR. LIPSEY: Thank you,

{Proceedings Concluded)
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STEPHEN G. DAVIES,
DIRECT EXAMINATION OF STEPHEN G. DAVIES BY MR,
BINER
CROSS EXAMINATION OF DR, DAVIES BY MS. HOLLAND:
DIRECT EXAMINATION GF ROBERT 0, WILLIAMS, III BY
MR. RASFORD:

PAGE

PLAINTIFF EXHIBITS PTX-199, PTX-160, PTX-632,
JTX210, JFX1B1 ITX209, JTX043 and JTX057 WERE
RECEIVED IN EVIDENCE
DEFENDANT EXHIBITS JTX158 and JTX207 WERE
RECEIVED IN EVIDENCE

DEPUTY CLERK: All rise.

THE COURT: Be seated, please.

Okay. Good morning, everybody.

Sefore we resume cur witness, f just wanted to at least

announce my decision with regard to the appeal fram Judge

Williams! determination regarding attorney/clientprivilege,

And when we have time, ll place the oral Opinion upon the
record.

But the summaryis simply that I canducted the in

camera Inspection of the dacuments. I found that the

attorney/client priviiega does apply to the excerpts that had

been redacted and so the claim of attorney/client privilege is

being sustained. 1! find that it contains legal advice fram

the benrishi which was given for purposes of Jegal advice upon

the patent itself, and which was being transmitted internally.
And so, therefore,it’s protected as the memorialization of an

attorney/client communication rather than mere business advice

that happens to come from an attorney,

And so for these reasons | agree with the finding below

that the privifege applies but have undertaken and have the

benefit of the in camera review and also the additional tegal
research. And If enter a written Order to this effect.

Are there any questions?

MR. DINER: None from plaintiffs, your Honor,

THE COVURT: Allright. And I thank counsel for your
Unilad States District Court
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hard work on both sides on this issue.

Good morning. Are we ready to proceed?

MR, DINER: Yes, your Honor,

FHE COURT: Okay.

MR. DINER: Mayit please the Court, your Honor, i

would ike to approach the bench, f have some demonstrative

slides I would like to present to the witness and Court,
THE COURT: Yes.

(STEPHEN G, DAVIES, HAVING BEEN PREVICUSLY SWORN AS A WITNESS,

TESTIFIED AS FOLLOWS:)}

{DIRECT EXAMINATION OF STEPHEN G, DAVIES BY MR. DINER:)

Q. Good morning, Or. Davies.

A. Good morning.

Q. Be you recall yesterday when we concluded for the day we

were talking hydrogen bonding?
A. Yes.

Q. Okay. I would like to transition into the impact and

effect of hydrogen bonding on the NSAIDS that are the subject
of this case. Let's start with bromfenac and diclofenac.

Do you have an opinion as to whether bromfenac and

diclofenac are structurally dissimilar?

A. They have a different set of functional groups that are

dispersed differently around the molecule and they have

different interactions of those functional groups, so they are
dissimilar molecules.

United States District Court

Camden, New Jersey

Q. And have you prepared a demonstrative te assist the Court

in your testimony in this regard?

A. Ihave, yes.

Q. Will you take a look at PDX3-2 and can you please explain
how this dernonstrative shows the structural differences

between bromfenac and diclofenac.

A. So what I've shown on this demonstrative is the chemical

structure in two dimensions of bromfenac on the left and

diclofenac on the right and I've shownthe functional groups

as shown by the letters.

So bromfenacon the left has 2 primary amine group,

whichis the nitrogen, the N, bonded to two hydrogens, soit's

the NH, group. Whereas diclofenac has a secondary amine that
is a nitrogen bonded to just one hydrogen.

Bromfenac has a 4-bromobenzoyl group, which is this

bromine here, that's the whole unit there, including the

carbonyl! oxygen, is the 4-bromobenzoyl group and it's attached

adjacent to the NH,, whereas diclofenac has a
2,5-dichlorophenyl, which Is this unit here, the Cf's are the

chlorine, The phenyl is the six membered ring with the two

chiorine atoms attached, and that is attached directly to the

NH group,

And as we can see, the bramfenac has the carbonyl,

that’s a carbon with a double bump to the oxygen, 2 carbonyl

group, whereas diclofenac does not have such a group.
United States District Court
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Q. So these structural differences that you've just pointed
out, how would they impact the chemical or functional

properties of the compounds?

A. Tae chemical and functional properties of any compound

depends on ail the functional groups, how they interact with

one another, how theyinteract in the environment in which

they are.

Q. Have you prepared a demonstrative to assist the Court in

this regard?

A. have, yes.

Q. Could we go to POX3-3?

A. What I've shown on this demonstrative the same structures

of bromfenac anddiclofenac and I've highlighted by putting

them inside red circles the functional groups that will form

strong hydrogen bonds to water as a solvent. Both of the

compounds have a carboxylic acid at the pH We're dealing with

in ophthalmic preparations, these will be ionized to a

carboxylate anion but they'll ba the same, they'll both be
strongly hydrogen bonded.

But bromfenac, in addition to that, has an NH,, as we
saw yesterday, that will strongly hydrogen bond to water, and

the carbonyl group that will also strongly hydrogen bond to

water, Whereas diclofenac only has one NH group, the

secondary amine that can hydrogen bond in addition to the

carboxylate to water.
United States District Court

Camden, New Jersey

Q. And whatis the implication of the hydrogen bonding, as

you've described here, to the NSAIDS solvation in an aqueous
formation?

A, Well, there're more hydrogen bonds so the molecule, the

more strong hydrogen bonds in particular, that any molecule or

anion can form te water as the solvent the stronger the
solvation will be and the more stable that anion will be in

solution.

Q. And what impactwill it have on the solubility of that

productin solution?

A. Well, it will mean that any salts that are formed --

could be formed of these anions, the more solvated the anion,

the more soluble the salt will be, the less likely it will be

to precipitate,

Q. And does bromfenac have more hydrogen bonding sites than
diclofenac?

A. AS you can See from where I placed the red balls,

bromfenac has more hydrogen bonds, strong hydrogen bonding
sites than diclofenac.

Q. And would one of ordinary skill in the art understand
that that would make bramfenac more soluble than diclofenac?

A. They would expect that to be the result, yes.

Q.|And would bromfenac's better solubility impact -- or how

would bromfenac's better solubillty impact whether bromfenac

would precipitate with the cation in solution and come out of
United States District Court
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solution?

A. If it’s more -- if the anion is more solvated, then it

will be less likely to precipitate out of solution with any
cation,

Q@. And as between bromfenac on the one hand and diclofenac

on the other hand, what would one of ordinary skill in the art

expect about whether bromfenac would precipitate out of

solution by interacting with the cation compared to
diclofenac?

A. They would expect the bromfenacsalt -- bromfenac salts

to be less likely to precipitate out than diclofenac salts.

Q. Okay. Dr. Davies, can you turn to JTX-210 is your binder
and identify that document, please?

A. This is New Drugs in Japan 2001.

QQ. Okay, Now, let me direct your attention to Page 6 af
JTX+210,

A. Okay.
Q. You there?

What's the structure thatis illustrated in the

left-hand column on Page 6 of JTX-2102

A. It's the sodium salt of bromfenac as a half hydrate.

Q. And would you be so kind to read into the record the text

just below the formula for bromfenacall the way down to, but

before the ward “packaging.”

A. Itsays, "Properties: Bromfenac Sodium Hydrate fs an
United States District Court
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odortess crystalline powder of yellow-orange color. Itis

freely soluble in water, soluble in methanol, slightly soluble

in ethanol anhydride, and practically insoluble in
acetonitrile or ether."

Q. And would one of ordinary skill in the art in view of

this passage in JTX-210 understand that bromfenac was freely
soluble in water?

A, Absolutely, That's what it says so that's whatit means.

QQ. Okay. In generating PDX3-3 did you use information for

the summary that you presented in those slides from PTX-187,

PTX-180, PTX-193, PPX-321, and PTX+188?

A. Idid, yes.

Q. Okay. Dr. Davies, have you had an opportunity to
consider the structural differences between bromfenac and
ketorolac?

A. Ihave, yes.

Q. And have you prepared a demonstrative to assist the Court

in your testimony in this regard?

A. Thave, yes.

@. Can we turn then to PDOX3-4. And can you describe how
this demonstrative illustrates the differences between

bromfenac and ketorolac?

A. So again, I’ve drawn the structure of bromfenac in two
dimensions on the left-hand side and the structure of

ketorolac in two dimensions on the right-hand side. And I put
United States District Court
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in the functional groups. And what we see the bromfenac has a

primary amine group, that is this NH, group, whereas ketorolac

has a tertiary amine, no hydrogens on that nitrogen.

Bromfenac has a 4-bromobenzoyl group, which is this

unit here, attached to the -- adjacent to the NH,, whereas
ketorolac has a simple benzoyl group on the aromatic pyrrole

ring, which is this five membered ring here,

Bromfenacis an aniline, so aniline is this NR,
attached to the phenyl ring, six membered ring with three

carbon carbon double bonds, whereas ketorolac does not have

that grouping.

Q. And would oneskilted ia the art expect that these

structural differences that you just pointed out would impact
the functional chemical properties of bromfenac versus
ketorolac?

A. The functional properties of any molecule depends on the

number and distribution of the functional groups and
heteroatoms within the molecule,

Q. Have you prepared a slide -- a demonstrative to support
your opinion in this regard?

A. Thave, yes.

Q@. If we can ge te PDX3-5. Can you explain how this
demonstrative supports your opinion?

A. So what FE have shown, again, here is the structures of

bromfenac and ketorolac, ketorolac on the right. And i've
United States District Court
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highlighted the groups, the functional groups that will form

strong hydrogen bondsin red circles, And bromfenac, as

before, has the carboxylate, I've drawn it as a carboxylic

acid but in solution it would be the carboxylate ion, the

carboxylate ion, which can hydrogen bond strongly to water,

It has the NH, and that can strongly hydrogen bond to water.
It has the carbonyl oxygen that can strongly hydrogen bond to

water.

Ketorolac has the carboxylate group but only a carbonyl

group on the left in the red circle that can also hydrogen
bond to water.

Q. And how,if at all, do these differences in hydregen
bending sites impact how bromfenac would behave in solution

compared to ketorotac?

A. Well, the more strongly hydrogen bonding sites the
molecule or ion, anton has, the more soluble -- the more

solvated it will be in solution.

Q,. And would bromfenac,if it was better solvated, be

expected to interact with an ian in solution and precipitate

out to a lesser extent compared to ketorolac?

A. Well, that's the fault of any particular atom salts, any
particular cations, because a bromfenac anion wift be more

solvated, it will be more likely to stay in solution and not
Precipitate out than the ketorolac anion.

Q@. Okay. In preparing PDX3-5 did you use information from
United States District Court

Camden, New Jersey
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PTX-187, PTX-180, PTX-193, PTX-321 and PTX-188?

A. FE did, yes.

Q. Dr. Davies, have you had an opportunity te consider the

structural differences as between bromfenac and flurbiprofen?

A. Ihave, yes.

Q. Have you prepared a demonstrative in this regard to

assist the Court with your testimony?

AL have, yes.

Q. Okay. Let's take a look at PDX3-6, and can you explain

this demonstrative for the Court, please?

A,  $o again, I've drawn the structure of bronfenac in two

dimensions on the left-hand side and fiurbiprofen on the

right-hand side. Bromfenac has a primary amine group, this

NH, group, whereas flurbiprofen has no amino group, no
nitrogen atom in that molecule.

Bromfenac has a 4-bromobenzoyl group attached adjacent

to the NH,So this is this unit here. That's the 4-brama.
The benzoyl means there's the carbonyl! group attached,

Whereas flurbiprofen has a fluorine in the same position.

Bromfenac has a phenylacetic acid derivative, that’s

this side chain here, whereas flurbiprofen is derived from

phenylpropionic acid and has an extra methyl group attached to

the carboxylic acid, which is this right here, that is the

propionic acid unit as shown on the right.

Bromfenac has a hydrogen distal to the acetic acid
United States District Court
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residue, that is in this position, whereas flurbiprofen has a

phenyl group, that is that phenyl group there distal to that

on there. And it is a biphenyf derivative. So there's two

phenyl groups attached to each, that's called a biphenyl
group.

Q. And Would one skilled in the art expect these structural

differences would impact the functional and chemical property

of the NSAIDS that ycu're discussing on this demonstrative?

A. As before, the functional properties and the physical

properties of a molecule depend on the number and distribution

and type of the functional groups in any molecule or ion.

QQ. And have you prepared a demonstrative in that regard to

assist the Court with your testimony?

A. Ihave, yes.

G. So let's turn tp PDX3-7. And can you explain how this

demonstrative illustrates the differences in Bydrogen bonding
between the two molecules?

A. So again, I've drawn bromfenac in two dimensions on the

feft and flurbiprafen on the right and I've highlighted again

the strong hydrogen bonding groups with red circles,

Bromfenac acid or anion, anion in the case of pH's

we're dealing with, has the carboxylate that can strongly

hydrogen bond to water, NH, group, and the carboxyl group,all
of which will strongly hydrogen bond to the water solvent.

Flurbiprofen, on the other hand, only has the
United States District Court

Camden, New Jersey
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carboxylic acid or the carboxylate group that can hydrogen

bond to the water solvent, has no other functional groups that

will form strang hydrogen bonds to water as a solvent,

Q. And how,if at all, do the differences in hydragen

bonding impact how bromfenac will behave in solution compared

to flurbiprafen?

A. The more strongly hydragen bonding sites you have, the

more solvated the carboxylate anion will be and the more
stable it wilE be in solution,

Q. And when you refer to being more stable in solution, what

does that mean in terms af solubility in solutian?

A. It means that the water is bonding to this ++ to the

broamfenac anion strongly, it will hold it in solution, it will

stop -- making it less likely for any salt to precipitate.

Flurbiprofen, for example, only has the carboxylate

that's solvated,it's going to be morelikely to precipitate
from solution if you observethat effect.

Q. Okay. If the skilled person saw @ precipitation In a

solution containing, for example, ketorolac, benzalkonium

chloride, and other ionic excipients, could that person draw a

conclusion what the precipitate was?

A. No, they would not be able te. So can you specify -- can
you repeat the question?

Q. Sure. Ifa skilled person saw a precipitation in a

solution containing, for example, the ketarolac, beazalkenium
United States District Court
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chloride, and other ionic excipients, could that person draw a

conclusion what the precipitate was?

A. No, they would not be able to draw a conclusion.

Q. Why not?

A, Because the only way you can tell what a precipitate is

made up of would be isolate that precipitate and da a chemical

analysis on that precipitate to find what the constituents

are. And if you had a solution that contains many ions, you

won't get to tell whatis in the precipitate until you've gone

done a full analysis, you can’t assume anything.

Q. Dr. Davies, in generating PDX3-7 did you use information
fram PTX-187, PTX-180, PTX-193, PTX-321 and PTX-298?7

A. I did, yes.

@. Thank yau. Now, Dr. Davies, did you hear testimany

yesterday fram Dr. Lawrence about various nonionic surfactants

including palysorbate 80, tyloxapal, and octoxynol 40?
A. Yes.

Q. Are you aware that defendants here are taking the

position that the nonionic surfactants polysorbate 80 and

tyloxapel could be used interchangeadly in formulation and

would be expected te behave similarly?

I understand that's their view, yes.

Do you agree with the defendants?

I do not, no.

And why not?
United States District Court

Camden, New Jersey
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A. Because those materials have very different structures

and the structural properties, physical chemical properties of

molecules depend on the structure and the distribution and the

shape of molecules, you can't take different moiecules and say
You can just interchange them,

Q. Okay. Have you prepared a demonstrative in this regard

to assist the Court in understanding your opinicns?

A. have, yes.

Q. So we now go to PDX3-8, and can you explain what this
demonstrative shows?

A. Se I've shown ontheleft the structure of polysorbate SC

and on the right a structure of tyloxapal. The structure of

tyloxapol has the unit I've shown in between the two vertical

lines, brackets, has that repeated seven times, There's not

room to put the whole structure on the slide but that is

repeated seven times with that carbon in there. And so you

can see how structurally different these molecules are.

Q. Can I just ask you 2 question? You're referring to the
repeating unit identified by the small N.

A. That's correct.

Q, De you see that?

The hexagonal moiety, chemical moiety there, is that a

phenyl group?

A. Thatis a phenyl group, yes. The six membered ring with

the three double bonds is a phenyl group,
United States Distinct Court

Camden, New Jersey

Q, Whatis that, just for understanding purposes --
THE COURT: Excuse me --

BY MR. DINER:

Q.—-- whatis that line that comes up?

THE CGURT: May I interrupt?

I lost which small N you're referring to.

THE WITNESS: There’s two brackets, your Honor.

THE COURT: Okay.

THE WITNESS: And then there's a small N on the right

indicating that's a repeating unit. And then I've defined N

underneath as N equals seven of those.

THE COURT: Very well, Thank you.
BY MR. DINER:

Q. Now, the question I have for you, Dr, Davies, is to the

right of that phenyl group in this repeating unit we're

talking about, you see how that line comes up to 2 peak andit
cames down?

A. Yes.

Q. Whatis that peak? What does that peak illustrate?

A. That is -- whenever you see a line in organic chemistry
that has no letters on it, it means that carbon atom is on

each end of that line. And all of the -- carbon always has

four bonds. So if you Isok at the left-hand end here, there's

a line to the right which goes up to a carbon,that is the

point of the zigzag if you like, and then there are three
United States District Court

Camden, New Jersey 
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other bonds, three other lines attached to it, double bond ta

the top left and a vertical line to the bottom, so that's

three more, that's four bonds in all. Carbon likes to form

four bonds. This peak here is a carbon atom with two

hydrogens on it. There's two other bonds with carbon carbon,

that we've just been talking about, to the phenyl ring. And

then the line to the right going down is to another carbon

here, so that's two bonds. The other two are bond to

hydrogen, that's CH, unit, an extra carbon, if you like, or

HCH,.

Q. i think I may have interrupted you while you were going
through your explanation on the chernical differences between

them, Have you finished discussing the full demonstrative in
terms of the differences?

A. Iwas in the middle.

QQ. Okay.

A. So what you see on the -- while we are on tyloxapol, you
can see there's this octyl chain on the bottom, which has na

functional groups, no heteroatoms involved in it, And then

you have this chain along the top which has an oxygen that is

bound to the top carbon of the phenyt group and then a bond

from the G to 3 point which is a CH, group, another CH, group,

and then another oxygen. And that unit CH,, CH,0 is in
brackets because that repeats eight toa ten times on each of

the groups, such groups in tyloxapol.

United States District Court

Camden, New Jersey
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In polysorbate 80 you have to the right-hand side this

long zigzag, which is 2 lot of carbon atoms bound to each

other, each bond to hydrogen atoms with this carbonyl group

here attached to now a chain, another chain of oxygen CH, cH,
repeat units and then to this unit here, this central part,

which allows three branches to come off. Again, each of those

has repeating units of oxygen carbon carbon. And so there's

one chain there, another chain, a second chain bettom right,
and a third chain bottom left.

So polysorbate 80 has a lang single non-polar linear

tail, which is this unit here to the right, and a

triply-branched polar head group, which is this unit here,
this chain, this chain, this chain.

Polysorbate 80 has three hydroxyls in its polar head

group, one, two, and three on the end of those three branches,

whereas tyloxapol has seven hydroxyls, one, this hydroxyl on

the end, one on each of the seven head groups,

In polysorbate 80 the non-polar tail consists of a

hydrocarbon chain, this unit here, whereas the manytails of

tyloxapol are a combination of aromatic rings, the phenyl

group, and hydrocarbon chains,this is this group at the
bottom with no functional atoms attached.

Q. Now, does this polysarbate 80 and tyloxapol exist in
three dimensions?

A. They do, yes.
United States District Court
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Q. And have you prepared a demonstrative to explain how they

appearin three dimensions to assist the Court?

A. Thave, yes.

Q, Can we go to PDX3-10? And can you explain what this
demonstrative shows?

A. This shows three dimensional structures of polysorbate SO

and tyloxapo! to illustrate what I was explaining on the

previous demonstrative.

For polysorbate 80 you see the single hydrocarbon chain

in grey on the bottom. The grey colors show the CH, groups,
there are no functional atems in that part, This was the

chain of the repeating, they're called methylene octy groups,

CH, CH, 0, that goes up to the head group of three branches,
which is shown at the top. At the end of each of those

branches is an oxygen atom which is bound to a hydrogen that

is the hydroxy group, And ali the way through these chains

I've colored the oxygensin the repeat units, the ethyleneoxy

repeat groups in red So it’s easy to see.

Tyloxapol, on the other hand, has 2 broad based

hydrocarbon unit at the bottom, again, shown in grey. And

then seven of these tails that come off that have these repeat

units of CH, CH, and O. And then the end of each of those, the
top, is the oxygen that has a hydrogen, which is the hydroxy

group, seven of them up there. So this is a very different

three dimensional structure to the polysorbate 80 on theleft.
United States District Court

Camden, New Jersey

Tyioxapol's gat a completely different shape and

functionality.

Q. So given the differences in two dimensions and three

cimension as shown, would a person of ordinary skiil in the

art expect that polyserbate 80 and tyloxapoi would have

different chemical and functional properties?

AL They would definitely expect them to have different

chemical, physical chemical, chemical properties, yes.

Q. And have you prepared a demonstrative to explain your

opinionsin this regard to the Court?

A. Ihave, yes.

QQ. Can you explain what this demonstrative shows.

i'm Sorry about that. Can we please turn te PDX3-9?

A. I'm there, yes,

Q. And can you explain what PDX3-9 shows?

A. This compares polysorbate 80 with tyloxapol, which are

the two structures we were looking at a moment ago. The

molecular weight of polysorbate 80 is 1310, whereas the

molecular weight of tyloxapo! is 4566. The critical micelle

concentration, CMC, for polysorbate 80 is .010 millimol and

the corresponding CMC for tyloxapot is .018 millimoi.

Q. Dr. Davies, does a surfactant CMC impactits ability to

solubilize a compound?

A, Itdoes, yes, as does its structure, Both of those will

impact on whether something will be solubilized or not.
United States District Court

Camden, New Jersey
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Q. Let me direct your attention to PTX-182 in your binder
and --

A, Gkay.

Q. Before we go to PTX-181, can we return to PDX3-9.

And, Dr. Davies, in generating PDX3-9 did you use for

information in preparing that PTX=181, PTX=190, JTX-199, and
PTX-201?

A. Edid, yes.

GQ. Okay. Before we leave this demonstrative, coufd you

explain a little bit what is meant by CMC?
A. That is the concentration of which -- above which the

surfactant will produce, start to form micelles, which are

aggregatesof the surfactant in solution. And millimol is a

thousandth of a mole, the mole being the molecular weight in a
Hter of water,

Q. Okay. And for the reasons you stated previously, one

skilled in the art would expect the CMC to impact a

surfactants abillty to solubilize a compound?

A. That's correct, yes,

Q. Now, [et’s go to PTX-181 in your binder. And would you

please identify this dacument?

A. This is & book cailed Surfactant Systems, Their

Chemistry, Pharmacology, and Biclogy, by Attwood and Florence
from 1983,

Q. Okay, And have you reviewed PTX-i81 in connection with
United States District Court

Camden, New Jersey

your opinions in this case?

A. Lhave, yes.

Q.  Gkay, Let me draw your attention to Page 343 of PTX-181

and in particular table 6.23(a).

A. [haveit, yes.

Q. Thank you. What, if anything, does table 6.23(a) show

about the differences in solubilizing ability between

polysorbates?

A. Well, the table shows us thefirst four entries, the

surfactants polysorbate 26, polysorbate 40, polysarbate 60,

and polysorbate 80. And what the table is showing is how weil

a vitamin A pafmitate is dissolved in a 20 percent aqueous
solution of those surfactants and the amount that is dissolved

in the right hand column under the MAC, that is the mols of

vitamin per mol of surfactant. You can see very different

values for those polysorbates, polysorbate 20 dissolves .15

mols of vitamin per mols of surfactant, polysorbate 40

dissolves .54, whereas polysorbate 60 .67, and polysorbate 80

.68 per mol of surfactant.

QO. And so what would the person of ordinary skill in the art

glean about the differences, if any, as to the solubilizing

ability of the pelysorbates that you just discussed?

A. The polysorbate compounds, surfactants have different

abilities to solubilize compounds,in this case salts.

Q. And what does Table 6.23(a} in PTX-181 say te the skilled
United States District Court

Camden, New Jersey
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person about the predictability of activity among surfactants?

MS. HOLLAND: Objection, your Honor. That's not in

the expert report.

MR, DINER: 7 believe it is, your Honor, at

Dr. Davies' responsive report at Paragraph 64 where he
discusses the Attwood textback and the differences in

solubility,

MS. HOLLAND: There's nothing about predictability,

your Honor. All it says -- I can handit up if you want.

There's nothing about whether -- this would lead to any kind

of predictability or not. That's nat in there. That's not in

the paragraph you were just pointed to.

MR, DINER: The whole discussion in this part of his

expert report is with regard to the interchangeability,

interchangeability implicitly is about --

MS. HOLLAND: May I hand up the report, your Honor?
THE COURT: Just a moment.

MR. DINER: It says even when there are differences

in solubilizing the ability of the polysorbate that they are

different and it goes into the changeability issue, and that's

what ts exactly in his expert report. So this is relevant

about the interchangeability and the predictability of your

activity is relevant to what he's testifying to now and what

is in his expert report.

MS. HOLLAND: Your Honor, just so I can put a fine
United States Disiict Court
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point on this, he did testify -- ?m sorry. The expert report

does contain some information about this table, but it’s an

entirely separate opinion to give about whether you can draw

conclusions about predictability from the table, that's not in

the expert report. The factual information about what's on

the table, that's fine. Whether or not it tells somebody

about predictability, that’s not an opinion that's previously
been offered.

MR. DINER: And, your Honor, E would disagree with

that, What it says is even among polysorbates there's

differences in solubilizing ability and it's in the context of

the interchangeability issue that was addressed by Dr. Davies

in response to Or. Lawrence's «+

THE COURT: Well, could the pending question be

rephrased in terms of interchangeability? If he gave an

opinion as to interchangeability, then Pil permit that. If

he's not giving one as to predictability, then f have te

sustain the objection, £ may be able to infer ane from the

other, I don't know, I'm not a chemist.

MS. HOLLAND: Your Honor, just to be clear, I don't

have any objection as long as the testimony is what's in the

expert report, So...

MR. DINER: £’ll rephrase the question, Your Honor.

THE COURT: Very well.
BY MR. DINER:

United States District Court
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Q. So, Dr, Davies, based on the information that is in

Table 6.234, would a person of ordinary skill in the art

expect that these differences would lead to significant

different functional and chemical properties with regard to

the ability of the palysorbates to solubilize other compounds?

A. Yes, you can see that they have -- they are having a

different effect in their sofubilizing ability on this -- in

this example.

Q. Now, Dr. Davies, do you have an opinion as to the

structural differences between Octoxynel 9, Octoxynol 40 and
tyloxapol?

A. Ido, yes.

Q. And have you prepared a demonstrative in this regard to
assist the Court with your opinion?
A. Ihave,

Q@. Now,let's turn to PT «+ PDX 3-11, and can you explain to
the Court what this demonstrative shows?

A. What I've shown on this demonstrative is the structure on

the left of Octoxyno! 9, and the structure on the right of

tyloxapol, and Octoxynol 9, I've shown nine, the nine

repeating units of the ethoxy group, whichis this OCH2, CH2,

OCH2, CH2, et cetera, and likewise for tyloxapol. And you can

see that on the left that tyloxapol -- I'm sorry, on theleft,

that Octoxynol 9 has a single head group with a phenyt and the

octyl unit and then a long chain, one single long chain of the
United States District Court

Camden, New Jersey
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ethoxylated part, whereas tyloxapol has a very different
structure.

it has seven of these groups, the phenyl and the

hydrocarbon unit along the bottom as drawn, It had -- they're

each connected by a CH2 group which is shown by the red ball

and then outof -- off of those, each of those is the tail or

the ethoxylated tail. So overall, there are seven of these

tails coming off, They're structurally very different
compounds.

Q. Now, I noticed that Octoxyno! 40 is not depicted on this

demonstrative, Why is that?

A. I've not shown Octoxynol 40 on this one becauseit's --

it's a very big molecule. If I drew Octoxynol 40 on this

molecule ~- on this demonstrative, you wouldn't be able to see

properly either of these two. It would be -- it would draw

the slide, the demonstrative,

Q. Now, the -- the red balls that you have indicated there,
what are they highlighting in terms of what exists there in

the molecules of tyloxapol?

4A. They -- they're showing an extra carbon between each of

the aryl groups, a CH2 group thatis linking adjacent phenyt

groups. It comes from a reaction from -- with formaldehyde in

order to put those in. It's a linker atom or group.

Q. And how do they get there again?

A. You have te copolymerize in a chemical reaction a
United States District Court
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molecule like Octoxynol 9 with formaldehyde and acid under

specific conditions,

Q. And that produces what?

A. That will produce mofecules like this, like tyloxapol.

Q. Would one of ordinary skill in the art consider tylaxapol

to be structurafly different from Octoxynol 9 and

Octoxynol 4G?

A. Absolutely. You will have different physical properties
to Octoxynol 9.

Q. The question was actually first, would one of ordinary

skill in the art consider tyloxapol to be structurally

different fram Octoxynel 9 and Octoxynol 40?

A. Absolutely, yes.

QQ. Okay.

A. Very different. It's very different because they have

completely different shapes and structures, You can see, this
is a Jong head group with multi-tails against Octoxynol 5,

which has a single head group and one tail. Octoxyno! 40

would be very similar -- would be simifar to Octoxynol 9. Not

very similar, it would be similar in the sense thatit's got

the same head group, but e very much Jongertail.

Q. What about those methylene groups that you described

before? Do they exist in Octoxynol 9 or Octoxynol 40?

A. They do not, no. They're added extra to each of the

phenyl groups when you go from Octoxynol9 to tyloxapol.
United States District Court

Camden, New Jersey

Q. And to one of ordinary skill in the art, does that
constitute a contribution to the structural differences as

between tyloxapol on the one hand and Octoxynal 9 and

Octoxynal 40 on the other hand?

A, Absolutely, it would -- changes the structure, changes

the shapes that can be adopted, changes the molecule greatly,

Q. Now, di¢ you hear defendant's counsel state during her

opening that tyloxapol is simply strung together?

A. Idid, yes.

Q. Dr. Davies,is it really that simple?

A. Absolutely not. If they are simply strung together, I

don't quite understand that concept in chemistry, but if they

are simply strung together, the CH2s shownby balls would not

be there. The electronic properties of such a conceptual

mofecule would be extremely -- very different to this type of

molecule, the types of shapes that would be likely adopted

would be very different. It's a concept you cannot apply to

tylexapol in reference to Octoxynol 9.

Q. Okay. Now, do Octexynol 9, Octoxynol 40 and tyloxapol
have three-dimensianal structures?

A. They do, yes.

GQ, And have you prepared a demonstrative te assist the Court

in this regard with your testimony?

A. Ihave, yes.

Q. Could we go to PDX 3-127
United States District Court

Camden, New Jersey 

aNOobhee
5

01:07 10

11

12

13

14

01:07 15

16

17

18

19

ava? 20

21

22

23

24

01:08 25

aonmihwNn=
to

41

42

13

14

o1:09 15

16

17

18

13

o1:09 20

21

22

23

24

01:09 25

Page 560 to 563 of 719

A. Okay.

Q. And can you explain what this demonstrative shows?

A. So what I've shownon the left-hand side is Octoxynol 9,

which hasits single hydrophobic, greasy if you like, head

group with its single chain of nine repeating units, ethylene

oxy or ethoxy groups that come up here with the single OH
group at the top,

Next to it, I've shown Octoxynol 40 which has the same

sized head group at the bottom in gray and 3 very much longer

single chain coming out of that head group, and then tyloxapol

is on the right, that has the broad base of the head group

shown in gray, and the seven tails coming out with the oxygens

on them, which is the seven ethylene oxy side chains.

Q. Br. Davies, would these structural differences that you

just explained impact the fenctional chemical properties of

Octoxynol 9, Octoxynel 40 and tyloxapol?

AL They will, indeed, yes.

Q. And how so?

A. Secause the shape -- the properties depend on the shape

and the distribution of the functional groups and any
molecule.

Q. And have you prepared a demonstrative in support of your
opinion in this reqard?

A. Ehave, yes.

Q. And can we go to PDX 3-13? And can you explain this
United States District Court

Camden, New Jersey
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demonstrative to the Court?

A, This compares Octoxynol $, Octoxynof 40 and tyloxapol, in

terms of the molecular weight, which is 625 for Octoxynol 9,

1966 for Octoxynol 40 and 4506 for tyloxapol, and also

compares a critical micelle concentration, the CMC, which for

Octoxynol 9 is .24 millimolar, for Octoxynol 40 is 0.810

millimolar and for tyloxapol is .018 millimolar.

Q. Okay, And what if anything would a person of ordinary

skill in the art expect regarding the solubilizing abilities

of Octoxynal 40, Octoxynol 9 and tyloxapol given their
structural differences?

A. They would expect them to be different.

Q. And when you say -- what wauld you expect to be

different? Or what would the person of ordinary skill in the

art have expected to be different?

A. The solubilizing ability of each of those would be
expected to be different from the others.

Q. Thank you. In -- in generating PDX 3-13, Dr. Davies, did
you use information from PTX-19G, JTX199 and PTX-201?

A. Idid, yes.

Q. Now, Dr. Davies, given the structural and functional

differences among NSAIDs that you explained and given the

structurai and functional differences among the surfactants

that you explained, what could one of ordinary skill in the

art reasonably expect with regard to a precipitate or whether
United States District Court

Camden, New Jersey
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a precipitate will form in a given system if both the NSAID

and the surfactant were changed?

A. Well, if you -- as I've indicated, you can't predict what
will happen --

MS. HOLLAND: Your Honor, I’m sorry -- sorry to

interrupt, Dr. Davies. But i was looking for that in the

expert report and I didn’t seeit.

MR. DINER: I can tell you exactly whereit is,
Elizabeth.

MS. HOLLAND: Okay. Thank you,

MR. DINER: It's at Paragraph 57 and 58 at least of

his responsive expert repart. And if you also look at reply

report, Paragraph 21, it's there as weil,

MS. HOLLAND: Can I hear the question again? I

apologize, but...

MR. DINER: No worries, no worries.
BY MR, DINER:

Q. Given the structural and functional differences among the
NSAIDs that you explained and given the structural and

functionat differences arnong the surfactants that you've just

explained, could one of ordinary skill in the art reasonably

predictif a precipitate will form in a given system if both

an NSAID and a surfactant were changed?

MS. HOLLAND: So my objection, Your Honor, is that

the paragraphs we were pointed to don't say anything about
United States District Court
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surfactants and I think the question was complex in that way,
it included both surfactants and NSAIDs,

MR. DINER: And if we go, Your Honor, to reply report

at Paragraph 21, it brings it together in conjunction with

Paragraphs 57 and 58 of the responsive report.
BY MR. DINER:

Q. It says in Paragraph 21, with regard to surfactants, a

person of ordinary skilf in the art would not expect all

ethoxylated octylphenois to be interchangable. With only data

provided for Octoxyno} 40, a person of skill in the art would

not have drawn any conclusions of interchangeability for

different Octoxynol -- ethoxylated actylphenols, let alone for

alleging solubilizing NSAIDs, slash, BAC complexes, and
then --

MS. HOLLAND: No, I'm sorry. I just -- that was a

different -- what you just read was a different question than

what you asked, 50 I don't have a problem if you ask that

question.

MR. DINER: Well, no, but I’m stringing it together

with what is also in Paragraphs 57 and 58.

MS. HOLLAND: I understand, but Dr. Davies didn't

string it together in his report, That would be a new

opinion, then.

MR. DINER: No, I don't believe so,

it says, in Paragraph 58, in any given system, there is
United States District Court
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according’y mo way to predict whether an individual NSAID

anion will farm an insoluable sait with BAC cation without

experimentation, And in the bottom,it says, indeed, salt

formation will depend on the interaction ofall ions in

solution and their solvation, including the surfactants,

including those from the NSAID salt and those from separate
and distinct benzalkonium chloride salts,

So together, what we have here is an opinion from Dr.

Davies that it wouldn't -- that in any given system, you can't

predict what's going to happen as between -- especially when

you change one surfactant or you change the NSAID,

MS. HOLLAND: Your Honor, I don't have any objection

to questions for each of these points separately. My problem

is trying to string them together in a way that Dr. Davies

never did in his own opinions in his report. That's more of

an argument, and I'm sure plaintiffs will argue that later.

But in terms of the opinions, there are separate

opinions in different places and I don't have a problem with

plaintiffs asking it in that way.

THE COURT: Well, are you saying that the way that

Dr. Davies [aid it out in his two reports, that he addressed

the issues separately for NSAIDs and surfactants and their

predictability?

MR. DINER: Yes, and then in the responsive report,

in Paragraph 58, he talks about in any given system, you can't
United States District Court
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just change the surfactant -- serry, the NSAID, and expect

that, you know, what may have happenedin a prior system is

going to carry forward into the next system, and then in

Paragraph 21 of his report, he's alse talking about that same

conceptin the context of the surfactants,

THE COURT: Allright. Well, J think it logically

follows if you can’t predict for one change, you certainly
can’t predict for two, I'll perrnit it.

MR. DINER: Okay.
BY MR, DINER:

Q. Would you like the question read back?

A. Yes, please.

Q. Given the structural and functional differences among the
NSAIDs and given the structural and functional differences

among the surfactants, could one of ordinary skill reasonably
predict if a precipitate will form in a given system if both

the NSAID and the surfactant were changed?

A. They would not -- a person of ordinary skill would not be

able to do that, because if you change the surfactant, you

can't predict. If you change the NSAIDs, you can't predict,

and if you change both, you'll have no chance.

Q. Thank you, Can we now turn to JTX247 and take a look at

that in your binder, and if you could be so kind, identify

that document, please.

A. This is U.S. Patent 4,910,225.
United States District Court
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Q, And whois thefirst named inventor on this patent?

A. Ogawa,
Q.

And if i refer to U.S. Patent Na. 4,910,225 as the

Ogawapatent, will you understand what I mean?
A. Yes.

Q. Okay. And did you review the Ogawa patent in connection

with your opinions in this case?

A. I did, yes.
Q. And -

THE COURT: Excuse me. Can] ask you to sult the mic

a little cleser? You are soft spoken, sir.

THE WITNESS: Sorry.

THE COURT: We need to pick up your voice a little

better, Thank you,

MR, DINER: Thank you, Your Honer.
BY MR. DINER:

Q. What, generally speaking, is the Ogawa patent directed
to?

A. Bromfenac ophthalmic preparations.

GQ. Okay, Now, Dr. Davies, are you aware that defendants are

relying on general statementsin the prior art that NSAIDs

complex with benzalkonium chloride to argue that bromfenac

weuld precipitate with benzalkonium chloride?
AL Ves,

United States District Court

Camden, New Jersey

Q. What, if anything, does the Ogawa patent disclose that

would convey to one of ordinary skill in the art that

bromfenac complexes with benzalkonium chloride?

A. [haven't found any evidence within Qgawa to suggestthat
it does,

Q. Now,let's turn to Ogawa Example 6 at Column 10.

A. Ihave it, yes.

Q. Okay. Can you tell us in Ogawa Example 6, the chemical

name there that begins with the word, "sodium." What is that

compound?
A. Thatis the sodium sulfite of bramfenac.

Q. Okay. And just for the record, could you read in the

rest of the ingredients in that formulation?

A. There’s also boric acid, borax, disodium edetate,

benzalkonium chloride, polysorbate 80, polyvinyl pyrrolidone,

sodium sulfite and then sterile purified water.

Q. And what is the ob that ts identified there?

A. It's pHs.

Q. Okay. Now, let me direct your attention te Column 10,

Lines 49 to 57, And would you please read that passage into
the record.

A. The following (Table 11) are the residue and appearance

of the compositions in Examples 6 to 8 after four weeks at

60 degrees centigrade.

As shownin Table 11, it was found that changes in
United States District Court

Camden, New Jersey

onofah&hm=
wo

anoakhwn=
)

04:21 10

11

12

13

14

01:21 15

16

17

18

18

01:22 20

21

22

23

24

Page 568 to 571 of 719

570

appearancesof the compositions were not observed at all and

the decomposition of the compound was nat -- almost observed,

the aqueous compositions being stable, excellent for a long
period of time.

Q. What would this passage in Ogawa convey to a person of
ordinary skill in the art about the stability of the

formulation of Ogawa Example 67

A. That for a period, for 2 long period of time, it was
excellent,

Q. And are you also aware that defendants have taken the

position that a person of ordinary skill in the art would

expect that bromfenac and benzaikanium chloride in Example 6

of Ogawa would complex and form an insoluble salt?

A. This is showing that they do not do that, they do not

form an insoluble salt. So a person of ordinary skill would
understand that.

Q. Would understand what, I'm sorry?

A. That they do not form an insoluble salt.

Q. Thank you. Now, could we go to JTX209 in your binder and

if you can be sa kind, to identify that docurnent, please.

A, This is European Patent Application 0 306 984.

Q. And if I refer to JTX209 as the Fe patent application or
the Fu reference -- I'll strike that,

Let me -- would you tell us please first on the front

page of JFX209, whois the first named inventor?
United States District Court

Camden, New Jersey

A. Roger Fu.

QQ. Okay. So if 1 refer to JTX209 as the Fu reference or the

Fu patent application, will you understand what I mean?

A, Yes, I will,

Q. Okay. Have you considered the Fu patent in connection

with your opinions in this case?

A. Thave, yes.

Q. Whatis the Fu patent primarily directed to?

A. Ophthalmic preparations for ketorolac.

Q. Okay. And previously, do you recall we just talked about

the structural and functional differences between Octoxynel 9,

Octoxyno! 40 and tyloxapol?
A. Yes.

Q. Okay. Does the Fu patent reference disclose tyloxapol?

A. It does not, no.

Q. Please refer to Page 5, Line 21 of the Fu reference.

MR. DINER: I think it's actually further down, The

paragraph beginning with nonionic surfactants.

Can you comeovera little bit so 1 can see the [ine
number?

MR. BAIRD: Yeah.

MR. DINER: So for the record, I'd like to refer the

witness to Page 5, Line 24 of the Fu patent reference, And in

particular, can you highlight the long chemical name,

octylphenoxypoly-(ethylene -- all the way through ethanol.
United States District Court

Gamden, New Jersey
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BY MR, DINER:

Q. And Dr. Davies, do you see in Line 24, which has been

highlighted as octyiphenoxypoly-fethyieneoxyjethanal?

A. I see that, yes.

MR. DINER: Okay. Now, can we also, on this slide,

pull up PDX 3-11. Can we get them together?
MR. BAIRD: One second. That's the best] could do.

MR. DINER: Okay. And can you honein on the

paragraph that we were lockiag at where it begins nonionic

surfactants? Yeah, that's good. Thank you,
BY MR. DINER:

Q. Can you see that reughly -- Or. Davies, also, there's a

monitor in front of you.

A. Okay.

Q. If you want to logk more closely,

A. I've gotit, yes.

Q. Okay. Thank you. Dr. Davies, is tyloxapal an

actylphenoxypoly-(ethyleneoxyethanol?
A. Yes,

Q. How large of a class of compounds are the

ectylphenoxypoly-(ethyleneoxyjethanols?

A. There are huge numbersof -- a number of such compounds,
so the class is enormous,

Q. Okay. And what are the surfactants that are specifically
disclosed in Fur?

United States District Court

Camden, New Jersey
S73

A. Fu discloses Octoxynol 9, Octoxynol 12, Octoxynol 13 and
Octoxynol 40.

Q. And just for the record, are you reading that from Page

$, Lines 26 through 28, approximately?
A. 26to 27.

THE COURT: Excuse me, Mr. Diner, can I ask you just

to spell this very long term for the record, because I'm

confident our court reporters won’t haveit in their

dictionary.

MR. DINER: Okay. Sure. It's

Q-C-T-Y-L-P-H-E-N-O-X-¥-P-O-L-Y, dash open paren,

E-T-K-¥-L-E-N-E-O-X-Y, close paren, E-T-H-A-N-O-L-S.

THE COURT: Thank you.

MR. DINER: You're welcome. Thank you for asking.
BY MR, DINER:

Q. Sof think the question that weleft off with was what

are the surfactants specified, and I befieve you answered
that.

What did the surfactants or what do these compounds,
surfactants in Fu look like?

A. They -- if we look at the demonstrative at the top, they
look like -- well, one of them is Octoxynol $. The others are

simifar structures in the sense that they have the same head

group but the tail has a different length. So the ethyleneoxy

units, which are the CH2, CH20 units in the tail, there are
United States District Court

Camden, New Jersey 

oannakwn—
9

01:27 10

11

12

13

14

01:27 15

16

17

18

19

01:28 20

at

22

23

24

01:28 25

onnakwh=
9

01:29 10

11

12

13

14

01:29 15

16

17

18

19

oi:29 20

21

22

23

24

01:30 25

Page 572 to 575 of 719

S74

nine of them in Octoxynal 9, 12 in Octoxynol 40 -- 13, 13 in

Octoxynol 13 and 40 in Octoxynoil 40,

Q. Okay. Does tyloxapol look tike any of the specifically
identified compounds in Fu?

A. No. It has a completely different structure, as you can

see between Octoxynol 9 and Octoxynol 40 on the top
demonstrative.

Q. Now, let me ask you, is Octoxynol 9 an ethoxylated
octylphenol?

A. Technically, no, because they're not -- octyiphenol

requires a hydroxy group on the phenyl ring. And this phenyl

ring in Octoxynol 9 does not have a hydroxy group.

Q. Okay. And is your opinion -- your opinion in that regard

the same with respect te tyloxapol?

A, The sameapplies. it's technically, it's not an

octylphenol compound, because there's no OH group on any of

the phenyl, seven phenyl rings in tyloxapol. However, Fu has

characterized all of these compounds as ethoxylated

octylphenol compounds, as his way of describing them, But
technically, they're not phenols.

Q@. Okay. Thank you, Dr. Davies.

Now, let me direct your attention to Page 2 of the Fu

patent reference, and in particular, Lines 33 through 36,

Are you there?

AL Yes, yes.
United States District Court
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Q. Okay. Can you read that passage into the record,
beginning with the word, "however?"

A. However, BAC has typically been considered to be

incompatible with anionic drugs, e.g., salicylates or

nitrates, et cetera, forming insoluble complexes which cause

the solution to become cloudy or turbid. Such a complex

between the anionic drug and benzaikonium chloride can cause a

decrease in the pharmaceutical activity of the anionic drug,

Q. Okay. How would a person of ordinary skill In the art

interpret this statement in Eight of the -- as it appears in

the Fu patent reference?

MS. HOLLAND: Objection, Your Honor, That opinion is

-- as far as I know, not in any of the expert reports.

MR. DINER: That's incorrect, Your Honor, Tt’s all

over his expert report, in terms af areas in which he

discusses the Fu patent reference in the general statement, as

to whether or not complexation would take place.

MS. HOLLAND: I'm sorry, can you point me to

something?

MR, DINER: Yeah, from -- if you take a look at

Paragraph 12 of Dr. Davies's reply report and in particular,

Footnote 3. Right. So he's addressing Dr. Heathcock's

staterment that -- Or. Heathcack cites to Fu to argue that a

numberof poly -- a number of phenol acetic acid derivatives

NSAIDs were known as of 2003 to complex with BAC and
United States District Court
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precipitate from solution,

And then he goes on to say, however, as discussed in my

opening report, however, Fu discloses formulations containing

the specific NSAID ketorolac trimethamine, non-NSAIDs

generally or bromfenac in particular with BAC, and then it

goes on ta say, Fu does not establish that ketoralac and BAC

form a precipitate as Fu does not test the disclosed turbid

ketorolac formulations ta determine the chemical makeup of the

precipitate,
So it's in the context of that statement and whatis

taking place in Example 5 of Fu, to address the issue as ta

whether or not the complexation actually does take place. And

his report addresses that in numerous places.

MS. HOLLAND: Your Honor, there's a -- the Footnote 3

that you were directed to deats with the specific question

aboutthis patent application -- this patent and ketoralac.

This statement about BAC and how the person of ordinary skill

in the art would understand that statement, that's not in the

expert report.

This ts a -- this, and many ather patents have general

statements about the fact that NSAIDs as a class, acetic

NSAIDs don't farm -- I'm sorry, will form complexes with BAC.

I think Dr. Davies's point in his report is that the one NSAID

that's typified, I would say, in this patent, is ketorolac.

So that testimony, 7 don't have any objection to.
United States District Court

Camden, New Jersey
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THE COURT: Okay. Can you repeat the pending

question, Mr. Diner.

MR, DINER: The question was: How -- so he read the

passage from the Fu patent application into the reference, and

the question was «+ or into the record -- how would a person

of ordinary skill in the art interpret this statementin light
of the Fu reference?

THE COURT: Just a moment,

Well, was there any commentin any of Or. Davies's

reports regarding this passage in Fu?
MR. DINER:

when he was Jooking at Example 5 and talking about the

It was in the context of Fu as a whole

precipitate that formed there, and whetheror not it was, in

fact, 8 precipitate resulting fram the NSAID with benzalkonium

chloride, which is tied effectively to the statement at the

very beginning of the patent, because the patent says that

when NSAIDs come together with benzalkonium chloride, they

will precipitate, and so his -- the report was directed to why

that may not be the case.

THE COURT: AN right. And 1 regard this as

necessarily included within his expressed opinion, even though

it's not + it's not evident in so many words, but it is

something he reviewed,it's something that he opined upon, and

it's -- if | am interpreting what you're asking, an example of

why he doesn't get from the Fu patent application the concept
United States District Court
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that the defendants arecitingit for.

MR. DINER: Correct, your Honor, Thank you.

THE COURT: I'll permitit.

MR. DINER: Okay.

MS. HOLLAND: Can [ just express one more thing on

this tepic, your Honor?
THE COURT: Sure.

MS. HOLLAND: I'm concerned here in general because

there has been a lot that's been said and J] anticipate wil] be

said addressing opinians about statements like this in the

prior art that are very general statements that would apply to
any NSAID,

There is na opinion in Dr. Davies's report

about those types of statements, There just isn't. He

addresses very, very narrow issues within these patents, and J
think that there is a lack of notice here to the extent that

it's going to be Dr. Davies, far example, versus Dr. Williams

who addresses these things. I mean, we couldn’t have asked

him about these opinions at his deposition if they weren't in

his report.

MR. DINER: But you did actually ask him about them

in his deposition. And, in fact, it all goes to, as you
acknowledged, your Honor, the idea of whether or not these are

general statements which he wasdirecting his testimony to in

his expert -- or his expert report £o in the context offive,
United States District Court

Camden, New Jersey
&79

but in the context of the whole patent is, well, da they

really form a precipitate and how do you know from looking at

the full context of the patent? So that was the whele thrust

of his expert report in trying to address this complexation

issue as raised by the defendants. And even defendants!

expert, Dr. Heathcock, recognized that in his -- in his report

back to Dr. Davies, which he responded to, and, as I

indicated, Dr. Davies was deposed for a very long time on

these exact statements in ali of the references and, of

course, they -- as a result, they would have had knowledge of

that, and it's in his reports as well.

THE COURT: All right. No, f--

MS. HOLLAND; Your Honor, my understanding at Rule 26

is that you have to give particularized notice of the

opinions. it's not enough te say that it was the thrust of

his report, it just isn't, under the rules. And I understand

what your ruling was, your Konor, but ] just wanted to make a

short record an this, because Dr. Davies is veering outside of

the opinions he gave as a chemistin this case and seems to be

addressing things that maybe a formulator would be looking at
and he wasn't --

MR. DINER: I would --

THE COURT; Well, the subject of precipitates is part

of his opinion. The Fu report itself is part of his opinion,

Here is a statement in the Fu report that may be general, and
United States District Court

Camden, New Jersey
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it { think would be a question of what weight, if any, should

be given to his opinion, but I don't see it as being outside

of the expression of his opinions that have been described

upon the record. It's not like he's pulling Fu off some shelf

somewhere and for thefirst time referencing it or even taking
issue with its statements about the likelihood of the

precipitate being formed.

MS. HOLLAND: I understend, Your Honor.

THE COURT: I haven’t read all of these depositions

or reports, but I don’t hear you in disagreement with the fact

that this is one of the major areas of Dr, Davies's opinions

in this case, is whether a precipitate was known or not known
to have been formed.

And, also, you have the opportunity to address these

opinions, if they are striking you as new or as amplifications

of something that you hadn't heard before, then you do have

the opportunity ta cross-examine him on it, and also to

introduce rebuttal testimony that would, if an expert agrees

with your thesis, contradict what he's testifying to,

MS, HOLLAND: Gkay, your Honor. Thank you.

THE COURT: Okay.
BY MR. DINER:

Q. Okay. So, would you like the question read back?
A. Yes.

Q. How would a person of ordinary skill in the art interpret
United Stafes District Court

Camden, New Jersey
S81

this statement from the Fu patent application?

A. It's a very general statementin the introductory part to

the patent, It gives no experimental evidence to say that --

to show that any precipitate will form between any particular

NSAID and BAC. And they would look at the patent as a whole

to see if there was any evidence within the patent to see if

such a precipitate occurred in this case.

Q. And when you reviewed the patent, did you see any

evidence that a precipitate formed that was a precipitate of
benzatkonium chtoride and ketorolac?

A. [found no evidence atall, no.

Q. Now, are you aware that defendants are taking the

position that the general statement that we just referred to

in Fu is applicable te bromfenac formulations in Ogawa?

A. I believe that's true, yes.

Q. And how,if at all, does this statement that you read
from Page 2 of Fu inform one skilled in the art about whether

bromfenac will precipitate with benzalkonium chloride?

A. It doesr’t inform a person of ordinary skill atall. The

only examples in this one are salicyfates or nitrates, and
bromfenac is neither of those.

Q. Okay, Now, please take a look at Examples 2 and 3 on

Page 7 and 8 of Fu.

A. I’m there, yes.

Q. Okay. Would one of ordinary skill in the art understand
United States District Court

Camden, New Jersey
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that Examples 2 and 3 are formulations that are representative
of the Fu invention?

- Yes,

. Do Examples 2 and 3 contain the same ingredients?

They do, yes.

What are those ingredients?

. Ketorolac promethazine, BAC, which is benzalkonium

chloride, Octoxynol 40, EDTA disodium, and sodium chloride.

Q. Dothey differ in the amount of Octoxynol 40?

A. They do.

Q. And what are the amounts for Octexynol 40 in each of the

examples?

A, So, in Example 2, the amount of Octoxynol 40 is .62

percent weight per volume. In Example 3, the amount of

Octoxynol 40 is .004 percent weight per volume.

Q. Thank you.

I would like to diract your attention now to Page 9 of

Fu, and,in particular, Example 5,
A. Yes.

Q. Are you there?
A.

Q

i'm there.

« What is being tested in Example 5 of Fu?

A, The physical stability of formulations of the present
invention, so Fu's invention,

Q. And whatis the NSAID that’s being used in these
United States District Court

Camden, New Jersey

formutations?

A. Ketorolac,

Q. And what surfactants are compared in Example 5?

A. Octoxynol 40, Tween 8G, which is Polysorbate 80, and Myrj
52.

Q. Okay. And the Octexynol 40 formulations,is it your
understanding that those are the formulations of the Fu
invention?

A. That's what it says, yes.

Q. And whatis the amount of Octoxynol 40 used in thefirst
identified formulation of the Fu invention?

A. .004 percent.

Q. Does that correspond to Fu's Example 3?

A, It does, yes.

Q. And what is the amount af Octoxynol 40 used in the second
ideatified formulation of the Fu invention?

AL 02,

Q. Does that correspond to Fu’s Example 2?

A. It does, yes.

Q. Would the skilled person have reasanably understood,

reading this, that the Octoxynol 40 formulations in Fu,

Example 5, correspond to Fu's Exarnples 2 and 3?

A. Yes, he would, yes.

Q. For comparison purposes, would the skilled person have
expected that the comparative examples with Polysorbate 80 and

United States District Court

Camden, New Jersey
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Myrj 52 to have contained the same ingredients as Fu's

Example -- Examples 2 and 3 except for surfactants -- except
for the surfactants?

MS. HOLLAND: Your Honor, i'm going to abject to

that. = don't believe this is in his report.

MR. DINER: Your Honor, his report is directed to

Example 5 on the fdea of what, if anything, could be

understood from the precipitate that is disclosed in there.

And it's in that context where we're just laying foundation to

hetp him explain what he has already said in his expert report

which is that you don't know what that precipitate is until

you test it. And what we're doing is just going through the
foundation for the Court's benefit to understand what the

example is about, what the examples were that were compared,

such that when he comesto his testimony, it makes sense, So

it's foundation and informational for the Court, and I don't

think it's confusing or prejudicial to any of the parties.

THE COURT: Did his report mention Example 5?

MR. DINER: Yes, your Honor.

MS. HOLLAND: The report did not compare Example 5 to

Examples 2 and 3 or make any assessment of whether the same

inactive ingredients would be present for Tween 80 and Myrj
52.

MR. DINER: Your Honor, it references --

THE COURT: Well, he can be cross-examined on that,
United States District Court

Camden, New Jersey

I think it's, again, within the scope of his repart. I'll

permitit,
BY MR. DINER:

Q. Now,let me direct your attention to Lines 34 through 36

of Example 5.

A. 34 to 36, yes.

Q. Yes, thank you,

Would you please read that highlighted portion of the

Fu patent application into the record.

A, “The presence of turbidity suggested the inability to

solubilize a precipitate formation between ketorolac moiety
and benzalkonium chloride.”

Q. What would this passage convey to one of ordinary skill
in the art?

A. That the authors don't know what the precipitate is,

because it says "suggested." They haven’t done an experiment

to find out, to isolate or to analyze what the precipitate is,

so it could be something other than that; otherwise, if they

thought-- if they knew it was that, they would sayit is.

Q. Okay. And what could it be other than that?

A. Well, these preparations contain --

MS. HOLLAND: Objection, your Honor. This specific

question was asked at the deposition, and Dr. Davies did not

have an answer as to what an alternative explanation could be.

MR. DINER: 1 disagree, your Honor. What he said in
United States District Court
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his deposition is that you could not tell exactly whatit is

unless you did testing.
MS. HOLLAND: That's not -~

MR, DINER: But what he said -- no, becausetelling

means to know exactly what itis. And what he said clearly in

his report and in his testimony, you den't know without

experimentation, and in his deposition response he said you

could not tell without testing. Obviously, it leaves open the

possibility that it's something else based an the fact that

you can't tell that it's the complex allegedly between
bromfenac -- or ketorolac and benzalkonium chloride.

THE COURT: Well, I'll sustain the objection. It’s a

different question. You’re asking today "what could it be"

rather than "can you tell."
BY MR. DINER:

Q. Okay. Dr. Davies, did you hear Dr. Lawrence testify

about Example 5 of Fu that a person of ordinary skill in the

art would use 0.02 weight per volume percent tyloxapol in
formulations of bramfenac based on the disclosure of a 0.02

weight percent Octoxynal 40 in Fu?
A. Yes.

Do you agree with Dr. Lawrence?

I do not, no.

And why not?

Because those two surfactants have ~~ have different

United States District Court

Camden, New Jersey
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structures, and you can't substitute one for another, just

like that, so you can’t -- the amount you put into one

preparation has no meaning on another preparation with a
different surfactant,

Q. Dr. Davies, what,if anything, does Fu teach with regard
te bromfenac?

A. Nothing atall. Bromfenac is not -- there are no

experiments for bromfenac.

MR. DENER: Your Hanar, I'm at a point where I think

it may be actually a goad point for a short bio break, Would

that be okay?

THE COURT: Okay. So let's break for about ten
minutes until 11:15,

MR. DINER: Okay be, thank you.

(A recess was taken at 11:05 a.m.)

THE COURT: Okay. Be seated, please.

Before we begin, there is a matter that was brought

to my attention where the parties had written to Judge

Williams, and I wanted to seeif that's still a live dispute
or not. March 25th, there was an issue raised about defendant

Lupin's designation of Ms. Kulkarni, and then there was a

response by Mr, Patunas on March 28th, Has that been
resolved?

MS. HOLLAND: I don't think it's been resolved, your

Honor, but, actually, Mrs. Kulkarni is in court and she’s only
United States District Court

Camden, New Jersey
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had access ta what’s been going on in open caurt, so I don't

think there is an issue anymore. I think it's moot.

MR. HASFORD: So, respectfully, your Honor, from the

plaintiff's view, we don't have any problem with Ms, Kulkarni

being in open court and hearing what's here. The issue was

providing ather confidential documents ofplaintiffs to

Ms, Kulkarni, If plaintiffs will represent they are not going
to do that, then we have no issue.

MS. HOLLAND: Yeah,at this point, your Honor, I

think it's moot. I think it's just what «- Ms, Kulkarni is
here and this is the record now and that's all we'll be

sharing with her.

MR. HASFORD: If I may, your Honor, just so the

record is clear, will counsel for defendants stipulate that

they or represent that they will not provide any of

plaintiff's confidential documents that we Rave produced in

connection with this litigation that were not used in this

court proceeding to Ms. Kufkarsi?

MS. HOLLAND: Yes, we can stipulate.

MR. HASFORD: Then we're fine, Your Honor.

THE COURT: Okay,fine,

And, for the record, Kulkarni is spetled
K-U-L-K-A-R-N-E,

And J'll just make note that this is moot, and Judge
Williams and I need not concern ourselves with it.

United States District Court

Camden, New Jersey

Okay. Thank you. So let's resume,

MR. DINER: Thank you, your Honor.
BY MR. DINER:

Q, Dr, Davies, before the break, do you recall we were

discussing the Fu patent reference, in particular, the Example
5 from that document?

A. Yes.

Q. To be clear, would a person of ordinary skill In the art

be able to determine what the precipitate is ia Example 5 of

the Fu patent reference?

A. They would net because there is no description of that

precipitate being isolated snd then analyzed.

Q, Thank you.

Now, 1 wouldlike to go to JTX-043, and would you

please turn to that document in your binder and identify it

for the record, please.

A. This is U.S. Patent 6,265,444,

Q, Okay, And I'll just refer to this using defendants’

nomenclature as the '444 patent. If I do so, will you
understand what I mean?

A. Iwill, yes.

Q. Okay. Have you reviewed the '444 patent in connection
with your opinions in this case?

A, Thave, yes,

Q. Let me direct your attention to Column 7 of the 444
United States District Court
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patent, and, in particular, Lines 55 through 61.
A. I'm there.

Q. Okay. Would yeu mind reading that portion of the ‘444

patent into the record, please.

A. “It should be noted that BAK was found to be unexpectediy
compatibie with diclofenac in the present ophthalmic

composition. While the reasons for this are not entirely

clear, and without wishing to be bound by any theory, the

presence of the divalent cation is believed te prevent the BAK

from complexing the diclofenac out of the system."

Q. How,if at all, does this portion of the '444 patent that

you just read support your epinions in this case?

A. This says they had no problem with that precipitate of
diclofenac, an NSAID, with benzalkonium chloride,

QQ. Okay. And how,if at afl, daes this statement at Column

7, Lines 54 to 61 of the '444 patent impact Row a person of

ordinary skill in the art would understand the applicability
of all NSAIDs -- of the general statement that NSAIDs and

benzalkonium chloride allegedly complex?

A. This obviously does not fall within that category. It
showsthat all NSAIOs do not complex with BAK and come out of
sohution.

Q. Okay. Can we please turn to your binder, JTX-057, and,
again, would you please identify this document for the record?

A. This is U.S. Patent 5,597,560,
United States District Court

Camden, NewJersey

Q. Okay. And so I'll refer to that as the '560 patent. Is
that okay with you?
A. That's fine.

QQ. Okay. Have you reviewed the 'S60 patent in connection

with your opinions in this case?

A. Ihave, yes,

Q. And now let me direct your attention to Column 6 of the

"560 patent, and, particufarly, the comparative Example C

starting at Line 55, and continuing on to Column 7 through
Line 20 of the '560 patent.

A. I'm there.

Q. Whatis this comparative test that is -- what is the

comparative test that is being dane here?

A. So, this experimentor this set of experiments is, first
of afl, taking a formulation that uses -- that contains

diclofenac, Tobramycin, and benzalkonium chloride as amongst

the ingredients, and then takes some -~ does some control, two

control experiments, where the formulations were paired, the

first one with sodium diclofenac as the active ingredient, so

without the tobramycin, and the second one with tobramycin and

without the diclofenac, and then looks at the stability of
those formulations. And samples from those three formulations

were stored at 4 degrees and 22 degrees, and a precipitate was
looked for.

GQ. And what were the results that were reported?
United States District Court
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A. What was found was that at 41 degrees -- 41 days, sorry,

at 4 degrees Centigrade, the formulation with both diclofenac

and tobramycin developed a prectpitate, while the other two

control experiments, the one with diclofenac without

tobrantycin and one with tobramycin without diclofenac did not

develop precipitates.

GQ. And what, if any, analysis was done here to make that
determination?

A, In this experiment, the authors of the patent did exactly

what I've been saying previously, in that they isolated the

precipitate and analyzed what was made up of the -- in the

precipitate. And they found, on analysis, the precipitate was

from diclofenac and tobramycin. So what is precipitating out

is diclofenac and tobramycin in the solid form, whereas the

solution that contained diclofenac and the benzalkenium

chloride remained clear and didn't precipitate, and the

tobramycin alone, without the diclofenac with benzalkonium

chloride, that didn't precipitate.

Q. Okay, How,if at all, does this portion of the '560

patent and this comparative experiment support your opinions
in this case?

A. Itshowsthat even if you see a precipitate, you mustn't

make any assumptions and that the only way of knowing whatis

in that precipitate is to separate it, analyze it, and find

out what the components are.
United States Distinct Court

Camden, New Jersey

Q. And, once again, did this -- did all the formutations of

the comparative example that you just discussed contain at

least diclofenac and benzalkonium chloride? Sorry. Strike
that.

Did the formulations that were tested contain

benzalkonium chloride?

A. They did, yes.

GQ. Gkay. What does this example from the '560 patent teach

the person of ordinary skill in the art about whether NSAIDs

and benzalkonium chloride will precipitate?

A. This showsthat the NSAID diclofenac does not precipitate
with benzalkonium chloride.

Q. And, based on what we've just seen in the '560 patent,is

Dr. Lawrence's general cpinion that NSAIDs form a complex and

will precipitate with benzalkonium chloride accurate?

A. I've not -- we've been through some examples where that

does not happen. I've not seen any examples where it does.

Q. Okay. Now, is benzalkonium chloride a quaternary

ammonium compound?

A. itis, yes.

Q. What does the skilled person understand about the

solubility of salts of quaternary ammonium compounds,if

anything?

A. They would understand that they are soluble,

Q. Okay.
United States District Court
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A. In water, So they are used in -- as reagents, passive

reagents in chemistry to act a5 water-cooled phase transfer

agents, which means they're soluble in both organic solvents
and water,

Q. Would you please turn in your binder -- (pause)

MR. DINER: Your Honor, may I ask the witness if he

has a particular documentin his binder?
TRE COURT: Of course.

MR, DINER: Bo you have PDX-199 in your binder?
THE WITNESS: Yes.

THE COURT: PTX, right?

MR. DINER: Yeah, PTX-199. Do you haveit, your
Honor?

THE COURT: Yes.

MR. DINER: Okay.
BY MR. DINER:

Q. Well, Or. Davies, at Jeast can you identify PTX-199,

please, for the record?

A. This is an extract from an organic textbook called

Introduction to Organic Chemistry, Third Edition, by
Streitwieser and Heathcock,

@. Now, you mentioned Heathcock. f think it's pronounced

Heathcack. And is that the same Dr. Heathcock thatIs serving

as defendants’ expert in this case?

A. I believe so, yes, since the first name and the initial
United Stales District Court
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look the same.

Q. Can I direct your attention to Page 697 of this document?
PFEX-199,

AL Yes,

Q. And I'm sorry, I] misspoke. It's 696. I apologize.

And will you read into the record -- well, will you

read into the recerd the paragraph beginning with "such

compounds”around the middle of Page 6967

A.. “Such compounds which have four alky! groups replacing

the four hydrogens of the ammonium ion are called quaternary

ammonium compounds. Since they are ionic, they are generally

water soluble and have fairly high melting points. They often

decompose at the melting point."

Q. And if you would, please, at Page 697, would you also

read thefirst sentence of the first full paragraph into the
record?

A. “To understand what has happened, we need to recognize

that although the quaternary ammonium compound is a salt

soluble in water, it also has a large organic group and has

solubility in organic solvents as an ion pair."

Q. Okay. And so, based on thase two passages that you read

into the record, would one of ordinary skill in the art be of

the view or understanding that quaternary ammonium compounds
are water soluble?

A. They would, yes.
United States District Court

Camden, New Jersey
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Q. Gkay. And, ence again, benzalxonium chloride is a

quaternary ammonium compound?

A. Itis, yes.

Q. Okay.

MR. OINER: Your Honor, I have no further questions.
I would like to at this time read in --

(Pause}

MR. DINER: Gh, I apologize,
BY MR, DINER:

Q. The last question, Dr. Davies.

Did you hear Dr. Williams' staternent on Monday of his

view of the level of ordinary skill in the art?

A. I did, yes.

Q. How does that definition relate to the level of ordinary

skill that you have applied in expressing your opinions in
this case?

MS. HOLLAND: Your Honor, Dr. Davies didn't put the

level of ordinary skéll in the art in his --

(Pause)

MR. DINER: It's Paragraph 11 of his responsive
report,

MS. HOLLAND: I'm sorry. Were you suggesting thatit

was Che same thing that Dr, Williams said?

MR, DINER: The first paragraph.

MS. HOLLAND: Thefirst paragraph of Dr. Williams =+
United Stafes District Court
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S97

MR. DINER: Right. And what he has as his expert
report.
BY MR. DINER:

Q. So the question is: Does that definition relate to the

level -- I'm sorry.
How does that definition relate to the level of

ordinary ski you have applied in expressing your opinions in
this case?
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A, Ibelieve my definition is the same as Dr. Williams’.

Q@. And have you applied that definition in connection with

opinions in this case?

A, Ihave, yes,

MR. DINER: Okay. f think that was our last question

for Dr. Davies, and so if J will -- if I may, your Honor, I

would just like move into evidence the documents that we went

through today.

THE COURT; Okay. Would you like to read that list

into the recard and then I'lf see if there is any objection?

Some, of course, are already in evidence.
MR, DINER: Yeah.

THE COURT: Sut are there new ones?

MR. DINER: There certainly are, but § don't know

which ones are the new anes and which ones are the old ones,

I think we talked yesterday that we would just bring them in

and then we'll sort it out later. Is that okay?
United States District Court
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 598

THE COURT: Well, if there is any dispute, I would

rather handle it now with the witness on the stand.
 

Ms. Holland, do you know?

MS. HOLLAND: Yeah, we have objections, your Honor,
Do you recail that there were certain demonstratives that were

shown that the witness testified about and then there waslike

a general conclusory statement at the end of, you know, which

documents did you look at to put tagether this demonstrative.

And so to the extent that those individual documents are going

to be submitted into evidence, there was no particularized
testimony about them. We don't even know wherein the

decuments that the testimeny came from that was -- the

information, I should say, came from that wasin the slides.

And I can tell you those are PTX-187 --

THE COURT: Well, ] know what you're referring to. E
think on three occasions he gave the source for his -+

MS. HOLLAND: Yeah.

THE COURT: ~- demonstratives, and it was kind of a

string cite of dacuments that are on the exhibit fist,
MR. DINER: Correct.

THE COURT: All right. Are those documents being
offered at this time?

MR, DINER: I was going te, your Honor, yes.

THE COURT: Are they admissible since he merely

relied on them but didn't qualify any of them as, for
Unifed States District Court
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instance, learned treatises or something else that would be
admissible?

MR. DINER: They were certainly prior art, your
Honer. And I think --

THE COURT: Well, all I have is a bunch of numbers as

to those sources. Some of the sources themselves may be in
evidence. But for those that aren't, I'd have to sustain the

objection.

He’s disclosed what he relied on, but that doesn't

make those sources somehow admissible without the laying of a
foundation.

MR, DINER: Okay. Can I have one second, your Honor?

(Pause)

MR, DINER: Okay, your Honor, then with regard to the

exhibits that we were just discussing from the demonstratives,

wewill pass on that and we will just go and read in the other

exhibits that the witness has qualified.

THE COURT: All right. So do you want to do that

after lunch maybe? Or are you ready to do it now?

MR. DINER: I can do it right now, won't take very
long.

THE COURT: No, very well, if you're prepared to do

MR. DINER: Yeah. No, lam. i'm ready,

THE COURT: Okay, fine. So read into evidence at
United States District Court

Camden, New Jersey 
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this time the exhibit nurnbers that you are seeking to have
considered as evidence,

MR. DINER: Ckay. PTX-199, PTX-160, PTX-632,

JTX-001, JTX-210, PTX-181, JTX-147, JTX-071, JTX-205, ITX-043,
ITX-057.

MS. HOLLAND: Your Honor, may we reserve on this

right now and then just come back after lunch, after we have

had a chance to look at these, and I'll let you know whether

we have any objections?
THE COURT: That's fine.

MS. HOLLAND: Thank you.

THE COURT: All right. Aad so those are on the

table, and then we'll take care ofit after lunch to see if

there is any objection as to these documents,

All right. Are we ready for cross-examination?

MS. HOLLAND: Yes, Your Honor.

THE COURT: Okay, Ms. Holland, you may proceed.

(CROSS EXAMINATION OF DR. DAVIES BY MS. HOLLAND:)

Q. Good morning, Dr, Davies,

A. Good morning.

Q. Are you sware that this case concerns pharmaceutical
formulations?

A. Yes.

Q. And you're aware that in particular those formulations

are ophthalmic formulations, right?
United States District Court

Camden, New Jersey

That's correct.

You are not a pharmaceutical formulatar; is that right?

tam not, no.

And you've never been part of a team formulating an

ophthalmic formujation, correct?

A. Ihave not, no.

Q. You've never been involved in selection of excipients or

inactive ingredients to be used in a pharmaceutical

formulation, right?
A. I've been involved in a team that's --

Q. Well, let me try again. You have never been involved in

the selection of ingredients for a pharmaceutical formulation,
correct?

A. Selection of ingredients, that's correct.

QQ. And your opinions in this case are from the point of view

of an organic chemist, right?

A. From the point of view an organic chemist, medicinal
chemist.

Q. Okay. Now, you testified about whether bromfenac would

be expected to form insoluble complexes with BAC. Do you
recall that?

AL Yes,

Q. Okay. You've never done work with any -- with bromfenac,
correct?

A. Ihave not worked with bromfenac,

Unifed Stafes District Court
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Q. And, in fact, you have never dane research on any NSAID;

is that right?

A. Not that I recall. We may have donein the 560 pius

publications, but I don't recall having done so.

Q. And how many of those 560 plus publications deal with

pharmaceutical formulation?

A. I don't believe any of them do,

QQ. Okay. Now, you have also never used BACin

pharmaceutical formulation, correct?

A. We haven't worked on pharmaceutical formulations, so
that's correct.

Q. Ckay. And you don't recall -- let me withdraw that

question.

You don't recall working with BAC at all, correct?

A, We've worked with quaternary ammonium salts similar to

BAC, but I don't recall working with BAC directly.

Q. You also testified about whether a person of ordinary

skill in the art would understand tyloxapol and polysorbate 80

to be interchangeable, right?

A. That's correct, yes.

Q. And you've never worked with tyloxapol, right?

A. Ihave not, no.

Q. And you've also never worked with polysorbate 80,
correct?

A. Not as far as I remember,

United States District Court

Camden, New Jersey

Q. You also provided testimony comparing tylexapol with

actoxynol 40, right?
A. That's correct.

Q. And you have never worked with octoxyno! 46 either,
right?

A, Ihave not worked with those particular compounds, We

work with many compounds and understand their structures.

Q. Now, you testified that ethoxylated actyfphenols

constitute a huge class of compounds, right?
A. That's correct,

Q. Okay. And that was based on your knowledge of organic
chemistry; is that right?

A. Yes, I suppose 50,yes.

Q. Now,is it correct that octoxynol 40 is an, ethoxylated
actylshenol compound?

A. Can you repeat the question, please?

Q. Yes. Octoxynol 40 is an ethoxylated octylphenol
compound, correct?

A. Strictly, it's not, but under Fu's classification, it is.

QQ. All cight. Well, let's -- I think you should have a copy

of your deposition transcript in your binder.

MS. HOLLAND: Did we hand out the cross binders yet?

Okay. Sorry. Let's get those.
BY MS. HOLLAND:

Q. Now, { believe you should have your deposition transcript
United Sfates District Court
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in your binder. Did you find it, Dr. Davies?
A. Yes.

Q. Okay. Would you turn to page 245, please.

MR, DINER: Your Honor, before we get going on this,

1 think that the impeachment that Ms, Holland is about to

embark upon is improper. I think he's already just agreed

with her in the context of Fu of what actoxynel 40 can be,

MS. HOLLAND: Well, I didn't ask in the context of

Fu, your Honor. That's the issue. J] asked generally, $o, I

think it's proper impeachment once you take a lock at it.

THE COURT: Allright, Before 1 see what the text of

the dep says, [ can’t rule on whetherit's inconsistent. I

mean, is there an agreement that he is withdrawing certain

testimony?

MR. DINER: Wo, your Honor. I’m just thinking that

he, when he answered her question about whetheror not

ethoxylated -~ octoxynol 40 is an ethoxytated octylphenal, he

said no, not strictly, but it fs according to Fu and how Fu

defines things. And I think what she is going to do in terms

of her impeachmentis just ask hins whatit is in terms of the

octoxynol 40 that was disclosed in Fu.

MS, HOLLAND: Your Honor, if 1 may just do the

impeachment, and if there's an issue with it, so -- I'm going

show everybody the «= your Henor, I'll direck you and the

witness to the testimony. It's at page 145, lines 3 to 5.
United States District Court
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THE COURT: Okay. I'll permit it.

MR. DINER: If I may, your Honor, I just would ask

for completeness purposes that Ms. Holland also ask the

witness the questions that fellow which will bring into
context the Fu reference.

MS, HOLLAND: I don’t see anything that would make

that particular Q and A complete, completer, mare complete, I

should say, by reading anything more in.
MR. DINER: Line 6 andall that.

MS. HOLLAND: That's a separate question I asked.

THE COURT: I agree with Ms. Holfand, that wouldn't

be compteteness material. It could be asked on redirect, but

I don't see that it's qualifying the answer that's given on

line 5 because it seems to be a different topic,
BY MS. HOLLAND:

Q. So, Dr. Davies, I'm directing you te your deposition

testimony, page 145, lines 3 to 5. Were you asked at your

deposition, “Octoxynol 40 is an ethoxylated octylphenol

compound, right?"

And did you provide the answer, "Yes"?

A. Idid, yes.

GQ. Now, you have also referred to octoxynol 40 as a

polyethoxylated octylphenol surfactant, right?

A. Where dol say that?

Q. I'm gust asking you, do you agree that octexynal 40 can
United States District Court
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also be referred to as a polyethoxylated octylphenol
surfactant?

A. Asa polyethoxylated?

Q. Octyiphenol surfactant.

A. Under Fu's definition, yes. I'm happy to call it that.

Q. When you say you are happyto call it that, do you mean
you agree?

A. Thatit's not an ethoxylated phenol. It's a -- it's

where you're putting the poly. So, if you show me the
reference --

Q, Let me direct you to your deposition testimany then at
line -- page 192, please.

A. Yes,

Q. And I'll direct you to line 13.
A. Of 1927

Q. Yes. And just for now, I'm showingit to you to refresh

your recollection that is it -- in your view, can octoxynol 40

be referred ta as a polyethoxylated octylphencl surfactant?

MR, DINER: Your Honar, I'm not sure which reference

she's pointing to. She's talking about colurnn 4, starting at
lines 32, and I'm not sure that we have context of where we're

talking about.

THE COURT: All right. Can you supply that? Is that

the Fu patent?
MS. HOLLAND: Thisis --

United States District Court
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MR. DINER: It's a different Fu patent other than the

one that we've been talking about,

MS, HOLLAND: it's the '493 patent.

THE COURT: Okay. Well «+

MS. HOLLAND: Do you want meto -- my question was

just more of a definitional one.

THE COURT: Maybe ask the question without reference

to this aspect of the transcript, if it's not the Fu patent

that he was talking about.

MS. HOLLAND: Sure, your Honor.
BY MS. HOLLAND:

Q. My questionis, are ethoxylated octylphenot and

polyethoxylated octylphenal, do they refer to the same thing?

A, They do, If you put the phenol in the name,in terms of

the name,if you put the phenolin the namestrictly, it's not

true, but Fu introduced to the system the easier way to call

them, which is te call them the ethoxylated phenols. That's
where it comes from,

Q. Thank you. And you agree that tyloxapalis in the family
of polyethoxylated octy[phenal surfactants, correct?

A. It's part of a huge family of such compounds, yes.

Q. Now, you said just again that ethoxylated octylphenol

compounds are a huge family. Do you know whether a formutator

would have considered the possible ethoxylated octylphenal

compoundsto be used In an ophthalmic formulation to be among
United States District Court

Camden, New Jersey
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@ huge family as of 20037

A. Well, I think they could consider using anything in an

ophthalmic formulation, Fhey would have to get it approved,
of course,

Q. How many ethoxylated actylphenol compounds were approved
for ophthalmic formutations as of 2003?

A. I haven't done that analysis.

Q. You didn't attempt to determine that before providing

your opinions in this case?

A. I don't think it was relevant to my opinions in this
case,

Q. Let me move on to something else then. You testifted

that there was no evidence in the Ogawa '225 patent that

bromfenac and BAC form a precipitate. Do you recall that

testimony?
A. Yes.

Q. Example 6 of Ogawa contains polysarbate 80, carrect?

A. Can you --

Q. Why don’t we --is it in the cross binder? It's JTX-147.

And we'll put it up on the screen a5 well, but I'm going to

refer you to Example 6, which is in JTX-147, it's in your

binder, and you can find it at column 10.
A. Yes.

Q. So, my question again was, does Example 6 of Ogawa

contain polysorbate 80?
United States District Court

Camden, New Jersey

A. It's listed there, yes.

Q. Go you know whatpolysorbate 80 is?

A. It's -- I went through the structure earlier, It's

sorbitan with the long chain and the three groupsonit, and

80 will mean there's 80 of the ethoxylated units.

Q. So, that’s what it means to an organic chemist, but to a

formulater, what is the function of polysorbate 80?

A. 1 believe it has a numberof functions.

Q. Is one of them asa soltsbillzer?
A, It's one of several functions it could have.

Q. Are you aware that polysarbate 80 as of 2003 had been

used as 3 physical stabilizer?

A. Edon't recall. X'd have to look throughall of that.

QQ. Pmsorry. I couldn't hear you.

A. Sorry. I don't recali. But I've seen that. I'd have to
look,

Q. You didn't investigate that issue before farming your
opinions in this case?

A. just don't recall.

Q. Do you know the function of polysorbate 80 in the '225
forrnulation?

A. I don't believeit's listed.

Q. Okay. Well, do you know if a formulator, when they see

polysorbate 80 in @ formulation, would understand what the
function is?

United States District Court
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A. Well, since there are several, I believe there are

several possible functions, and one is not listed, you'd have

to ask a formulator, but I don't think -- I don't know how

they wouldif it's not listed.

Q. Did you attemptte find out what the function of

polysorbate 80 wasin the '225 formulation?

A. Edon't know how I would do that.

Q. Now, did you consider that polysorbate 80 might be
present to prevent complexation of bromfenac and BAC?

A. I don't -- I would have no way of telling, What I can

tell is that this is a stable solution, this is -- whetherit
contains both bromfenac sodium and BAC and doesn't forma

precipitate.

Q. My question wasalittle different. Did you think about

the possible functions of polysorbate 80 in this fermulation

of Exarnple 6 in the ‘225?

A. What we haveis «+ I don’t think I needed te consider

that because what we have here is an example of a stable
solution that contains both sodium bromfenac and BAC,

Q. Okay. So,is the answer to my question that you did not
consider the possible functions of polysorbate 80 in the
formulation?

A. Well, I would have looked at the Jist of ingredients in
general, but what I took out from it was that it contains the

two species, sodium bromfenac and BAC, and that there was no
United States District Court

Camden, New Jersey

precipitate, it was stable. I can't tell whyit's stable.
it's stable.

Q. Is one passibility for the reasonit's stableis thatit

contains polysorbate 80; is that a possibility?

A. Well, it's an ingredient in there. The solution as a

whole is stable. Any of the ingredients could be doing

anything.

Q. So, in your view,it is at teast possible as a matter of

chemistry that polysorbate 80 is performing the function in

the '225 Example 6 of preventing complexation of bromfenac and

BAC; is that right?

A. Weil, in terms of chemistry, these are systems. You have

everything in there and you can't say any one component does a

particular thing. It would be all the components together

producing the system in which materialis dissolved.

Q. When you [ook at thelist of excipients in Exampte 6 of

the Ggawa '225 patent, is there anything else cn that fist

that would prevent physical complexation other than

palysorbate 80? And if you don't know, you can just telf me
you don't know,

A. Well, I don't understand the concept of preventing
complex formation. If the ions are perfectly happy in

solution and to be staying in solution, it's not a case of

preventing complex formation, It just doesn't happen.
Q. So--
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THE COURT: If there's happy ions?

(Laughter)

THE WITNESS: [f they're happy ions to be in solution

with water molecuies around them, why would they form

complexes?
BY MS. HOLLAND:

Q. Albright. Let me probe that a little bit, So, we've
seen several references where at least the authors of the

references say that complexes form between NSAIDs and BAC. I

understand you disagree with them, but you have at least seen

several references where those statements are made, right?

4. There are several references where they speculate that

might be happening, yes.

Q. And you agree that purely as a matter of chemistry, there

can be a salt formed between the plus charge of the

benzalkonium ion and the minus charge of the NSAID in

solution, right?

A. If you dissolve a salt in solution, in a solvent, you

form a solution that has plus and minus charges, but again,

it's a system. So, whatever the minus species, however many

there are, are floating around in a lot of water mofecules

with a lot of equivalent number of plus species, whatever they

are and whatever makeup they are, you have to look at the

whole formulation to see. They don't suddenly say we're going

to grab -- one is going to grab another.
United States District Court
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Q. Let me try my question again because I appreciate that

chemistry lesson, but my question I believe was a fittle

different, so let me see if f can explain it better, Do you

agree as a matter of chemistry that it is potentially possible
for a salt to form between benzalkonium chlarige and an acetic

NSAID in sotution?

A. In chemistry terms that doesn't have a meaning. Itis

already a salt. You have a salt when you have plus and mints

charges. Itis already a salt. If itis dissolved, you have

a mixture of possibly -- it's a mixture of salts, if you want

to flock at it. Once you have dissolved ions into solution,

they don’t remember who they came in with. You end up with a

mixture of minuses and a mixture of pluses floating around

that come and interact occasionally and go apart again.

Q. All ight, well -- I'm sorry, I didn't mean to interrupt.
Are you done?

A. If they stay in solution, then they keep moving around.

Q. All right. I'm going to try this one more time. Do you

agree as matter of chemistry that a salt could form between

the plus charge of a benzaikanium ion and the minus charge of

an NSAID compound at pHs relevant to ophthalmic solutions?

4. As soon as you dissolve the ions in solution,it is 2
salt form in solution.

Q. I'm going to direct you to your deposition testimony,

page 184, lines 3 to 13. So, at your deposition, Doctor, were
United States District Court

Camden, New Jersey
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you asked, "So, sotentially, a salt could form between the

plus charge of the benzalkanium ion and the minus charge of an

NSAID compound at pHs relevant te ophthalmic solutions?"

There was an objection.

Your answer, "It's a theoretical possibility, but

without evidence, you don’t know it's going to happen."

Was that the question and answer?

MR. DINER: Objection. I don’t think that what Ms.

Kailand is offering is inconsistent with how he just responded

# Moment ago.

THE COURT: No, Il perrnit it, His trial testimony

doesn’t offer that it may be a theoretical possibility. So,

I'll permit it.

THE WITNESS: I'm just looking at the context.

MS. HOLLAND: There's no question and answer on the

table anymore.

THE COURT: No, the witness didn't answer your

question.

MS, HOLLAND: Oh, I’m sorry, your Honor, I thought ,
there was -- that he had.

THE COURT: The tail end of your question was was

that the question and answer? I assume the answer is yes,
THE WITNESS: Yes.

THE COURT: That's what's on the paper, and yeu can

ask the next question.
United States District Court

Camden, New Jersey

MS. HOLLAND: Thank you, your Honor.
BY MS. HOLLAND:

Q. New, in your testimony about Example 6 of the '225, and

fet's put that back up again, you said that the stability was
excellent, correct?

A. Well, I'm quoting from the words underneath Example 8.
Q. And Example 6 of the ‘225 patent is at pH of 8, correct?
A. That's correct.

Q. Bo you know whether pH has an effect on the stability of
a pharmaceutical formulation?

A. I'm sure it does in some cases, yes.

Q. Okay. Do you know whether the stability of this

particular formulation would still be excellent at a pH of 7?

A. Sorry. Can you repeat that question?

Q. Sure. Do you know whether the stability of Example 6 of
Ogawa would still be excellent if it were at a pH of 77

A. Idon't believe he does that experiment, so J can't tell.
Q. You showed the Court several three dimensional structures

during your direct testimony.

A. Yes.

Q. Do you recall that?
A. Yes.

MS. HOLLAND: Could we put ane of those examples up

on the screen? Can you tell me which PDX it is? PDX3-10.
BY MS. HOLLAND:

United States District Court
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Q. Allright. And those three dimensional structures as you

testified were meant to show that the compounds look different

from each other, right?

A. That's correct.

G, Now, those images, they represent structures of the

molecules in the gas phase, correct?

A. They are generated from a program that cannot put the
solvent there, so yes.

Q, So, those are in the gas phase, but you understand that

the formulations in this case are aqueaus solutions, right?

A. Ido, yes.

Q. And your 3D images don't show what the molecules would

look fike in an aqueous solution, right?

A. We have no wayof telling what they would fook like

directly in solution, but a common use of these types of

programs to generate 3D images, when we can get information

about what they look like from the gas phase calculation to

the solution, very often they are a very close correlation,

Q. You didn't mean to suggest to the Court that what you put
Up on the sereen here are how the mofecujles would look like in

the aqueous solutions relevant to this case, right?

A. No. These things are mobile, I can't show them moving

around, But you have to take one static view, and however

they move around, you're not going to be able to turn

polysorbate 80 on the Jeft into the structure on the right.
United States District Court

Camden, New Jersey

You have to take a snapshot.

Q. But these are a snapshotin the gas phase, notin an

aqueous Solution, right?

A. The catculation is done in a gas phase, but an organic

chemist's experience would be that this does translate in most

cases to the aqueous or any other solvent base.

Q.=I'd like to turn to your testimony on the $B4, EP 984,

which is JTX-209. Can you open wp to that reference, please,

in your binder?
A. Yhaveit. 1 have it.

Q. Okay. And you see that the title of this particular

patent application on the first page of JTX-209 is

preservative system for ophthalmic formulations. Do you see
that?

A. Isee that, yes.

Q. So, you agree that this particular reference is directed

to the field of pharmaceutical formulations, right?
AL Yes.

Q. And you pointed out this sentence on pages 2 of the EP 984

at paragraph 40 -- I'm sorry, at line 40 on page 2.

MS. HOLLAND: Can we blow that ep, please?
BY MS. HOLLAND:

Q. And that statement herein this pharmaceutical

formulation reference is that, "As in the case with other

ophthalmic drugs that contain a COOH group, antiinflammatory
United States District Court

Camden, New Jersey
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solutions of NSAIDs for ocular use have proven to be

incompatibie with quaternary ammonium compounds such as BAC."

Do you see that?

A. That's what it says.

Q. Okay. Now, do you know one wayor the ather whether

formulators as of 2003 generally considered it to be common

knowledge that antiinflammatory sclutions of NSAIDs with COOH

groups were generally incompatible with BAC?

A. Idon't know how I'd know what a formulator would know.

ET read this type ef general statementin the introduction to a

number of patents and papers, and no, it doesn't provide any

evidence thatit will happen in any case or any particular
case.

QQ. Okay. So, well, let's look at the next sentence then.

"This incompatibility is due to the fact that the COOK group

can farm @ complex with the quaternary ammonium compounds,

rendering the preservative less available to serveits

function, and reducing the activity of the active ingredient."

Do you see that?

A. Yes.

Q. And you understand that, at least in this reference, this

pharmaceutical formulation reference,it is being stated as a

general proposition that the incompatibility is due to the

interaction between the COOH group of the NSAID with the --
with BAC that renders the BAC less available to serve its

United States District Count

Camden, New Jersey

function and reduces the activity of the NSAID. Do you see
that?

A. That's whatit says.

Q, Okay. Now,that particular sentence doesn't say that

whether or not the NSAID is going to form a camplex with BAC

cepends in some way upon the chemical structure of the acetic

NSAID, doesit?

A. That doesn’t state that, but the chemical! structure would

depend on whether it would form what they term here as a

complex, and it doesn't -- I don't think it says that it would

have to precipitate out either. So,if it stayed in solution,

you wouldn't reduce the amount of the active ingredient,

Q. Albright. But just getting back to my question, my

question was, dees this paragraph say anything about the

farmation of the complex being dependent in any way on the
structure of the NSAID?

A. No. Buta person of ordinary skiff would know that

forming any complex depends on the structure of the two

compounds coming together or ions coming together.

Q. Okay. And it also doesn’t say whether or nat the ability

to form a complex between an NSAID and a BAC depends-- and

BAC depends upon the solubility of the NSAID, doesit?

A. It doesn't say that, but if they formed a complex in

solution, they would -- it would be temporary and they would
solvate apart and join up with something else and come back

United States District Court

Camden, New Jersey
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together.

Q. But this reference doesn't say that, does it?

A. It doesn't say that, no.

Q. And it doesn't mention hydrogen bonding, correct?

A. Those are very basic parts of chemical knowledge that

students learn in their first term in any chemistry course,

Q. It doesn't say that whether or not the NSAID will form a

complex with BAC depends upon its hydrogen banding abilities?

A. It doesn't say that.

Q. Now, you said this referenceis directed to ketorolac,
right?
A. Yes.

Q. And you pointed the Court to Examples 2 and 3, correct?
A. Yes.

Q. Now, would you go to page 4, please. This is a part that

you didn't direct the Court to, but I want to look at it

anyway. Why don’t we go ta page 4.
A. Yes.

Q. There's a table on lines 30 to 40. I'm actually going to

look first at ling 29. It says, "In a preferred ophthalmic

NSAzD solution, the ingredients are combined in the following

proportions.” Do you see that?

A, I do, yes.

Q.) Okay. And what is the first ingredient on that table?

A. Itsays NSAID.
United States District Court

Camden, New Jersey

Q. Right. It’s not particular to any particular NSAID; is

that right?

A. Itjust says NSAID.

Q. And thenif you Jook at the next table, it says another

preferred ophthalmic NSAID solution, and againit's a generic
NSAID, correct?

A. Weil, it uses the term "NSAID." It doesn't say one in

particular or every NSAID. A person of ordinary skill would

read the rest of the patent to see what was being referred to.

Q. In these particular tables, there's no reference to the

formulations being applicable to any particular NSAID,
correct?

A. In these general tables, it doesn't specify one or all or
some,

Q. And then if you go -- why don't we look at claim 1 on
page 11,

MS. HOLLAND: Can weput that up on the screen?

Thank you. Maybe a little larger. Is that possible? Thank

you. Maybeit's me. Okay.
BY MS. HOLLAND:

Q. If you foak at claim 1, it says, “An ophthalmic NSAID

formulation comprising an NSAID in an effective amount for

ophthalmic treatment, a quaternary ammonium preservative, a

stabilizing amount of a nonionic ethoxylated octylphenol

surfactant, and an aqueous vehicle.” Do you see that?
United States District Court
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A. Yes.

Q. Se, the claims of this patent ere not directed

specifically to ketorolac, right?

MR. DINER: Your Honor,I'd like to just insert an

objection for the record. These are claims, and what is in a

claim is not necessarily an interpretation of what is in the

specification and what one of ordinary skill in the art

typically looks to.

THE COURT: So, you're asking the question be

rephrased to speak only to this claim?

MR, DINER: Well, I's) just saying that the -- that

the claim refers to NSAID, but that is a daim, and claims are

directed to lawyers whereas the specifications are directed to

people of ordinary skill in the art. And it doesn't really

matter what a claim says to a skilled person, it matters

what's in the spec.

THE COURT: All right. Just a moment.

MR. DINER: And moreover, your Honor--
THE COURT: If the witness is aware of the claims of

this patent, he can answer the pending question, whichis,

"So, the claims of the patent are not directed specifically to

ketorolac?" Pil permit it.
THE WITNESS: Someof the claims are.

BY MS, HOLLAND:

Q@. Okay. But claim i is general and would apaly to any
United States District Court

Camden, New Jersey
623

NSAID, correct?

A. Idon't know that. That's a legal conclusion I don’t

have the expertise to make.

Q. And while we're on claim 1, you wilf see that it refers

generally to nonionic ethoxylated octylphenol surfactants. Do

you see that?

A. Yes.

Q. It doesn't nameany specific nonionic ethoxylated

octylphenol compound in that claim, right?

A. It doesn't name any, but a person of ordinary skill would

fook at the whole patent, read the whole patent to find out
what was being referred to,

Q. Let's go to Example 5, which you discussed in your
testimony.

A. Okay,

Q. And I believe you said that this Example 5 shows results

of testing of three ketorclac-benzalkonium chloride

formulations, right?

A. Ithink it actually involves six.

Q. Correct, they had different concentrations. Thank you,
Thank you for that correction,

Okay, But there were three different surfactants thet

were being evaluated, right?
A, That's correct.

Q. And do you understand that the purposeof this experiment
United States District Court

Camden, New Jersey
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was to determine whether or not these three surfactants would

help in keeping the solution clear rather than turbid, right?

A. Well, they were looking to see whether the formulations

that include those different surfactants stayed clear, yes,

Q. And more specifically, if you look at the third paragraph

under Example 5, it tells exactly what this experiment was

intended to do. It says, "Three surfactants were evaluated

for their ability to dissolve the ketorelac-benzalkonium

chloride complex and maintain a physically clear sclution over

an extended period of time," Do you see that?

A. That's correct, yes.

Q. Do you at least agree that that was the purpose of this

experiment?

A. That's whatit says, yes.

Q. Now, you said earlier I believe in your testimony that

when you looked at Example 5, it suggested -- it suggested to

you that the authors really didn't know what was causing this

turbidity in the solution. Was that your testimony?

A. Itsays the werd "suggested." It doesn't say "is,"

Q. Okay. But when you look at the paragraph I just pointed

te yeu, it says that they were “being evaluated fer their

ability to dissolve the ketorolac-benzalkonium chloride

complex.” Go you see that?

A. Yes.

Q. Dees that indicate te you that the authors believed there
United Sfates District Court

Camden, New Jersey

was a ketorolac-benzalkonium chloride complex?
AL No.

Q. All right. And when you look at Example 5, do you agree

that it was the octoxynol 40 that was able to keep these
solutions clear?

A, That's what the table says.

Q. You also said in your direct testimony, locking at this

same table, you commented on Dr, Lawrence's testimony that a

formulator would have looked at the .02 percent octoxynal 40

and used that as a starting ogint far tyioxapol formulation,

Do you recall that?

A, No,

Q@. You don’t recall that testimony of yours about Dr,

Lawrence relying on the .02 percent?

A. I rememberDr. Lawrence saying that, yes.

Q. Yes. Okay. And you said that's net right because they
have different structures, right?

A. I can't remember my exact words, but I think I went on to

say you can't swap amounts with surfactants.

Q, And that's because they have different structures. That

was your testimony, right?

A. Yes.

Q. Okay. Now, you dan't know if a formulator looking at

this would, in fact, use .02 percent octoexynol 40 for --
withdrawn.

United States District Court
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You don't know whether 3 formulater would use .02

percent for a tyloxapal solution given that it had been used

at that percentage for octoxynal 40 in the 984 patent, right?

A. Well, I can see that there would be no reason for the

formulator to believe that that would work, and soa

formulater would do the normal experimental procedures they

use to determine what would be, if any, the best formulation,

which would mean a whole set of experiments under different
concentrations,

Q. Right. I want to turn to the ‘560 patent, which you also

talked about in direct testimony, JTX-57,
A. Thave it.

Q. Sorry. It's a big binder. I'm going to try to fit it up
here.

Now, the 'S60 patent that you testified about -- sorry
about that.

The '560 patent has an additional statementin it that

you didn't testify about earlier, and I'd like to take a look

at that. If you go ta column &,
- Yes,

And then at line 63.

63?

Yes, in column &,
Yes.

T'd like to look at that last sentence. It says, "The
United States District Court
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discovered canditions atso permit including in the formulation

quaternary ammanium cempounds as preservatives, since these

same conditions also inhibit the unacceptable interaction

between dictofenac and the quaternary ammonium compounds." Do

you see that?

A. That's whatit says.

QQ. Okay. And a quaternary ammonium compound again, BAC
would be an example of that, correct?

A. BAC would be an exampleof that.

Q. Okay. And this paragraph is telling the farmulator that
including BAC as a preservative can be used to inhibit

unacceptable interaction between diclofenac -- well, I'm

sorry, Let me start that again.

This sentence is telling the formulatar that there is a

way to inhibit the unacceptable interactians between

diclofenac and BAC, right?

A. Well, it is saying that you can include the quaternary

ammonium compound, That's the thing relating back to the

control experiment that was done where diclofenac was included

with the quaternary ammonium salt and they didn't see a

precipitate. It doesn't say that you would ever get a

precipitate under those conditions,

Q, But again, this patent acknowledges, as others that we've

looked at have, that there was a general understanding that

there was an interaction between acetic NSAIOs and BAC,
United States District Court
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correct?

A. Itis making that type of statement, but for which there

is no experimental evidence that I've seen in the prior art,

Q. Just to be clear, your opinions in this case are not that

these interactions don't exist or can't exist. It's that you

haven't seen experimental evidence of them existing, correct?

A. Notin the prior art, no, I haven't, no.

Q. Let's go to the '444 patent which is 37X-43. You also

testified about this patent on your direct examination?

A. Which is the number?

Q.  JFX-43.

A. 43?

Q. Yes.
A. Thaveit.

Q@. And you did testify about this patent as well in your

Girect examination, correct?

A. Yes,

Q. All right. Let's laok at cofumn 2, lines 34 to 39,

Actually, I?m going to Fook at the sentence that starts an 36,

It says, “Conventional broad spectrum.” Do you see that?
A. Ido.

Q. And it says, "Conventional broad spectrum antimicrobial

agents jike BAC tend to interact with the nonsteraidal

antiinflammatory agents over time and thereby reduce the

efficacy of the medicatian." Do you see that?
United States District Court

Camden, New Jersey
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A. It says that, but it is including the word "tend" which

means it may or may not,

@. But the authors are acknowledging that a phenomenon

exists of NSAIDs complexing with BAC, right?

A. Well, they are making a speculative commentin the

introductory part of @ patent for which I have not seen any

experimental evidence.

Q. So, you think all the authors of these prior art

references in the area of pharmaceutical formulation, they

were ail just speculating that this complexation exists?

A. Well, since they don't seem to see any evidence thatit

happensin their cases, it looks Hike speculation to me.

Q. Okay. And again, this is a reference in thefield of

pharmaceutical formulation, right?
A. It wouldn't matter whereit is.

Q. No, but my question was different. You agree that this

is & reference in the field of pharmaceutical formulation?

A. Right, but it's dealing with chemistry.

Q. Is this a reference in the field of ophthalmic
formulations?

A. Which is part of chemistry.

Q. Do you have a problem answering my question?

A. tis, yes.

Q. Is this a reference in the field of ophthaimic
formulations?

United States District Court
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A. Itis, yes.

Q. Okay. Now, you pointed out column 7, line 55, you

pointed to a sentence that said, "It shauld be noted that BAC

was found to be unexpectedly compatible with diclofenac in the

present aphthalmic composition.” Do you see that?

A. Can you remind me ofthe line, please?

Q. Yeah, 1 apologize for that. It is column 7, line, I

think it's 54. This is samething you had «= or $5, It's

samething you pointed to in your direct examination.

A. Gh, yes, sorry. I haveit, yes.

Q. Allxight. So, again, that sentence says that, "it

should be noted that BAK was found to be unexpectedly

compatible with Sromfenac in the present ophthalmic

composition,” Bo you see that?

A. Yes, that's what it says here.

Q. So does that suggest to you thatit is expected that it

would be incampatible?

A. That's one way you could interpret it, But it's another

one of those speculative expect or not. I haven't seen any

evidence that it happens.

Q, And again, in that particular reference that you cited

earlier, there’s no statements in here that say that the

interaction between BAK and the NSAID in any way depends on
structure, isn't that right?

A. That would be in the general knowledgeofeither a
United Siates District Court

Camden, New Jersey
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formulator or the chemist or whoever is reading the patent,

Q. Okay.

A. So the person of ordinary skill in the art.

Q. Thad a bit of a different question; just answer this
question.

My question was isn't it correct that nowhere in this

patent fs there any mention of the complexation issue having

anything to do with the structure of the particular NSAID.

A. i don't believe thereis, no.

MS. HOLLAND: Your Honor, wauld you mind if we broke
now for lunch? It's 12:40.

THE COURT: Ail right, That's fine,

MS. HOLLAND: Thank you.

THE COURT: So let's break until 1:40. And remember

that this afternoon, this is the day when I have to end court

a little bit early, 3:45. Okay?

MS. HOLLAND: Yes, your Honor.

(Luncheon Recess)
DEPUTY CLERK: Alf rise.

THE COURT: Be seated, please,

Sorry I'm a bit late, but stuff happens during the
lunch hour in other cases and so that detained me, But we're

ready to go.

MS, HOLLAND: Thank you, your Honor.

May 1 begin?
United States District Court

Camden, New Jersey
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THE COURT: Yes,

BY MR. HOLLAND:

QQ. Dr. Davies, I'd like to look at one of the demonstratives

you put up this morning, I think it's Slide 13. Yes. Thank

you.

50 this slide was a comparison of octoxynol 9,

ectoxynol 40, and tyloxapoi, correct?
A. Yes.

Q. And you compared them in terms of molecular weight as

well as critical micelle concentration, correct?
A. That's correct.

Q. You have never personally done any experiments to assess

critical micelle concentration, right?

A. Thave not, no.

Q. Okay. Now, when you look at the critical micelle

concentrations of octoxynol $, octoxynol 40, and tyloxapol,

they differ from each other, right?
A. That's correct.

Q, And a critical micelle concentration is a property of a
surfactant, right?

A. Itis, yes.

Q. Okay. And the lower the critical micelle concentration

is, the less surfactant you have to use in a particular system

in order for it to be able to solubilize in that system,
correct?

United States District Court
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A. It depends on whether you're talking about molecules or
grams.

So let's look. You did it in terms of motes, right?
That's correct.

Okay. And that's what a chemist would do, right?

I think both are acceptable by anybody.

Okay. And you've seen it -- you've seen formulation

docurnents look at it in terms of grams, right?

A. Ihave, yes.

Q. Soif you [ook at it in terms of moles, you see that of

the three tyloxapol has the lowestcritical micelle

concentration, right?

A. That's correct.

Q. it's also correct even if look at it in terms of grams,

tyloxapol has the lowest critical micelle concentration,

right?
A. can't rememberthe calculation.

Q. Weil, let's talk about that for a second. So in order te

figure that out, you would multiply -- so let's look at

octoxynol 90 for example. So 625 grams per mole is the same

as .625 grams per millimol, right?

A. Yes,

Q. So if you multiple the .625 gramsper millimel times .24

millimol per liter that you use as the critical micelle

concentration, that gives you the CMC in grarns perliter,
United States District Court
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right?

A. That's correct, yes.

Q. Okay. And that would be the same calculation for each of

the octoxynol 9, octoxynof 40, and tyloxapol, right?
A. Yes.

QQ. Any. Now, have you done that calculation before?

A. Along time ago.

Q. Okay. So do you recall after you did that calculation,

that tyioxapel has the lowest CMC even in terms of grams per
liter?

A. I don't recall that, no.

Q. Okay. But that's a simple matter of arithmetic, right?

We would just have to muttiple, as we said before, grarns per

millimol times the CMC in millimel to get the grams pezliter,

right?

A. That's correct, yes.

Q. Just so the record is clear, I actually have a

calculator. Sa why don't we do the math so that we can just

confirm that tyloxapol has the lowest CMC of those three in

terms of grams perliter as weil.

A. Okay.

Q. Are you up for that?
A, Yes,

MS. HOLLAND: May E approach the witness, your Honor?
THE COURT: Yes,

United States District Court
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BY MR. HOLLAND:

Q. Okay. So tet's start with the octoxynol 9, I think we

had agreed that you'd multiple .625 times .24 to get the CMC

in grams perliter, right?
A. Yes.

Q. And what do you get after that calculation?
A. 15.

Q. .15?

A. Yes.

Q. And then for actoxynol 40 what do you get?
A. 1.59.

Q, Okay. Thank you.

And let's, finally, do the calculation for tyloxapol.
A. .081.

Q. Okay. So now you agree with methat of the three

nonionic surfactants that you listed on your slide, octoxynol

9, octoxynol 40, and tyloxepol, tyloxapol has the lowest CMC

both in terms of millimol and in terms of grams perliter,
correct?

A. Yes.

Q. And that is information that would have been available to

the person of ordinary skill in the art, right?

A. That's true. We just worked it out.

Q. Okay. I'd like to put something up on the screen. 1

apologize, I’m not sure if these are in the plaintiff binders
United States District Court
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A. Yes.

Q. They both have different structures other than the COOH

or not, but fet's see. Thank you.

So whatI've done here, doctor, is I've simply taken

carboxy! group, right?
A. Yes.

the structures for flurbiprofen, ketorolac, and diclofenac

that were in your expert reports and just put thern up on the

screen, You confirm those are the correct structures, right? Q, And beth of them appear in references where there are
A. Yes.

Q. And these compoundsall have different structures, right?
general statements about complexation between NSAIDS and BAC,
right?

anaanhwhe oNaahwh
A. They do, yes. A. Whether they be, yes.

tte) woQ. Okay. The thing they have in commonis the CGOH carboxyl Q. Okay. De you recall that flurbiprofen was an Example 4

group, right? of EP '984, one of the references that you brought up on your
A. They're all acids, carboxylic acids, direct examination?

Q. They're all what we've been calling acidic NSAIDS, right? A. Irecail that, but I don't think there was any data to do

A. They are acidic NSAIDS,yes. with any experiment to do with it.

Q. And these are three acidic NSAIDS that have been Q. Can we look at the ‘929 patent, JTX-61? It should be in
particularly exemplified in the prior art references that your case binder.

talked about complexation, correct? A. Oh, the cross binder,

A. They're the ones we've been discussing, yes. Q. And I'd like te turn to Column 1.

Q. Now, even though these three compoundsalt have different THE COURT: Excuse me, I need to interrupt because my
structures other than the carboxyi group, the COH group, they monitor is not picking up the feed.

all were reported as forming a complex with BAC, correct? DEPUTY CLERK: I'm going to shut it down and bring it

A. I don't believe any of them reported forming a complex back up.

with BAC. (Realtime Malfunction)
Q. I know you don't -- I know you don't think there was THE COURT: We're back on board,

experimental evidence, but do you recall in your direct MS, HOLLAND: Thank you.
testimony talking about those three compounds being ones that BY MR. HOLLAND:

United States District Court United States District Court
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Q. Albright. So we had been locking at JTX-61, this is the
‘929 patent. And then I believe I asked you te read Column i

appeared in the prior art references that had brought up the

issue of complexation?

A. Weill, the general statement was in the introductory part starting at Line 27, You see there's a paragraph that begins

of the papers -- of the patents, “benzalkonium chloride is a widely used preservative in
Q. Okay.

A. But there were no -- the complexation was not seen in

ophthalmic solution?"
A. Yes.

Q. You there?

The next sentence says "benzalkonium chloride and other

the -~ or was not evidenced in the examples of those patents.
aNOohwwR onm~ononhwh=

Q. Allright. I think I understand what you're saying. Let

9 me askit again just to make sure. quaternary ammonium compounds are generally considered to be

04:42 10 What you're saying is we've looked at patents that had : incompatible with ophthalmic composition of drugs with acidic
11 these three different acidic NSAIDS in them, that had general groups such as nonsteroidal anti-inflammatory drugs, NSAIDS.”
12 statements that these NSAIDS would form complexes with BAC, Do you see that?

13° but you saw no evidence in those patents of the complexes A. That's whatit says.

14° forming, is that right? Q. Sethis particular reference talks about it as a general
04:42 45 A. don't think I said would. 04:49 15 proposition that benzalkonium chloride and acidic NSAIDS are

16 MR. DINER: It's outside the scope of his direct 16 considered to be incompatible. Do you see that?

17 testimony with regard to flurbiprofen. 17 A. It's whatit says. Generally could be taken to mean not

18 MR, HOLLAND: Oh. 1 apologize. 18 always or sometimes.

19 Did you not talk about -- he did talk about it. 18° Q. Okay. Now again, in this reference, the ‘929 patent,

04:42 20 MR. DENER: Not a reference. That reference to 04:50 20 there's absolutely no statementthat the tendencyof an acidic
21~~flurbiprofen, that was your question. 21° NSAID to form a complex with BAC has anything to do with the
22  8Y MR. HOLLAND: 22~~specific structure of the acidic NSAID, correct?

23° Q. Allright. So let's look at the ketorolac and diclofenac 23° A. It doesn't sayit, but it's what a person of ordinary
24° then. That's fine. Ketorolac and diclofenac again are acidic 24©skitl would understand.

04:42 25 NSAIDS, right? Q. Albright. Let's turn to JTX+207, this is WO 597.
United States District Court United States District Court
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A, Okay.

Q. Again, this is a reference in the field of ophthalmic

compositions, correct?
A. Yes.

Q. And just to be clear, if you turn back to JTX-61 for a

moment, the one we just looked at, the '929 patent, that was

also a referencein the field of ophthatmic compositions,
correct?

4. That's what it says in the title, yes.

Q. Thank you.

So tet’s go back then to JTX-207, Would you turn to

Page 2 of the reference, it has JTX-207.4 on the bottom.
A, Yes.

Q.=At the top of the page we again see the statement that

we've seen many times before, “benzalkonium chloride has been

widely used in ophthalmic solutions.” Do you see that?

A. Yes, I see that.

Q. Okay, And then this reference says that it was

“well-known that benzalkoniurn chloride was incompatible with

anion drugs forming insoluble compounds which caused the

solution ta turn cloudy." Do you see that?

A. It says it is considered.

Q.  Bremfenac is an anion drug, correct?

A. Bromfenac is an acidic compound that forms anions when

it's in solution at a pH that we're talking about, yes.
United States District Court

Camden, New Jersey
G4T

Q. Yes. But you understand that brormfenac would fall within

the meaning of anion drugs in this paragraph, right?
A. Yes.

Q. And again, there's no mention in this reference of the

tendency of the NSAID to form a complex with BAC having

anything to do with the structure of the particular NSAID,

right?

A. I wouldn't expect there to be. It's such a basic part of

chemistry.

Q. So you agree with me it's not there in the reference,

right?
A. I can't see it there.

Q. Okay. Would you turn to JTX-158, the '113 patent?

A. Okay.

Q. And this is another reference in the field of ophthalmic

formulations, right?
A. Ican't see it in the title but --

Q, Let's Inok at Calurnn 1 of this reference, Again, it says

at line -- let's see, 31, "benzalkanium chtoride is a

quaternary ammonium compound which has been widely used in

ophthalmic sclutions." Oo you see that?
A. Yes.

Q. Again we see the statementthat it was well-known that it

was incompatible with anion drugs. Do you see that?

A. It says it's considered incompatible.
United States District Court

Camden, New Jersey
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Q. It says it was well-known that it was considered

incompatible, right?
A. Yes.

Q. Okay. And this is another reference where there is no

qualification on that general statement in terms of the

specific structure of any particular NSAID, right?

A. Butit's a general reference in the introductory part to
a patent. I wouldn't expect there to be a reference because

it's such a basic part of chemistry.

Q. Now, sa -- all right. Now, have you heard of a reference

called Remington's?
A. Yes.

Q. Okay. That's a reference that's in thefield of

pharmaceutical formulation, right?
A, Yes.

Q. Andis that -- do you understand that to be a well-known

reference in the feld of ophthalmic formulation?

I believe it is well-known, yes.

All right. Can we look at DTX-15, please?

Sorry. 15?

Yes, that should be in your cross binder.

Okay. I haveit,

Q. Would you go to page DTX15.5, please. And you'll see

there a section of Remington's that called quaternary arrmimonium

compounds, Bo you see that?
United States District Court
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A. Yes.

Q. And the first sentence of Remington says that "BAC is by

far the most cornmon preservative used in ophthalmic

formulations." Do you see that?
A. Yes.

Q. And then the next sentence says that "over 65 percent of

commercial ophthalmic products are preserved with BAC." Do

you see that?
A. Yes.

Q@. And thenif you look two sentences later, what

Remington's tells the formulator is that “as a cationic

surface acts as material of high molecular weight, it is not

compatible with anion compounds." Do you see that? Do you
see that statement?

A. Sorry, where did you point me to?

Q. I think it's six lines down from the top of the

paragraph. It's highlighted actually if you want to look up
on the screenif that's easier.

A. That's whatit says there.

Q. Okay, And Remington's makes a broad statement that the

incompatibility issue applies to anion compounds,right?

A. That's true, it does so here. But elsewhere in Remington

under benzalkonium chloride it says the incompatibility is at
certain concentrations.

Q. Okay. So why don't we look here first. Okay? So right
United States District Court

Camden, New Jersey
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here it says that it's incompatible with anion compounds,

right?

A, It doesn’t say under what circumstancesit's

incompatible. It doesn’t say underall circumstances.

Q. Dogs this tell -- does this section tell the formulator

that BAC is incompatible with anion compounds?

A. That's whatit says, but it doesn't say under which
circumstances,

Q. All right. And this is a text that is used by

formulators, right?

A. I believe so, yes.

Q. Now, you looked at several references here that contained _
what you called, I think, general statements about acidic

NSAIDS being incompatible with BAC, right?

A. Yes.

Q. Allright. Does that indicate to you that as of 2003,

pharmaceutical formulators generally believed that acidic

NSAIDS were incompatible with BAC?

A. It says some were, some of the references that I've seen

are by the same authors or the same inventors.

Q. Now, a person of ordinary skill in the art in 2003,

they're confronted with all these references that say there's
2 problem here or potential problem between acidic NSAIDS and

BACs, Is it your opinion that the person of ordinary skill in

the art would simply disregard the statements in those
United States District Court

Camden, New Jersey
645

references?

A. I think they do what any sclentist would de, do an

experiment and find out whether their set of conditions

presented a problem or not.

Q. Soin your view a person of ordinary skill in the art

logking to farmulate bromfenac in 2003 aware ofthis
literature would at feast test to see if bromfenac formed a

complex with BAC, right?

A. If they were interested in making a formulation that

included it, they would do an experiment, yes.

Q. And if they had done the experiment, they would have seen

that bromfenac in fact does form complexes with BAC,isn't
that correct?

A. Idan'‘t know that, no.

Q. Well, did you ask your attorneys if they were aware of

any documents that showed that bromfenac does indeed form

complexes with BAC?

A. Idon't recall doing that. I may have done, I don't
recall.

Q. Ail sight. Did you investigate that issue before you

came into court with your opinions taday?

A. Well, I looked at all of the information I've been

presented with, which is a very iarge amount, and [ haven't

seen any -- an example where such a problem is evidenced,

Q. Albright. $elet's look at -- I'd like to look at
United States District Court

Camden, New Jersey 
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ITX-26.

A. Okay.

Q. Do you seeit says -- this is a Senju document,it says
Study Protocol,
A. Where am I--

QQ. Fm sorry, let me orient you. That's my fault, I
apologize.

‘The first page says Affidavit of Translation. Do you
see that?

A. Yes.

Q. Then if you turn over to the next page, which is 26.2,

you see it says Study Protocol, right?
A. Yes.

Q. And this is from the year 2000, right?
A. Yes.

Q. Okay. Now, I'd like you to -- you see the first

Paragraph says -- let me do this.

The study director is Shirov Sawa. Do you see that?
A. Isee that.

Can we go back to the date? This -- I don't believe

this would have been in the public domain at that time, this

looks like it's from an experimental procedure so it would be
from 2 fab notebook,

Q. I didn’t say it was in the public domain.

A. Okay.
United States District Court

Camden, New Jersey
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Q@. I'm asking you -- my question had been did you see any
evidence that if the person of ordinary skill in the art in

2003 had done the experiment you said they would perform to

test whether there was a complex between bromfenac and BAC,if

they would have seen such a complex form.

MR, DINER: I'm not sure if there's a question

pending or if that was her question, your Honor, but we're

going to object to the line of questioning to the extent it

goes into whether or not someoneskilled in the art would have

considered a document net in the public domain. And these, of

course, are the internal Senju documents we've been talking

about for the last couple days and 2 believe your Honer has

ruled that a document of this nature can only be considered as

part of thistrial in the context of determining what the

level of skill is. And she’s asking him about whether or not

this would -- is this evidence of complexation, it has nothing
to do with the level of skill, and it's also an internat

documentthat’s not in the public domain.

MS. HOLLAND: Your Honar, it does have to do with the

level of skill. The evidence is that a person of ordinary

skill in the art who performedatest in 2003, according to

what Dr. Davies said, the question was would that person

indeed have found that a complex formed between bromfenac and

BAC. I think that's a key issue here becauseif they had

found that complex, that's the whole ball of wax, right, then
United Stafes District Court

Camden, New Jersey
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they would have known to put in the tyfexapol to deal with the

physical stability prcblem.

MR, DINER: And, your Honor --
MS. HOLLAND: Soit's relevant to know that in 2003

if the experiment had been done, what the outcome would have
been.

MR, DINER: Your Honor «+

JHE COURT; Had you previously asked the question of

whether Dr. Davies is aware of any experimental evidence that

displayed such a complex »+
MS. HOLLAND: Yes.

THE COURT: Displayed such a compiex --
MS, HOLLAND; Yes.

THE COURT: -- or praduced such a complex,
MS. HOLLAND: Yes.

THE COURT: And he had said no?

MS. HOLLAND: Right. Now I'm canfronting him with
the evidence.

THE COURT: So the question is, has he seen this?

Is that right?

MS. HOLLAND: The first question is, has he seen

this, yes.
THE COURT: And was that answered?

MS. HOLLAND: I don't remember. 1 believe he had

seen it at his depasitien, at a minimum.
United States District Court
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THE COURT: Allright. Well, there's no objection to

that «- I mean, there's no problem with asking him whether he
has seen this document.

MR. DINER: Agreed, Your Honor,it's just -~ 1

thought She had asked the question of whetheror net this is

going te be information that would have been considered

important to the formulator in terms of whether or not

complexation takes place, amd the pointis, it wouldn't have

been becauseit's not a prior art document and it has nothing
to da with the state of the art, as --

THE COURT: I sustain the objection on that ground.

Tf it’s not in the public domain, it wouldn't have been
available to the formulator who is the POSA here. [f it's

being asked for a different purpose, i'll permit the question
to be reframed --

MS. HOLLAND: Thank you.

THE COURT: ~- and then if there's an objection, I'll
yule on it.

BY MS. HOLLAND:

QQ. As a matter of level of skill in the art as of 2003, ifa

formulator had tested @ bromfenac/BAC solution, would they

have found that a precipitate formed?

A. I don’t know. I'm sorry, would they have found if a --

Q. That a precipitate formed, a complex formed between the
two.

United States District Court
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TI don’t know.

Allright. Well, let me direct your attention to JEX26.

Okay.

Q. And I'd like te direct your attention to -- it's four

lines up from the bottom of the objective section.

Do you see that?

A. Okay.

Q. Okay. Whatit says there is, bromfenac sodium forms

insoluble complexes with the addition of quaternary ammonium

salts becoming cloudy.

Do you see that?

MR. DINER: Objection, Your Honor. Again, this is

getting into this document, as a non-prior art documentasking

the witness, which he's already said he hasn't seen and

deesn't know whether or not the formulator would have expected

there to be -- or as this document, would this docurnent

establish that there was a complexation, and it's clearly not

@ prior art document. It's not in the public domain.

it's the inventar’s own work and as we discussed many

times yesterday, under the statute, an inventer -- the path

that the inventor takes his invention cannot negative the
invention in the context of obviousness.

MS. HOLLAND: That wasn't my question, Your Honor, I

was asking it for the very purpose that we discussed the other

day about, you know, what is the level of skill in the art,
United States District Court
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Someone confronted with this probiem in 2003, what was the

level of skill in the art about what they would have done,

procedurally, to see whether or not there was a complex.

I find it problematic that they are shielding their

experts fram testifying about things that are clearly contrary

to the opinions they're giving in this case, and I'd like to

be able to explore that.

THE COURT: Well, didn't he say that there would have

been an experiment doneif one were interested in ooking at

that problem, that they would -- I believe his testimony five

minutes ago was --
MS. HOLLAND: Yes.

THE COURT: Yes, that's what a person of ordinary

skili in the art would do. They would do an experiment, So

this document doesn’t add to that, if it just says an

experiment was done.

MS. HOLLAND: It says the -- what the outcome of the

experiment would have been.

MR, DINER: But, Your Honor, that's the whole peint.

I mean, it's an internal document, it's the inventor's own

work, and she's going to use it, not for skill of the art

because now we are beyond skill of the art, she's trying to

use it to say that the experiment was done and that this

document somehowis going to substantiate that it was -- a

complex was formed. But that's -- this decurnentis improper
United States District Court

Camden, New Jersey
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for that purpose.

He can't -- you can’t use it for that because it's not

what the skilled formulator would have had in his or her

possession before the invention was made, This is something

that was in the public domain -- sorry, not in the public

domain and was the inventor's own work, and as we've been over

and over again, it can't be used to negative a conclusion or

-- or to negative the obviousness determination, and it's not

about level of skill any longer. it's about what would have

done and what would have been seen. So it has nothing to do
with level of skill in terms of ++

THE COURT: I agree that there’s not a level of skilk

issue here. The witness has not said, it would be impossible

to do such an experiment, or no one would have thought to do

such an experiment. To the contrary, he said, such an

experiment would have been done if someone were concerned

about the contraindications that were being, you know,
mentioned in the literature.

As to this document though,I still don't know the

answer to whether Dr. Davies has reviewed it in connection

with formulating Ais opinian.
BY MS. HOLLAND:

Q. Dr. Davies, have you seen this document before?

MS. HOLLAND: I'm sorry, Your Honor. 1 banged into
this.

United States District Court
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THE WITNESS: I don’t recall having seen this
document.

BY MS. HOLLAND:

Q. Do you recall testifying aboutit at your deposition?

A. I don't -- I'm looking at this document. I don't know if
I've seen this document.

MS. HOLLAND: Your Honor, J can represent to the

Court -- I cannot show you the transcript, but I can also

represent to the Court that he did review the document and

testified about it at his deposition,

THE COURT: Because you showed it to him or because

his attorneys had provided it as part of his preparation to

testify?

MS. HOLLAND: I believe it was because it was shown

to him at the deposition.

MR, DINER: And it’s not part of his expert report,

Your Honor, as far as I know.

MS. HOLLAND: Your Honor, if I can say one more

thing.

THE COURT: Okay.

MS. HOLLAND: Dr. Davies sat -- testified for quite a

while this morning about why there would be no complex formed

between bromfenac and BAC as a matter of chemistry. That was

kind of the substance of what he said this morning. We have a

document ia front of us that says that that's not right.
United States District Court

Camden, New Jersey 

ontoakwh
oO

Onnoahoan=
Les]

Page 652 to 655 of 719

654

Seems to me I should be able to question the witness aboutit.

THE COURT: As & matter of impeachment?
MS. HOLLAND: Yes.

THE COURT: Because you're taking the adversary's own

MS. HOLLAND: Yes.

MR. DINER: Butit's nat the adversary, Your Honor,

and, in fact, what we're talking about here is a document that

is not in the public domain, The issue is whether one of

skill in the art before January of 2003, looking at what was

then available in the prior art, whetherit's Desai, whether

it's Fu, or whetherit's these other patents, would there have

been an expectation that thase general statements would have

been applicable to bromfenac and whether it would have formed

a complex,

What happensinternally within a company, as they're

marching on their way and they're doing their experiments to

an invention is completely irrelevant to the inquiry of

obviousness, The statute is clear on that, and on top of

that, this is not anything that Dr. Davies had in his expert
report, he's provided no opinions on it.

THE COURT: Well --

MS. HOLLAND: It's cross-examination.

THE COURT: It's crass-examination and he could be

asked whether this changes his opinion. If he were to be
United States District Court
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shewn an example of an experiment having been done that

produced such a precipitate, would that change his opinion
that such a precipitate would not -- that there's no evidence

for such a precipitate being formed.

I don't think that that's retracing or examining the
inventor's steps. It's inquiring into a physical fact. If

one does such an experiment, what's the result? I don't see

that as probing.

MR. DINER: Well, because the issue --
THE COURT: Just a moment,

MR. DINER: Sorry.

THE COURT: 1 dan't see that as probing the pathway
to the -- to the invention. ido see it as -~ as an

experiment that would -- if it's believed, contradicts his awn

opinion abaut a physical fact of whether, when one conducts

this mixing under certain conditions, there would or would not

be a precipitate,

MR, DINER: Well, can I just make a further

statement? The issue again that we're dealing with is

obviousness and, of course, that's looked at at a time arior

to when the invention was made, based on publicly available

information. What she is actually going to, Ms. Holland,is,
is it a fact that it’s been done,

Well, that’s really a question of inherency whetherit

is or is not. Has nothing to do with obviousness and the law
United Sfates District Court
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is quite clear what may be inherent is not relevant to MR. LIPSEY: Bul if his testimony was that he had not

obviousness, because you can't predicate a position of seen any evidence in the prior art that that happened, that’s
not impeached with this document, which shows --

THE COURT: I agree.

MR. LIPSEY: Okay,

THE COURT: If his -- if the prior testimony was

obviousness on what is unknown, based on the prior art, and

this is clearly not in the prior art, and there's a number of

cases on that, like, I can't think of the case eff the top of

my head, but that much is clear. That -- whetherit's a fact

or not is irrelevant to the issve of obviousness because whetherin the prior art he saw experimental evidence of
aonnoahvon= annnrhwh=

obviousness is based on and predicated on what's in the priar bromfenac complex -- forming complexes with BAC, this document
iis)

art, something there or not there. HF it's rot known in the 9 does not impeach that becauseit's not prior art,
prior art, then the person skilled in the art would not have 05:34 10 MR. LIPSEY: I believe that's all he testified to in

it in his or her head in order to make these assessments. 11 his --

THE COURT: Prior art said that there was a 12 THE COURT: Well, let's go back, then, and I'll ask

problem -- 13. that a foundation belaid. It might be that myrecollection
MR. DINER: Mm-hmm. 44 and Ms. Holfand’s is not correct.

THE COURT: -- with NSAIDs forming complexes with 06:15 15 MS. HOLLAND: But I think there are -- Your Honor,

BAC, The witness has said that's too general of a statement, 16 there are two aspects to the impeachment here. One is the

and he's never seen experimental evidence for bramfenac 17 question of, have you seen any evidence that BAC forms the

forming complexes with BAC. And he's testified as to why that 18 complex. The second matter of impeachmentis just the general

wouldn't happen. Ke's being confronted with evidence that it 18 testimony this morning that it won't happen, J mean, that's

does happen. It happensto bein -- in your client's study 05:15 20° apart from any specific evidence about whether he's seen any

protocol, but again, éf it's a physical fact, why not permit 21° experiments. I mean, he was on the stand for an hour telling
him to be questioned on it, and to see whetherit changes an 22 sus whyit wouldn't happen, and now we have a document that

important opinion that he holds in this case, that no such 23~~says it would, So that's separate -- that's a separate

complex is formed. 24=~grounds of impeachment.
MR. LIPSEY: Excuse me, Your Honor. I know it's 05:15 25 MR. DINER: I don't think it has --
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irregular, May I be heard just briefly? THE COURT: Just a moment, please. A foundation has
THE COURT: Yes.

MR. LIPSEY: You can see in the veryfirst sentence

to be laid as to whether when one goes beyond prior art and

into the realm of the chemical world, whether he's aware of

experimental evidence that such a complex forms,
BY MS. HOLLAND:

Q. Or, Davies, are you aware of any evidence that bromfenac

of this document, this problem arose when they went to reduce

the pH. This is exactly the path of the invention. These are

documents reflecting how the invention was made, and to allow

the information the inventor ciscavered and established to forms an insoluble complex with BAC?
onDminbhww anDmomhwbhA

then be used directly or indirectly to try to prove the A. Idon't believe I am.
wo obviousness of the invention is exactly what's prohibited by 39 Q. Okay, Well, let's iook at JTX26, then.

the statute, and that's why we're concerned aboutthis. 05:16 10 MR. LIPSEY: I guess we would just like a standing
THE COURT: Weil, then, is your witness willing to 91> objection to theline of questioning, Your Honor.

retract his testimony that he's never -- he's unaware of any 12 THE COURT: Well, he's indicated that no, he's not
experimental evidence that such a precipitate forms? 13 aware of such evidence,

MR, LIPSEY: I think his testimony was that there was 14 MR. LIPSEY: But he's not saying his opinion was that

nonein the prior art. 05:16 15 it never happened. His opinion -- the opinions he gave were

THE COURT: Gkay. Did the questioning go beyond 16 that there was no evidence in the prior art of that complex,

prior art? 17 and that's all we intend to rely on his testimony for. We are

MS, HOLLAND: It did, Your Honor. 18 not trying to prove here an absolute negative.

THE CGURT: That's my recollection, too. 19 MS. HOLLAND: But that's the testimony that came in.
MR. LIPSEY: J think that's -- 05:16 20 MR. LIPSEY: I wauld --

THE COURT: So which way do you want to have it? Is 21 MS, HOLLAND: Based on your direct examination.

he going to, you know, rest upon what he has said oris it 22 MR, LIPSEY: -- you were asking him about document

going to be modified? If it's nat going ta be modified, then 23=after dacument after document, and he said, § don't see

he can be impeached with experimental evidence that he's been 24~~evidence there that it happened.

-- that he was made aware of for this case, MS. HOLLAND: Your Honor, my recollection is that we
United States District Court United States District Court
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heard a lot of testimony about &ydragen bonding and why

bromfenac, because of its hydrogen bonding won't form this

complex while the other stuff in the prior art does,

MR. LIPSEY: I think his testimony was that it might

not, that you couldn't tell just because one did, that another

didn't. That was the whole peint of that testimony. The

molecules are different, and just because something happens

with one, you cannot, because of the differences, say it

necessarily happens with the other, and he said time and

again, when faced with documents, that I don't see any

evidence there, that it does. That was the extent of his

testimony.

THE COURT: Well, perhaps all this could be clarified

if there's an agreement by the plaintiffs that Dr. Davies is

not testifying that such a reaction, this formation of complex

with BAC does not happen or could not happen.

MR. LIPSEY: 1 think we are prepared to stipulate

he’s nat testifying that it cannot happen. What he's

testifying to is that there’s no evidence in the prior art

that it did happen, and that because of chemical differences,

you couldn't predict a priori that it would happen from what

happened with other molecules. That was the extent of his

opinion and the extent of the testimony, as I heard it go in,
Am I correct?

MR. HASFORD; Correct.

United States District Court
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THE COURT: Sa you're suggesting at least two things;

not testifying that it cannot happen and no evidencein prior

art that it did happen.
MR. LIPSEY: Correct.

THE COURT: And anything -- anything that might have

suggested that there's no evidence in the world that it

happens falls away. Is that correct?

MR. LIPSEY: There's no evidence in the prior art

that it happened.

THE COURT: Right. That is his testimony.
MR. LIPSEY: Yes.

THE COURT: But it is not his testimony that -- from

what you're saying, that it has never happened in the history
of mankind?

MR, LIPSEY: Right. Correct, that it -- that it

cannot happen is not the testimony. That it never happened

after, you know,in the course of the inventor's discovery,

he's not making that testimony.

THE COURT: Well, with that clarification, then, and

his opinion being limited to prior art and being limited to

whatit is that the prior art showed to a person of ordinary

skill, then I] would sustain the objection.

MS. HOLLAND: Can I ask one more question, Your

Honor, and --

THE COURT: I'm almost afraid to hear it but --

United States District Court
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{Laughter.)

THE COURT: I have no problem with you asking a
question. This is a difficult area for --

MS. HOLLAND: Yes,

THE COURT: ++ for alf -- ail of us, but fet me ask

you the question first, and I'm asking the defendants

collectively, if this witness's expert testimony is confined

to those areas of what was shownin the prior art and also a

clarification that he's not testifying that it cannot happen,

then is that acceptable?

MS. HOLLAND: That's why -- that's why I want to ask

one more question, because I think with one more question,

that would likely be acceptable. So that the question that
I'm prapasing is --

THE COURT: Go ahead.

BY MS. HOLLAND:

@. Is it your opinion that if a person of ordinary skill in

the art had performed the experiment in 2003, that they would
not have seen complexation between BAC and bromfenac?

A. 1-- you have to repeat that question to me,

Q. Is it your opinion that if a person of ordinary skilf in
the art in 2003 had performed an experiment with bromfenac and

BAC to look far complexatian, that they would not have seen

complexation?

A. Idon't know. You have to do the experimentto find aut.
United States District Court
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MS, HOLLAND: Your Honor, I think it would be in our

view, this document goes to that question of what the person

of ordinary skill in the art in 2003 would have encountered

had they done the experiment, and that's, as you said, I don't

know if it's a matter of scientific fact, but it has to do

with the motivation of the person of ordinary skill in the art

as of 2003, which is a central issue here. If they had done

the experiment and they found that there was the complexation,

they clearly would have been motivated ta do something about
it.

THE COURT: I'm going to sustain the objection that

counsel is raising to make, because of the witness's testimony

in response to your question. He does not have an cpinion.

MS. HOLLAND: Okay. 1 think that's all I have, Your
Honor,

THE CGURT: Very well. Thank you, Ms, Holland,
Redirect?

MR, DINER: No, Your Honor.

THE COURT: Okay. Just one moment, Let meseeif I

have any clarifying questions,

Oh, before the witness leaves the stand, is there --

are the plaintiffs moving in the documents at this time?

MR. DINER: Ch, I believe, yes. Thank you for

reminding us, Your Honor, We talked about that and I think
defendants are fine with the documents we seek to movein.

United States District Court
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THE COURT: Okay. And that's the list that was

previously read?
MR. DINER: Correct,

MS. HOLLAND: Yes, Your Honor.

THE COURT: Okay. Let me recite into the record what

1 believe those documents are and you can correctit.
MR. DINER: Sure,

THE COURT: So the following will be received into

evidence: PTX-199, PTX-160, PTX-632, JTXOOG1is already in

evidence, JTX210, JTX181. Is the next one JTX147? Yes,
JTXO71,

THE DEPUTY CLERK: JTX147 was alreadyin.

THE COURT: Okay, 147 was already in. FFXO71,

JITX209, ITXO43 and JTXOS7. Is that correct?
MR. DINER: Correct.

JHE COURT: Okay. So eachis in evidence.

THE DEPUTY CLERK: 71 was already in.

THE COURT: Yeah, 71 was already in also. JTX71.

(PLAINTIFF EXHIBITS P¥X-199, PTX-160, PTX-632, JTX210, 37X181

JTX209, JTXO43 and JTXOS57 WERE RECEIVED IN EVIDENCE)

MS. HOLLAND: Your ftonor, i believe there are a

couple of exhibits used during cross that I'd like to movein,

So it's JTX158, JTX207.

THE COURT: Any objection?

MR. DINER: Just one second, Your Honor, I'm just
United States Disirict Court

Camden, New Jersey

looking for 158,

THE COURT: That's the ‘113 patent of Lucero.

MR. DINER: We're okay with that, Your Honor.

THE COURT: Okay. So these two exhibits will be
received into evidence. JTX158 and JTX207,

(DEFENDANT EXHIBITS JTX158 and JTX207 WERE RECEIVED IN

EVIDENCE)

THE COURT: And 1 have no further questions and I

thank you for your testimony.

THE WITNESS: Thank you.

THE COURT: You may step down.

MR. DINER: Your Honor, could we just have e few

minutes’ break to reorganize here?

THE COURT: Sure. Okay. Let's take a ten-minute
break.

(RECESS TAKEN; 2:42 p.m.)

THE COURT: You can be seated, please.
Mr, Hasford?

MR. HASFORD: Yes, your Honer. Plaintiffs call

Dr. Rabest 6. Williams, IIT.

THE COURT: Okay, Dr. Williams, please come to the

witness stand. And, Dr. Williams, I remind you that you are

still under oath and so your testimony will be given under

oath. Okay?

THE WITNESS: Yes, sir. Thank you.
United States District Court
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MR, HASFORD: And permission, your Honor, to approach
and distribute the binders?

THE COURT: Yes. Okay. You may proceed.

MR. HASFORD: Thank you, your Honor.

(DIRECT EXAMINATION OF ROBERT Q, WILLIAMS,ITI BY

MR. HASFORD:}

Q. Good afternoon, Dr. Williams.
A. Good afternoon.

Q. Did you hear Dr. Lawrence testify that the subject matter

of Claims 6 and 20 of the '431 patent allegedly would have

been obvious to a person of ordinary skill in the art over the
references she discussed?

A. Yes.

Q. Do you agree with Or. Lawrence's opinions?
A. Idanot.

Q Let’s explore the basis for your disagreement.

First, Noel, would you please put up POX1-1 on the

screen. Oh, I apologize, 2-1.

So, for the record, this is PDX2-1 on the screen, Do

you see that, Doctor?

A. Yes, Ido,

Q. Dr. Williams, you previously testified as to your opinion

concerning the level of education and work experience a person

of ordinary -- of a person of ordinary skill in the art of the

‘431 patent. Do you remember that?
United States District Gourt

Camden, New Jersey
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A. Yes.

Q. Have you heard any testimony from Dr. Lawrence that has

changed your opinion in any way with respect to the level of

education and work experience of a person of ordinary skill in

the art of the '431 patent?

A. No, 1 have not.

Q. Did you hear Dr. Lawrence testify that your proposed

definition of a person of ordinary skill in the art, in her

words, excludes a pharmaceutical feormulator?
A. Yes.

Q@. Do you agree with Dr. Lawrence?
A. Edonot.

Q. How,if at all, does your proposed definition of a person

of ordinary skill in the azt of the '431 patent encompass a

pharmaceutical formulator?

A. So, my definition, I have pharmaceutical chemistry, which

encompasses, in my opinion, and what EF meant here, was a

formufator, in addition to -- 1 think she excluded

preformulation, but that's also included here as part of a

person of ordinary skill in the art as a formulation,

scientist. So that's included in my definition.

Q. How,if at all, does your use of the phrase

"pharmaceutical chemistry" withia your proposed definition of

@ person of ordinary skill in the art encompass a

pharmaceutical formulator?
United States District Court

Camden, New Jersey
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1 OA, Well, pharmaceutical chemistry is -- it encompasses or is 1 art, and -- and over my 30 years of experience, I mean,it's
2~~encompassedby,it's really similar to pharmaceutical 2 not routine.

3. sciences, Someplaces actually grant a degree, My 3 When you design a study, even with a known drug, you
4 institution grants a deqree in pharmaceutical sciences, some 4 don't know the outcome, and so you design a study in order to

05:48 § pharmaceutical chemistry. But my intent hereis itis § try to figure out what a formulation would be and the factors

6 describing one and the same. 6 that impact that formulation such as additives, so it is --
7==Q. Were you present in the courtroom when the Court asked 7 it's not routine optimization at all, in my opinion.
8 br. Lawrence questions about the definition of a person of 8 Q. in your opinion, is drug formulation difficult and

9 ordinary skill in the art? 9 unpredictable?

 
 
 
 
 
 
 
 
 
 
 

  

05:49 10 A. Yeah, Iwas. Yes. 05:52 10 A. From my experience,it is, yes.
11. Q. Is it your apinion that a person of ordinary skill in the

12©art of the 431 patent would need a Ph.D. degree?

  
 

11° & How, if at all, cana single modification to a

  
 
 
 
 

 
 
 
 
 

12>pharmaceuticat formulation change the properties of a

 13° 4A. Not necessarily, no. 13° formutation?

14° O. Why not?

05:49 15 A. Because, as I've definedit, a Bachelor's Degree with
 
 

14 A. Asingle modification, either in the drug substance or

05:52 15 one of the additives ora step in the manufacturing process

 16 three to five years of work experience in this area, that, to 16 could change the stability, either chemical or physical
 17=me, that's a senior graduate student, so that's a Bachelor's 17©stability of that formulation, from my experience over the

 18 in Science with -- towards the end of their graduate 18 years.

 19 education, or it’s a B.S. level pharmaceutical sciences person 19 Q. Could that potentially result in substantial changes in

 05:49 20~~that gets hired into a company, undergoes training. I mean, £ 05:52 20 the properties of the formulation?

21° «A, Itcould, yes.
 
 27 havehired these people and they can do this typeof job.

   They are personsof ordinary skill in the art. 22° @. In your opinion, may individual formulation components

  
 

i've also allowed fora Ph.D. When I state a 23~~interact with each otherin unpredictable ways?

 
 
 

 
 

24 A. From my experience, they could, yes.
Q. How so?

24=comparable (evel of education and training, that could have a

 Ph.D. with maybe one year experience.
United States District Court
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1 Q. And you have an alternative formulation of your level of 1 A. Well, so -- so, components, additives, could interact
2 ordinary skill in the art. Would you please explain that? 2. with the active drug substance or could interact with other

3° A. Yes. So what I meant hereis -- by the alternative 3 additives in the formulation, From my experience, I have an
4 definition is the -- as has been discussed overthe last 4 example where -- or more than one example, but one most

05:50 §& coupfe of days, I mean, to me, one thing is notable, it's this 05:53 5 recently, where it was supposedly the same material as an

6 development process is multi-disciplinary. And this 6 inactive ingredient, but different vendors where it came from,
7 hypothetical person of ordinary skill in the art,it's not 7 andin one case, the drug degraded because of something to
8 just one background in solving a problem, as the ‘431 problem 8 do-- we hadn't quite figured it out yet, but something to do
9 issolved. And so that's why EF allow this alternative to also 9 with the vendor’s manufacturing process for that particular

 05:53 10 additive, whereas the other additive,it's stable. So it can
41 affect.

12  @Q. Is it fair to say that these sorts of interactions may

05:50 10=he ineluced, which ig a person that is skilled in designing,

 11.0 evaluating and/or administering pharmaceutical formulations.

12° Q. And whatis that obtained by?

13° =A. That, for example, could be a degree in medicine, which

 
 
 
 
 
 

  

 43° impactefficacy?

 14° would cover the clinical aspects. 14 A.) Well, if it causes drug degradation, then there is less

 05:51 15 & Did you hear Dr. Lawrence testify that for a person of 05:53 15 drug, so -- and the end result could be less efficacy.
16 ordinary skill in the art as of January 21st, 2003,  16 Q. Isit fair to say that these interactions may impact

17 safety? 17 pharmaceutical formulation development allegedly constituted

 routine optimization? 18 A. Well, if it causes a drug degradation and -- or an
A.    Yes. 19 additive degradation that forms a degradation product in the

   
 
 

 
 

  
 
 
 

  

 
 
 

05:51 20) G. Do you agree with Dr. Lawrence? 05:53 20 dosage form, such that that degradation product poses a safety
21° A. Tdon't, no. 21° issue, then it could.

22 @Q. Why do you disagree? 22° Q. sit fair to say that these interactions may impact
23° =A. Because from my experience,it's the antithesis of 23~~stability?

 24~~routine optimization, even for a drug that is known by the 24 =A. Definitely, they could impact stability. And one just

 
  

 05:54 25 has to design studies and figure that out as part of the
United States Disfrict Court

person developing it, by the person of ordinary skill in the
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formulation.

Q. Is fair to say that these interactions may impact

preservative efficacy of a fermulatian?

AL They could. If the interaction affects the -- the

chemical degradation of the preservative or the additive

somehowaffects the preservative, it could affect the ability

of that formulation to pass a preservative efficacy test.

Q. How,if at all, does the selection of inactive

ingredients, including the amounts of those inactive

ingredients, involve trial and error?

A. Well, from my experience, when designing a formulation,

it -- it's -- I mean, we do it by statistical design where we

set up a study looking at the variables of additives and

processing and the active ingredient, and it -- and itis

trial and error. It -- in the end,it really is trial and
error.

Q. Is it fair to say that this process may also involve
failures and frustration?

A, From my experience, yes.

MS. HOLLAND: Your Honor, I have not objected yet,

these are -- all these questions are very leading.

MR. HASFORD: I disagree, your Honor. I think it's

just establishing some backgraund here, andit's going to

opinions that Dr. Lawrence has offered that this is an

oversimplification and we're trying to fairly respond to
United States District Court

Camden, New Jersey

thase.

THE COURT: Well, be that as it may, refrain fram

undueleading. All questions are to some extent leading, but

they cross the line where they supply the answer to the
witness,

BY MR, HASFORD:

Q. As of January 21st, 2003, in your opinion, did the

development of ophthalmic formulations in particular

constitute routine optimization to a person of ordinary skill
in the art?

A. They did not.

Q. Why not?

A. Because ophthalmic solution formulations, they had to be
sterile. There was -- in solution form, from my experience,

drugs, if they are going to degrade, they tend to degrade at 4

faster rate. In solution, you have the effective pH. With

ophthalmic products, you have the issue of applying this

liquid onte the eye, sc there is a patient comfort factor. So

it makesit, in my opinion, difficult,

Q. Does the residence time for the eyedrop also impact that

process or that consideration?

A, That's one of the considerations that 2 person of

ordinary skill in the art, in developing ophthalmic solution

formulations, would have to consider, yes.

Q. And earlier you testified about trial and error and
United States District Court

Camden, New Jersey 
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various failures and frustrations. How,if at all, does

formulation of ophthalmic solutions involve trial and error,
failures and frustration?

A. So, like development of dosage forms, just generally,

these liquid solutions -~ I mean, again, one has to design the

study in a very methodical way, with the additives, with the

processing, with the sterilization requirements on how it's

going to be sterilized, consider all of that in developing it.
Sow.

Q. I would now like to discuss the references that

Dr. Lawrence has identified. But, first, let's briefty

discuss the '431 patent.

You testified previously this week about the claim

subject matter of the '431 patent. Do you rememberthat?
A. Yes.

Q. Have you heard any testimony by Gr, Lawrence that has

changed your opinions in any way with respect to the claim

subject matter of the '431 patent?

A. Ididn't, no.

Q. Did you hear Dr. Lawrencetestify about various
references in connection with the defendants’ obviousness

arguments?

A. Idid, yes.

Q. In your opinion, do any of these references, each alone

or in combination with the teachings of any other references
United States District Court

Camden, New Jersey
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Dr. Lawrence has identified during her testimony, teach the

claim subject matter of the '431 patent?

A. Not in my opinian, no.

Q. Let's now discuss the specific references Dr. Lawrence

has identified, Would you please turn to JTX-347 in your

binder and identify that document.

A. JX [sic] is a copy of U.S. Patent 4,910,225. It's the

Ogawa '225 patent.

Q. If I refer to JTX-147 as the Ogawa '225 patent or Ogawa,
will you understand what ] mean?
AL Iwith

Q. Do you agree with how Dr. Lawrence has applied the Ogawa
‘225 patent alone or in cambination with any other reference
Dr. Lawrence has identified to Claims 6 and 20 of the 431

patent?

A. No, I don't.

Q, Let's explore the basis for your disagreement.

is the Ogawa '225 patent directed te bromfenac
formulations?

A. Itis, yes.

Q. Let me direct your attention to Column 3, Lines 7 through
15 of the Ogawa '225 patent,

A. Okay.

Q. Are you there?

A. i'm there, yes.
United States District Court

Camden, New Jersey
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Q, What does the passage at Column 3, Lines 7 through 15, of

the Ogawa '225 patent disclose?

A, So here, Ogawa discloses the fact that "the above

compounds," so bromfenac compounds, "may be unstable when

stored in an aqueous solution for a jong period of time," and

recognizes and -- by the stability and says, “and there are

some problems in the stability of an aqueous solution

containing the compounds, Therefore the inventors extensively
investigated the stabilizing method in order to enhance the

stability. As a result, unexpectedly, they have succeeded in

stabilizing the solution by incorporating a water-soluble

polymer and sulfite and adjusting the pH to about 6-9,"

Q. What specific water-soluble polymer was used in the

formulations of the Ogawa '225 satent?

A. Thatis polyvinylpyrrolidone or povidane,

Q. What particular sulfite was used in the formulations of

the Ogawa '225 patent?
A. That's sodium sulfite.

Q. How, if at all, does the passage at Column3, Lines 7

through 15, of the Ogawa ‘225 patent indicate to a person of

ordinary skill in the art that Ogawa addressed the issue of

bromfenac's stability?

A. So, a person of ordinary skill in the art would

understand from this passage that Ogawa solved the bromfenac

stability issue by incorporating this water-soluble polymer
United States District Court
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and a sulfite and having those two in combination with a pH
between about 6 to 5.

Q. Let me now direct your attention to Column 10 and, in

particular, Example 6 of the Ogawa '225 patent.

A. Okay.

Q. What is described in the formulation of Example 6 of the

Ogawa '225 patent?

A, So, Example 6 describes an ophthalmic solution made

according to Ogawa,

Q. Does the formulation of Example 6 of the Ogawa '225

patent include the bromfenac sodium salt?

A. Yes, it does.

Q. Does the formutation of Example 6 of the @gawa '225

patent contain polyvinylpyrrolidone?

A. Yes, it does.

Q. Does the formulation of Example 6 of the Ogawa '225

patent also contain sodium sulfite?

A. It does, yes,

Q. What, if any, preservative does the formulation of

Example 6 of the Ogawa ‘225 patent include?

A. The preservative is benzalkonium chloride.

Q, Let me now direct your attention toward the bottorn of
Column £6, én particular, to Lines 50 to $7 in Column i0 of

the Ogawa '225 patent.

A. Okay.
United States District Court
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Q, What does the passage in Column 10, Lines 50 te 57 of the

Ogawa '225 patent disclose?

A. So, in this passage, Ogawais disclosing the results from

including Experimental [sic] 6, and Ogawa states that in

"{Table 11) are the residue and appearance of the compositions

in Examples 6-8 after 4 weeks at 60° Centigrade."

And then Ogawa states that, "As shown in Table 11, it

was found that changesin appearances of the compositions were

not observed atall, and the decomposition of the compound was

hot almost observed, the aqueous compositions being stable,
excellent for a long period of time.”

Q. 1 believe in your previous answer you may have said

"Experimental 6." Did you mean Example 6 of the Ogawa '225
patent?

A. Yeah, I did not mean experimental Example 6, I meant
Example &. Sorry.

Q. Thank you, Doctor.

Naw fet's take a look at Table 11 of the Ogawa '225

patent. Let me direct your attentian to Column 14, starting

at Line 45 where Table 11 begins,

A. Okay.

Q. What is reported in Table 11 of the Ogawa '225 patent
with respect to Example 6 of the Ogawa '225 patent?

A. So, reported here in the second cotumn is what Ogawa
calls "Appearance." And then the third columnis the

United States District Court
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"Residue"orit's the amount of bramfenac that's remaining

after storage at 60 degrees C, for four weeks,

Q. What amountis reported?

A. 100.9 percent.

Q. in the context of the Ogawa '225 patent, what does the

concept of stability entail?

A. In my opinion, one of ordinary skill in the art would

understand Ogawato be talking about chemical stabitity of
bromfenac.

Q. What do you mean Sy chemical stability?

A. So, chemical, by chemical stability, I mean it's the

farmation -- so, Ogawa ts storing under conditions of 60

degrees C for four weeks, and then is measuring the remaining

bromfenacthat is being measured chemically. And so if the

number decreases, then the bromfenac molecule is rot there,it

is degrading into some other degradation product that is being
formed, which is not bromfenac.

Q. Let's ge back to --

THE COURT: Excuse me. May J interrupt and ask a

clarifying question?

MR. HASFORD: Certainly.

THE COURT: The residue as reported is 100.9 percent.

How is it that residue can be greater than 100 percent? Does

that mean that you're getting out more than you put in?

THE WITNESS: I mean, typically,it -- so, there's
United States District Court
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variation in the experimental test, They're either using --

they're using, ! think, some type of chromatography is what's

normally used, and so it could vary according to what they

call their standard, gold standard, if you will, ar it could

be just variation around how it's made ar --

THE COURT: Like an experimental artifact?

THE WITNESS: It’s not an artifact, It's usually
aonWonkWN=

just a variation with the method itself. There's a few

percent variation from my experience. You have to prepare 9
c6:08 10

11

12

13

14

06:09 15

16

17

18

19

06:09 20

21

22

23

24

06:09 26

standards, and so the standards are made, they're actually

weighed out, either by weight or by valume, and so there's -~

if you're a little high on the weight, a little bit low on the

volume, when you measure the actual percent, you could be off
a litte bit from 100.

THE COURT: Allright, Does it cause you to be

suspicious of the result that it ends up being mare than 10G

percent?

THE WITNESS: It does nat, no.

THE COURT: Okay. Very well.
BY MR. HASFORD,;

Q. Let's tura back to Example 6 of the Ogawa '225 patentin
colurnn 10.

A, Okay.
Q.

also contains polysorbate 80. Do you see that?
United States District Court
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A.

Q. Whatrole, if any, does the Ogawa °225 patent ascribe to

Yes.

polysorbate 80 in its formutations?

A. Weil, the Ogawa patent doesn't ascribe any particular

role to polysorbate 80 in the patent.
Q,

included in the formulations of the Ogawa ‘225 patent?
A

formulation would think one reason could be as a wetting 9
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For what reason, if any, would polysorbate 80 have been owoahan=
E think a person of ordinary skill in the art seeing this

agent. Ftis an ophthalmic solution drop that's going to be

applied onto a hydrophobic surface of the eye. So, it helps

wet and spread the liquid over the eye, so that it will keep

it in place so the drug can be absorbed.

Q. Why, if at all, does polysorbate 80 not solubilize

bramfenac sodium in the formulations of the Ogawa '225 patent?

A. Well, it doesn't solubilize polysorbate 80 because

bromfenae is, ss you've heard over the last couple of days,

bromfenacis freely water soluble. So, it's already in

solution and potysorbate 80 is not playing a role in its
solubitization.

Q.

contradicting that bromfenac sodium is freely water soluble?
AL

a.

ordinary skill in the art as of 2003 have expected that

Have defendants' experts offered any oginion

I have not heard any, no.

Based on the Ogawa '225 patent, would a person of

United Stales District Court
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substituting polysarbate 80 with any other nonianic surfactant

would improve bremfenac's stability?

A, Idon't think a person of ordinary skill in the art would

have an expectation one way or the other what the effect would
be.

Qa

insoluble complex or precipitate between bramfenac and

Dees the Ogawa '225 patent teach the formation sf an

benzalkonium chloride?

A. In my opinion, one of skilf in the art reading this Ogawa

patent would not understand thatit's talking about physical

stability or -- 1 mean, I saw no -- nothing that would lead me

to think that there's a complex being formed,
Q,

ordinary skill in the art understanding the Ogawa '225 --

That Jeads me to my next question. Would a person of

wauld a person of ordinary skill in the art -- let me try that

again,

Would a person of ardinary skill in the art understand

the Ogawa *225 patent to ascribe any physical stability

problem for formulations containieg bromfenac and benzalkonium
chloride?

A.

Q.

column 20, would a person of ordinary skill in the art have

Not in my opinion, no.

Looking back at Exarnple 6 of the Ogawa ‘225 patent in

been motivated, as of 2003, to modify the polysorhate 80

compenent of the formulation of Example 6 of the Ogawa '225
United States District Court
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patent to improve bromfenac's chemical stability?
A.
do that.

QQ. Why not?

Not in my opinion, they would not have been motivated to

A. Because Ogawa -- one ofskill in the art reading Ogawa
would understand that Ogawa has solved the bromfenac chemical

stability problem by incorporation of a water soluble polymer

and 2 sulfite and controlling the pH with those two

ingredients to between 6, about 6 and 9. And so they

understand that Ogawa characterizes that composition as being

stable for a long period of time. So, I just -- f don’t think

one of ordinary skill in the art would understand a motivation

would be needed to improve upon the chemical stability of
bromfenac.

a.

A

Q. Let's now discuss the Salkmann "913 patent, Would you

Does the Ogawa '225 patent teach tyloxapol?

No, it doesn't.

please turn to JTX-071 in your binder and identify that
document,

A

Sallmann.

Q.

patent, will you understand what 1 mean?
A.

Q.

So, JTX-071 is a copy of U.S. patent 5,891,913 to

if I refer to J¥X-71 as Saltmann or the Sallmann '913

Yes.

Did you hear Or, Lawrence testify regarding the Salimann
United States District Court
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 '913 patent?

A. I did, yes.

Q. Do you agree with how Dr, Lawrence has applied the

Sallmann '913 patent alane or in combination with any other
reference Dr, Lawrence has identified to claims 6 and 20 of

the '431 patent?

A. No, F don’t.

Q. Let's discuss the basis for your opinion. First let me

direct your attention te column 1, lines 48 to 54 of the

Sallmann ‘933 patent.

A. Okay.

Q. What does the passage in column 1, lines 48 to 54 of the

Sallmann ‘913 patent disclose?

A. So, here Sailmannis disclosing, it states, surprisingly
it was found that the potassium salt -- and then there's a

chemical name which is diclofenac potassium — is especially

suitable to treat inflammatory ocular processes in general.

It has been demonstrated that, for example, the ocular

penetration of diclofenac potassium is much supertorin

comparison to the corresponding diclofenac sodium.

Q. What does the passage in cotumn 1, lines 48 to 54 of the

Sailmann ‘913 patent, indicate to a person of ordinary skill
in the art?
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A, So, in my opinion, a person of ordinary skill in the art

reading this would understand that a discovery has been made
United States District Court
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for a different salt, a potassium salt of diclofenac that had

superior properties in ocular penetration over that of the
sodium salt of diclofenac.

Q. Does the Sallmann '913 patent disclose bramfenac?

A. It does not, no.

Q. Let me sow direct your attention to the passagein the

Sallmaan ‘913 patent fram column 4,line 52, through column 5,
Line 2.

A. Okay.

Q. Does the Sallmann '913 patent teach the use of

solubilizers in the ophthalmic cornpositions of diclofenac
potassium?

A. It does, yes.

QQ. Let me direct your attention in particular to eclumn 4,

lines 65 to 67, What does the passage in column 4,lines 65

to 67 of the Sallmann '313 patent disclose?

A. So, here Sallmann is talking about solubilizers, and

Sallmann says another preferred solubilizer -- sorry, the

concentration used depends especially on the concentration of

the active ingredient. The amount added -- so the amount of

solubilizer added -- is typically sufficient to solubilize the

active ingredient.

Q. Why is the solubilizer included in the Sallmann '913

patent?

A. It's included to help dissolve the diclofenac potassium.
United States District Court
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 Q. Whyis the solubilizer, sir, needed in the formulations

of the Sallmann '913 patent to solubilize diclofenac

potassium?

A. Because diclofenac potassium, depending on pH, will

precipitate out, and so this would keep it solubilized in
solution.

Q. Is tyloxapol disclosed as a solubilizer in the Sallmana

‘913 patent?

A. Itis, yes.

Q. Are the Cremophor surfactants disclosed as solubilizers

in the Sallmann '913 patent?

A. There's two Cremophor examples that are listed as
especially preferred solubilizers in Sallmann.

Q. AndIbelieve you answered my next question. Are the

Cremophor surfactants as opposed to tyloxapol disclosed as

especially preferred in the Sallmann '913 patent?

A. Yes, that's true,

GQ. Let me direct your attention to column 4, lines 58

through 64 of that previous -- right above where you just
testified of the Sallmann '913 patent.

A. Okay.

Q. Why are the Cremaphor surfactants especially preferred,
according to the Sailmann ‘913 patent?

A, So, Sallmann states here that the Cremophor, he lists two

different types of Cremophorsolubilizers, are especially
United States District Court
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preferred because they are particularly good solubilizers that

are tolerated extremely well by the eye.

Q. According to the Sallmann '923 patent,is tyloxapal an
especially preferred solubilizer?

A. No. Sallmann states that tyloxapol is preferred.

Q. Let me direct your attention now ta cotumn 5,lines 55
through 69 of the Sallmann '913 patent.

AL Okay,

Q. Doesthe Sallmann '923 patent separately teach the use of
stabilizers in its ophthalmic compositions of diclofenac

potassium?

A. It does, yes.

Q. What stabilizers does the Sallmann ‘913 patent teach?

A. So, as stabilizers -- let me find that, Yeah,

stabilizers are listed there at line 56, and Salimann states

stabilizers such as cyclodextrin, thiourea, thiosorbitel,

sodium diocty! sulfosuccinate or monothioglycerol vitamin E

and vitamin E derivatives, such as vitamin E Tocopherol

Polyethylene Glycol 1000 Succinate, which is also referred to
as TPGS.

Q. How,if at all, are solubilizers and stabilizers taught
as separate excipients in the Sallmann "913 patent?

A. Well, they are taught as serving different functions.

Solubilizers are taught to be present to dissolve the drug,

and the stabilizers are there as serving a function as to
United States District Court

Camden, New Jersey
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stabilize against degradation.

Q. Let me direct your attention to column 5, line 39 through

40 of the Sallmann '913 patent. Let me know when you're

ready.

A. Oh, I'm ready. Sorry.

Q. Does the Sallmann '913 patent teach the use of

preservatives?

A. Yes, it does,

Q. What preservatives does the Sallmann '913 patent teach?

A. So, Sallmann lists as preserved preservatives cetrimide,

benzalkonium chioride, benzoxonium chloride, and parabens.

Q. Does the Sallmann '913 patent include any stability data?
AL No,

Q. Let's now turn to the Fu EP 984 reference. I believe

this one is going to be in the front fiap of your binder. it
is ITX-209.

A. Okay.

Q. Would you please identify JTX-209.

A. Yes. JTX-209 is -- it's a European patent application
0 306 984.

Q. If I refer to JTX-209 as Fu or the Fu EP 984 reference,

will you understand what I mean?
A. Twill,

Q. Did you hear Dr. Lawrence testify regarding the Fu EP 984
reference?

United States District Court
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AL Idid, yes.

Q. Do you agree with how Br. Lawrence has applied the Fu &P

984 reference alone or in combination with any other reference
Dr. Lawrence has identified to the asserted claims of the ‘434

patent?

A. I don't agree with Dr. Lawrence,

Q. Generally speaking, to what nonsteroidal antiinflammatory

drug is the Fu EP $84 reference directed?
A. Fu has data on ketorolac tromethamine.

Q@. Let me direct your attention ta page 9 of the Fu EP 984

reference and in particular Example 5.

A. Okay.

Q. What is disclosed in Example 5 of the Fu EP 984
reference?

A. So, in Example 5 Fu discloses formulations that are made

with either octoxynol 40, Tween 80 or Myrj 52. And then Fu

stores these formulations for different periods of time and at

different temperatures and then makes an observation as to

whether there is the presence of a either physically clear

solution or a precipitant of something.

Q. Do the formulations of Example 5 of the fu EP 994
reference contain ketoralac tromethamine?

A. Yes.

Q, In the context of the Fu £P 984 reference, what does the

concept of stability entail?
United Stafes District Court
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A. So, in my opinion to a person of ordinary skiff in the

art, the Fu reference is concerned with physical stability.

Q. And, in fact, let's take a look at the very first

sentence at the top of Example 5 of the Fu EP 984 reference,

Does the Fu EP 984 reference in Example 5 specifically calf

out physical stability?

A. Yes, Fu Example 5 states physical stability of the

formulations of the present invention is measured, and then Fu

goes into detail about how he prepared the formulations,

Q. Does the physical stability in Fu look to whether the

formulation's physical appearance, whetherit's clear er

turbid, changes over time?

A. That's what it's reporting, yes.

Q. Does the Fu EP $84 reference contain any chemical

stability data?

A. Not that I saw, no.

Q. What physical stabitity data, if any, does the Fu EP 984

reference provide for any other NSAID compound besides
ketorolac tromethamine?

A. There's none. There's only physical stability data with
ketorolac tromethamine.

Q. What physical stability data, #f any, does the Fu EP 984

reference provide for any other octoxynol compound besides

octoxynal 407

A. It doesn't provide any.
United States District Court
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Q. What, if anything, does the Fu EP $84 reference teach

regarding ketoralac's chemicad stabitity?

A. There's -- Fu does not teach the chemical stability of
ketorolac,

Q. Does the Fu EP 984 reference disclose any bromfenac
formulation?

A. Na, it doesn’t.

Q. Does the Fu EP 984 reference disclose any formulation

containing tyloxapol?

A. Noa,it does not,

Q. How does the conceptof stability disclosed in the Fu EP

984 reference differ from the concept of stability disclosed

in the Ogawa '225 patent?

A. So, the concept of stability in the Fu reference, one of

ordinary skill in the art would understand its physical

stability by, as E explained,it's looking for presence of

clear or turbid formulation, whereas the Ogawa reference, one
of ordinary skill in the art would understand that is

disclosing chemical stability of bromfenac.

@. Would you please turn in your binder to JTX-157 and

identify this document.

A. JTX-157 is a copy of U.S. patent 5,110,493.

Q. Have you considered JTX-157 in connection with your
opinions in this case?

A, Yes, I have.
United States District Court
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Q. Do you understand that JTX-157 is a U.S. counterpart to
the Fu EP 984 reference?

A. That's my understanding, yes.

Q. Did you see anything in JTX-157 that changed any of your

A. Idid not, no.

Q. Let's now discuss Dr. Lawrence's obviousness opinions.

1

2

3

4

§ opinions regarding the Fu EP 984 reference?
6

7

8 MR. HASFORD: I note the time, your Honor. I'm going

9 te be going into a new area here, her overall obviousness

06:25 109opinions. Would your Honor like me to proceed, oris it

11. setting about time to wrap up for the day?

12 THE COURT: Well, I guess before you get into a new

13° area, then this might be a good time te stop.

14 MR. HASFORD: Thank you, your Honar,

06:25 15 THE COURT: Okay. Thank you. You can step down, and

16 then wewill resume on Monday morning at 9:30.

17 Just a couple of housekeeping matters. I'm going to

18 enter an orderin a couple of minutes pertaining to the

19° discovery appeal, and Flt enter an order that pertains to the

06:25 20=three mationsin limine, and with regard to all four matters I

21©still have te put a more extended oral opinion on the record,

22=and, unfortunately, time is up for today, but I will attend to

23° that when we resume on Monday.

24 Are there any questions or any logistics that need to
06:26 25 be handled overthis recess?

United Stafes District Court
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MR. HASFORD: None from plaintiffs, your Honor,

MS. HOLLAND: No, your Honor.

MR, MUKERJEE: No, your Honor.

THE COURT: You're a happy kingdom?

MR. HASFORD: We certainly are, your Honor.

THE COURT: Well, that's great,

MR. DINER: A happyion.

THE COURT: Gaod, Allright. Then thank you,

onOnkWN=
w everybody, and we will resume on Monday.

(Proceedings concluded at 3:42 p.m.)

United States District Court
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TRITED STATES DISTRICT court
FOR THE DISTRICT OF NEW JERSEY

SEWJU PHARHACEUTICAL CO., LTD.,
BAUSCH & LOMB, INC., BAUSCH ARD
LOMB PHARMA HOLDINGS CORP.,

Plaintiff, CIVIL ACTION NUMBER:
14-667 (J5S/KMW)-vs-

LUPIN LID., LUPIN
PHARMACEOTICALS, INC.,

SB~~HAin&eWytw
Defendants.

SENJU PHARMACEUTICAL CO., LID.,
BAUSCH & Loma, INC., BAUSCH AND
LOMB PHARMA HOLDINGS cone. ,

Plaintifs, CIVIT. ACTICH NUMBER:
14-4149 (7Bg/RE-var

LUPIN LTD., LUPIN
PRARMACEOTICALS, INC. ,

Defendants.

Hitchell H. Cehen United States Courthouse
One John F. Gerry Plaza
Caminn, Hew Jersey 08391
Monday, April 11, 2016

THE HONORABLE JEROME B. SIMANDLE
GHIEF JUDGE

UNITED STATES DISTRICT JUDGE

BEFORE:

Certified as true and cerract as required hy Title 29, U.8.¢.,Section 753.
/S/ Diss Marcus, CCR, CRR, /5/ Karen Friedlander, CCR, CRR,

&/ Carol Farreii, CCR, CRA

United States District Court
Camden, New Jersey

SENIJU PHARMACEUTICAL CO., LTD.,
BAUSCH & LOMB, INC, BAUSCH AND
LOMB PHARMA HOLDINGS CORP.,,

CIVIL ACTION NUMBER:
14-5144 (JBS/KMW}

Plaintiff,
“ys

LUPIN LTD., LUPIN
PHARMACEUTICALS, INC.,

Defendants,

SENJU PHARMACEUTICALCO., LTD.,
BAUSCH & LOMB, INC., BAUSCH AND
LOMB PHARMA HOLDINGS CORP.,

Plaintiff, CIVIL ACTION NUMBER:
15-335 (JBS/KMW)-V5-

LUPIN LTD., LUPIN
PHARMACEUTICALS, INC.,

Defendants.

SENJU PHARMACEUTICAL CO., LTD.,
BAUSCH & LOMB, INC., BAUSCH AND
LOMB PHARMA HOLDINGS CORP.,

CIVIL ACTION NUMBER:
14-5144 (JBS/KMW}

Plaintiff,
“ys-

LUPIN LTD., LUPIN
PHARMACEUTICALS, INC.,

Defendants.

United Slates District Court
Camden, New Jersey 

omSNAmnmhkYeBS

ee<aaeeaeo Ny4=©68VN®tf&&NHsk
etOFwmRh&YNOA

Page 720 to 723 of 1002

SENJU PHARMACEUTICAL CO., LTD.,
BAUSCH & LOMB, INC., BAUSCH AND
LOMB PHARMA HOLDINGS CORP.,

Plaintiff, CIVIL ACTION NUMBER:
15-335 (JBS/KMW)“Vg

LUPIN LTD., LUPIN
PHARMACEUTICALS, INC.,

Defendants.

SENJU PHARMACEUTICAL CQ., LTD,
BAUSCH & LOMB, INC., BAUSCH AND
LOMB PHARMA HOLDINGS CORP.,

Plaintiff, CIVIL ACTION NUMBER:
14-6893 (JES/KMW)-y5-

INNOPHARMA LICENSING,INC., et
ak,

Defendants.

SENJU PHARMACEUTICAL Co., LTD,
BAUSCH & LOMB, INC., BAUSCH AND
LOMB PHARMA HOLDINGS CORP.,

Plaintiff, CIVIL ACTION NUMBER:
15-3240 (J8S/KMW}-VS-

INNOPHARMA LICENSING, INC.,,

Defendants.

United States District Court
Camden, Naw Jerse

PEPPER HAMILTON LLP
BY: MELISSA A. CHUDEREWICZ, ESQUIRE
301 Carnegie Center, Suite 400
Princeton, New Jersey 08543
(609) 452-0808
chuderem@pepperiaw.com
ATTORNEYS FOR PLAINTIFF

FINNEGAN, HENDERSON, FARABOW, GARRETT & DUNNER, LLP
BY: BRYAN C, DINER, ESQUIRE

JUSTIN J, HASFORD, ESQUIRE
CHIAKI FUHWARA, ESQUIRE

901 New York Avenue, N.W.
Washington, 0,C. 20001-4413
(202) 408-4000
bryan.diner@finnegan.cam, justin.hasford@finnegan.corn,
chiaki.fujiwara@finnegan.com
ATTORNEYS FOR PLAINTIFF

FINNEGAN, HENDERSON, FARABOW, GARRETT & DUNNER, LLP
BY: JESSICA M. LEBIS, ESQUIRE
303 Peachtree Street, NE
Atlanta, GA 30308-3263
(404) 653-6400
jessica lebis@finnegan.comATTORNEYS FOR PLAINTIFF

PATUNAS TARANTING LLC
BY: MICHAEL £. PATUNAS, ESQUIRE
24 Commerce Street, Suite 606
Newark, New Jersey 07102
(973) 396-8740
mopatunas@patunaslaw,com
ATTORNEYS FOR DEFENDANT LUPIN, INC.

United States District Court
Camden, New Jersey
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GOGOWIN PROCTER LLC
BY: ELIZABETH 3. HOLLAND, ESQUIRE

NATASHA E, DAUGHTRY, ESQUIRE
SARAH FINK, ESQUIRE
SHAUN deLACY, ESQUIRE
DANIEL P. MARGOLIS, ESQUIRE

The New York Times Building
620 Eighth Avenue
New York, NY 10018
(212) 813-8800
eholland@ goodwinprocter.com, ndaughtry@gaodwinprocter.com,
sfink@ goodwinpracter.cam, sdelacy@goodwinprocter.com,
dmargolis@ goodwinprocter.com
ATTORNEYS FOR DEFENDANT LUPIN, LTE.

GOOCWIN PROCTER, LLP
BY: EMILY L. RAPALING, ESQUIRE
53 State Street
Boston, MA 02109
(617) 570-1006
erapalino@ goodwinprocter.com
ATTORNEYS FOR DEFENDANT LUPIN, LTD.

ALSTON & BIRD, LLP
BY: DEEPRO R. MUKERJEE, ESQUIRE

LANCE A. SODERSTROM, ESQUIRE
STEPHANIE ROBERTS, ESQUIRE

90 Park Avenue
New York, New York 10016
(222) 210-9400
deepro.mukerjee@alston.com, lance.sederstrom@alston.com,
stephanie.roberts@alstan.cam
ATTORNEYS FOR DEFENDANT INNOPHARMA LICENSING

ALSTON & BIRD, LLP
BY: JITENDRA MALIK, ESQUIRE
4721 Emperor Boulevard
Suite 406
Durham, NC 27703-8580
(919) 862-2200
jitendra.malik@ aiston.com
ATTORNEYS FOR DEFENDANT INNOPHARMA LICENSING

United Statas District Court
Camden, New Jersey

ALSTON & BIRD, LLP
BY: HIDETADA JAMES ABE, ESQUIRE
333 South Hope Street
16th Floor
Los Angeles, CA 90071-3004
(213) 576-1000
james. abe@aiston.com
ATTORNEYS FOR DEFENDANT LUPIN LIMITED

ALSTON & BIRD, LLE
BY: 30SEPHK M. JANUSZ, ESQUIRE
Bank of America Plaza
Suite 4c00
Charlotte, NC 28280-4000
{704) 444-1000
joe.janusz@alston.com
ATTORNEYS FOR DEFENDANT INNOPHARMA LICENSING

SAIBER, LEC
ARNOLD B, CALMANN, ESQUIRE
One Gateway Center
26th Floor, Suite 1000
Newark, New Jersey 07102
(973) 622-3333
abc@saiber.com
ATTORNEYS FOR DEFENOANT INNOPHARMA LICENSING
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ROBERT 0. WILLIAMS,
DIRECT EXAMINATION OF ROBERT O. WILLIAMS
BY MR. HASFORD
VOIR DIRE EXAMINATION OF DR. WILLIAMS BY
MS. HOLLAND:
CONTINUED DIRECT EXAMINATION OF DR,
WILLIAMS BY MR, HASFORO:
CROSS-EXAMINATION OF ROBERT O. WILLIAMS BY
MS. HOLLAND
REDIRECT EXAMINATION OF ROBERT OC.
WILLIAMS, II] BY MR. HASFORD:
RECROSS EXAMINATION OF ROBERT O. WILLIAMS,
Ili BY MS. HOLLAND:
WILLIAM B. TRATTLER
DIRECT EXAMINATION OF WILLIAM 8. TRATTLER
BY MS. LEBEIS:

EXHIBITS PTX-294, PTX-26B, PTX-272,
PTX-326, PTX-273, PTX-324, PTX-265,
PTX«591, PTX-592, PTX-593, 3TX-144,
PTX-474, AND JTX+18 WERE RECEIVED IN
EVIDENCE

DEPUTY CLERK: Ali rise.

THE COURT: Be seated, please.

Gaod marning, everybody. Welcome back.

Are we ready to continue?

MR. HASFORD: Yes, your Honor, we're ready to resume
with Mr. Williams.

Dr. Williams,

THE COURT: Okay. So please resume the witness

MR, KASFORD: Permission to approach and pass out the

binders, your Honor?

THE COURT: Okay.

MR. HASFORD: Thank you.

THE COURT: Good morning, Or. Willams.

THE WITNESS: Good moraing, your Honor.

MR. RASFORD: And, your Honor, the demonstratives,

there's 4 copy of thasein the front flap of that supplemental
binder,

THE COURT: Ckay.

MR. HASFORD: May we proceed?
THE COURT: Yes.

HASFORD: Thank you.

{ROBERT O. WILLIAMS, HAVING BEEN PREVIGUSLY SWORN AS A

WITNESS, TESTIFIED AS FOLLOWS:)

(DIRECT EXAMINATION OF ROBERT O. WILLIAMS BY MR. HASFORD:)
United States District Caurt

Camdan, New Jersey
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Q. Good morning, Dr. Williams. concentration,

4, Good morning. Q. Just to be dear, have defendants identified any prior

Q. Let's discuss Dr. Lawrence's opinions. art whatsoever teaching the 0.2 weight per volume tyloxapol

Did you hear Or. Lawrence opine that the subject matter element of Claim 20 of the '431 patent?

of Claim & and 20 of the '431 patent would have been obvious A. Not that I've seen. No.

to a person of ordinary skill in the art over various Q, With respect to Dr, Lawrence's obvious opiniens, did you
references about which Dr. Lawrence testified?

A. I did, yes.

hear Dr. Lawrence testify that a person of ordinary skill in
aonnmankwhe aonoOomhkWN+

the art allegedly would have Seen motivated to modify the
oQ. Do you agree with Dr. Lawrence? Ogawa '225 patent in view of the Fu EP 984 reference?

A. Idid, yes.24 5- ee oA. Tdo not.

Q. nately, _Let's start with Claim 6 of the '433 patent. Q. Do you agree with Dr. Lawrence?

— NheDid you hear Dr, Lawrence opine that the subject matter A. Idonot.

— owof Claim 6 of the ‘431 patent would have been obvious to a Q. Let's discuss Or. Lawrence's opinions in more detail.
= -person of ordinary skill in the art based on the Ogawa '225 First, let's discuss bromfenac.

patent, the Fu EP 984 reference? Has Br. Lawrence identified any reason why a person of

A, I heard that, yes. 16 ordinary skill in the art would have been motivated as of 2003

GQ. Do you agree with Dr, Lawrence's opinion? 17 to pursue a bramfenac ophthalmic sofution over other

A. Idonot. 18 ophthatmic NSAID solutions?

QQ. Have you prepared a demonstrative summarizing where you 18 A. She has not, in my opinion.

disagree with Dr. Lawrence? 20 GQ. Would you please turn in the binder to JTX-£68 and

A. Ihave, 21° identify this document.

Q. Let's take a foek ak PTX-4-1. Would you please exelain 22 A. Sothis is -- JTX-168 is a copy of U.S. Patent 5,475,034.

the basis for your disagreement with Dr. Lawrence? 23° Q. If T refer to JTX-168 as Yannior the Yanni '034 patent,

A. Yes. So I've written Claim 6 in its independent form and 24 will you understand what I mean?
compared the limitations of Claim 6 to both the Ogawa 00:05 25 A. Yes.

United States District Court United States District Court

Camden, New Jersey Camden, New Jersey

729 737

patent -- the Ogawa patent and the FU application and, as you Q, Let me direct your attention to Table 1 at Coltmns 15 and

can see here, neither Ogawa nor Fu teach tyloxapoi as a second 16 of the Yanni '034 patent.

component at a concentration of .2 weight percent. Did you hear Dr, Lawrence cite the Yanni ‘034 patent

Q. Just to be clear, have defendants identified any prior and testify that a person of ordinary skill in the art

art whatsoever teaching the 0.02 weight per volume percent allegedly would have selected bromfenac over ther

tyloxapol elementof Claim 6 of the ‘431 patent? nonsteroidal ant-inflammatory drugs, including diclofenac,

A. I've not seen any, no. because bromfenacis allegedly more effective as an
aNakWNa anOakwh

Q. Let's now turn to Claim 20 of the '431 patent, anti-inflammatory?

Did you hear Dr. Lawrence opine that the subject matter 9 - ILheard that, yes.

of Claim 20 of the ‘431 patent would have been obvious te a oo:05 10 , Bo you agree with Dr. Lawrence?

person ofordinary skill ia the art based on the Ogawa '225 11 I don't, ne.

patent and the Fu EP $84 reference? 12 . Why do you disagree?

A. did, yes. 13 i disagree because Dr. Lawrence focused on the in vitro

Q. Do you agree with Or. Lawrence's opinion? 14 column, which is the fourth column, and didn't -- I don't

A. Ido not. 00:06 15 think she considered appropriately the totality of the results
Q. Have you prepared a demonstrative summarizing why you 16 in Table 1.

disagree with Dr. Lawrence? 17 a. Row, if at ali, does the totality of the results in

A. Ihave, yes. 18©Table 4 inform your opinion?

Q. Let's take a look at PDX4-2. 19 A. Well, [think a person of ordinary skill in the art

Would you please explain the basis for your 00:06 20=seeing the totality of the data wouldn't draw a preference to

disagreement with Dr. Lawrence? 27  bromfenac over other compounds that are mentioned. That would

A. Yes. Ina similar way I've written Claim 20 in its 22 include the ex -- the Column 4 ex vivo, the in vivo and the

independent form and I've compared Ogawa and Fu to the 23=in -- both in vive columns 50, again, considering the data in

limitations of Claim 20 and, as noted here, neither Ogawa nor 24 its totality.

Fu teach tyloxapo!l at a concentration of .02 weight percent 00:06 25 Q. Let me direct your attention to Calumn or Compound § in
United States District Court United States District Court

Camden, New Jersey Camden, New Jersey
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Table 1 of the Yaani ‘034 patent.

Is it your understaading that Compound 8 in Table 1 of

the Yanni '034 patent is nepafenac?
A. Yes.

Q. Is it your understanding that nepafenac is an amide group

not a free carboxylic acid group?

A. That's what it shows. If you substitute the ¥, the NH,
for the Y substituent in the structure that's given in

Table 1, that is an amide group.

Q. Let me direct your attention te Column1, Line 60,

through Column 2, Line 1, of the Yanni ‘034 patent.

What does Column 1, Line GO through Column 2, Line 1,

ef the Yanni 034 patent disclose?

A. So here Yanni discloses -- he's -- Yanni is stating that

although benzoylphenylacetic acids are effective in

suppressing ocular inflammation, their full anti-inflammatory

potential has not yet been approached due to generally slow

rate of penetration through the cornea. Yanni explains that

becauseof this, relatively high concentrations of these drugs

are often needed to achieve corneal penetration rates

sufficient to provide effective intraocular drug

concentrations, Yanni further says, such high drug

concentrations are generally not desirable as they may provoke
ocular irritation and discomfort,

Q. The portion of the Yanni 034 patent that you just read
United States District Court

Camden, New Jersey

references benzoylphenylacetic acid. Is bromfenac a

benzoylphenylacetic acid?

A. Bromfenac is an example of a benzoylphenylacetic acid.

Q. How,if at all, does Column i, Line 60, through Column 2,

Line 1, of the Yanni ‘034 patent support your disagreement
with Dr. Lawrence?

A. Se this passage in Yanni supports my opinion that a

person of ordinary skill in the art would not draw a

preference to bromfenac over other compounds disclosed in the
Yanni reference.

Q@. Let me direct your attention to Column2, Lines 23

through 29, of the Yanni '034 patent.

What does Column 2, Lites 23 through 29, of the Yanni

‘034 patent disclose?
A. So here Yanni states that it's known that

3-benzoylphenylacetic acid derivatives are useful as topically

administrable anti-inflammatory compounds for treating

ophthaimic inflammation disorders, Yanni describes converting

the free acetic acid functional group to ester or amide

enhances compound stability by slowing the rate of lactam

formation, so it slows the rate of degradation.

Q. How,if at all, does Cofumn 2, Line 23 through 29, of the

Yanni '034 patent support your disagreement with Dr, Lawrence?

A. This passage in Yanni supports my opinion that, again, a
person of ordinary skill in the art would not draw a

United States District Court

Camden, New Jersey
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734

preference to bromfenacas I think @ person of ordinary skill

in the art would be more directed to these derivatives, amide
or ester derivatives,

Q. And you mentioned ester or amide derivatives, is an

ester or amide derivative of the benzoylphenylacetic acid a

different chemical compound from Grorafenac?

A. Yes, itis.

Q. Let me direct your attention back to Column 2 and sow in

particular ta Lines 29 through 35 under the summary of the
invention of the Yanni ‘G34 patent.

What does Column 2, Lines 29 through 34, of the Yanni

034 patent disclose?

4. So here Yanni is stating about the result, and he says,
among other factors the present concentration is based on the

finding that certain 3-benzoylphenylacetic acid derivatives

would show no significant anti-inflammatory activity in vitro

are, in fact, as active or even more active than the parent

3-benzoylphenylacetic acids when administered topically to the
eye.

Q. How,if at all, does Column 2, Lines 29 through 35, of

the Yanni '034 patent support your disagreement with
Dr. Lawrence?

A. So this passage in Yanni supports my opinion because
Dr. Lawrence retied on the column of in vitro data in Table 1

and this says clearly that the in vitro data did not show

United States District Court

Camden, New Jersey
738

significant anti-inflammatory activity. But, according then

to the ex vivo and in vivo data, Yanni says that these

derivatives are as active or even more active when actually

administered topically to the eye,

Q. When you refer to the ex vive and in vivo data, are you
referring to those data set forth in Tabie £ of the Yanni '034

patent?

AL Tam, yes.

Q. Let's switch years a bit. Would yaw please turn in your
binder to DTX-110 and identify this document?

A.  DTX-110 is a paper on bromfenac sodium that's written by
Hara.

Q. If 1 refer to DTX-110 as Hara or the Hara reference, will
you understand what I mean?

A. Yes.

Q. Let me direct your attention to page 2 of the Hara

reference, which bears Bates No. PROL 0079164, and in

particular the right-hand column,

Did you hear Dr. Lawrence cite the Hara reference and

testify that a persen of ordinary skill is the art would

select bromfenae over other nonsteroidal anti-inflammatory

drugs, including diclofenac, because bromfenac is allegedly

more effective as an anti-inflammatery?

A. I did, yes.

Q. Do you agree with Dr. Lawrence?
United States District Court

Camden, New Jersey
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A. Ido not.

Q. Let's discuss the basis for your disagreement, Let me

direct your attention to the last paragraph in the right-hand

column on the page bearing Bates No. PROL 0079164 and in

particular to the first sentence of that paragraph,
What does this sentence of the Hara reference disclose?

A. So here Hara discloses that diclofenac sodium, in

parentheses, (Diclod) is an NSAID drug that is indicated for

use in treating anterior ocular segment inflammation following

cataract surgery. And Hara states that it, meaning diclofenac

sodium, showsparticular efficacy in preventing the generation

of fibrin, with superior anti-inflammatory efficacy.

Q. How,if at all, does this portion of the Hara reference

support your disagreement with Dr. Lawrence?

A, This supports my opinion that a person of ordinary skill

in the art would not have a preference to bromfenac based on
the Hara reference because Hara states that diclofenac sodium

is an approved product and thatit's characterized, diclofenac

sodium is characterized as having superior anti-inflammatory

efficacy.

Q. Would you now please turn in your supplemental binder to

PTX-294 and identify that document?

A. PTX-20094 is an excerpt article from the New York Times,
it's titled New Painkiller is Withdrawn After 4 Deaths.

Q. Is it your understanding that this New York Times
United States District Court

Camden, New Jersey

article, PTX-294, involves the drug Duract?
AL Yes.

Q. Have you considered PTX-294 in connection with your

opinions in this case?

A. Ihave, yes.
Q. What is Duract?

A. Duract is the oral form of bromfenac.

G, Let me divect your attention to the first page of

PTX-294, which is bears Bates No, PROL 0080502. In particular

let me direct your attention to the first sentence of the

second paragraph. What doesthis partion of PTX-294 disclose?

A. So here it discusses the fact that the drug Duract, which

is a painkiller manufactured by Wyeth-Ayerst, has caused a
dozen cases of serious fiver failure since it went on the

market last July. It says, four patients died and eight

required fiver transplants,

Gs The article refers to last July, what is date of PTX-294?

A. The date is June 23, 1998.

Q. How,if at alt, does the portion of PTX-294 that you just

testified about support your opinion regarding bromfenac?

A. Well, it supports my opinion that a person of ordinary

skill in the art would not have a preference for bromfenac.

Q. In fact, based on PTX-294,is it your opinion that a

person of ordinary skill in the art would have tended to shy

away from bromfenac?
United States District Court
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A. Based on this report and the knowledgeof this, yes, they
would have.

QQ. Are you aware that Or. Lawrence has contended that to the

extent there was even any need for the claimed bromfenac

ophthalmic formulations claimed in the asserted claims of the

"431 patent that need would have been met by the Ogawa '225
patent and the Hara reference?

A. Iunderstand that.

Q. Did Dr. Lawrence identify any reason why a person of

ordinary skill in the art would focus on developing a

bramfenac commercial formulation if the Ogawa '225 patent and

the Hara reference atready had met any need for a bromfenac

ophthalmic formulation?

A. Not that I heard, no.
Q. Let's now discuss benzalkonium chloride.

Do you have any opinion as to whether safety issues

existed as of 2003 for benzalkonium chloride in aphthaimic
formulations?

A, Ido have one, yes.

Q. What is your understanding of the safety issues that

existed as of 2003 for benzalkonium chloride in ophthalmic
formulations?

A. As of 2003, a person of ordinary skill in the art, a

formulator, would understand that there was reports of ocular

toxicity with benzalkonium chloride use, and so that was a
United States District Court

Camden, New Jersey

known concern as of 2003,

Q. Have you prepared a demonstrative in support of your
cpinion?
AL Thave,

Q. Let me direct your attention to POX4-3 on the screen,

would you pfease explain the basis for your opinion?

A. Yes. So the basis of my opinion is that regarding the

benzalkonium chloride toxicity, there was the Debbasch paper,

PTX+268, whereit stated BAC, which is benzalkonium chloride,

causes epithelial toxicity and inflammatory infiltration of

ocular surface structures, including growth arrest and cell
death.

The Pisella paper, which is PTX-326, states

benzalkonium chloride inhibits proliferation of trabecular

cells, and therefore inflammatory reactions may be seen in
trabeculum.

And then the Madhu paper, which is PTX-293, it states,

BAK, which is also known as benzaikonium chloride, is known to
cause ocular irritation.

So those taken together support my opinion that to a

person of ordinary skill in the art as of 2003, that there

would have been concern using benzalkonium chloride as a

preservative in ophthalmic formulation process.

Q. In your opinion, based an the safety issues, would a

person of ordinary skill in the art have been motivated as of
United States District Court

Camden, New Jersey
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2003 te remove benzalkonium chloride from aqueous liquid

preparations for ophthalmic use?

A. [think they would have, yes.

Q. How, if at all, does the information on PDX4-3 support

your opinion in this regard?

A. So these are examples of literature references that a

person of ordinary skill in the art would have known about and

therefore in formulating a new ophthalmic formulation they

would have been aware of this and they would have been

motivated to try alternative preservative systems or

preservative free system.
Q. And whatalternatives are ideatified at the bottom of

PDX4-3?

A. So at the bottom here as alternatives to benzaikonium

chloride the Debbascharticle, which is PTX-268, states, it is

therefore of striking importance to become aware ofthe

preservative toxicity in order to develop in the near future

many more unpreserved drugs, especially for long-term use

and/or for patients with pre-existing ocular surface
disorders.

And then the Noecker paper, which is PTX-272, states,

one such product, a brimonidine compound approved by the FDA

in March 2001, has replaced benzalkonium chloride with SOC,

SOCis an alternative preservative system, in the current

formulation. A i2-month clinical comparison in patients with
United States District Court
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glaucoma or ocular hypertension showed that bromindione-SOC

was well tolerated and produced a significantly lower

incidence of allergic conjunctivitis than brimonidine, as well

as equivalent IOP lowering efficacy.

MR. HASFORD: Your Honor, at this point, in the

interest of time, I'm happy to,IF counse? has no objection,
to have Dr. Williams confirm that he obtained the information

on PDX4-3 from the four references cited there. However,if

there’s an objection from counsel, I’m happy to have

Dr. Wilffams identify each of these references individually.

THE COURT: Are you seeking to move them inta
evidence?

MR. HASFORB: Yes, I am.

THE CGURT: Any objection to the four stated

references or do you wish to voir dire?

MS. HOLLAND: No. I guess Mr, Hasford's point is

that he doesn't want ta go into each reference individuaily in

the binder but rather just rely on the testimony. I'm fine
with that,

MR. HASFORD: Okay.

MS. HOLLAND: No objection.

MR. HASFORD: Thank you,

THE COURT: Okay. Are they then moved into -- or are

you going to wait?

MR, HASFORD: [ will wait till the end but, yes,
United States District Court
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we'll move them into evidence, your Honor.

THE COURT: Okay. Very well.
BY MR. HASFORD:

Q. Now,let's discuss Dr. Lawrence's opinions regarding
benzalkonium chioride and NSAIDS in solution.

Cid you hear Dr. Lawrence testify that based on the

carboxylic acid moiety of some NSAIDSsolutions containing

benzaikonium chioride and NSAIDS allegedly were known in the

pricr art to form insoiuble complexes or precipitates that

result in cloudiness or turbidity?

A, Lheard that, yes.

Q. De you agree with Dr. Lawrence?

A. I don't, no,

Q. Why not?

A. Because as Dr. Davies testified last week, that the --
it's mot -—-

MS. HOLLAND: I have an objection, your Honor. And

lm not 100 percent sure what Dr. Williams is going to say,

however, Dr. Williams in his expert report didn't form his own

independentopinions on this issue, he relied on the

testimony, or I should say on the expert report of Or, Davies.

So I think it would Se inappropriate for Dr. Williams to

provide opinions that are merely based an refiance on

Or. Davies versus his own personal expertise.

MR. HASFORD: And, your Honor, I belleve that
Uniled States District Court

Camden, New Jersey

Or. Williams is entitled to, as a formutator, toe rety on the

expert testimony of a chemist that there was no evidence in

the art as of January 2003 that an insoluble complex or
precipitate between bramfenac and BAC formed,

THE COURT: Well, did Or. Williams disclose that in

his expert report?

MR. HASFORD: Yes, he did, your Honor, in his

response repart, Paragraph --

MS. HOLLAND: The point is Dr. Davies was already on

the stand, he gave those opinions. Dr. Williams doesn't have

a Separate opinion on those issues, that's --

THE COURT: His opinion, as I understand it, he

relies on the expertise of the chemist in addressing this

issue of NSAIDS and turbidity, is that correct?

THE WITNESS: Yes,sir.

THE COURT: So I think it's a question of weight.

MS. HOLLAND: Okay.
THE COURT: I would assume that a fornmvlator could

rely upon a chemist, and dees, and here it was disclosed in

his expert report, So even though it's not his primary area

of expertise, he can derive the chemist's opinion and useit.

So I'll permit it.

MS, KOLLAND:; Gkay. Your Honor.
BY MR. HASFORD:

Q. Do you need the question repeated?
Unifed States District Court
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A. If you don't mind. Thank you.

Q. Certainly.

Did you hear Dr. Lawrence testify that based on the

carboxylic acid moiety of some NSAIDS solutions containing

benzalkonium chloride and NSAIDS allegedly were knownin the

prior art to form insoluble complexes or precipitates that

result in cloudiness or turbidity?

A. LTunderstood that, yes.

Q. Do you agree with Dr. Lawrence?
A. Idon't.

Q. Why not?

A. Because as I heard Dr. Davies testify to last week, that

one of skill in the art can't predict whether a complex is

going to form or not, it depends upon the chemical structure

of the NSAID, he explained, depends on the formulation, the

level of ingredients in the formulation, so there's factors

that go into it as T understood Dr, Davies,

Q. Did you hear Dr. Lawrence testify that the prior art

teaches that a person of ordinary skill in the art allegedly

would have limited the formation of insoluble complexes or

precipitates between benzalkonium chloride and an acidic NSAID

by the inclusion of certain nonionic surfactant?

A. Theard that, yes.

@. Do you agree with Dr. Lawrence?
A. Ido net.

United States District Court

Camden, New Jersey
746

Q. Why not?

A. Because in my opinion if such a complex did form -- was

proven to be formed, the formulation person would seek to

avoid that, they would replace the preservative, the

benzalkonium chloride, they would possibly formulate a

preservative free or potentially switch drugs to where the

drug doesn't have the chemical moiety that is causing the

complexation,

Q. Let's explore the basis for your opinian. Would you

please turn in your supplemental binder to PTX-324 and

identify that document.

A. PTX-324is the label from Drugs at FPA for Acular

product.

Q. Let me direct your attention to the line entry for

original approval or tentative approval. When was Acular PF

approved by the FDA?
A. This states Acular Preservative Free or Acular PF was

originally approved November 3rd, 1997.

Q. Would you please now turn in the supplemental binder to

PTX-265 and identify that document.

A. PTX-265 is the label for Acular, so the approved label
for Acular.

Q. Is it your understanding that PTX-265 is also a combined

package insert for both Acular and Acular PF?

A. That's my understanding, yes.
United States District Court
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Q. Is it your understanding that Acufar itself was approved
in 1992?

A. Yes.

Q@. Let me direct your attention to, on thefirst page

bearing Bates No. PROL 0332429, to the second paragraph under

the chemical structure shown in the description section.

First, what nonionic surfactant is included in the
Acular formation?

A. So the nonionic surfactantis in the third line, it's

octoxynal 40,

Q, What preservative is included in the Acular formulation?

A. It states in the second line preservative is benzalkonium
chloride.

Q. To what does the PF designation in the name Acular PF
refer to?

A, PF refers to preservative free.

Q. Let me now direct your attention to the page bearing

Bates No. PROL 0332434 in the Acular PF section of the package

insert, in particular to the second paragraph underthe

chemical structure shown in the description section,
Is benzatkonium chloride included in the Acular PF

formulation?

A. It's not, no.

MR. HASFORD: Neel, would you please now put up
DDX2-42 on the screen?

United States District Court

Camden, New Jersey
747

BY MR. HASFORD:

Q. Dr. Williams, did you hear Dr. Lawrence testify about the

Remington's reference using DDX2-427

A. I did, yes.

Q. Let me direct your attention to the third call out with

the statementstarting, given the alternative, did you hear

Dr. Lawrence testifying the Remington's reference allegedly

would have taught a person of ordinary skill in the art to use

a nonionic surfactant to avoid an alleged complex between an
NSAID and benzalkonium chloride?

MS. HOLLAND: Your Honor, I have an objection.

Dr. Williams doesn't talk about the Remington's reference in

his expert report.

MR. HASFORD: So, your Honor, Dr. Williarns actually

was questioned about the Remington reference at two of his

depositions, one on February 25th and March 9th, so we believe

that that’s a proper subject of his testimony here,

He also did submit a supplemental expert report in

which he stated he would reserve the right to rely on

statements that he made during his deposition of questions he

was asked, and he was certainly asked about the Remington's

reference. So there was, in fact, an exhibit of this portion

of the Remington's references was used at one of these

depositions.

Also, your Honor, I'd note that Remington's reference
United States District Court

Camden, New Jersey
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was relied upon by Pr, Lawrence in her reply expert report for
the first time in the context in which Or. Williams had no

opportunity to respond because it was relied on in the reply
and then she testified about it in their case in chief in this
case.

So we respectfully submit that Dr. Williams should have

an opportunity to respond ioit for all those reasons.

MS. HOLLAND: I have a couple of responses to that,

your Honor,

First of all, to the extent it was in a reply report,

Dr. Williams was fully able to testify about opinians at his

deposition, he just didn't do that. When he was asked about

Remington's at his deposition, he said he hadn't looked atit

in farming his opinions in this case,

Now,if that's the only testimany that's going to be

elicited and it's consistent with his deposition, I’m fine

with that. But to the extent there are new opinions now on

the stand that could have been offered at the deposition in

response to the questions, I have a serious objection.

THE COURT: Well, he’s heard the testimony of

Dr, Lawrence, is he not permitted to look at the reference

that she's used even for the first time and address it?

MS. HOLLAND: I think he's not, your Honar, because

Or. Lawrence had it In her expert report, so to the extent he,

Dr. Williams, had any comments to make about it, he Bad a
United States District Court
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forum to do that but he didn’t.

THE COURT: Mr. Hasford said that was only in ber

very final report and that I quess this witness, Dr. Williams,

didn’t have a written report after that.

MS. HOLLAND: Hedid, he had his deposition, your

Honor, that was really my point. My point is at the

deposition he already knew Gr. Lawrence's opinions about this

reference and could have, when asked about the reference,

given his opinions on those references. Instead he said, you

know, I saw Br. Lawrence taiked aboutit, I didn't look at it

before formulating my cpinions, and he didn't offer his own

opintons. He did have the opportunity to do that after the

reply report.

THE COURT: Okay. So Dr. Lawrence's opinion was of

record before Dr. Williams was deposed.
MS. HOLLAND: Yes.

THE COURT: And at that time he said he had no

opinion as to Remington?
MS. HOLLAND: Yes.

THE COURT: All right. I'll sustain the objection.
BY MR. HASFORD:

Q. Would you please turn to JTX-207 in your binder aad

identify this document.

A. JTX-207 is a copy of WO 94-15597.

Q. If Ll refer to JTX-207 as Wong or the Wong reference, will
United States District Court
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you understand what I mean?

A. Yes.

Q. Have you considered the Wong reference in connection with
your opinions in this case?

A. Ihave, yes.

Q. Let me direct your attention to Column 6, Line 11,

through Column 7, Line 10, of the Wong reference. What does

Column 6, Line 11, through Column 7, Line 10, of the Wong
reference disclose?

A. Here in Wongit discioses a study comparing lauratkonium

chloride to benzaikonium chloride in a formulation that Wong
refers to as Oculen formulations, and this contains the active

ingredient sodium flurbiprofen, and Wong is describing the

fact that lauralkonium chloride doesn't form a cloudy solution
when studied under these conditions whereas benzalkonium

chloride does form a cloudy salution.

Q. Now, how,if at all, does Column6, Line 11, through

Column 7, Line 10, of the Wong reference support your opinion

that the art as of 2003 talked routes for avoiding entirely

the alleged complexation or precipitation problem that
Dr. Lawrence has raised?

A. Soin my opinion a person of ordinary skill in the art
considering Wong would understand that under these conditions

tested, that there's an alternative to benzalkonium chloride

and that is lauralkonium chloride as a preservative, that for
United States District Court

Camden, New Jersey

75t

this drug sodium flurbiprofen did not cause a cloudy solution

to be formed, so it's an alternative to try,

Q. Please turn back in your binder te JTX-168, whichis the

Yanni '034 patent, ang let me direct your attention to Column

2, Lines 23 through 29. What derivatives of

3-benzoylphenylacetic acids are taught in the '034 patent?

A, Here Yanni states thatit's ester and amide derivatives

of the 3-benzoylphenylacetic acid.
Q. Would an ester er amide derivative of a

benzoy!phenylacetic acid compound have a free carboxylic acid

group?

A. It would not, na.

Q. Would ester or amide derivative of a benzoylphenylacetic

acié compound without a free carboxylic acid group, have any

alleged complexation or precipitation problem with
benzalkonium chloride that Gr. Lawrence has raised?

A. My understanding from Dr. Davies, it won't if that

particular group is involved in the complexation.

Q. How,if at all, does Column 2, Lines 23 through 29, of
the Yanni ‘034 patent support your apinion that the art as of

2003 talked routes for avoiding entirely the formulation of a

potential precipitate or insoluble complex?

A. So this teaches an alternative active ingredient that

does not have a carboxylic acid group, namely, an amide or
ester derivative that -- so one could -- one of skill in the

United Slates District Court

Camden, New Jersey
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752

art will understand possibly using a derivative of these

acetic acid compounds.

Q. Based on the references we just discussed, as of 2003,

would a person of ordinary skill in the art have been able to

avoid entirely any potential precipitate of an insoluble

complex between benzalkonium chloride and an NSAID?

A. Well, to a person of ordinary skill in the art, there

would have been ways to try to avoid this complexation, as
T've discussed.

Q. Now let's discuss Dr. Lawrence's opinions regarding

reducing the alleged formation of an insoluble complex between
NSAIDs and benzalkeniem chloride.

Did you hear Dr. Lawrence cite the Fu EP 984 reference

and testify that a person of ordinary skill in the art

allegediy would have substituted aa ethoxylated octyiphenol

compound for Polysorbate 80 in the formulation of Example 6 of

the Ogawa '225 patent?

A. Yes, I heard that.

Do you agree with Or. Lawrence?
No,

Why not?
Because there's no motivation to substitute in a nonionic

surfactant into Ogawa Example 6. It's already stable. The

problem of bromfenac chemical stability has been solved by the

inclusion of polyvinylpyrrolidone and sodium sulfite in
United States Disirict Court

Camden, New Jersey

Example 6.

Q. And you mentioned the chemical stability of the Ogawa

"225 patent's Example 6. Does the Fu EP 984 reference teach

physical stability rather than chemical stability?

A. The Fu reference is focused on physical stability.

Q. Did you hear Or. Lawrence cite the Fu EP 984 reference

and testify that a person of ordinary skill in the act

allegedly would have substituted tyloxapol in particular for

Polysorbate 8¢ in the formulation of Example 6 of the Ogawa

‘225 patent to create a more stable bromfenac formulation

without the formation of an insolubie camplex?

IT heard that, yes,

De you agree with Or. Lawrence?
I do not.

Why not?

Because tyloxapol is not taught in the Fu reference. Fu

teaches -- actually provides data on Octoxyno! 40, which I

understand is chemically distinct from tyloxapol.

Q. Did you hear Dr. Lawrence also testify about Octoxynol 9?
A, Idid.

Q. Does the Fu EP 984 reference provide any data for

Octoxyno? 9?

A, It does not, no.

Q. Would you please turn in your binder to JTX-i99 and

identify this document.
United States District Court

Camden, New Jersey
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A, JTX-199 is the Schott reference.

Q. If l refer to JTX-199 as the Schott reference, will you
understand what I mean?

A. Yes,

Q. Let me direct your attention to Page 501 of the Schott

referance, and, in particular, to the "Conclusions" section,

and, specifically, to the first paragraph.

A. Okay.

Q. Did you hear Dr. Lawrence point to this portion of the

Schott reference and testify that tylexapal allegedly was

considered a preferable surfactant to Octoxyneol 9?

I did, yes.

Do you agree with Dr. Lawrence?
No,

Why not?

Becausein the context of Schott, Schott is comparing

tyloxapol and Octoxynol 9 for, as it states here, stabilizing

emulsions, suspensions, cintments and foams, particularly at
the critical micelle concentration. And so Schott's context

is not providing chemical stability enhancementof the -- an

ophthalmic solution. It's about more physical stabilizing

these emulsions, suspensions, ointments and foams.

Q. How do the emulsions, suspensions, ointments and foams of
the Schott reference differ from solutions such as the claimed

aqueousliquid preparations of the '431 patent?
United States District Court

Camden, New Jersey
765

A. So, they're very different.

Emulsions are two liquids, two immiscible liquids, that

the -= there is a dispersed phase that has to be stabilized

such that the two immiscible phases do not separate on

stability.

Suspensions are known by persons of ordinary skill in

the art as being -- there is a solid particle that's being

carried in @-- a — an external phase, and so it’s nota
solution at ail.

OGintments are oleaginous, typically don't contain

water, and there may be a drug dissolved or suspended in that

oleaginous base.
And then foamsare-- it's air that’s emulsified into

some kind of liquid phase to create a foam. So they are very

different than an aqueous solution.

Q. Let's now discuss Dr. Lawrence's opinions about nonionic
surfactants,

Did you hear Dr. Lawrence testify that a person of

ordinary skill in the art, as of 2003, would have looked only

to approved surfactants for use in ophthalmic formulations?

A. Lheard that, yes.

Do you agree with Dr, Lawrence?
T don't.

Why not?

Because a person of ordinary skill in the art would
United States District Court

Camden, New Jersey
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consider what's -- excipients or additives that are in

approved products, but they wouldn't limit their choice to
that.

From my experience, a skilled person would seek to

formulate a stable product, and if there is an ingredient, an

additive that is not currently already in an approved product

and it works for their product, then there is a way to -- to

get that in an approved product with the FDA,

QQ. As of 2003, were many classes of surfactants known in the
art?

AL Yes.

Q. And as of 2003, were large numbers of surfactants known
within each of those classes?

A. There was, yes.

Q. Nowlet's discuss Dr. Lawrence's opinions regarding the

specified amounts of tyloxapol, .02 weight per volume percent,

in Claims 6 and 20 of the '431 patent.

Did you hear Or, Lawrence testify that it would have

been obvious to use a concentration of 0.02 weight per volume

percent tyloxapal?
A. Idid.

Q. Doe you agree with Or. Lawrence?
A, Idonot.

Q. Why not?

A Because there is nothing that I've seen that's been
United States District Court

Camden, New Jersey
757

presented by defendants that has shown .02 percent of

tyloxapol that works for chemical stabilfzation.

Q. Do any of the references cited by Dr. Lawrence teach that

tyloxapol could chemicalfy stabilize any NSAID?

A. Not in my opinion, no.

Q, Do any of the references cited by Dr. Lawrence teach 0.02

weight per volume percent tyloxapol as claimed?

A. Not in myopinion, no.

Q. Please turn is your binder to the Sallmann '913 patent

which is JTX-71, and let me direct your attention to Column 4,

Line 65, through Column 5, Line 2.

What does Column 4, Line 65, through Column 5, Line 2

of the Salfmann '913 patent disclose?

A. So, here Sallmann is -- again, Sallmann is about

diclofenac potassium, and so in the context of diclofenac

potassium, Sallmann states that the concentration used of

these solubilizers, is the context here, "The concentration

used depends especially on the concentration of the active

ingredient. The amount addedis typically sufficient to

solubilize the active ingredient." Sallmann states that, "For
example, the concentration of the solubilizer is from 0.1 to

5000 times the concentration of the active ingredient."

Q, How,if at all, does Column 4, Line 65, through Column 5,

Line 2, of the Sallmann '913 patent suppor your disagreement
with Dr. Lawrence?

United States District Court

Camden, New Jersey 
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A. So, this passage supports my opinion because this passage
in Sallmannis +- is related to solubilization, so use of a

solubilizer, and one of the examples is tyloxapoi, andit's

used to keep the diclofenac potassium dissolved in the -~ in

the vehicle, in the aqueous solution. It's not in the context
of chemical stabilization.

Q. Is the range disclosed in Column4, Line 67, through

Column 5, Line 2, of the Sallmann "913 patent specific to

tyloxapol or general instead?

4. That concentration is a general range for all of the

listed solubilizers that are disclosed in that particular

paragraph.

Q. Let me direct your attention to Example 15 of the

Sallmann '913 patent which is in Column 12. What does Example
15 of the Sallmann ‘913 patent disclose?

A. So, this Example 15 is a diclofenac potassium eyedrop,

and it discloses two different formulations of that drug

substance, and so it’s specific to diclofenac potassium,

Q. Did you hear Dr. Lawrence cite Example 15 of the Sallmann

‘913 patent and apply Example 15 to her obviousness opinions?
A. Yes, I did.

Q. Do you agree with Dr. Lawrence's reliance on Example 15
of the Sailmann '913 patent in connection with her obviousness

opinions?

A. Idid, yes.
United States District Court
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Q.  I'msorry. Let me ask it again.

Do you agree with Dr, Lawrence's reliance on Exampte 15

of the Sallmann "913 patent in connection with her obviousness

opinions?

A. Sorry. I didn't hear the right question.
Yes, I do not agree, no.

Q. Why do you disagree with Dr. Lawrence?

A. Because in the context of Sallmann, tyloxapol is used in

order to solubilize diclofenac potassium, a different drug.
It's not used in the context of chemical stabilization.

Q. Please turn back in your binder to the Fu EP 984

reference which is JTX-209, and let me direct your attention

to Page 9, and, in particular, Example 5.

Did you hear Dr. Lawrence point to the amount of

Octoxynel 40 in Example 5 of the Fu EP 984 reference and

testify that it allegedly teaches using tyloxapol at 0.02

weight per volume percent, as claimed in the '431 patent?

I heard that, yes.

Do you agree with Dr. Lawrence?
Ido not,

Why not?

Because Octoxynol 40,it’s a different entity than

tyloxapol. So this teaches Octexyncl 40 at .02 percent, not

tyloxapol.

Q. Is it your understanding from Dr, Davies's testimony that
United States District Court

Camden, New Jersey
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tyloxapol and Octoxynol 40 have different chemicai structures

and different chemical properties?

MR. HASFORD: Objection, leading.

THE COURT: I'll permit it.

THE WITNESS: My understanding from Dr, Davies, his

testimony, is that Octoxynel 40 and tyloxapol are different
chemicai structures.

BY MR. HASFORD:

Q. What drug is being tested in Example 5 of the Fu EP 984
reference?

A. So, Fuin Example 5 is testing ketorolac tromethamine.

Q. If the Fu EP 984 reference teaches the use of any

surfactant, what surfactant does it teach?

A. Well, there is data actually for the surfactant Octoxynol
40.

Q. And back to your previous answer regarding the drug. is

ketorolac tremethamine a diferent drug than bromfenae sodium?

A. Yes, it's a different drug.

Q. Please turn to Page 4, Lines 8 to 18, of the Fu EP 984
reference,

Bid you hear Dr. Lawrencecite Page 4, Lines 8 to 18,

of the Fu EP 984 reference and testify that it allegedly

teaches using tyioxapol at 0,02 weight per volume percent as

claimed in the '431 patent?

A. I did.

United States District Court
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Bo you agree with Dr. Lawrence?
No.

Why not?

Because this is just 4 general table that gives wide

ranges for active -- active agent, for preservative, for

surfactant, It's not specific to any particular substance.

it's not specific to tyloxapol and bromfenac.

Q. Did you hear Dr. Lawrence testify that a person of

ordinary skiil in the art would have arrived at 0.02 weight

per volume percent tyloxapol through what she calls routine

optimization?

E heard that, yes.

Do you agree with Dr. Lawrence?
I don't.

Why not?

Because there's nothing in this Fu reference that leads a

skifted person to think that tyloxapo!is disclosed, for ane,

or that tyloxapol would act to chemically stabilize because

the Fu reference is about physical stabilization. So, a

skilled person is not going to have a reasonable expectation

that tyloxapol is going to Work one way or the other.

MR, HASFORD: Noel, would you now please put up
DDX-2-55 on the screen.

BY MR, HASFORD:

Q. Dr. Williams, did you hear Dr. Lawrencetestify about the
United States District Court

Camden, New Jersey

aonPohwNh|
wo

anaahwn=
wo

11

12

13

14

16

17

18

19

20

21

22

23

24

00:52 25

Page 766 to 763 of 1002

762

FDA Inactive Ingredient Guide using demonstrative DDX2-55 in

connection with your obviousness positions?

A. I did, yes.

Q. Does DDX2-55 depict a portion of the FDA's Inactive

ingredient Guide in DTX-196?

A. It does, yes.

Q. Do you agree with Dr. Lawrence's reliance on DTX-196 in

connection with her obviousness opinions?

MR. HASFORD: Objection again, your Honor. This is

another situation where Dr. Lawrence said at his depasition

that he hadn't even looked at this when he was forming his

opinions in this case.
THE COURT: You mean Dr. Williams said that?

MR. HASFORD: Did I] say Dr. Lawrence? Sorry.

Cr. Wiliams. Thank you, your Honor.

And this is again, after all the expert reports were

in, I asked him whether he even researched what nonionic

surfactants were approved as of 2003, and he said no.

MS. HOLLAND: Well, again, your Honor, I think the

fact that they asked these questions at his deposition and the

fact that Dr. Lawrence wasrelying an this in her reply report

for the first time and then testifying about it in open court,

E think Dr. Williams is entitled to respond to what he heard

here in open court.

MR. HASFORD: Your Honor, what he heard in open court
United Sfates District Court

Camden, New Jersey
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is exactly what he had read in her expert report before his

deposition. When he was asked about this reference at his

deposition, he hadn't looked at it before. He hadn't looked

at it in forming his opinions. And if he had an opinion about

it, he knew what Dr. Lawrence's opinion was at the time ofhis

deposition, and that was the time to offer the opinion, and

it’s the same exact situation that we brought up earlier.

MS, HOLLAND: Respectfully, your Honor, ] mean he was

asked certain questions about it. 1 -- you know, I suspect

counsel would have objected, had he launched into a narrative

about everything he knows about the Inactive Ingredients

Guide. He certainly knows about --

THE COURT: But at least he would have been giving

notice that he has an opinion on this subject. Coming into

the trial, the defendants were entitied to believe that he had

no opinion on this subject. In other words, when asked about

this, he said he didn't know. And so I'll sustain the

objection for the same reasons as before.

Let me add, though, thatif it's pursued on

cross-examination, then I might permit it on redirect because

on redirect, he's not required te blind himself to everything
that he's fearned in the trial,

MS. HOLLAND: Thank you, your Honor.
BY MR. HASFORD:

Q, Let's now turn to secondary considerations of
United States District Court

Camden, New Jersey
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nonobviousness,

Please turn to JTX-147 in your binder, which is the

Ogawa '225 patent. Let me direct your attention to Exampie 6

of the Ogawa '225 patent which is at Cotumn £0.

Are you aware that defendants have taken the position

that Example 6 of the Ogawa ‘225 patentis the closest prior
art?

A. Yes, lam,

Q@. Did you hear Dr. Lawrencetestify that baric acid, Borax,

disodium edetate, benzalkenium chloride, polyvinylpyrrolidone,

and sodium sulfite tn the formulation of Example 6 of the

Ogawa '225 patent would not detrimentally affect its basic and

novel properties, including stability?

A. That's what I understood herto say.

Q.  Lat’s take a look now at Table 1 of the ‘434 patent,

which is JTX-1 in your binder.

What are the components of Comparison Example 3 in

Table 1 of the '431 patent?

A. The components are the bromfenac sodium, boric acid,

benzalkonium chloride, Polysorbate 80, and purified water.

Q. How,if at all, de the other formulations in Experimental

Example 1 differ from the formulation of Comparison Example i

of the “431 patent?

A. The other formulations differ in the type and amount of

surfactant, nonionic surfactant.

United States District Court

Camden, New Jersey

Q. Otherwise, are they the same?

A. Yes, they are.

Q. What type of test results are disclosed in Table 1 of the

'431 patent?
A. The test results that are disclosed are chemical

stability results for bramfenac sodium, andit's given by

remaining rate as a percent.

Q. Does Comparison Example 2 in Experimental Example 1 of

the ‘431 patent reflect the closest prior art as defined by
defendants?

A. In my opinion, yes.

Q. Based on the Ogawa '225 patent, would a person of

ordinary skill in the art have expected that substituting

Polysorbate 80 with any other nonionic surfactant would impact

Bromfenac's chemical stability?

A. I don't believe they would have, no,

Q Let me direct your attention again to Experimental

Example 1 of the '431 patent, and, in particulaz, to Table 1.

To what pH are the farmulations of Experimental Example 1 of

the '434 patent adjusted?

A. So, the formulas that are made in Table 1 of Experimental

Example 1 are prepared at pH 7.

Q. Please turn back to JTX-147 in your binder, which is the

Ogawa ‘225 patent. Let me direct your attention to Column 8,

and, in particular, to Experimental Exarnple 4,
United Stafes District Court
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What is described in Experimental Example 4 of the

Ogawa °’225 patent?

A. So, in Experimental Example 4, Ogawa prepares a bromfenac

sodium formulation that contains the ingredients listed here,

Borax, sodium borate, sodium chloride, disodium edetate,

benzalkonium chloride, Polysorbate 80, and sterile purified
water.

Q. Let me now direct your attention ta Columns 13 and 24,

and, in particular, to Table 8, which presents the results of

Experimental Example 4,

A. Okay.

Q. How,if at all, do the results of Table 8 of the Ogawa

"229 patent show that bromfenac deqrades at a pH lower than 8?

A. So, Ogawain Experimental Example 4 studied the solution

as a function of pH, four different pHs, and as shown here in

Table &, it's -- he studied at pH 6, 7, 8, and 9. And after

three weeks’ storage at 60 degrees Centigrade, the results at

PH 8 and 9 were roughly 98 and 99 percent respectively, but at

PH 7, after three weeks’ storage under those conditions, the

remaining rate or residue percent of bromfenac sodium is only

54.2 percent. So this Ogawa is reporting that at pH 7 under

these conditions, bromfenac sodium chemically degrades.

Q, Please turn back to the '431 patent, and, in particular,
to Table 1, Experimental Exarnpie 1 in Column 7,

You testified earlier that the pH of the formulations
United States District Court

Camden, New Jersey

that are used fn Experimental Exarnpie 1 of the '431 patent Is
pH 7. Do you remember that?
A. Yes,

Q. Whatis the significance,if anything, of the fact that

the farmulations that are used in Experimental Example 2 of

the '431 patent were formulated at pH 7?

A. Toa skilled person understanding that bromfenac sodium

is not chemically stable, as stable at pH 7, they would

understand that to be a condition that may allow

differentiation between formulation experiments to be made at

a quicker -- quicker time frame.

Q. What storage conditions were used in Experimental Example
1 of the '431 patent?

A. The storage conditions are 60 degrees C., Centigrade, for
four weeks.

QQ. Whatis the significance,if anything, of the use of

storage conditions of 60 degrees Celsius for four weeks in

Experimental Examole 1 of the '433 patent?

A. So, that temperature and time would be understood by a

skilled person to be an accelerated stability test,

particularly the 60 degrees Centigrade. So, again, it allows

a skilled person to make a judgment, and it may be more

differentiating in a quicker time frame, to understand the

variables that are being studied.

Q. How,if at ail, does the testing of the formulations of
United States District Court

Camden, New Jersey
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Experimental Example 1 of the '431 patent at pH 7 and at 60

degrees Celsius for four weeks show the relative stabilization

capacity of Polysorbate 80 and tyloxapol?

A. So, in my opinion, a person of ordinary skill in the art,

understanding the chemical degradation of bromfenac sodium at

pH 7 and 60 degrees C. being accelerated temperature

condition, that studying at that pH, pH 7, at 60 degrees C,

for four weeks, would all allow the -~ a judgment to be made

ina quicker time frame, in order to differentiate between

vartables that are being studied and understand what the

effect is on chemical stability of bromfenac sodium,

Q. In your opinion, are the test conditions in Experimental

Example 1 of the '431 patent considered stressed conditions?

A. They are. Sometimes that's called accelerated stability
conditions.

Q. Do these stress conditions allow a person of ordinary
skill in the art to observe the relative stabilization

capacity of Polysorbate 80 and tyloxapol in Experimental

Example 1 of the ‘431 patent?

A. They do, yes.

Q.=In connection with your opinions in this case, have you

considered summary charts of test data related to the '431

patent te which defendants have stipulated?

A. Ihave, yes,

Q, Please turn to PTX-591 in your binder.
United States District Court
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Is PTX+591 @ summary chart of test data related to the

‘431 patent that you considered in connection with your

opinions in this case?

A. Itis, yes.

QQ. Please turn now to PTX-592 in your binder.

Is PTX-592 a summary chart of test data related te the

‘431 patent that you considezed in connection with your

opinions in this case?

A. Yes, it is.

Q. Please turn now to PTX-593 in your binder.

Is PTX-593 a summary chart of test data related to the

'43i patent that you considered in connection with your

opinions in this case?

A. Yes,it is.

Q. Have you prepared a demonstrative that illustrates the

unexpected chemical stabilizing effect af tyloxapol in

bromfenac formulations of pH 7 using the data fram PTX-591?

A. Thave, yes,

Q.=Let me direct your attention to PDX4-5 an the sereen.

Would you please expfain what PDX4-5 illustrates?

A. Yes. So what I've taken here is I've summarized the data

on formulation.

So there is -- across the top is the formulation code

that was noted in the summary tables. A-20, A-21, A-27, 4-28,
and A-29,

United States District Court

Camden, New Jersey
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In the second row,if there -- if it corresponds to a

formula from Table 1 of Experimental Example i of the 434

patent, I've noted that as weil.

And so, for example, Camparison Example 1 that’s in

Table 4 of the '431 patent is also called in the summary

tables Formulation Code A-20. And, Hkewise, Formulation Code
A-21 and A-27 are also referred to in Table 1 of the '431

patent, and they're referred to as A-02 and A-03,

And so what's reported hereis,first of all, in the

second column, is Comparison Example 1, Formulation Code 4-20,
which contains Polysorbate 80, and then in the next four

columns, what's reported is then the same formulation, except

tyloxapol as a nonionic surfactant, replaces Polysorbate 80

and then tyloxapol is studied at four levels. And all of

those ++ all of these formulations are being studied when

prepared at pH 7.

Q. How,if at ail, do the data in PTX-591 depicted an PDX4-5

demonstrate that the tylexapol containing formulations of

bromfenac are superior in chemical stability as compared to

the Polysorbate 80 containing formulations of bromfenac?

A, So, what's shown in the column with the Formulation Code

A-20 is a remaining rate or residual bromfenac of -- a percent

of 51.27 percent. And then four different levels of tyloxapol

are compared.

First ofall, there's .15 weight percent of tyloxapol
United States District Court

Camden, New Jersey
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which is Formulation Code A-21. And when studied, that had a

remaining rate of bromfenac sodium of 73.81 percent. So ina

comparable jevei to Formulation Code A-20 that had .17 percent

Polysorbate 80, you can see or a skilled person would

understand that that change in nonionic surfactant improved

the remaining rate of residual bromfenac about 44 percent,

whichis the difference between 51.27 percent and 73.81

percent.

In the next three columns, the .02 percent tyloxapo!,

which is Formulation Code A-27, that remaining rate was $9.64

percent,

And when .05 weight percent of tyloxapol is studied in

Formulation Code A-28, that remaining rate is 85.96 percent,

And then lastly, the .1 weight percent of tyloxapol as

Formulation Code A-29, the remaining rate is 82.01 percent.

And so what a skilled person would understand is that

at the lowest amount of tyloxapol that was studied, the 0,02

weight percent, that formutation had the highest amount of
residual bromfenac,

QO. How, if at all, are these superior chemical stability

results of tyloxapol containing formulations of bramfenac, as

shown in PTX-591 and on PDX4-5, unexpected to a person of

ordinary skill in the art?

A. Weill, there is nothing in the literature that suggested

tyloxapol would chemically stabilize a drug like bromfenac.
United States District Court

Camden, New Jersey
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And this shows that the presence of tyloxapol does, in fact,

improve the chemical stability of bromfenac sodium in these

aqueous solutions.

Q. How, if at all, does the data in Formulation A-03 for the

composition containing 0.02 weight per volume percent

tyloxagol inform your opinion in this regard?

A. Soin Formulation 4-03, which corresponds to Formulation

Code A-27 in the summary table, again, a person of ordinary

skill in the art would not have expected tyloxapol to

chemically stabilize bromfenac sodium, would not have expected

it -- it wouldn't have known whatlevel would have worked,if

it would have worked, and so at that low level, it seems a

surprise to me that -- or it was not known that it would have
done that,

Q. Do the results in Experimental Example 2 of the '432

patent show that Formulation A-03 containing 0.02 weight per

volume percent tyloxapol was 75 percent more stable under

these test conditions than the formulation af Comparison

Example 1?

A. Itdoes, That's what I caiculated, the difference

between the 51.27 percent and the 89.64 percent,

Q. Are you aware that Dr. Lawrence has taken the position

that the information provided in the '431 patent specification

is allegedly insufficient to make a determination of which

formulations show superior stability?
United States Disirict Court
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I understand that.

Do you agree with Gr. Lawrence's opinion?

IT don't, na,

Why not?

Because in the patent, there is a direct comparison

between Polysorbate 80 and tyloxapol, each at .15 percent, and

you see a difference of 51.3 percent bromfenac sodium

remaining, with the Polysorbate 80 .15 percent, and one

observes in Table 2 for Formulation A-02, the remaining rate

is 73.8 percent, with .15 percent tyloxapol. So there is an

improvement.

Q. Does Table i of Experimental Example 1 of the

patents-in-stit show test results conducted against

Or. Lawrence's admitted closest prior art?

A. Yes, it does.

Q. Does Table 1 of Experimental Example 1 of the 431 patent

show a direct comparison between a formulation cantaining

Polysorbate 80 and a formulation containing tyloxapol?

A. It does, as I've just explained.

Q. Let's now turn -- let's now turn to the prosecution

history of the 431 patent. In particular, Jet me direct your

attention to JTX-O06A in your supplemental binder,

In PTX-6A, let me direct your attention to the

examiner's “Reasons For Allowance" of the '431 patent at the

page bearing Bates Number PROL 0000799.
United States District Court
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A. Okay.

Q. Specifically, let me direct your attention to the tast

paragraph, whichspills over to the middle of the fallawing

page. What does this portion of the prosecution history of
the '431 patent disclose?

A. So, in the "Reasons For Allowance" that are stated here,

the examineris stating that “Applicants have found that

tyloxapol is not equivalent to Polysorbate 80 when combined

with bromfenac." And the inventor states, “The present

inventors have discovered that tyloxapol has an unexpected
Property in stabilizing an aqueous solution of bromfenac in

comparison with Polysorbate 86." Then the examiner says,

“Please see the description of Experimental Example 1 and

Table 1 on Pages 14 through 16 of the specification.” The

examiner states, "In the Experimental Example, the stability

of an aqueous solution of bromfenac was measured by storing

the bromfenac solution with Polysorbate 80" and then in

parentheses, "(see Comparison Example 1) and, separately, with

tyloxapol (see A-02), under conditions of pH 7 at 60 degrees
C, for four weeks."

And then the examiner reports the results of 51,3

percent of bromfenac remaining for the Polysorbate 80

solution, and in contrast, 73.8 percent of bromfenac remained

in aqueous solution with tyloxapol.

So the examiner states, "Thus the present inventors
United States District Court

Camden, New Jersey
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have found that tyloxapol has an unexpected stabilizing effect

on an aqueous solution of bromfenac in comparison to

Polysorbate £0."

Q. What did the examiner say in the next two sentences?

A. So then the examiner states that tyloxapol and
Polysorbate 80, that the inventors have found that those two

are not equivalent compounds, and the examiner states, “Such

unequivalency and such remarkable effects, could not have been

obvious to ane skilled in the art from the cited references."

Q. And in the following sentence, what did the examiner
conclude?

A. So, in conclusion, the examiner states, "For the

foregoing reasons, it is respectfully submitted that the

teachings of the cited references do not suggest the claimed

bromfenac preparation as amended, nor the unexpected

properties of the preparation."

Q. How,if at all, does the prosecution history of the 431

patent support your opinion that a person of ordinary skill in

the art would not have arrived at 0.02 weight per volume

percent tyloxapol through routine optimization?

A. This supports my opinion because it wouldn't have been

knewnin the art, so a skilled person wouldn't have had an

expectation one way or the otherif tyloxapol would have
chemically stabilized bromfenac or not in solution and at what
level.

United States District Court

Camden, New Jersey
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Q. Let's switch gears a bit.

Have you also prepared a demonstrative comparing the

chemical stability of tyloxapal-centaining formulations of

bromfenac at a higher pH of 8.2 based on summary charts of

test data to which defendants have stipulated?

A. Yas, I have,

Q. Let me direct your attention to PDX4-6 on the screen

which cites to PTX-593. Would you please explain what PDX4-6
illustrates?

A. So, PTX-593 is a comparative table that I prepared that

has two formulations. One is Bronuck®,andit's -- the column

heading is "BF" and it says in parentheses, "(Bronuck)," and

the second column is labeled "A-01," in parentheses, "PE."

And these two formulations show that in the Bronuck®

formulation, it has the Polysorbate 80, and it has sodium

sulfite in it, which, accarding to Ogawa, solved the problem

of chemical stability.

And, as shown in pH &.2, the residual amount of

bromfenac that remains, after storage at 60 degrees C. for

four weeks, is $1.45 percent.

The same formulation then that is prepared with

tyloxapol at .02 weight percent, and then not containing

Polysorbate 80 or sodium sulfite, the remaining rate ts 93.61

percent when that Formulation A-01 was stored at 60 degrees C.
for four weeks.

United States District Court
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Q. How,if at all, does the pH test condition of 8.2 in the

bromfenac fermulations shown on PDX4-6 differ fram the pH

condition of 7 with respect to bromfenac?

A. So, a person of skill in the art would understand that

the rate of chemical degradation at pH 8.2 would be slower,

based on what Ogawa found, compared to pH 7, So it would
be -- so the conditions here would be such that the -- at

least from the pH, the drug would degrade at a slowerrate.

Q. How,if at all, are the results illustrated in PDX4-6

unexpected to a person of ordinary skill in the art?

A. So, here, at A-01, that contains tyloxapo! at .02 percent

and no sodium sulfite, the results were -- were -- I think a

person of ordinary skill in the art would understand those are

good results, and you didn't have to use the sodium sulfite

that Ogawa reported as solving the chemical stability problem
of bromfenac.

Q. Do the results set farth in POX4-6 suggest the ability to
remove sodium suifite from the formulation?

A. They do, yes.

Q,. How,if at all, would it be beneficial to remove an

excipient such as sodium sulfite from an ophthalmic
formulation?

4, So, generally speaking, a skilled person in formulation,

as a formulation scientist, would understand that the feast

number of excipients is more preferable. So, in other words,
United States District Court
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each excipient has to have a stated function, and if they

don't serve a function, then they should not be included. So

this would be a way to not have to include an additive,

Q. Let me direct your attention back to the Cgawa '225

patent, which is JTX-147 in your binder, and, in particular,

to Experimenta! Example 4 in Column 8.

Co you understand that defendants have argued that

there is allegedly no unexpected chemical stability effect of

tyloxapol because formulations of Experimental Example 4 of

the Ogawa '225 patent maintained a high level of residual
bromfenac without sodium sulfite?

T understandthat.

Bo you agree with defendants?
I don't.

Why not?

- Because Experimental Example 4 of Ogawa at about Line 19,

20, Ogawa states, in the formula, "the change in residue rate
were not almost observed but in three weeks red insoluble

matters were observed."

And so that's stating that under the conditions that

Ogawa was measuring bromfenac chemical stability, over the

three weeks at 60 degrees C. at each of those pHs, there was a

difference, but in the end, at the three weeks, there was
still red insoluble matter found for each of those four

conditions, the four solutions tested.
Uniled States District Court

Camden, New Jersey

Q. Does that reflect chemicai degradation?

A. It does, yes.

Q. Have you also prepared a demonstrative showing results

from Experimental Exampie 2 of the '431 patent?

A. have, yes.

Q. Let medirect your attention te PDX4-7 on the screen,
which cites to PTX-592.

Would you please explain what PDX4-7illustrates?

A. So, yes. So, this is a summarytable, and the top row is
formulation code, so that is the reference A-6 -- to Formulas

A-01, 4-02, and A-03. And those correspond to the

formulations reported in Table 2 of the '431 patent, and they

correspond to Formulas A-04, 4-05, and A-06, respectively,

Q. How,if at ali, are the chemical stability results in

experimentai Example 2 of the ‘4314 patent unexpected to a

person of ordinary skill in the art?

A. So, these formulations would be unexpected, because they
contain three different levels of tyloxapol and no sodium

sulfite, and based on the findings of Ogawa that solve the

chemical stability problem using sodium sulfite, in part,

these results are roughiy 92.5 or 92-and-a-half percent, about

91 percent, about 92 percent. So those -- those chemical

stability results would be understood by a personof ordinary

skill in the art to be good.

Q. Were those chemical stability results in the farmulations
United States District Court

Camden, New Jersey
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of experimental Example 2 cf the “431 patent obtained without

using sodium sulfite in the formulations?

A. Yes, and that's noted here, there's no sodium sulfite
used,

Q. Let's now discuss your opinions regarding unexpected

results with respect to experimental Example 3 of the '431

patent.

Have you prepared a demonstrativeillustrating

preservative efficacy testing data in experimental Example 3

of the '432 patent?

A. Ihave, yes.

Q. Let me direct your attention to PDX4-8 on the screen.

Would you please explain what PDX4-8illustrates?

A. Yes, PDX4-8illustrates the preservative efficacy

comparison. So it’s tyloxapol versus polysorbate 80. So this

is A-04, actually it's just tyloxapol from experimental

Example 3. And this shows that A-0 -- formula A-04 that was

described in Table 2 of the '431 patent and A-05 that's

described in Table 2 of the '432 patent, both with either .02

weight percent or .05 weight percent of tyloxapal, the lowest

fevel of tyloxapol at .02 percent passed the EP Criteria A

and, therefore, Criteria B, whereas the slightly higher

percent of tyloxapol at .05 weight percent did not pass EP

Criteria A, preservative efficacy, but did pass the EP
Criteria B.

United States District Court

Camden, New Jersey

Q. Bo you understand that the European Pharmacopeia

Criteria A standard is more demanding than the European

Pharmacopeia Criteria B standard?

A. Yes, I understand that,

Q. Let's switch gears a bit.

Do you recall testifying earlier this week that
Prolensa is an embodiment of Claims 6 and 20 of the '431

patent?
A. Yes.

Q. How,if at all, did the unexpected stabilizing ability of

tyloxapol in the aqueous liquid preparations of bromfenac of

the *431 patent enable formulating Prolensa at pH 7,87

A, So, because, according to the patent, because tyloxapol

is able to chemically stabilize bromfenac sodium, the pH was

able to be lowered from pH 8.3, which is the pH of Prolensa to

pH 7.5. So it's a half of pH unit decrease.

Q. And did you mean to say the pH of 8.3 of Sronuck or--

sorry, Bronuck, Xibrom and Bromday?

A. Yes, I misstated that, yeah, Prolensa 7.8, yes.

Q. How,if at ail, did the unexpected stabilizing ability of

tyloxapol in the aqueous liquid preparations of bromfenac of

the '431 patent enable formulated Prolensa with 0.02 weight

per volume percent of tyloxapol?

A, Well, it was found based on the data that the 0.02 weight

percent of tyloxapol had the best stability of the
United States District Court
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concentrations that were studied, so that's what enabled it.

Q. Do you recall testifying ast week that the Prolensa

package insert does not identify burning and stinging a5
adverse reactions associated with Prolensa?

AL Yes.

Q. Before we consider Prolensa further, let's take a look at

the FDA-approved Xibrom package insert.

Would you please turn to JTX144 in your binder and

identify that document?

A. J¥X144 is a copy of Xibrom package insert.

Q. Did you review the FDA-approved Xibrom packageinsert in
connection with your opinions in this case?

A. did, yes.

@. Would you please turn to PTX-749 in your supplemental

binder and identify that document.

MS. HOLLAND: Your Honor, we have an objection. This

is a new exhibit that wasfirst disclosed last night.

MR. HASFORD: And, Your Honor, this was the exhibit

that we brought up last week with Dr Lawrence. She testified

that she hadn't seen it before. All we're getting here is to

get Dr. Williams to testify that he's reviewed this and finds

them to be essentially identical.

It's not an issue that we believe shouid even be in

dispute between the parties, 1 think Your Honorinstructed us

to try to get the issue resolved by stipulation. We haven't
United States District Court
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been able to do that, so we're just going to have Dr. Williams

testify as to his understanding ofit.

THE COURT: Okay. Ms. Holland.

MS. HOLLAND: This documentis not in Dr. Williams's

report. To the extent that Mr. Hasford saysit's the same or

similar to a document that is in his report, I'm not -- I

don’t understand why that’s not the document that's being used
with the witness.

T'm not sure it actually is the same or similar, and

it's not -- there's not been a disclosed opinion aboutit, so

to the extent that plaintiffs want to use a Xibrom package

insert, we object to using one that wasn't in Dr. Williams's

report.

MR. HASFORD: We're merely seeking for Dr, Wiliams

to testify that they appear to be essentially identical, Your
Honor,

THE COURT: I'm sorry, what is the "they?" Does he
have a different document that he has relied on?

MR. HASFORD: He's got the actual FOA-approved

version that he's relied upon in his expert report, This is

the version, as you will hear Dr. Williams testify, that was

actually included as the insert with the packaging with which
Xibrom was soid.

MS. HOLLAND: That's not anywherein his report or

disclosed anywhere and --
United States District Court

Camden, New Jersey
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THE COURT: Well, is there disagreement aboutit?

MR, HASFORD: There certainly isn’t from plaintiffs,
Your Honor.

MS. HOLLAND: The +=

THE COURT: Well, | assume that you wouldn't

disagree --

(Laughter.

MS. HOLLAND: The issue, Your Henor, is, is this the

right witness to talk about a package insert, A. 8,it's not

the onein his report. So there's a doctor coming on the

stand, i'm understanding, Dr. Trattler, after Dr. Williams,
and F don't knowif --

MR. HASFORD: Your Honor, Dr. Williams is a licensed

pharmacist so he certainly is a correct or a right witness as

Ms, Holland says, to testify about a package insert, and he

provided that background testimony, as Your Honorwill recail,

as part of his background last week.

MS. HOLLAND: Your Honor, this is not essentially the

same as the onein the report. I think that's the ++ real

crux of the objection. So there's a package insert on -- in

the expert report. Now this is a different package insert

that's not the same as the onein the expert report, so that's

the problem here, fs that this is a new exhibit disclosed fast

night that's not the same as something that was already in the

expert report.

United States District Court

Camden, New Jersey
785

THE COURT: Is what's in the expert report the

propased package insert?

MS. HOLLAND: No,it’s the approved package insert.

THE COURT: It's the approved one. And what's this

one purporting to be? PTX«779°?

MR. HASFORD: This one -- this one, Your Honor, is

simply the version which we contend and Dr. Williamsis

prepared to testify is essentially identical. It's the actual

version that was placed in the carton, the container, the box

with the bottle of eye drops.

Soit's identical in substance, because the FDA had to

approve this as well.

MS. HOLLAND: Perhaps the preblem is that -- I’m net

sure what the representation is, but perhaps this is something

intended for a patient, whereas what Dr. Williams talked about

in his report was intended for a physician.

So in that respect, there are differences and could be

a material difference in the opinion.

MR. HASFORD: [I don't believe there will be any

material difference in the opinion,

MS. HOLLAND: There's more information, for example,

that will be available about the Xibrom product in the version

that's in the report, andit's important information, we

believe, for the case.

So to the extent that this could be now switching out
United States District Court
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to a different xibrom that doesn't have the information that

would be significant for a physician, we have a problem with
that.

MR. HASFORD: There's no switching gcing on here,

Your Honor, aad respectfully, it sounds like Ms. Holland’s

ebjection goes to weight, not to admissibility.

MS. HOLLAND: Well, it goes ta admissibility because

it wasn't on the exhibit list until fast night.

THE COURT: Allright. 1 have to sustain the

objection. If there's not a reason that it was omitted from

the exhibit list or, for instance, did it just become apparent

during the trial, then it's an unlisted exhibit, and if you

have the essential equivalent, then you should use the

document previousiy disclosed that the defendants are familiar

with. So I will sustain the objection.
BY MR. HASFORD:

Q. Let me direct your attention back to JTXi44 and in

Particular, to Page 3 of the Xibrom package insert, which
bears Bates No, PROL 0080488.

Specifically, fet me direct your attention te the

second paragraphof the section entitled Adverse Reactions.

Does the adverse reaction section of the FDA-approved

Xibrom package insert indicate that eyeirritation, including

burning and stinging, are associated with Xibrom?

A. That's what this approved label states, yes.
United States District Court

Camden, New Jersey
787

Q. Let me now direct your attention --

MS. HOLLAND: Your Honor, I have an objection to this

line of questioning. Dr. Williams is -- was put on the stand

as a formuiation expert. It appears to me he’s now testifying

about what adverse events are associated with the product.

That's not within his area of expertise.

MR. HASFORD: It absolutely is, Your Honor. He's a

licensed pharmacist. This is the first time Ms. Holland has

raised this objection, and this is fully disclosed in his

expert report and her -- there's no basis for the objection.

MS. HOLLAND: Weraised it last night, Your Honor, in
connection with one of the demonstratives that was disclosed

fo us. The issue is, regardless of whether Dr. Williams is a

pharmacist or not, I'm not saying he's not a pharmacist,

that’s not what he was qualified for on the stand. He's a

formulator here at trial, and he's not qualified as a

formulator to give opinions about medical adverse events that

occur with the product.

MR. HASFORD: Your Honor, he's eminently qualified.

MS. HOLLAND: He has testified at his deposition that

he has no «~ he does not have a personal opinion on those

issues. Dr, Wiliams said you'd have to ask the doctor about

that, about whetherthey actually occur.

MR. HASFORD: Your Honor, he's eminently qualified to

testify to what these package inserts show to a skilled
United States District Court

Camden, New Jersey
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formulater or to a pharmacist.

THE COURT: I'm just looking through my nates te see

what exactly he was qualified as an expert in for purposes of

this trial. 2m not finding it right off the bat,

Okay. He's qualified as an expert in the design,

evaluation and formulation of drugs, and so the issue is

whether -- within his field of expertise, it would include the

review of FDA-approved packageinserts.
MR. HASFORD: And we --

THE COURT: Could you lay a foundation, please?

MR. HASFORD: Certainly.

MS. HOLLAND: Your Honer, may I have a brief voir
dire after that?

THE COURT: Yes.

MS. HOLLAND: Thank you.
BY MR. HASFORD:

Q. Doctor, in your general experiences, an expert in the

fieid of the design, evaluation and formulation of drug

products, do you review and rely upon FDA-approved package
inserts?

A. Ido, yes.

Do you understand the information contained therein?

Generally speaking, yes.

Would that include both safety and efficacy information?
Yes.

United States District Court

Camden, New Jersey

Q. Would that include information on adverse events?

A. It would, yes. As it relates to formulations.

THE COURT: Okay. You may voir dire on that,

(VOIR DIRE EXAMINATION OF DR, WILLIAMS BY MS. ROLLAND:)

Q. Dr. Wiliams, you have no personal opinions as to whether

Prolensa is more or lessirritating than anything that -- any

other prior art bromfenac formulations, correct?

MR. HASFORD: Objection. This doesn't go to voir

dire, Your Honor.
THE COURT: Sustained, It would be as to his

qualifications or his use of this sort of material as an

expert.

MS. HOLLAND: Your Honor, I think it goes ta the

issue of whether or not Dr. Williams is qualified to provide

opinionsin this area. The opinions are --
THE COURT; That's -- that's what I meant. Your voir

dire is limited in scope. It's limited to his expertise as to
one who --

MS, HOLLAND: Okay. Understcod, Your Honor.

THE COURT: -- is a formulator, who says he uses

package inserts. That was his testimony a moment ago. And so

within that narrow scope, you may cross-examine him.
BY MS. HOLLAND:

Q. Dr. Wiliams, is it your testimony that you use patent

packageinserts in order to gure out how to formulate a
United States District Court
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product?

A. No. Asa formulator, I would -- formulators, persons of

ordinary skill in the art, look at package inserts when they

are Icoking to formulate a product to see if there’s something

relevant with regards to -+ like burning, stinging of

excipients. They do look at that, if there's information ina

similar product, they -- they would, yes.

Q. But in this case, the Prolensa productis not the praduct

that somebody would be looking to formulate?

MR. HASFORD: Objection, Your Honor. Same issue.

It's going beyond the scope of voir dire.

THE COURT: No, I'll permit it. I mean, it goes to

the relevance of this field of expertise.

THE WITNESS: So in coming up with Prolensa, one

would considerliterature that's owt there including a product

label of NSAID products, bromfenac -- other bromfenac products
that's out there.

BY MS. HOLLAND:

Q. The person of ordinary skill in the art, however, in

looking to formulate something, would not be locking at the

Prolensa label, correct? That's the product you would be
looking to formulate?

A. Well, there would -- weil, there would be no Prolensa
label if you're looking to formulate Prolensa. But to the

extent there's other labels out there for other nonsteroidal

United States District Court

Camden, New Jersey
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anti-inflammatory agents, other ophthalmic aqueous solutions

that you can -- you can learn what they, from a lebe!, you

know the composition of them, maybe not quantitative, but you

know the qualitative composition from the label, it's in all
the labels, and to the extent that there is a -- like this

burning and stinging that could be caused from the

formulation, one of skill in the art definitely would look at
that.

MS. HOLLAND: Your Honor, maybeit has to do with the

scope of the testimony. If Dr. Williams is simply going to be

reading off what is on the labels, I think that that's okay.

t don't think there’s any testimony beyond that in the expert

reports, and 1 don't know if Mr. Hasford is looking to elicit

anything beyond that.

THE COURT: Okay.

MR. HASFORD: The questions that we have, Your Honor,

will -- we will have full support for in the expert reports.

I can't say that we're going to limit him to simply reading

off the labels, but to the extent there's an abjection about

what's in the expert report, we can deal with that -+

THE COURT: Weil, let's take these one at a time
then.

4s to the pending objection, I'll overrule

Ms, Holland’s objection, and ] would find that within his

fieid of expertise, formutaters whom he's defined as the POSAs
United States District Gaurt
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for this case would be apt to look at such labels in their

design and formulation of drugs. And so I'll permit him to

testify about the label that he says a POSA would have logked
at,

MS. HOLLAND: Okay. Your Honor, I'll --

THE COURT; And then if there's individual questions

that are beyond the scopeof his report, then that's a

different issue and I would take up any objection that you
raise at that time.

MS. HOLLAND: Thank you, Your Honor. it could be

beyond the scope of his report or his expertise as it pertains

to the labels, but I agree, I'll raise those as they come up.

{CONTINUED DIRECT EXAMINATION OF DR. WILLIAMS BY MR, HASFORD:)

@. Let me now direct your attentian to Page 5 of the Xibrom

package insert which bears Bates No. PROL 0080490. And in

particutar, to the second garagraph under the section entitled

Description.

Whatis the pH of the Xibrom formulation?

A. Here, the pH of the Xibram formulation,it's stated to be
8.3.

GQ. Now,let's take a look at the FOA-approved Bromday

packageinsert.

Wauld you please turn to PTX-474 in your binder and

identify that document,

A. PTX-474 is a copy of the Bromday packageinsert.
United States District Court
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Q. Did you review the FDA-approved Bromday package insert at

PTX-474 in connection with your epinions in this case?

A. Yes, I did.

Q. Let me direct your attention to Page 6 of the Bromday

package insert which bears Bates No. PROL 0080495, and in

particular, fo the section entitled Adverse Reactions,

followed by Clinical Trial Experience.

Does the adverse reaction section of the FDA-approved

Bromday package insert indicate that eyeirritation including

burning and stinging are associated with Bromday?

A. That's what's stated here for Bromday, including burning

and stinging.

Q. Let me now direct your attention to Page 7 of the Bromday

package insert which bears Bates No. PROL 0080496, and in

particular, to the secand paragraph under the section entitled

Description.

Whatis the pH of the Bromday formulation?

A. So the label states the pH of Bromday solution is 8.3.

Q. Have you prepared a demonstrative comparing certain

aspects of the formulations of the Xibrom, Bromday and

Prolensa products?

A. Thave, yes.

Q. Let me direct your attention te PDX 4-9.
What does PDX 4-9 illustrate?

A. So here, I've summarized certain aspects of Xibrom,
United Stales District Court
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Bromday and Prolensa, in particular to the amountof active,

which is 0.09 percent bromfenac-free acid equivalent for

Xibrom and Bromday, and for Prolensa, it's 0.07 percent

equivajent of bromfenac-free acid.
I've also summarized surfactant amount and the

surfactant type. So for Xibrom and Bromday, the surfactants

polysorbate 80 in both are at 0.15 weight percent, whereas for

Prolensa, it contains tyloxapol at 0,02 weight percent.

And lastly, and as I just testified to, the pH of the

Xibrom and Bromday ophthalmic solution is 8,3 and Prolensa is
7.8,

Q. From what trial exhibits, if any, have you derived the
information summarized on POX 4-9?

A. I derived this information from JFX144, PTX-474, JTX022.

Q, Whatis the degree of difference between pH 8,3 and

pH 7.8?

A. So that's a half a pH unit, So one whole pH unit is ten

times, because It's on a log scale. And soa half a pH unit

is roughly a little bit more than three times the acidity.

GQ. Are you aware that defendants have taken the position

that Prolensa could have a oH as high as 8.1 based on the NDA

specification?

A, Yes, I have.

G. Does the -- does the FDA-approved Prolensa package

insert, in fact, specify the pH of Prolensa?
United Slates District Court

Camden, New Jersey

A. Itdoes. It specifies it as pH 7.8.

Q. Are you aware the defendants have taken the position that

the disclosure in the Ogawa '225 patent of the pH range of 7.5

to 8.5 allegedly indicates that a commercial formulation of

bremfenac containing polysorbate 80 could have been achieved

at pH 7.87
Yes.

Do you agree with defendants?
I don't.

Why not?

Because -- I don't agree with defendants because in the

Ogawa patent, all the data that's presented -- that's not
true,

So the examples where pH is stated,it's at pH 8.

There's one example where pHis not listed. But all the data

that -- where it states it, it's a pH 8 And Ogawa teaches

that below pH 8 that bromfenac sodium is sensitive to chemical

degradation.

Q. And does experimental Example 4 also inform your opinion

in that regard?

A. Yes, experimental Example 4, where it says at those four

pH values that were studied, after three-week storage at

6O degrees C, there was red insoluble matter, so chemical

degradation,

Q. And does the Ogawa °225 patent also teach that bramfenac
Uniled States District Court

Camden, New Jersey
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degrades precipitously as the pH approaches 77

A. That's the data, yes, in Table 8 of Ogawa. It says at
pH 7, the chemical stability was decreased.

Q. Would you please turn in your binder to JTX18 and

identify that document,

A. 41X18 is the Baklayan article.

Q. In what journal is JTX18 published?

4. Clinical Ophthalmology.

Q. Is the Journal of Clinical Ophthalmology a peer-reviewed

journal?

A. My understandingis it is, yes.

Q. In your opinion, is JTX18 a reliable authority regarding
the studies it describes and the concfusions to be drawn from
them?

A. Yes.

Q. Let me direct your attention to the canclusian section

right above introduction on the first page of JTX18.

What does the conclusion section of J7X18 disclase?

A. So here, the Baklayan article states: Bromfenac

ophthalmic solution 0.07 percent, pH 7.8, readily penetrated
ocular tissues with levels similar to those of bromfenac

ophthalmic solution 0.05 percent pH 8.3.

Q. Let me now direct your attention to the first paragraph

on the second page of J7X18, and in particular, to the

sentence beginning with, Prolensa was reformulated.
United States District Court

Camden, New Jersey

What does this sentence in J7X18 disclose?

A, So here, Baklayan is disclosing the fact that it states

Prolensa was reformulated from bromfenac .09 percent and then

mentions Bromday, and he states that was done to achieve

similar ocular bioavailability with a lower concentration of

active drug, thereby ensuring similar clinical efficacy to

Bromday but with reduced exposure of the

surgically-compromised ocular surface of the drug.

Q. How,if at all, does this portion of JTX18 support your

opinion that tyloxapol'’s unexpected stabilizing effect led to

medical benefits in plainGffs Prolensa product?

A. So because tyloxapol was able to chemically stabilize

bromfenac at pH 7.8, that supports my opinion that it would

allow for this unexpected medical benefit.

MS. HOLLAND: Your Honor, fm going to object and

also move to strike the answer, I didn't get a chance to

object before Or. Williams started speaking.

This now goes to medical benefits. That is clearly

outside -- we Baven't heard any testimony about medical

benefits yet. There hasn't been a doctor on the stand. it's

clearly outside the scope of Dr. Williams's expertise to

comment on medical benefits. That -- i mean, that I can

certainly voir dire on. That's from his deposition. He

deesn't have opinions an medical benefits,

MR. HASFORD: Well, Your Honor, he has an opinion
United States District Court
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here that, as a formulator, the unexpected stabilizing effect

of tyloxapol led to these other benefits that are actually

real benefits with this product.

THE COURT: Can you rephrase the question?
MR. HASFORD: Sure.

THE COURT: Becauseif he said he has no opinion on

medical benefits, then I would have to sustain the objection,

MR. HASFORD: I can rephrase.

MS. HOLLAND: Your Honor, respectfully, so is the
last answer stricken for the moment?

THE COURT: Yes. The last question and answer would
be stricken,

MS. HOLLAND: Thank you.

THE COURT: And I agree, you didn't have adequate
opportunity to abject before the witness -- who i'm not

faulting --

THE WITNESS: Sorry.
THE COURT:

BY MR. RASFORD:

-- answered.

Q. How,if at alt, does this portion of JTX18 support your
opinion that tyloxapol’s unexpected stabilizing effect led to

additional benefits in plaintiffs Prolensa product?

MS. HOLLAND: That's the same objection, Your Honor.

The only benefits that are in anybody's expert report are the

medical benefits, and this witnessisn't competentto testify
United States District Court

Camden, New Jersey
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about that.

MR. KASFORD: Your Honor, the goai of pharmaceutical
formulation is to create additionai benefits,

THE COURT: fll permit it. The objection is
overruled,

BY MR. HASFORD:

Q. Do you need me to repeat the question, Doctor?

A. No, So the -- so what was found was tyloxapo! was able

to chemically stabilize bromfenac sodium, such that the pH

could be lowered to pH 7.8, which is closer to the pH of

natural tears. And so by that, Baklayan is saying because of

that similar ocular bioavailability was able to be obtained,

Q. Have you prepared a demonstrativeIllustrating these

unexpected additional benefits stemming from the use of

tyloxapol with bramfenac that we have just discussed?
A. Yes.

Q. Let me direct your attention to PDX10 on the screen.
What does PDX -- what does PDX10illustrate?

A. So PDX4-10 illustrates -- so starting from the fact that

tyloxapol was found to chemically stabilize --

MS. HOLLAND: Your Honor, I'm going to interrupt with

an objection. So what you have on the slide here is

Dr. Wiliams apparently saying that the lower pH of Prelensa

is responsible for no burning ar stinging.
Now, Dr. Williams is not a doctor and -- he has offered

United States District Caurt
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ne opinion or no support for the fact that something about the

pH wasrelated to burning or stinging.

MR. HASFORD: He certainiy has in his expert reports,

Your Honor, and what he’s doing here is he's tying together

his understanding as a formulator of the unexpected benefits

of the reduction in surfactant to .02 weight per volume

percent to these actual benefits.

THE COURT: Wasn't that part of his testimony the

first day in terms of introducing the patent?

MR. HASFORD: Well, his -- he laid some of the

background for this in the patent, Your Honor, now he's tying

it togetier with what he just testified about with respect to

the Baklayan article and what he just testified about with

respect to the package insert and tying this togetherto his

understanding as a formutator.

MS, HOLLAND: T'll just make my objection, then, Your

Honor. My objection is this is outside of the scope of

Or. Williams's expertise. He doesn’t -- he doesn't know

what's responsible for the burning or stinging in the package

insert, so that's my objection.

THE COURT: fF'm going to sustain the objection. To

the extent that he's being asked for medical causation, that

does seem to be beyand his -- his opinions and expertise. To

the extent that he's being asked with what's been observed or

what is associated with, } would permitit.
United States District Court
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MR. HASFORD: Okay. Well, I'll rephrase the question
then, Your Honor.

THE COURT: Okay.
BY MR, HASFORD:

Q. What is your understanding of what has been observed as

you have summarized hee in PDX4-10?

A, So what I've summarized here is, starting with the fact

that tyloxapol at .02 percent weight -- by weight, is able to

chemically stabilize bromfenac sodium in an ophthalmic aqueous

solution such that the pH can be lowered to pH 7.8, what I've

seen fs that -- that now with that product in the Prolensa

label, burning, stinging is not recognized.

It wouldn't be recognized by a person of ordinary skill

in the art compared to the Xibrom label or the Bromday label,

and as a farmulater, I recognize in the Baklayan article, that

Baklayan is talking about the fact that the pH was able to be

lowered such that a similar bioavailability was able to be

made such that the drug was able to be [lowered in

concentration to provide comparable therapeutic benefits.
That's what I understand as a formuilator.

Q. Let's now discuss copying by others.

In your opinion, has the claimed subject matter of

Claims 6 and 20 of the '431 patent been copied by others?
A. Yes,

Q. Let me direct your attention to PDX1-51 on the screen.
United States District Court
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Is it your wnderstanding that the companieslisted on

PDX2-51 have copied the subject matter of Claims 6 and 20 of

the '431 patent?

MS, HOLLAND: Gbjection -- I have an objection here,

Your Honor. I don't -- again, as a formulator, I don't think

the witness is cornpetent to testify about whether or not

someone copied. 1 mean, if he wants to compare labels and say

the ingredients are the same, that's one thing, but to ga into

an extended discussion of why he believes subjectively someone

did or didn't, it's just inappropriate for a formulation
witness.

MR. HASFORD: He's not going into that, Your Honer,

he's simply stating his understanding having read notice

letters and Raving understood what these formulations are,

that these are exact copies of Prolensa.

MS. HOLLAND: So, as 1 said, Your Honor +»
THE COURT: Ms, Holland.

MS. HOLLAND: Thank you, Your Honor, My objection, !

guess, again, Your Honor, is net to the camparison. It's to

an opinion from an expert about whether there was copying,

That doesn't seam jike something that's the subject of --

should be subject of expert testimony. The documents are in

evidence. Plaintiffs can arque whatever they want in their

post-trial briefs about them, but it's certainly -- this is

not an area of Dr. Williams's expertise as to whether ar not
United States District Court

Camden, New Jersey

someone copied.

MR. HASFORD: Perhaps I can rephrase the question,
Your Honor.

THE COURT: Okay. Please do,
BY MR. HASFORD:;

Q. ts it your understanding, Dr. Wiliams, that Lupin,
Metrics, innaPharma, Apotex, Paddock and Watson all have filed

an abbreviated new drug application seeking FDA approval for

generic versions of bromfenac ophthalmic solutions 0,07

percent?

AL Yes,

Q. Is it your understanding that the ingredients in Lupin's,
Metrics's, InnoPharma’s, Apotex's, Paddock's and Watson's

generic bramfenac ophthalmic solutions .07 percent are the

same as the ingredients in Prafensa?

MS. HOLLAND: My objection here, Your Honor, is that

most of these companies are not defendants in this case, so J
don't see the relevance.

MR. HASFORD: They provided nonconfidentiat

Paragraph IV notice letters, Your Honor, and that's what he's
reviewed.

MS. HOLLAND; My objection is different. My

objection is as to relevance of what nonparties have done.

MR. HASFORD: The relevance of what nonparties have

gone, Your Honor,is that they have submitted these ANDAs with
United States District Court
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exact copies of Prolensa, and 1 believe the case is -- well,

there's a case in New Jersey that was Rule 36 affirmed at the

fed circuit that stated that copying of the claimed

formulation is a secondary consideration of monobviousness,

MS. HOLLAND: What I said was, you know, regardless

of what that case says, and I'm not sure what case counsel is

talking about, that can’t be the case for nonparties.

MR. HASFORD: It most certainly can, Your Honor,

THE COURT: No,if there is --

MS. HOLLAND: If the question ++ sorry, Your Honor,

THE COURT: Just a moment, My understanding is that

if there is copying, even by a monparty, that that can be

evidence of secondary -- secondary considerations, and of

course, this is -- just @ moment.

I know you've discussed this in ++ in your final

pretrial order, I think it was, and --

MS. HOLLAND: If I may, if I may, Your Honor, the

issue is that there's nobody here on behalf of those

defendants to say yes or no to what happened, so we are kind

of being -- I guess, what's going to happen is that we're kind

of like stuck with whatever nonparties said and they're not

here to cross-examine Dr. Wiliams about their own, you know,

filings, So...

THE COURT: Well, if the question is limited to, are

there other companies that have produced the same formulation,
United States District Court
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identified it with their intent to market, then I would permit
ik. I believe that that is relevant to the concerns of other

cansiderations with regard to the obviousnessinquiry.

MR, HASFORD: I'll rephrase the question that way.
BY MR. HASFORD:

Q. ts it your understanding that six different generic -- at

least six different generic drug companies havefiled

Abbreviated New Drug Applications for proposed generic

bromfenac aphthalmic solution products that are exact copies

of plaintiffs Prolensa product?

A. That's my understanding.

Q. fs it your understanding that Lupin filed its Abbreviated

New Drug Application for bromfenac ophthalmic solution 6.07

percent just three menths after Prolensa was approved?

A, That's my understanding,

Q. Would you please turn ta JTX22 in your binder and

identify this document.

A. 50 3TX12 is an HSBC report that I understandis on

Lupin's website.

Q. Let me direct your attention to the secand page bearing
Bates No, PROL 0276694 in JTX12, and in particular, to the

second paragraphof the section, Lupin recently filed

gProlensa in the right-hand column.

Specifically, let me direct your attention to the first

four lines of that paragraph.
United States Disirict Court
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So here, Lupin is --A

Q. i apologize, Doctor, I haven't asked you a question yet.
A. Oh, I'm sorry.
Q According to JTX12, were there any generic versions of -

Bromday introduced into the U.S. market?

A. Yes. It states here in the middie of this paragraph,it

says the product was approved only last year, Apri! 2013. So
it's talking about Projiensa.

Q. And i apologize. I think we need to be in the next

paragraph, the one that starts with the other known
formulation. Just the first four lines of that.

So I'll ask you the question again. According to

JTX12, were there any generic versions of Bromday introduced
into the U.S. market?

A. There was, yes.
And which were those?

There -- it was versions of Bromday,

And were they by Hi-Tech and Mylan?
Yes,

Let's now --

MS. HOLLAND: Your Honer, this is -- I'm going to

again moveto strike. This isn't in the expert report.
MR. HASFORD: Yes, Your Honor, he relied on this

document at Paragraph 389 of his opening expert report for
Lupin and he had this opinion in there,

United States District Court

Camden, New Jersey
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MS. HOLLAND: He didn't provide this apinian about
the document,

MR. HASFORD: I believeit's in Paragraph 3.

MS. HOLLAND: it was a different opinion that was

provided about the document. in any event, this is a

third-party document, Be that as it may, there was no opinion

in the expert report about -- anything about generics related
to this document,

MR. HASFORD, I believe --

THE COURT: I thought this was a Lupin document.

MS. HOLLAND: No. The plaintiffs found it on the

Lupin website, apparently, but if you took at thefirst page,

it's a report from HSBC, I believe an analyst's report. So

this is not Lupin's apinions, this is what an analyst wrate.

MR. HASFORD: It's a document that Lupin puts on its

own website, Your Honor, and he has opinions about this

document. He's expressed those opinions at least in

Paragraph 389 of his opening expert report to Lupin, and he's

expressed these opinions.

THE COURT: Well, I dan't think that a third-party

document placed on a company's website is necessarily a
statement of that company.

MR. HASFORD: No, but --

THE COURT: It's just information.

MR. HASFORD: But, Your Honor, he can rely on this
Unifed States District Court
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sort of documentin providing his opinion and he can provide

the opinions that are -- that are consistent with this

document that, in fact, two different generic versions of

Bromday have already been introduced into the U.S. market.

MS, HOLLAND: That opinion is not in the expert

report. I'm not even sure # it’s relevant to anything that's

in Dr. Williams's expert report. Commercial success is out of

the case as we know, Your Honor. I'm just not sure what this

is about, why is it up here.

MR, HASFORD: And, Your Honor, 1 might add --
MS. HOLLAND: Whatis the relevance to the case

whatsoever, I'm just -- I'm at a loss.

THE COURT: Well, let me ask that question, then,

Why would the generic, the generic efforts, directed against

-- against Bromday be relevant here?

MR. HASFORD: Well, as Your Honor--

THE COURT: I thought you were going to be asking

about generic efforts that were directed against Prolensa.

MR. HASFORD: And that's correct, we were, but as

Your Honorwill recalf, Mr. Mukerjee for InnoPharma argued

during opening statement that there was some reason why

allegedly the defendants here could not have gone and marketed

generic versions of Bromday. Your Honor asked that question.

This establishes that, in fact, twe generic companies,

in fact, one very large one, Mylan, which is aligned with
United States District Court

Camden, New Jersey
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TanoPharmain this case, in fact, marketed a generic version

of Bromday.

MS. HOLLAND: Thatis not an opinion that was ever
offered.

MR. HOLLAND: It is encompassed within --
THE COURT: Just @ moment. We can’t have three

speaking at once. Mr. Mukerjee.

MR. MUKERJEE: And an opening statement doesn't give

a door to Dr. Williams now opining on items that he never

opined on.

MR. HASFORD: I believe it’s within Paragraph 389 of

his report.

THE COURT: Wait, let's take a look at that, please.

MR. KASFORD: Yes, So actually, we can -- if we can

pull up -- Noel, can we pull up Paragraph 389 of Dr.

Williams's opening report to Lupin. Andit's going ta be in

the -- the paragraph starts on one page and then spills over

onto the next, it will be on the second page.

So, if your Honor will note, he cites, the key phrase

here is "despite the expected generic competition from

Bromday®, PROL 0080436 to 804464," that's the exact document

we have been looking at, he has a reference to the generic

competition from Bromday® in here,

MS. HOLLAND: Your Honor, this was in the case --

there was a commercial success allegation in the case that's
United States District Court
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no longer in the case, that's what this was directed to. You

see clearly -- ] believe plaintiffs are trying to backdoorin

samething when this cpinion should not be in the case anymore

because of the commercial success dropping out.

MR. HASFORD: Your Honer, on the previous pages

you'll plainly see that this opinion was in the earlier -- two

pages before, you'll see this opinion was in connection with a

subheading entitled Copying By Others, so this opinion was not

in connection with a commercial success opinion, it was

clearly the subheading there Copying By Others.

MS. HOLLAND: Again, your Honor, if the intent here

is for Or. Williams to give an opinion on copying, I object to
that.

MR. HASFORD: And capying --

MS. HOLLAND: That is not an appropriate subject

matter for this expert, although it could be argued, based on

the documents, I suppose, in post-trial briefing.

MR. HASFORD: And copying is mentioned in the last

paragraph of that document he was just discussing, your Honor,
which is JTX~12.

THE COURT: Is it being offered as proof of

Prolensa’s significant and recognized benefits which led Lupin

and many other generics to copy plaintiff's Prolensa product?

MR. HASFORD: Despite the expected generic

competition from Bromday®.
United States District Court

Camden, New Jersey
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THE COURT: But the evidence is that the generics

were directed at Bromday® not at Prolensa.

MR. HASFORD: Well, no, the evidence is that the

generics are directed at both, your Honor. They're coming in

here seeking to market FDA approved copies of Prolensa, yet

there were FDA approved copies of Bramday® on the market,

including one by Mylan, which is aligned with Innopharmain

this case, it goes to the question that you asked Mr. Mukerijee

during opening statement.

MS. HOLLAND: Your Honor, if this testimony comesin,

defendants are going to want to put on Dr. Hoffman who was our

economics experi who can address this issue. We dropped
Dr. Hoffman from the list when we were tald that there would

be no issues of commercial success or anything related to it

coming in. Dr. Hoffman actually has it his report. So, you

kaow, if Dr. Williams wants to put in that testimony and your

Honer rules that it's admissible, then I'll just request that

we be given the permission to put on Dr, Hoffman in response.

MR. HASFORD: And there's no basis for that, your

Honer. This is not going to an issue of commercial success,

this is gcing to an issue of copying. Mr. Hoffman's only

opinions in this case were responsive to a witness we're no

langer calling.

MS. HOLLAND: He substantively responds to this

allegation I'll call it at this point in time, about the, you
United States District Court

Camden, New Jersey
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know, why -- directly responds to this issue how the suspected

generic competition from Bromday® does or doesn't have an

effect to secondary considerations. And ]'m just asking that

if Dr, Williams® opinion comes in, we be permitted to put in

an opinion that rebuts that opinion.

MR. MUKERJEE: That's correct, your Honor,

Mr. Hoffman goes directly into the whole notion of automatic

substitution, which you'll recall fram my opening statement,

which Mr, Hasford keeps referring te. So if they are allowed

to put on this testimony which, frankly, I still don't

understand how Dr. Williams (s qualified to put in that
testimony, then defendants have to then bring Mr, Hoffman to

the stand to at least talk about what -- you know, the fact

that there is generic Bromday® or could even be gieaned in

some instances why that doesn't even matterin light of the
wayit actually warks with respect to automatic substitution
and other items.

THE COURT: But did you not argue to me in your

opening that it won't be feasible te do a generic of Bromday@

because it would never gain market traction, the value and the

purpose of ANDAis in being the generic for the new brand, the
Prolensa?

MR. MUKERJEE: Right. And I argued that also it

undermines the very purpose of the Hatch-Waxmanitself, And

what Mr. Hoffman goes into in detail in his report, and I
United States District Court

Camden, New Jersey
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think what — mentioned to your Honor during the opening,is

that whenplaintiff systematically discontinued the prior

formulations like Xibrom® and Bromday®@ in favor of a new

product, in this case let's say Prolensa, four months after

Prolensa is introduced they discontinued Bromday@®, Asa

result of that discontinuance, what happened was there was no

ability anymore to have automatic substitution. So that

generic Bromday® that might be out there in effect really has

na reai way of getting to the consumer because the way the

generic actually goes into the consumer's hand, and the way

Hatch-Waxman Act was designed itself, it needs that automatic

substitution to be a driving force for getting that generic.

THE COURT: But apparently this witness wants to

offer his observation that there's $100 million in product
revenues.

MR. MUKERJEE: With respect to Prolensa, $106 miilion

with respect to Prolensa, which, again, goes to what

Ms. Halland is saying, that's a backdoor way of getting in
commercial success.

MS. HOLLAND: Which has been dropped from the case.

MR. MUKERJEE: Which has been dropped from that case,

MS. HOLLAND: AH I'm asking, your Honor, is that we

have a chance to put on rebuttal testimonyif this comesin.

[ think the rebuttal testimony would show indeed the generic

versions of Bromday® have not been successful in the market
United States District Court
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precisely for the reason that they can't -- they're not

susceptible to automatic substitution, and that's what

Mr. Hoffman would explain as part of his testimony. So to the

extent we're getting into this area at all, which I've

objected ta, but te the extent we are, we just want to put in

the rebuttal testimony.

MR. HASFORD: Your Honor, we disagree with it. The

rebuttal testimony from Mr. Hoffman that they've been

discussing is not responsive to Dr. Williams! testimony, this

goes toward copying, this does not go toward the issues that

they've stated,

I'll just note far the record that Mr. Mukerjee’s

explanation, of course, is not testimony and is not in
evidence,

MS. HOLLAND: That's the paint.

MR. MUKERJEE: Mr. Hasford can't have it both ways.

He can't have it both ways, He can't on the one hand cite to

my opening as a basis to try to bring this testimony in for

Dr. Williams and then on the other hand say, well, that's not

testimony, that’s not evidence. | agree that opening

statements are not part of evidence per se, there's no dispute
there.

But to the extent that now plaintiffs are trying to

bring in Dr. Williams ta testify on generic Bromday@, well,

yeas, Ms. Rolland is exactly right, then we do need to bring in
United States District Court

Camden, New Jersey
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Mr. Hoffman to at least say, well, generic Bromday®

effectively is zero in the marketplace and that's because it's

no longer amenable to automatic substitution,

MR, HASFORD: And, your Honor, I note that their

experts are saying that Prolensa is no better than Bromday®.

All we're using this document to show is generic Bromday@ is
out there, we're net pointing to the $100 million statementin
the document.

MS. HOLLAND: Then what is the relevance?

MR. MUKERIJEE: Right.

MR. HASFORD: I have already explained the relevance,
your Honor, that the generic Bromday® is out there. Ik's not

that there's «- it's nat the allegations that Ms. Holland and

that Mr. Mukerjee are trying to make.
MS. HOLLAND: So the factit's out there has to be --

for that fact to be relevant there has to be some testimony of

nexus between that and the sales of the product in market, I
guess which is out of the case now. But the fact on its own

has no relevance, the only relevance is how it relates to the

issue of secondary consideration. And that is exactly what
Mr. Hoffman weuld respond to, why this statement in this

decumentis not relevant to secondary consideration in this

case because of the marketplace. And Mr. Hoffman has detailed

testimony about that in his expert report. IF plaintiffs

don't want that testimony, then I guess they shouldn't
United States District Court
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withdraw the question.

THE COURT: Well, I'm concerned under Rule 403 that

this is going to be undue consumption of time even if in some

fashion it might be admissible. Certainly Dr. Williams is not

an expert on copying. Nor is he an expert on the markets, as

far as I know. And what he's relying on here is same sort of

an analyst's report in the trade data about the existence of

products that aren't before me in this case, the so-called

generic Bronuck®,

And soit's also not clear that this portion of

Dr. Williams' original expert report pertains to any issue
that remains in the case, It seems that it's directed more

toward the commercial success and the projection of success

that this analyst is making for a Prolensa product.

MR, HASFORD: Then we're happy to withdraw the

document, your Honar.

THE COURT: All ight. And if it's questioned on

cross, again, it could be the door is open. But I'll sustain

the objection for two reasons: That it predominantly relates

to issues that are no longer in the case and, second, the

underlying source is not terribly probative and, third, it

would probably cause the defendants to rightly claim that they

should be able to put a witness on the stand to rebutit. So

T'll sustain the objection: under bath the scope of the

expert's testimony and also Rule 403.
United States District Court

Camden, New Jersey

MS, HOLLAND: Can I ask, your Honor, that any

testimony about the document that's come in already be
stricken?

THE COURT: Let's see, I don't think we've heard any

testimony about this yet, have we?
MS. HOLLAND: I think we have.

MR. HASFORD: I think we just heard, your Honor, that

it's an HBSC report that was on Lupin's website, and then we

heard about the generic versicns of Bromday@®, and then there

was the objection, ;
MS, HOLLAND: Those were actually read into the

record and testified about so, your Honor, I'd ask that that

testimony be stricken, since the documentis not going to be
admissible.

MR. MUKERJEE: Right.

THE COURT: Allright. Consistent with my ruling, I

would have to strike the references to JTX-12, that is the

docurnent that appeared on the Lupin website, and so that will

no longer be under consideration in the case.

Is this a good time for a break?

MR. HASFORD: Certainly, your Honor.
THE COURT: So [et’s take about a 15-minute break and

then we'll resume at 11:55.

(Brief Recess.)
DEPUTY CLERK: All rise.
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THE COURT: Be seated, please.

Mr. Hasford, you may proceed,

MR. HASFORD: Thank you, your Honor.
BY MR. HASFORD:

Q. Let's now turn to Dr. Lawrence's opinions regarding
obviousness-type double patenting. Would you please turn to

JTX-2 in your binder and identify this document?

A. JTX-2 is a capy of U.S. Patent 8,669,290,

Q@. And if I refer to JTX-2 as the '290 patent, will you
understand what I mean?

A. Yes,

Q. Will you please turn to JTX-3 in your binder and identify
this document.

A. JTX-3 is a copy of U.S. 8,754,131.

Q. And I refer to JTX-3 as the '134 patent, will you
understand what I mean?

A. Iwill,

Q. Did you hear Dr, Lawrence testify that the subject matter
of Claims 6 and 20 of the '431 patent allegedly would have

been rendered obvious by Claim 7 of the '290 patent?

A. Theard that, yes.

Q. Do you agree with Dr. Lawrence's apinion?

A. I don't, no.

Q@. Bid you hear Dr. Lawrencetestify that the subject matter

of Claims 6 and 20 of the 43) patentallegedly would have
United States District Court
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been represented obvious by Claim 6 of the '131 patent?
A. Yes.

Do you agree with Dr. Lawrence's opinion?
I don't.

Let's explore the basis for your disagreement.

Have you prepared a demonstrative comparing Claim 6 of

the '43% patent and Claim 7 of the ‘290 patent?
A. Yes.

Q. Let me direct your attention to PDX4-11 on the screen.

MR. HASFORD: Andlet's highlight the "consisting

essentially of" in Claim 7 of the '290 patent.
BY MR. HASFORD:

Q. Do you see that Claim 7 of the '290 patent recites the

transition phrase “consisting essentially of"?
A. Ido.

Q. Are you aware that the Court has construed the phrase

“consisting essentially of" in the claims of the '290 patent?

A. I'm aware ofthat, yes.

Q. And what is your understanding of the Court's phrase

“consisting essentially af" in the claims of the '290 patent?

A. My understanding is that the phrase "consisting
essentially of" meansthat the listed ingredients, as well as

any unlisted ingredients. Unlisted ingredients are extra

additives that can be added so long as they do not materially
affect the basic and novel property of the claimed

United States District Court
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preparation.

Q. So do you see that Claim 7 of the '290 patent recites
denzalkonium chloride?

AL Yes.

Q. fs benzalkonium chloride a quaternary ammonizm compound?
A. Itis.

Q. Would a person of ordinary skill in the art understand

that Claim 7 of the '290 patentis aso open ta additional

quaternary ammonium compounds other than the benzalkonium

chloride specified in the claims?

A. Yes, @ person of ordinary skill in the art would
understand that because benzalkonium chloride is listed so it

must be present and then the use of "consisting essentially

of" phrase.

Q,=Are suitable quaternary ammonium -- strike that and let

me try again.

Are suitable quaternary ammonium compounds other than
benzalkorum chloride also disclosed In the art?

A. They are, yes.

Q. Would the addition of a second quaternary ammenium

compound te the aqueous liquid preparation of Claim 7 of the

‘290 patent be expected to materially impact the claimed

compasition's basic and novel properties?

A. Notin my opinion, no.

Q, Please turn back in your binder to JTX-71, which is the
United States District Court
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Sallmann '913 patent. Let me direct your attention to Column

5, Lines 30 through 32, of the Sallmann '913 patent. What

dees Column 5, Lines 30 to 32, of the Sallmann '923 patent
disciose?

A. So here Sallmann discloses examples of preservatives, and
the first class is quaternary ammenium salts. And then

examples include cetrimide, benzailkonium chioride, or
benzoxonium chloride.

Q. How,if at all, Column 5, Lines 30 to 32, of the Sallmann

‘$13 patent support your opinion that Claim 7 of the '290

patent is also open to additional quaternary ammonium

compounds other than the benzalkonium chloride specified in
the claims?

A. Itsupports my opinion because these are examples that a

person of ordinary skill in the art could consider as

additional quaternary ammonium compounds that could be added

without affecting the basic and novel properties of the
Claim 7,

Q. Have you prepared a demonstrative comparing Clair 6 of

the "431 patent and Claim 6 of the 131 patent?

A. Yes, I have.

Q. Let me direct your attention to PDX4-13 on the screen.

Ca you see that Claim 6 of the '131 patent also recites the

transition phrase "consisting essentially of"?
A, Yes.

United States District Court
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Q. Do you see that Claim 6 of the '131 patent also recites
benzaikenium chloride?

A. Yes.

Q. Would a person of ordinary skill in the art understand

that Claim 6 of the "131 patent is also apen to additional

quaternary ammonium compounds other than the benzalkonium

chloride specified in the claim?

A, They would, for the same reasons I just testified to.

QQ. Let me now direct your attention to the wherein clause at

the end of Claim 6 of the '431 patent.

MR. HASFORD: And let's actually put back the

previous slide PDX11 that compares Claim 6 of the "431 patent

te Claim 7 of the '290 patent. Let's hightight the wherein

clause. I apologize, Bighlight the bottom clause, the “where

4 quaternary ammonium compound.”
BY MR. HASFORD:

Q. Why, if at all, would a preparation of Claim 7 of the

‘290 patent or a preparation Claim 6 of the '134 patent that

could include an additionat quaternary ammanium compound

besides benzalkonium chloride fall outside the scope of Claim

6 of the '431 patent?

A. So Claim 6 whereit's highlighted, it says, wherein =

and should say when instead of where. When a quaternary

ammonium compound is included in said liquid preparation, the
quaternary ammonium compound is benzalkonium chloride. So

United States District Court
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this would be understood by a skilled person to mean that

there doesn't necessarily have to be a quaternary ammonium
compound, but when there is one, it has to be benzalkonium

chloride. That's a different scope of the claim compared to

Claim 7 of the '250 patent.

Q. Have you also prepared demonstrative PDX4-12 comparing

Claim 20 of the '431 patent and Claim 7 of the '290 patent?

A. Ihave, yes.

Q. Have you also prepared demonstrative PDX4-14 comparing

Claim 20 of the '431 patent and Claim 6 of the '131 patent?

A. Yes, I have,

Q. Let me direct your attention to the bottam clause in

Claim 20 of the '431 patent.

MR. HASFORD: Ef we could highlight that, please.
BY MR. HASFORD:

Q. Why, if at all, would a preparation of Claim 7 of the

‘290 patent or a preparation of Claim 6 of the '131 patent

that could include an additional quaternary arnmonium compound

besides benzalkonium chloride fall outside the scope of Claim
20 of the *431 patent?

A. So the reason is because a person of ordinary skill in

the art understanding Claim 20, so in the list of the aqueous

liquid preparation of Claim 20 of the '434 patent, it

Specifically says benzalkonium chloride. At the end of Claim

20 it says benzalkonium chloride is the only quaternary
United States District Court
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ammonium compound whichis included in said liquid

preparation, 50 in my opinion one of skill in the art would

understand that the Claim 20 of the '431 patent can only

conkain the quaternary ammonium compound benzalkonium chioride

whereas Claim 6 of the "131 patent could contain other

quaternary ammonium compounds besides benzalkonium chloride.

@, Would that opinion apply also to Claim 7 of the "290

patent?

A. It would, yes.

Q. Did you also hear Dr. Lawrence testify that the claimed

&mount of tyloxapol of 0.02 weight per volume percentin

Claims 6 and 20 of the '431 patent is allegedly obvious in

light af Claim 7 of the *290 patent and Claim 6 of the '131

patent?
T heard that.

Do you agree with Dr. Lawrence?

Why nat?

A.

Q.

A. Ide not.

Q.

A, Because jn Claim 20 of the '431 patent, for example, that

claim specifically limits tyloxapol to having a concentration

of about .02 percent by weight, whereas Claim 6 of the ‘431

patent has tyloxapol in an amountsufficient to stabilize

bromfenac sodium salt. And then it says at the bottom,

wherein the concentration of tyloxapolis from about

.01 percent by weight to about .05 percent by weight. So in
United States Cistrict Court
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my opinion, one of ordinary skill in the art would understand

the scope of those claims regarding tyloxapal is different.

Q. And would your opinion regarding Claim 20 of the '431

patent with respect to Ciaim 6 of the '132 patent also be the

sameif you applied Claim 7 of the '290 patent to Claim 20 of

the '431 patent?

A. It would be, yes.

@. And wauld your opinions tn this regard regarding Claim 20

of the '431 patent also apply to Claim 6 of the '431 patent?
A. Yes.

MR. HASFORD: Nothing further at this time, your
Honor. 1 will move the exhibits into evidence that we used

with Dr. Williams.

THE COURT: Okay. Could you read those into the
recard?

MR, HASFORD; Yes. They'll be PTX-294, PTX-268,

PTX-272, PTX-326, PTX-273, P?X-324, PTX-265, PTX-591, PTX-592,

PTX-50093, JTX-144, PTX-40074, and JTX~-18.

THE COURT: Is there any objection ta those?

MS. HOLLAND: Your Honor, we would like to have an

opportunity to go through the list and maybe come back after

lunch and just confirm whether we have any objections.

THE COURT: Yes, you may.

MS. HOLLAND: Thank you.

THE COURT: Ready for cross-examination?
United States District Court
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MS. HOLLAND: Yes, your Honor.

THE COURT: Ckay. You may proceed.

{CROSS-EXAMINATION OF ROBERT 0. WILLIAMS BY MS. HOLLAND:}
Q. Good afternoon, Or. Williams.

A. Good afternoon.

Q.=Dr. Williams, you provided opinions in your direct

examination about ophthalmic drug formulations, correct?

A. Yes.

Q. Okay. And you testified in substance that formulation of

ophthalmic drugs is particularly complex, is that right?

A. The ophthalmic solutions, they are, yes.

Q.=But you have only been involved in ophthaimic formulation

on two occasions in your entire career, isn't that right,
Bactar?

A, Two solutions for ophthalmic, that’s true.

QQ. Okay. And you didn't consult any references on

ophthalmic drug delivery in rendering your opinionsin this

case, correct?

A. Well, mean, E have -- I teach a subject on ophthalmic

solution but I didn't particularly laok te -- in preparing for

this case look to -- I didn't go search for any, that's true,

Q. Okay. So it's true that you did not consult aay

references in ophthalmic drug delivery in rendering your

opinions in this case?

A, I did not go consult any specifically for this case, no.
United States District Court
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Q. Okay. Thank you.

Now, you were asked on direct about some testimony that

Gr, Lawrence gave, and I'm going to quete you what the

question was. You were asked whether you agree with

Or. Lawrence's testimony that "pharmaceutical formulation

development allegedly constituted routine optimization.” Do

you recall being asked that question?

A. Generally, yes.

Q, Br. Lawrence never testified that all pharmaceutical

formulation development was a matter of routine optimization,
did she?

A. understood her in the context of ophthalmic

Preparations that are the subject matter here, which was what

Iwas responding to.

Q. But she never give that testimonyeither, Doctor.
Didn't Or. Lawrence testify -- well, let me withdraw

Wasn't Dr. Lawrence's focus on how a formulator

determines concentration of an excipient to use in the

formulation, do you recall that that was the context of her

testimony on routine optimization?

A. Idid, and that's what I disagree with.

Q. Okay. Now, Or. Lawrence testified that a formulator

would prepare a range of concentrations of different

excipients in the formulation and test them to determine which
Uniled States District Court

Camden, New Jersey

 
04/11/2016 06:54:35 PM



i7
wo

aonfo&WN>
wo

04/11/2015 06:54:35 PM

concentration to use. Do you recall that testimony?

A. Generally, yes.

Q@. Okay. And you agree that that’s a procedure formulators

use, right?

A. That's one in the steps of what a formulator would do to

try to solve whatever problem is faced -- being faced,

Q. And that procedure or process is generally called

optimization, right?

A. Well, I disagree it's generally called optimization. I

mean, there's a statistical optimization that we use where you

look at the variables that are being studied. But, I mean,

sometimes it might be called optimization. Routine is

definitely not part of the phrase.

Q. I just want to make sure we're not talking about
semantics here,

So would you agree with me that the process

Dr, Lawrence described is sometimes called optimization but

your quarrel is with the word routine?

A. That's probably right.

Q. Okay. Now, would you agree that there are some aspects

of formulation that are a matter of routine optimization?

A. Some probably would be considered routine, yes.

Q. And there are some aspects of formulation that you'd say
are routine experimentation, right?

A. Some would be. Towards the end of the development cycle
United States District Court
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they would be.

Q. All right. Now, the two claims that remain in this case

require .G2 percent tyloxapol, right?

A. They do, yes.

Q. And youtestified that a formulation with .02 percent

tyloxapol is stable, right?

A. Well, according to the data in the patent tested under

those conditions, a formulation with .2 percent tyloxapolis

chemically stable, so, yes.

Q. It's chemically and physically stable, rigttt?

A. Well, I mean, it would be physically stable because

nothing was reported in the patent as to any kind of
cloudiness or turbid,

Q. Now,isn't it correct that the formulations with the

ingredients in Claim 6 and 20 would still be stable even if a

higher amount of tyoxapol were used?

A. They might be chemicaily stable. They might be.

Q. Allright. Well, let's be sure. Let's look at the ‘431

patent.

A. Okay.

Q. We put up JTX-i. Let's go to Column 5, Lines 41 to 47.

And do you see, Doctor, that that portion of the patent talks

abot tyloxapol content of the inventions claimed in the

patent?

A. Yes.

United States District Court
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Q. Okay. And what the text of the "431 patent says is that
the formulations can contain, for example, the minimum content

of about .01 percent, .02 percent, or .03 percent tyloxapol

and the maximum content about .05, .1 percent, .3 percent, or

.3 percent tyloxapol. Do you see that?

A. Yes.

Q. And the 431. patent is disclosing that that concentration

would fall within the claimed inventions in this case, right?

MR. HASFORD: Objection, mischaracterizes the

document, your Koner. Claims 6 and 20 plainly specify .g2

weight by volume percent tyloxapol.
THE COURT: For Claims 6 and 20.

MS. HOLLAND: I'll ask a broader question, your

MR. HASFORD: Well, the way she phrased it

mischaracterizes the document, your Honor.

THE COURT: Please reframe the question.

MS. HOLLAND: I'll reframeit, your Honor,
BY MS. HOLLAND:

Q. Doctor, does the specification indicate in the disclosure

of the invention that a range of tyioxapol from about

-O1 percent through to about .5 percent would be sufficient to

be within the disclosure of the '431 patent?

A. So, I mean, generally speaking that's whatthis patch
says in the '431 patent.

United States District Court
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Q. So at least the specification doesn't indicate that you

must have .02 percent to have a stable formulation, right?

A. Imean, this part of the specification states that at a

minimum about .01 percent and then up to about .5 percent by
weight,

Q. Thenif you go to Table 2 in Column 8, there are three

different tyloxapot concentrationslisted for formulations

4-04, A-O5 and A-06. Do you see that?

A. Ido, yes.

Q. And those are .02 grams and .05 grams, and .03 grams. Do
you see that?

A. As the amount, and soit's to .02, .05, and .03 percent
by weight.

Q. And Table 2 indicates that all three of those

concentrations of tylaxapol Jed to stable formulations,
correct?

A. That's true, yes.

Q. Now, another part of what a skilled person does in

formulation development is laok at the compatibility amongst

different components of the formulation, right?
A. That's true.

Q. Okay, And that's a standard part ofthe formulation

process?

A. That's probably more part of the pre-formulation process,
But on continuum, the excipient compatibility between

United States District Court

 
Camden, New Jersey 

28 of 99 sheets



onnakWNA
9

02:50 10

11

42

13

14

02:50 15

16

17

18

19

02:50 20

21

22

23

24

awoarhWN
oO

29 of 99 sheets

832

themselves or between the particular excipient and the active

drug, those are done, yes.

Q. Asa standard matter in every formulation, right?

A. Imean, from my experience, they are done when one is

coming up with a formulation for a particular drug substance.

Q. Okey. So if a skilled person were going to formulate

bromfenac sodium, for exarnple, together with BAC, they would
look to see whether there was an interaction between the two

just as a matter of standard formulation development, is that

right?

A. I think when a skilled person is studying formulations

containing bromfenac sodium, they're going to look at each of

the excipients and in combination together to see if there's

any type of chemical or physical interaction generally from my

experience.

Q. Now, you've given the opinion in this case that the goal
behind -- well, let me withdraw that.

is it your opinion that the goal behind any

substitution or modification of Ogawa Example 6 would have

been to improve upon the formulation's stability?

A, Say that again, please?

Q. Yeah, sure.

Is it your opinion that the goal behind any

substitution or modification of Ogawa Example 6 would have

been to improve upon the formulation's stability?
United States District Court
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A. think that's right, yes. To turn it around the other

way, which I think is what I said, there’s no motivation that

I see because Ogawa Example 6 is stable in Ogawa, so I think

that's how I had answered the question.

MS. HOLLAND: Well, fet me see if E can «« do we have

back Dr. Williams! expert reports for hima? Thank you.
BY MS. HOLLAND:

Q. First I'll just see if I can refresh your recollection,

MS. HOLLAND: Counsel, it's in Paragraph 86 of his

responsive report.
MR, HASFORD:

THE WITNESS: Thank you.

Actually, do you have an extra copy?

Paragraph 86?
MS. HOLLAND:

BY MS. HOLLAND:

Q. I'm referring to Paragraph 86,

MS. HOLLAND: And can we highlight the sentence that

Yes.

begins "the goal behind," it’s fike faur lines up from the
bottom.

THE WITNESS: ‘Yes, I see it.
BY MS. HOLLAND:

Q. Okay. Does that refresh your recollection that you

offered an opinion that the goal behind any substitution or

modification of Ogawa Example 6 wauld have been to improve the

formulation's stability?

Uniled States District Court
Camden, New Jersey
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MR. HASFORD: Just for completeness, your Honor, can

we have the next sentence of that paragraph read in, please?

THE COURT: Yes, it may.
BY MS. HOLLAND:

Q. The next sentence reads, a person ofordinary skill in

the art would not have pursued excipients that would not be

accepted ta have any effect on or would lessen the stability

benchmark set for Ogawa Example 6.

MR. HASFORD: J apologize, your Honer. We might have

to have the previous sentence to place it in proper context.

MS. HOLLAND: Your Honor, would you like me to do
that?

THE COURT: Well, the witness can read the whole

paragraph to himself.

MS. HOLLAND: Thank you.

THE WITNESS: Okay. I've read it.
BY MS, HOLLAND:

Q. Now, you testified previously that there are two types af

stability, chemical and physical, right?
A. That's true.

Q. And so potentially the goa! behind any substitution or

modification of Ogawa Example 6 could be to improve either

chemical or physical stability, right, those are both

possibilities?

A, Imean, Ogawa doesn't talk about physical stability, but
United Stafes District Court
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if assuming you had a reason to modify it, which I’m not

saying you do, but if you did, if you were making a

substitution, you would consider stability as a whole, which

would mean chemical and physical.

Q. And just to be clear, in your opinion a change in
appearance of a formulation is a problem of physical

stability, correct?

A. If it's related to -- yeah, 2 think generally that's
right.

Q. Allright. Let's go to the Ogawa '225 patent, JFX-147.

And I'm going to refer you back to something you talked about

in your direct testimony,it's Table 8 in Columns 13 and 14.

So let’s go back there.

Do you recall talking about this in your direct

testimony?

A. Ido, yes.

Q. And you taiked aboutit, I believe, in the context of

unexpected results, is that right?
A. I believe so.

Q, Okay. Now,if you look at Table 8, you focused on the

column that says residue percent and you said that that

reflected chemical stability, right?

A. That's true, yes.

Q. Now,if you look just one column over to the left, you'll

see a column for appearance. Do you see that?
United States District Court

Camden, New Jersey

 
04/12/2016 06:54:35 PM



2

9

02:56 10

11

12

43

14

02:56 15

16

17

18

19

02:56 20

a1

22

23

24

02:57 25

oNOWmeWN
9

02:58 10

11

12

13

14

02:58 15

16

17

18

19

02:59 20

21

22

23

24

02:59 25

04/11/2016 06:54:35 PM

A. Yes.

Q. And appearance, as we just heard, speaks to physical

stability, right?

A. Well, Ogawa says there's red insoluble matter, which

is -- I think te me and to a person of ordinary skill in the

art that's chemical stability, so --

@. Well, there's nothing in the appearance column that would

take you away from the general view that you've expressed that

appearance relates to physical stability, right?

A. Well, but if you go back to experimental Example 4, which

is the basis for Table 8, Ogawa fs talking about the changein
residue was almost non-observed but in three weeks red

insoluble matters were observed, so that red insoluble matter

that's -- the degradation product apparently is not soluble so

it's precipitated out.

Q. And so you're saying that appearance there does not refer

to physical stability, is that your opinion?

A. Well, it starts as a chemical because he's explaining
it's a red insoiuble, insoluble means whatever that

degradation productis, it's coming out of solution and so

that is ~- that then becomes a physical becauseit's --

there's something that's not dissolved.

QO, So new you agree with me that the appearance column there

refers to physical stability, right?

A. Well, it says -- yeah. I just think in the context of
United States District Court
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Ogawa appearance is talking about the red insoluble matter, so

it's the degradation product that's coming out of solution.

Q. Allvight. But let's see. Go back to Experimental

Example 4. It says, in -- do you see there are two paragraphs

under the actual example, and it says, “of the above four,” do

you see that?
A. Yes.

Q. And thenit says, in the formula, "the change in residue
rate were nok almost observed but in three weeks red insoluble

matters were observed," right?

A. That's whatit says, yes.

Q, Okay. But if you look at -- and that's just -- one more

time, I'm sorry «- that's going back andit's -- it refers to

PH of8, right? It says of the above four, the formula with

the pH of 8 is most stable?

A. Yeah, the first sentence of that paragraph in column 8

says, the formula at the pH of 8 is most stable.

Q. Okay. So let's go back to Table 8 then. If you Icok at

a PH -- for pH of 8, there is no change in appearance, right?

A. Well, I mean, there's -- there's a negative dash symbal

that, according to Ogawa in Table 8, change in appearance was

not observed, butin the paragraph, Ogawa states that no

change -- sorry -- it says in the formula, “the change in
residue rate were not almost observed but in three weeks red

insoluble matters were observed."

United States District Court
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Q. Yeah, exactly my point. So there is a seeming

inconsistency there, correct?

A. Well, okay. I mean it says in the spec that -- with
regards to Experimental Example 4, it describes at three weeks

there is red insoluble matter, so degradation of bromfenac,

but it apparently wasn't enough to attain a positive sign on

the appearance columnis the way I've reconciled it,

Q. But isn’t there another explanation for this,
Dr. Walliams?

A. Okay. What --

Q. Isn't another possible explanation that the appearance

column here, what they're looking at, is cloudiness or

turbidity as in -- as you've previously testified, would be

indicative of lack of physical stability.

A. Yeah, I mean, in the context of Ogawa, I don't think

that’s a possibility. I think Ogawais talking about

insoluble degradation product becauseit calls it this red

insoluble matter." It doesn't talk about physical stability.

Q. And that's even though there is an inconsistency between

the language in the Experimental Example 4 and Table 8, the
way you've interpreted it?

A. I'm -- I didn't say there was an inconsistency. It's

just that’s the way thatit's presented, it's worded in

Experimental Example 4. It describes the red insoluble matter

after three weeks, and then that's how it's reported in Table
United States District Court

Camden, New Jersey

8,

Q. Allright. Now, you testified that sodium sulfite and

povidone were used in the Ogawa '225 formulations to improve
chemical stability, right?

A. That's true, yes.

Q. Okay. And then -- and you said that the problems of

chemical stability was solved by the use of sodium sulfite and

povidone, right?

A. Within the pH range that Ogawaspecifies.

Q. Okay. But, as we've already discussed in your testimony,

if there were a problem with bromfenac forming a precipitate

with BAC, that wauld be a problem of physical stability, not

chemical stability, right?

A. Say that again, please,
Q. Yeah.

If there were a problem with bromfenac forming a

precipitate with BAC in a solution, that would be a prablem of

physica’ stability, right, not chemical stability?

A. if that occurred, that would be a physical stability.
Q. And sodium sulfite and povidone wouldn't address that

physical stability issue, right?

A. From my experience, that's probably true.

I'm not sure about PVP, PVP may have some effect or

not. I think the sodium sulfite is there as an antioxidant

for degradation. I'd have to think about the PVP.
United States Disirict Court
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QQ. Okay. And you -- I apologize.

And in your testimony, you said that the Fu 984

reference was focused on physical stability, right?

A. True, yes,

Q. So is it fair to say that a person of ordinary skill in

the art concerned about the physical stability of a
formulation would look at the Fu reference?

A. They might,if -- if they could learn about Octoxynol 40

and its effect on the physical stability, yes.

Q. Now, I want to talk about a different ingredient used in

Example 6 of Ogawa '225 patent, and that’s Polysorbate 80.

Now, one of the known functions of Pclysorbate 80 is as

a physical stabilizer, right?

A, That's true, yes.

Q. Okay. And another tezm for physical stabilizer is
solubilizer?

A. No, I disagree with you.

Q. Does a physical stabilizer -- is it used to solubilize

things in solution?

A. Well, I'm missing something in your question. Sorry.

Q. Okay. A physical stabilizer like Polysorbate 90 is used

in connection with things that are not soluble in water,

right?

A. That's true. That's like a suspension, an emulsion,

that's true. So it's a physical stabilization of the
United States District Court

Camden, New Jersey

suspension or the emulsion, as example.

Q. Or am aqueous dispersion?

A. Aqueous dispersion as in suspension? That would bea

suspension.

Q@. All right. Now, you, yourself, have used Polysorbate 80

as a physical stabilizer, right?

A, Thave, yes.

Q. But you testified that Polysorbate 80 was not used as a

physicai stabilizer in Example 6 of Ogawa, right?

A, Wait. But there's nothing to physically stabilize in

Exampie 6 because it's a -- it’s a solution.

Q. Well, fet me ask you again.

You testified that Polysorbate 80 was not used as a

physical stabilizer ia Example 6 of Ogawa, right?

A. Idon't recall exactly, but I would have, yes,

Q. Okay. And you said this was because bromfenac sodium is

freely water soluble, right?

A. You're asking about physical stabilization?
Qa. Yes.

A. I talked about Polysorbate 80 in the context as a
solubilizer.

Bromfenac is freely water soluble, so there's no need

for a solubilizer. And there’s nothing dissolved in it, so

there is also no need -- sorry. There is nothing suspended in

it, so there is also no need as a physical stabilizer.
United States District Court
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Q. Let's explore that.

So, you agree with me that your reasoning for why

Polysorbate 80 is not used as a physical stabilizer in Ogawa

is that bramfenac sodium is already freely water soluble so

you don't need a solubilizer; is that right?

A. I'm sorry. I'm hearing solubilizer and stabilizer, and

they're different to me, and I want to make sure I get your
question.

Q. Right. So -- all right. Let me try it this way then.

You said that bromfenac sodium is freely water soluble,

right?

AL tis, yes.

Q. And you gave that as a reason for knowing that

Polysorbate 80 was not in Example6 of Ogawa to address

solubility issues, right?

A. ‘That's true, yes.

Q. Correct. But just to be clear here, if a complex forms

between bromfenac and BAC,its solubility would be different

from the solubility of bramfenac sodium, right?

A. Tactually don't -- I don't know. It may. It depends on

the characteristics of the complex that's formed,

Q. Okay. But your opinion that bramfenac sodiumis freely

water soluble would not necessarily be relevant to a complex

that forms between bromfenac and BAC, right?
A, That's true. It wouldn't.

United States District Court
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Q. Okay. So, is it at least a possibility that Palysorbate
80 is used in the '225 formulation to selubilize bromfenac-BAC

complexes?

A. Idon't know. I mean, there is nothing in the '225 Ogawa
patent that would lead one of skill in the art to believe that

there is a complex formed and that's its function. It doesn't

ascribe any particular function to Polysorbate 80 in the Ogawa
patent.

Q. But you know, don’t you, Dr. Wiliams, why Polysorbate 80

was used in Ogawa?

A. Well, I've testified one use could be as a wetting agent
because it's an ophthatmic solution.

Q. Well, didn't you review documents in the course of

forming your opinions is this case that told you exactly why

Polysorbate 80 was used in Ogawa?

MR. HASFORD: I'll object to the extent she's fooking
to go into plaintiff's internal documents. I think we have

had -- we have already been downthis road, your Honor.

MS. HOLLAND: Your Honor, there was extensive

testimony about unexpected results, A, which is not limited to

any piece of prior art.

In addition, the -- Ogawais actualiy prior art, so

nothing in the internal documents could go to the invention in

this case. It could only go into explaining the grior art.

So, far two reasons, I think that the objections that
United States District Court

Camden, New Jersey
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have previously been raised are not relevant. And I think as

a matter of impeachmentof this witness, I should be permitted

to ask these questions. These are documents that he actually

gave cpinions on in his report. They're in his direct binder,

and 1 can show you that.
MR. HASFORD: Your Honar--

MS. HOLLAND: I would like to know if he -- when he

gave his opinions to the Court, why didn't he tell the Court
about what's in the documents in his direct binder that answer

this question definitively,

MR. HASFORD: Your Honor, we presented no evidence

through Dr. Williams of any of those documents that were in

his direct binder that she's referring to, and we've already

explained to your Honor that by statute, obviousnessis

assessed from a hypothetical person of ordinary ski in the

art, not the inventor. Patentability shall not be negative by
the manner in which the invention was made.

To the extent she's trying to go back and reargue the

issue that your Honor has already decided, we believe that's

improper.

The Federal Circuit has made clear, time and again,

that the path that an inventor leads -- the path that leads an

inventor to the invention was expressly made irrelevant to

patentability by statute. It's the Life Tech Case, 224 F.3d
1320.

United States District Court

Camden, New Jersey
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There was no door opened on direct, there was no

testimony that would warrant anything to ~~ for your Honor to

reconsider that earlier ruling or for Ms. Holland to go into

this with Dr. Williams now on cross.

MS. HOLLAND: Your Honor,it's a completely -- if I

may,it's a completely different situation. We heard

extensive testimony this time about unexpected results based

on plaintffs' internal testing and documents.

MR, HASFORD: No, Your Honor. We heard unexpected

results based on the patent, and we heard unexpected results

based on certain cata that were stipulated to by defendants,

but there were no -- there was no testimony provided about

plaintiffs internal documents. We never showed Dr. Williams

an internal document on direct exam, we never offered one into

evidence, and we didn’t provide any ~~ have Dr. Williams

provide any testimony on that.

MS. HOLLAND: Dr. Willfams has provided testimony on
the stand inconsistent with documents that are in his direct

binder, that plaintiffs chose not to show him today but there

surely are opinions on them in his expert report, and he was

surely ready to testify about them. They are in his direct
binder.

JHE COURT: Well, has he offered opinions in his

deposition that are inconsistent with what he's saying today?
MR. HASFORD: No.

United States District Court
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MS. HOLLAND: In his deposition, your Honor?

THE COURT: Right.

MS. HOLLAND: 1 don't understand the question, |

apologize.
THE COURT: You said that he was -- that in his

expert report, that he made reliance upon the internal

documents. Was he questioned about those during his

deposition and was his testimony inconsistent with what he's

offering today?

MS. HOLLAND: His testimony -- his testimony today is

that Polysorbate 80 was net used as a physicastabilizer in

Example 6 of Ogawa, and ] have documents to show otherwise,

that I'd like to impeach the witness with. I fee} like it's a

straightforward married.

MR, HASFORD: To the extent these are the inventor's

own documents, your Honor, again, this does not go toward any

issue of obviousness, It does not go to the motivation that

has to be found in the prior art, and we've heard testimony on

that and there is case law to that effect, your Honor. if

she's trying to use this for that purpose, that's completely
improper.

MS. HOLLAND, it goes to unexpected results and what

exactly was meant by stability when Dr. -- when Dr. Williams

was fooking through all these documents and giving testimony

about stability, Was it actually physical stability or was it
United States District Court

Camden, New Jersey

chemicai stability?
MR. HASFORD: Your Honor --

MS. HOLLAND: I should be entitled to probe that.

He offered testimony about internal documents. He

said they showed stability. If I -- and he said that showed

chemical stability. If there are other internal documents

that show that that is not the case, I don't see why
Dr. Williams can't be impeached on them.

MR. HASFORD: Your Honor, these documents are not in

the public domain and they do not go at all to how a person of
ordinary skill in the art would have understood the disclosure

of the Ogawa '225 patent as cf 2063. That's the issue for
obviousness.

MS. HOLLAND: I'm talking about unexpected results,
counsel. And as you know,Dr. Williams testified on direct

with internal data to support his unexpected results opinion.

MR, HASFORD: Your Honor, while --

THE COURT: Was that the sameinternal data though
that's disclosed in the patent?

MS. HOLLAND: No. No. It's internal data that was

from the IPR declaration of Dr. Sawa, who is not here today to
talk about his internal results.

MR. HASFORD: Your Honer, there were -- there were

two or three additional pieces of data that defendants

stipulated to in those documents, and they were not-- you
United States District Court

Camden, New Jersey
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know, these -- so the evidence of unexpected results may, in

fact, come from something that is not in the prior art,

However, the evidence of actual obviousness, the evidence of
whether there would have been a motivation to make this

claimed invention, needs to be based on what was knownin the

prior art, and the attempt in which Ms. Holland is trying to

use this is not to go toward unexpected results but is to try

to ga toward a prima facie case of obviousness, and that's

impermissible, your Honor.

MS. HOLLAND: I just said it wasn't, your Honor,

And I can -- 1 mean Dr. Williams put up, actually

from Mr. Sawa's IPR declaration,little -- I don't remember

the PTX numbers, but they were charts from the declaration
with Mr, Sawa's summarized internal data. Mr. Williams took

that internal data, he putit into these demonstratives, He
talked about residual bromfenac and that that means chemical

stability, based on the internal documents. We have decuments

that show that that's not the case, and that these opinions

that were given about chemical stability are just simply

incerrect, based on the internal data.

THE COURT: And which demonstrative are you holding

up?

MS. HOLLAND: Right naw I'm looking at PDX4-5.

And, in particular, your Honor, in Paragraph 371 of

Dr. Williams' opening expert report, he says that the data and
United States District Court
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results that he's presenting come fram the specification of

the patents-in-suit and Ogawa and laboratory notebooks of
Mr. Shirou Sawa. That's what I want to ask about,

MR. HASFORD: Your Hanor, they're trying to use
this --

MS. HOLLAND: Laboratory notebooks that were used in

the direct to support unexpected results.

MR. HASFORD: Your Honor, they're trying to back door

this as a way of using it to show how a person of ordinary

skill in the art would have understood Ogawa, and that's the

impropriety here. It's not proper in an obviousness case, and

your Honor has already ruled to that effect.

THE COURT: Well, when I rufed, I didn't know that he

was relying upon that data, the internal data of Sawa from the

IPR, and that forms the basis or seems to form a basis of his

opinion.

I think the witness needs to be asked whetherheis

relying upon that data as a basis of his opinion. If he says

he’s not, he can be impeached with Ais prior testimony. IF he

says he is, then I'll permit the questioning on the merits.

MR. LIPSEY: Excuse me, your Honor, and I know it's

irregular, but if I ray just briefly.

There is a fine Sut important point of patent law

here, and that is, everybody has said and the cases hold that

the evidence of the properties of the invention and its
United States District Court
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comparative properties and its benefits and advantages, that

evidence does not have to be in the prior art. And that's

basically the Sanofi-Aventis case that I think everybody has

been taiking about. Patentability may consider all of the

characteristics possessed by the claimed invention whenever
thase characteristics become manifest.

And sa it’s quite common, as we have here, to use

comparative data that was generated whichitself is a prior

art, and indeed often may be generated years after the patent

issues, to demonstrate what the properties of the invention

are, which go to the secondary considerations.

Reaching inte things that the inventor may have known

that are not in the priar art to try to prove how & person af

ordinary skill in the art would have read that prior art,

that's an absolutely impermissible use.

THE COURT: Well, if your own witness made that use

of it, though, then he can be cross-examined on it. So I'm

permitting the threshold question to be asked of whether he

relied upon such data. if he did, then of course he can be

cross-examined on it because he's relying on it in his

opinions about prior art.

MR, LIPSEY: Agreed, as to the data and experiments,

But the question that counsel wants to ask is what

did the internal documents show about what the thought process

was about why Polysorbate 80 was in the crigina! formulation.
United States District Court
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That's not part of the prior art, your Honor.

THE CGURT: Well, let's all listen carefutly to the

question, if and whenit's asked. I don't believe that that

is the pending question. In other words, the "why" question

isn't being asked,

I think that the question, as i understandit, is

going to concern itself with whether he was aware of

experimental results that contradict his -- his opinion about

something that couldn't happen.

MS. HOLLAND: Well, let's put PTX-591 up,if you

don't mind, Mr. Chase. Thank you.
BY MS. HOLLAND:

Q. This is a document you relied on in your direct
examination, correct?

A. Yes.

Q. And is your understanding that this documentis from the
IPR declaration of Mr. Sawa?

A. You know, I actually don't recaft. I was thinking it was

Part of the prosecution history and the declaration, but I

don't. Sitting here right now, I don't recall.

Q. Okay. Well, is part of the data here from, as you said
in your expert report, laboratory notebooks of Mr. Shircu
Sawa?

A. I don't think this is taken from the laboratory notebook.

Q. Does the data in this table come from, among other
United States District Court

Camden, New Jersey
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sources, laboratory notebooks of Mr. Shirou Sawa?

A. Itmay. Actually sitting here, E don't remember ifit
does.

Q. Okay. Well, fet me see if I can refresh your
recollection.

Do we have the opening expert report? Do you have
that?

A. Ido, yes.

MS. HOLLAND: Okay. Your Honor, do you have it as
well?

THE COURT: I don't have itin front of me. But --

MS. HOLLAND: Shall we just putit up on the screen?

THE COURT: Yes, that would be fine.

Do you recall whether that was passed up the other

day?

MS. HOLLAND: Can you say that one more time, your
Honor?

THE COURT: Okay. Here itis. Thank you.

MR. HASFORD: Can we get a copy?

MS. HOLLAND: Let's put it up on the screen. in the

meantime,it's Paragraph 371.
I'd like to look at the first sentence.

MR. HASFORD: We need a copyfirst actually.

MS. HOLLAND: I'm just putting it up on the screen.
MR. HASFORD: Thanks.

United States District Court

Camden, New Jersey
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MS. HOLLAND: So then, your Honor -- is everybody

ready now? Do you have it?
MR. HASFORD: Yes.

MS. HOLLAND: Okay. Now I lost my ...
BY MS, HOLLAND:

Q. So you see the first sentence in Paragraph 371 says the

data and results for the following table came from the

specification of the patents-in-suit, Ogawa, and laboratory

notebooks of Mr, Shirou Sawa. Do you see that?
Yes.

Was that a true statement in your expert report?

It -- yes.

Okay. Now, if we can go back to PTX-591.

Okay.

That is the same table that appears in Paragraph 371,

except you have an additional column from Ogawa, right?

A. That's -- that’s true, yes.

Q. Okay. So, now, have we established that what you showed

the Court here, PTX-591, was actually partialiy from Ogawa --

from Sawalaboratory notebooks?
A. Yes.

MS. HOLLAND: So, may 1 question, your Honor?

THE COURT: Wel, it doesn't open all the notebooks

to scrutiny. It opens this particular data to scrutiny. And

so the answeris yes, you may question about the information
United States District Court
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that he's relying on.

MS. HOLLAND: I actually have one more questien and I
think this wali do it.

BY MS. HOLLAND:

Q. You gave testimony ia connection with your unexpected

results testimony that the tyioxapol in -- let me withdraw
that.

You gave testimony that the tyloxapol in the

formulations you discussed was there for purpeses of chemical

stability, right?

A, In the context of the '431 patent, that's true, yes.

Q. Well, now we are talking about unexpected results so [’'m

asking you in every context,

Is it your testimony that the unexpected stability that

you are talking about for tyloxapol is chemical stability?
A, Yes.

Q. Okay. Alf right. So let's go to JTX-25,
MR. HASFORD: And --

MS. HOLLAND: I'm sorry, your Honor. I'm -- I

actually want to go to DTX- -- PTX-125A.

MR. HASFORD: Your Honor, I think we are going to

have to object to this. Your Honor --

MS. HOLLAND: This is in evidence already.

MR. HASFORD: This iooks like part of the New Drug

Application, and I think your Honor's ruling was that he could
United States District Court

Camden, New Jersey
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be questioned about the data in these tables and not into any
further underlying materials.

MS. HOLLAND: I just asked a different question, Your

Honor, [ asked whether the testimony about tyloxapol being -~

having unexpected stability, in the context of unexpected

results, where you can go outside of the scope of the prior

art, was that about it having unexpected chemical stability.
And the witness said yes. Now I'm going to cross-examine him

an that point.

MR. HASFORD: I don't think she said anything about
the prior art in her question, your Honor,

MS. HOLLAND: You're right, I didn't. I didn't. fm

not asking about the prior art. PTX= -- oh, I'm sorry, your
Honor. Did you rule?

THE COURT: Well, no, I didn't.

What's the pending question? Could it be read back,

please.

{The court reporter read back the following:

"QUESTION: You gave testimony in connection with

your unexpected results testimony that the tyloxapol in -- Jet
me withdraw that.

You gave testimony that the tyloxapol in the

formulations you discussed was there for purposes of chemical

stability, right?

"ANSWER: In the context of the '431 patent, that's
United States District Court

Camden, New Jersey
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true, yes.

"QUESTION: Well, now we are talking about unexpected

results so I'm asking you in every context.

"Is it your testimony that the unexpected stability

that you are talking about for tyloxapol is chemical

stability?
"ANSWER: Yes."

THE COURT: Okay,I'll permit it.
BY MS. HOLLAND:

Q. Allright. Let's look at PTX-125A,

MS. HOLLAND: And this is actually already in

evidence, your Honor.
BY MS. HOLLAND:

Can we ++ can we go to thefirst page again, please.

Do you know, do I have this in my notebook?

You should have it in your cross binder.
Cross binder?

Do you have a2 cross binder?

THE COURT: I don't think that's been handed up.

MS. HOLLAND: Well,all right. That's going to delay

things for a moment. I apologize. But we're getting the
crass binders.

THE COURT: It wasn't a trick question asking what's

in a binder he hasn't received yet?

{Laughter.)}
United States District Court

Camden, New Jersey
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THE COURT: Thank you.

Let me know when your questioning comes to a good
time for a lunch break. It's aboutfive of one.

MS. HOLLAND: Sure. I can do it after this document,

your Honor.

THE WITNESS: Oh, you know what? There's notes in
here.

MR. LIPSEY: Just answer the questions written in the

margin.
THE WITNESS:

(Laughter.)
BY MS. HOLLAND:

How are we doing now, Dr. Williams?

Okay. So it's DT --
Clean --

i know I don’t want that.

Yes, it's clean.

-- copy? Okay.

Okay. 125.
PTX-125A,

Okay, Pm there, Thank you.

Okay. So this is -- do you see this is a section of the

New Drug Application that plaintiffs submitted to the FDA for

PPOPOPAPSD
Prolensa®, correct?

A. Isee that, yes.

Q. Okay. Now, in this New Drug Application for Prolensa®,
United States District Court
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there is a pharmaceutical development section. Do you see
that?

A. Yes.

MR. HASFORD: And, your Honor, I think this is an

appropriate time to object becauseif there is a

pharmaceutical development section, this is going to

pharmaceutical development of the invention. This is exactly

what we've been concerned about, that they're trying to use

this non-prior-art document, this New Drug Application that

was submitted te the FDA Ieng after the priority date of the

patents-in-suit, as evidence toward their obviousness case.

That's impermissible, your Honor.

MS. HOLLAND: Your Honer, may I ask my question? Ik

will be evident that that's not where ’'m going.

THE COURT: All right. You may ask the question and

then I'll hear any objection to if.
BY MS. HOLLAND:

Q. Allright. Weil, my first question was just do you see

that there is a -+ this is a pharmaceutical development
section?

A. Ido.

Q. Okay. Now, turn to the next page. Well, actually, turn
to Page 7 of 16.

A. Okay.

Q. Now, three paragraphs up from the bottom there,I'd like
United States District Court
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to -- can you put that up on the screen, please?

So, whatplaintiffs told the FDA in trying to get

approval for Prolensa@® was that tyloxapol acts as a

solubilizing agent to prevent interaction between
benzalkonium --

MR. HASFORD: And I'll object at this point, your

Honor. I object, move to strike it from the record. I have

to object. I apologize, Your Honor.

This is going to the exact issue that we're concerned

about, and your Honer said that the "why" couldn't be admitted
here and shouldn't be.

He didn’t testify -- he testified that tyloxapol was

added as a chemical stabilizer. This goes to, you know --

MS. HOLLAND: This goes to why that's net true,

MR. HASFORD: No, that's «~ your Honer, it's -- the

basis for their obviousness case has to be what the prior art

taught as of 2003. This document is not in the prior art and

the path that fed the inventorto the invention is irrelevant

by statute. This is on a New Drug Application that wasfiled

long after the patents-in-suit were filed.

MS. HOLLAND: Your Honor, could we go back to the

question that I asked which led to this impeachment? Because

the question was, when you looked at stability for unexpected

results and you saw that -- what you said was improved

stability for tyloxapol, was it your understanding or did you
United States District Court
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believe that tylexapol was using -- being used to chemically
stabilize the Prolensa® or the formutations of the claims in

suit? That's a question that goes to unexpected results, to

the basis of his opinions about unexpected results. What is

this increased stability?
MR. HASFORD: Your Honor--

MS. HOLLAND: Dr, Williams saysit's chernical

stability. Plaintiffs tell the FDA it’s physical stability to

prevent interaction between BAC and bromfenac.

THE COURT: The paragraph you're asking about is not

about the prior art, is it?

MS. HOLLAND: I’m not asking about the pricr art,

again, your Honor. I'm asking about unexpected results,

Dr, Williams testified that the Prclensa® formulation

was unexpected!y superior in terms of stability to the prior

bromfenac formulation. Necessarily, Dr. Willams has to --

well, let me not -- not saying necessarily.

Dr. Williams said that the unexpected stability of

tyloxapol in the formulation is with respect te chemicai

stability. That's just @ fact he said for purposesof his

unexpected results opinion.

What I'm now going into questioning Dr. Williams

about, is the -- is that actually accurate? If there is

increased stability here for purposes of unexpected results,

which has nothing to do with the prior art, is that really
United States Disfrict Court
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chemical stability or is it physical stability? It goes to

the very heart of his unexpected results opinion.

THE COURT: And, of course, you can ask that question

of him. The objection, though, is as to your use of this

particular document.

MS. HOLLAND: Well, this particular document --

Dr. Williams saysit's chemical stability. — should be able

to show him a document that says that no, actually, it's

physical stability and ask him if it changes his opinion,

This is a document -- a document that plaintiffs submitted to
the FDA,

MR. HASFORD: Your Honor --

MS, HOLLAND: They told the FDA,this is the -- we're

brought into court and we have an expert on the stand who

tells us there is alf these unexpected properties based on

chemical stability. Meanwhile, plaintiffs go to the FDA and

say that the reason for the tyloxapo! has nothing to do with

chemical stability. It has to do with interaction between BAC
and bremfenac.

MR. HASFORD: Your Honor, the unexpected results

about which Dr. Williams testified were unexpected results as

to chemical stability. They are trying to use this document

for purpose of showing what would have been known in the prior

art, and that's not -- I mean, so what is expected or

unexpected is based on the prior art. It's not based on this
United Slates District Court
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internal document. It's not based on this document that was

submitted ta the FDA tong after the earliest priority date of

the patents-in-suit.

MS. HOLLAND: There's a pattern in this case, Your

Honor, and I've said this before, of having internal

documents, even sworn documents to the FDA, cornpletely

inconsistent with expert testimony we hear on the stand. Then

there's an objection, 1 can't ask the witness aboutit. So

basically the witness is permitted to put in testimony that

everybody knows is not true because everybody else here except
you has the documents.

THE COURT: Well, is the ANDA considered -- or i'm

sorry, the NDA considered an internal documentafter the FDA

has given approval?

MS. HOLLAND: Some parts of it become pubiic after
that.

MR. HASFORD: The -- and not before 2003, Your Honor.

And this document is marked confidential, It was produced

internally frorn plaintiffs files,

MS. HOLLAND: Again, Your Honor, I'm nat asking this

for a matter of prior art, Whether or not the unexpected

results are truly unexpected is going to depend, at least in

part, about what's -- what is the stability that is allegedly

unexpected, Is it physical stability or chemical stability?

Because Dr. Williams testified this morning that the
Unifed Sfates District Court
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reason tyloxapol -- the reason whyit's unexpected is because

tyloxapol was nat used as a chemical stabilizer in the prior

art previously, so now thatit’s chemically stabilizing, wow,

what an invention. in fact, it's not used for that purpose in

the formuiation. It's used for the exact purpose it was used

in the prior art. Dr. Williams used it for that purpose based

on his testimony today as a physical stabilizer to solubilize

things. It’s not unexpected.

THE COURT: Okay. I'm going to permit the testimony

for that limited purpose, of being that the plaintiff's awn

statementto the FDA, as to the purpose for which the

substance tyloxapol was -- was being used.

MR. HASFORD: If I may, Your Honcr. So the --

THE COURT: I've ruled. And the parties are Free to

brief this when -- whenall the evidenceis in, as your

objection is preserved as to whether it can be used for even

this limited purpose. Sut basically, the thrust of my ruling

is that this is a statement, not in an internal document, net

in a kaberatory report, but in a statement to the FDA about

the purpose of a particular constituent, additive, tyloxapol.

And the witness,it's fair to question him, because his

direct testimony touched upen this very subject, andit's fair

to ask him whether this changeshis ~~ his views, since this

is a statement that was from the plaintiff and dignified by

being part of the NDA process. So I’permitit.
United States District Court

Camden, New Jersey
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BY MS, HOLLAND:

Q. Dr. Williams, do you see that in the NDA for Prolensa,

plaintiffs explain what the function of tyloxapol is in

Prolensa? Do you see that?

A. Ido, yes.

Q. What plaintiffs say here is that tyloxapol acts as a

solubilizing agent to prevent interaction between benzalkonium

chloride and bromfenac sodium. Do you see that?
A. Ido.

Q. Now, based on this statement to the FDA, do you now agree

that the purpose of tyfoxapol and any stability that it gave

to the formulation was as a result of preventing interaction
between benzalkonium chloride and bromfenac sodium?

A. Idon't. I've seen -- I was aware of this statement.

T've seen no data supporting it, that I'm aware of, that

actually shows where they prevented a complex. I've seen data

where the addition of tyloxapol prevents or really improves

the chemical degradation of bromfenac. So I still stand by my

opinion,

Q. And you think the statement to the FDA that was made was

~- by plaintiffs in the NDA was just wrong?

MR. HASFORD: Objection, Your Honor.

Mischaracterizes the witness's testimony. Argumentative,

THE COURT: No, He may explain.

THE WITNESS: I'm just saying, ] have not seen data
United States District Court
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that proved what they're saying there. I'm not taking a stand

one way or the other whether they're right er wrong. I don't

knew that. But I've not seen data that supported thatfact,

T’'ve seen data on the use of tyloxapol to chemically stabilize
bromfenac.

MS. HOLLAND: Your Honor, the witness, I believe, has

now opened the door to me showing him data that he’s seen

about tyloxapel acting as a stabilizer to prevent interaction
of BAC. It's -- he said he hasn’t seen the data. He's seen

the data. I'd like fo be able to question him about that.

MR. HASFORD;: Your Honor, I disagree, He was

responding in the context of this statement that Your Honor

allowed him to go into, that Your Honor allowed Ms. Holland to

go inte, and that hasn't opened any door atall.
MS. HOLLAND: The witness testified he has not seen

data showing that tyloxapel is used as a solubilizer in

Prolensa and in the patented formulations to prevent

interaction of BAC and bromfenac. That was the testimony just

now, and ] would like to impeach the witness on that point.
MR. HASFORD: Your Honor --

THE COURT: By impeachment, you meen something that

goes to his credibility?

MS. HOLLAND: Yes, showing -- yes.

MR. KHASFORD: Well, Your Hanor --
THE COURT: And mot for the substance of the internal

United States District Court
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result?

MS. HOLLAND: Ferthis -- right now, the question is

on impeachment, yes.

MR. HASFORD: If it's a prior statement of

Dr. Williams that she’s asking about, we have na problem with

that. If it's an internal dacument that she's trying to get

in and show someresult that ailegedly goes toward her

obviousness case, we would strongly abject to that, Your
Honor,

MS. HOLEAND: Well, can I try -- can] ask some

questions and then we will see if it actually is impeachment,

as I think it is, or whether it goes ta some other nefarious

purpose, as Mr. Hasford thinks? If --

THE COURT; All right, you can ask a different

Question.

MS. HOLLAND: Why don't you go to JTX-25 and -- just

go to what -- your direct binder your counsel put together,

okay?

MR. HASFORD: And we're going to object to this, Your
Honor. This is an internal document. It's an internal

laboratory or research report document, and this is exactly
the problem,

THE COURT: What's the document?

MS. HOLLAND; JTX25.

MR. HASFORD: And this -- this documentis not in

United States District Court

Camden, New Jersey
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evidence.

MS. HOLLAND: This directly impeaches the testimony

that was just given.

MR. HASFORD: Again, Your Honor --

THE COURT: Well, was there an objection ta JTX25?
MS. HOLLAND: It's in Bis direct Binder, There

couldn't have been an abjection,

MR. HASFORD: We objected to it when they tried to

use it previously. We objected to these documents --

THE COURT: Butpretrial, in the final pretrial

order, it’s something that was in your direct binder, 1 assume

that there was no objection te JTX25 expressed in the pretrial
order?

MR. HASFORD: No, sorry. It's not something we used

directly with Dr. Williams. There would have been a relevance

objection to haw they tried to use it. I mean, they’re --
THE COURT:

MR. HASFORD: Right.

I understand that.

THE COURT: My question is whether there was an

objection to JTX25 that you staked out in the pretrial order,
MR. HASFORD:

MS. HOLLAND; Or. Wiltiares relied on this document

1 need ta --

heavily in his expert report, so I highly doubt there's an

objection.

THE COURT: Well, that doesn’t mean that they're
United States District Court

Camden, New Jersey
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bound to it. They could withdraw that aspect of his proposed
testimony,

MS. HOLLAND; It's still for impeachment, Your Honor.

I'm not sure -- respectfully, I'm nok sure whether or not

there was an objection to the document would even matier as a

matter of impeachment.

THE COURT: Well, it would matter as te your argument
aonPakwD=

if they've waived any objection that they're now raising
obecause it was in their direct binder. The question is

whether they preserved an objection in the final pretrial

order, Does somebody have that decument?

MR. HASFORD: Your Honor, does it make sense to take

a lunch break at this point ~-
MS. HOLLAND: No,

MR. HASFORD: -- $0 we can try to -- we can try to

look this up?

MS. HOLLAND: Your Honor, [ would prefer to continue.

T just want to finish this document.

THE COURT: We had a supplemental.

MS. HOLLAND: i think there was an objection as to

the translation, which was resolved, because we were using
plaintiff's translation.

MR. HASFORD: No, no, we preserved a relevance

objection here, Your Honor. We have with the code & in here.
MS. HOLLAND: Let's see.

United Stafes District Court

Camden, New Jersey
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MR. HASFORD: The objection codes are MIS, R, OSE,

and TRAN. And the R, as Your Honorwill note on Page 30,is
for lacks relevance.

THE COURT: Okay. All right. So that objection was

preserved,

MR. HASFORD: Thank you, Your Honor,

MS. HOLLAND: As I said, Your Honor, this goes to --

Dr, Williams ciearly read this document, and so that's what

ontnakWN=
I'm asking him about. I'm asking him about it in purposes of

impeachment, him having said he's not seen any data that

tyloxapol was used to prevent interactions between BAC and
bromfenac.

MR. HASFORD: It's not a proper source of

impeachment, Your Honor, and it's not relevant in any event.

She's trying to get this in for purposes of her obviousness
case,

THE COURT: I'll permit the question, whether he's
seen this data.

BY MS, HOLLAND:

Dr. Williams, have you seen ITX25 before?
Yes,

Okay. You've read this document, right?

I have, yeah.

Okay. Now, let me draw your attention to Page 4 ofthis 24
document. 03:44 25
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Okay.

Table 4 refers to a Table 1 below, right?
Tt does.

Okay, And what table -- what the -- what it says --

well, let me direct -- make sure everybodyis looking at the

same place. In the results and discussion section, in the

middle of the page, there’s something that says surfactant
test.

THE COURT: Excuse me. I think I've est you.

MS. HOLLAND: Sorry, Your Honor,

THE COURT: Are we on Page 4 of £257 Of ITX25?
MS. HOLLAND: We are.

THE COURT: Just a second.

JHE WITNESS: JTXO25.

MS. HOLLAND: I'm sorry?

FHE COURT: Just a moment. Okay. I'm there.
BY MS. HOLLAND:

Q. Okay. So undersurfactant test, Dr. Williams, do you see
it says: Table 1 shows the concentration of each nonionic

surfactant needed to prevent the precipitation of bromfenac
sodium in benzalkonium chloride?

Do you see that?

MR. HASFORD: And I'll object and move to strike,

Your Honer. This goes to the exact purpose that Your Honor

already ruled on that it was orchibited for.
United States District Court

Camden, New Jersey
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MS. HOLLAND: This is impeachment. It directly

contradicts testimony Or. Williams gave, where he said he

never saw any data showing that tyloxapol was used to prevent
the precipitation of bromfenac sodium and benzalkonium
chloride.

THE COURT: I'll permit it for the fimited purposes

of impeachment. [i'm not permitting it for any other purpose
at this time.

THE WITNESS: I'm sorry, what's your question?
BY MS. HOLLAND:

Q. I'm not sure there is one.

A. Okay.

Q, So let me start again, then. You see that the first

sentence says: Table 1 shows the concentration of each

nanionic surfactant needed to prevent the precipitation of
bromfenac sodium in benzalkonium chloride,

Do you see that?
A. Yes.

Q. And the next sentence says that polysorbate 80,

tyloxapol, and another surfactant prevented the precipitation

at about .03 percent, .02 percent and .02 percent

respectively. Do you see that?
A. Yas.

Q. Okay. So, Dr. Willams, there is data that you've sean

in JTX25 that shows the ability of tyloxapol to prevent
United States District Court

Camden, New Jersey
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precipitation of bramfenac sodium in benzalkonium chloride.

Do you see that?

A. I see that, but these are for the polysorbate 80 and

tyloxapol solutions. This is not in the presence of the other

ingredients. That's why, in the precipitation, I'm not sure

how relevantit is, sa --

Q. So you knew about this testimony when you said no
earlier?

A. Yeah, Iwas talking in the context of the ophthalmic
formulation. Was there -- was there information that I had

seen, where a precipitation had been shown to form where

there's all these other ions present, and I was aware of this

document, and that's -- this is -- this is not a formulation

study. This is a solution of surfactants, where -- where

bromfenac and benzalkonium chloride are being manipulated.

Q. So is it now your testimony that untess we look at the

actual formulations that are used in the prior art and in

Prolensa and compare them, that your testimony on other

formulations earlier this morning was irrelevant?

A. Well, the --

MR. HASFORD: T'll object, Your Honor. it

characterizes the witness's testimony.
THE COURT:

BY MS. ROLLAND:

Q. Earlier today, Doctor, you put some demonstratives up on
United States District Court
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the board, and you showed the Court formulations that did not

contain PVP and sodium sulfite, right?
A. That's true.

Q. And you made -- you gave opinions about those

fermufations, even though both Ogawa Example 6 and Projensa

contained PVP and sodium sulfite, right?

A. That's true, yes.

QQ. Okay. And you said you were able to do that even though

it wasn't the exact solutions that -- of Prolensa and Ogawa

Example 6, right?

A. But they had the borax, the boric acid. They had the

ingredients in there that made it a proper comparison.

Q. They didn't haveall of the same ingredients, did they?

A. They had the ions that were in there, So they had --

well, and that question, I was answering with regards to

proper comparison to the closest prior art,

Q. Right. And the point is that this morning you said you
didn't need te look at the full forrnulations in either -- in

orderto be able to make those comparisons, right?

A. One of -- I mean, you heard Dr. Davies testify last week,

what's presentin the solution is going to -- could affect the

-- whether a precipitant is formed in their level, and that's

consistent with experimentally my experience, and so that's --

I mean, that's what I think.

MS, HOLLAND: Alf right, I think we can take a lunch
United States District Court
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break new, Your Honor.

THE COURT: All right. Let's take an Pour for lunch
and we wilt return at 2:15,

(LUNCHEON RECESS TAKEN; £:18 p.m.)
THE DEPUTY CLERK: All rise.

(OPEN COURT; 2:21 p.m.)

THE COURT: Be seated, please, Good afternoon. Yes,

Mr. Mukeérjee,
MR. MUKERJEE: Before we continue with the cross of

Dr. Williams, may I just address a teial logistics issue?
THE COURT: Sure.

MR, MUKERIEE: Your Honor, one of the witnesses that

defendants intend on calling is Gr. Mark Prausnitz. Dr.

Prausnitz is sameone that we'll be proffering as an expert in

the area of ophthalmic drug delivery.

Now, originally -+ and his opinions actually go to --

respond to or in rebuttal te Dr, Williams and Dr. Trattler's

testimany on secondary considerations, particularly on

expected results.

Now,originally, we were hoping that Dr, Prausnitz

would be testifying today, and certainly, that's what we

disclosed to plaintiffs. It does appear, though, now, given

the me of the day and where weare, that that's likely not

to happen today. Now, Dr. Prausnitz is not available,

unfortunately, due to another commitment tomorrow. Heis
United Stales District Court

Camden, New Jersey
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willing to come back for his testimony on Wednesday.

Now, I know, technically, we don't have Wednesday asa

trial day yet, Your Honer. = don’t know if I'm recalling

incorrectly, bux 7 thought that your calendar may be epen on

Wednesday, if we needed to extend to that day.

THE COURT: Yeah, I've kept i open for that purpose,

if we need to extend it. This may be a reason to do that.

MR. MUKERIEE: Okay.

THE COURT: Is there any objection to Dr. Prausnitz

coming in on Wednesday?

MR. LIPSEY: No objection, Your Honor,

THE COURT: Okay.

MR. MUKERJEE: Thank you, Your Honor, ! appreciate

THE COURT: ‘You're welcome.

MS. HOLLAND: May I proceed?

THE COURT: Yes, you may.
BY MS. HOLLAND:

Q.=Dr. -- Dr. Williams, good afternoon.
A. Good afternoon.

Q. Fer your unexpected results opinions, you compared

Prolensa to Xibrom and Bromday, correct?
A. Yes.

Q. Okay. Now -- and you actually showed the Court a section

of the Xibrom NDA to support your opinion, correct, the
United States District Court
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prescribing information?

A. A part ofit, yes.

Q. New, neither of those products are in the prior art,

right? I should say none of those products, Protensa, Xibrom

and Bromday, nene of them are in the prior art, right?

A. That's my understanding.

Q. Okay. But you still use the infarmation about those

products to support your unexpected results position, correct?

A. Well, with the Xibrom and Bromday, that's because they're
embodiments of the Ogawa patent, which is prior art. That's

my understanding,

Q, But you looked, for example, at the pH of those products,

which is not a pH exactly found in Ogawa, right?

A. Soin Xibrom and Bromday, it's 8.3, and examples in the

Ogawa patent, I believe the ones that are stated, there are

actually generating data of pH 8.

THE COURT: Excuse me. Can you pull the mic a little
closer.

THE WITNESS: Oh, I'm sorry, excuse me.

THE COURT: I can hear fine, but the folks in the

back might not.
BY MS. HOLLAND:

Q, Now, the difference between Prolensa on the one hand and

Xibrom and Bremday on the other hand,in terms of the

ingredientfist, is that Pralensa has tyloxapol, and Xibrom
United States District Court
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and Bromday have polysorbate 80, correct?

A. That's true, yes.

Q, Allright. And you compared thestability of those

products, Prolensa versus Xibrom and Bramday, carrect?

A. The stability? Well, I looked to the product label to

get the pH of whatit stated was the actual product, and then

E looked at stability that's in the Ogawa patent.

Q. And as well as in Dr. Sawa’s -- or Mr, Sawa's laboratory

notebook, correct?

A. For Bronuck, that’s right.

Q. Okay. Now, we looked at the NDA for Prolensa before

lunch. Bo you recall that?

A. A portion ofit, yes.

Q. Okay. And we looked at the purpose of tyloxapol in the
Prolensa formulation. Oa you recall that?

A. Well, yeah, the part I looked at is what the -- the NDA

stated was the reasonfor tyloxapol in the farmulation,

Q. Okay. Now, in formulating your unexpected results
opinions, did you assume that golysorbate 80 had a different

function for -- in Xibrom and Bramday than tyioxapol has in
Prolensa?

A. Well, in Ogawa, there's no role ascribed to polysorbate

80, so in -- and what I said is, in the '431 patent, that the

role of tyloxapol, in my opinion, for chemical stabilization
of bromfenac sodium,

United States District Court

Gamden, New Jersey 

oNOnekwhA
9

04:55 10

11

12

13

14

04:56 15

16

17

18

i9

04:57 20

21

22

23

24

04:57 25

aonOfmnkhWND
9

04:58 10

11

12

13

14

04:58 15

16

17

18

19

04:58 20

21

22

23

24

04:59 25

Page 876 to 879 of 1002

@. So now I'm talking about your unexpected results

opinions, akay, where you went outside of the patents, right?

You actually looked at product labeling, correct?

A. For pH and -- yes.

QQ. Okay. And from the pH yau -- you derived some opinions
about stability, correct?

A. Well, I noted what the stability was of Xibrom and
Bromday.

Q. Okay. And that -- but that was based on pH data that was
not in the prior art, right?

A. Notin the prior art?
Q. Yes.

A. Well, in the Ggawa patent, the examples were noted pH was

at pH 8, and Ogawaaijso in the pH stability study that was

done, a pH above 8, it was more stable, and so, I mean,it

seemed although pH &.3 and specifically noted in Ogawa '225 --

Q. Can we put up the last demonstrative that was used this

morning in the direct of Dr. Williams, please? Oh, I'm sorry,

it's a couple -- before we get to the double patenting, there

was one that had the pictures of the products on it. Thanks,

Okay. So let me -- maybe 1 didn't focus you enough.

This is what I was talking about. Okay? So you put upa

demonstrative where you compared the actual product pHs,

right? You had the pH of Prolensa of 7.8.
A. That's correct.

United States District Court
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Q. True?

A. Yes.

Q. And you had the pH of the actuai product, Xipram and

Bromday, 8.3, right?

A. Frota their label, yes.

Q. Yes. And mane of thatis in the prior art, right?

A. Idaon't think sa, ne.

Q. Okay. Now -- and as we said, the one difference between

-- jn the ingredient fist between the Xibrom and Bramday, on

the one hang and Prolensa on the ather, is the substitution of

tyloxapal for polysorbate 80, right?

A. That's one differance, yes.

Q. Okay, And you said that that led to an unexpected
result, correct?

A. That's true, yes.

Q. And that was because you believe that the function of

polysorbate 80 and Xibrom and Bromday wasdifferent than the

function of tyloxapol in Prolensa, right?

A. Idon't think I said that about the function of

polysorbate 80 in Xibrom and Bromday.

Q. Well, did you say that tyloxapolis perferming a function

in Prolensa that polysorbate 80 is not performing in Xibrom

and Sromday, is that right?

A. Idon"t -- I actuatly don't recall saying it like that.

Q. Do you agree with that statement?
United States District Court
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A. Well, I mean, there's no role ascribed in the Ogawa

patent which embodies -- which Xibrom and Bromday are an
embodiment of. There's no role -~-

Q. I'm not talking about the -- oh, !'m sorry, 1 apologize.
MR. HASFORD: Your Honor.

THE WITNESS: There's no rale ascribed to palysorbate

80 in there, and so that Ogawa patent solves the chemical

stability problem a different way with the water soluble

pelymer ard the sulfite.
BY MS. ROLLAND:

Q. Allright. Let me try this again. I'm not -- | want you

to think broader than the Qgawa patent, okay? Because when

you testified about unexpected results, you went a lot broader

than the Ogawa patent. You locked at actual products on the

market, So my questions are not about the Ogawa patent but

about the actual products on the market, okay?

is it your opinion that the function of polysorbate 80

in Xibrom and Bromday, the actual products on the market,is

different than the function of tyloxapol in Prolensa?

A, Idon't know what the function of polysorbate 80 is in

the Bromday and Xibrom. I know from Ogawa it doesn't

stabilize bromfenac sodium, but I don't -- 1 mean, maybeit's

a wetting agent. I'm not really sure what the function is.

Q. Well, you knew about --

A. It doesn't seem like it's the same function as tyloxapo!
United States District Court
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in Prolensa.

Q. When you were gathering up all your data about Xibrom and

Bromday, did you try to figure out what the role of

polysorbate 80 was in those products? ‘You figured out what

the pH was, right?

A. The pH is stated in the label.

QQ. Yeah. Did you try to figure cut what the function of

palysorhate 80 was?

A. Well, like I just said, i'm not sure whyit's in there.

It's -- I mean, in the patent, it -- polysorbate 80 does not
stabilize bromfenac sodium. There's data on that.

Q. Okay. Now --

A. The role thatit's playing, I'm not sure.

Q. i'm asking a different question, though. Did you try to

investigate what the role was in the actual products? Did you

try to investigate the rote of polysorbate 80 in xXibrom and

Bromday?

A. In Xibrom and -~ well, not apart from my analysis of the
Ogawa patent.

Q. Okay. Can we see DTX-479A. It should be in your binder.

Well, actually, let's go to 478 first. It's in your binder.

Do you see this is a section from the Xibrom NDA? So

this are statements that plaintiffs made to the FOA about the

Xibrom product.

A. Okay. Let me make sure. So this is DTX-479A?
United States District Court
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Q. 478A first, please.

MR. HASFORD: And I'll just object and note for the

record, Your Honor, this Xibrom NDA, much like the Prolensa

NDA or the Bromday NDAis notpriorart, it's not publicly

available. To the extent counsel is attempting to use this in

connection with an obviousness case,it's not proper.

MS. HOLLAND: ['m using it fer unexpected results, as

T think -- thought the lead-up to that made clear, Your Honor.

MR. HASFORD: And it's certainly not based on what's

known in the prior art, Because that wouldn’t have been known

in the prior art if it was part of the confidential Xibrom NDA

that was submitted to the FDA, Your Honor,

MS. HOLLAND: I just -- Your Honor, we heard a tot of

testimony this morning about the actual Prolensa, Xibrom,

Bromday products that Dr. Williams just said were not prior

art. Notwithstanding that, he gave testimony about them and

their properties in connection with his unexpected results
opinion,

THE COURT:

MR. HASFORD: What he gave testimony based on

Isn't that correct?

publicly-available documents that are out there in the art,

and this was not a pubicly-available docurment. This was a

submission to the FDA that was confidential and so it's not

something that's properiy part of an obviousness case.
MS. HOLLAND: That--

United States District Court
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THE COURT: Well, he can be asked his understanding
of the qualities of the other products, because that’s within

the scope of his direct. If he didn't rely upon this NDA that

was submitted with regard to + is it Xi --

MS. HOLLAND: Xibrom, Your Honor.

THE COURT: Okay. Then he can't be asked about that.
MS. HOLLAND: He can?

THE COURT: He cannot because it would not be in the

prior art.

MS. HOLLAND: Your Honor, nothing that was said by

Dr. Williams about those products was in the prior art. 1
think there wasa little confusion based about what Mr.

Hasfard said.

The information about Xibrom and Bromday and Prolensa,

that we just saw in the slide ahead up there, none of that is

in the prior art, and Dr. Williams just agreed to that.
Dr. Williams testified about a lot of stuff that wasn't in the

prior art this morning to support unexpected results.
THE COURT: But you can't use the NDA that was

submitted to direct his attention to something that he

overlooked or whatever. You can impeach him or you can
cross-examine him -«

MS. HOLLAND: Yes, Your Hanar.

THE COURT: -- based upon whathe -- what he actually
knows, what he testified to.

United States District Court
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MS. HOLLAND: All right.
BY MS. HOLLAND:

Q. Dr. Williams, I want te focus your attention to the

second full paragraph -- well, first of all, let's look at the

top of the page. It says 2.3.P.1, description and composition

of the drug product. Oo you see that?
A. Ido.

Q, And it says bromfenac ophthalmic solution. Do you see
that?

A. Yes.

Q. And then the second paragraph in that section says: The

drug preduct soiution contains bramfenac sodium as the active

ingredient.

Do you see that?
A, Yes.

Q. And then it goes through a list of other -- the other

ingredients in Xibrom, and it says that polysorbate 80, as a
solubilizer.

Do you see that?
A. Yes,

Q. Okay. And do you understand that to mean thatit --

polysorbate 80 is used in Xibrorm to solubilize something
that's insoluble in the formulation?

MR. HASFORD: I'll object, Your Honor. This is the

issue. To the extent she is trying to use this non-prior art
United States District Court
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document in connection with an obviousness case,it's

improper; andif it's secondary consideration, secondary

considerations are based on what would be expected or

unexpected based on the prior art. And this document is not

prior art.

MS, HOLLAND: Your Honer, there seems to be a double

standard here. We heard a lot of testimony this morning on

unexpected results, all kinds of stuff that's not in the prior

art that's in internal documents, documents that are generated

years after the prior art date of 2003, andit’s just as

relevant as any other piece of non-prior art that Your Honor

has heard about this morning, to hear what the actual function

of these excipients are in Xibrom.

The unexpected results opinion is based on Dr. Williarns

saying that the stability, that tyloxapol does something

different in the formulation than polysorbate 80 did. Again,

Your Honor, there's --

THE COURT: So are you asking whether he agrees with

this statement, that polysorbate 80 is a solubilizer?

MS, HOLLAND: I can ask that statement, Your Honor.

THE COURT: T'll permit that.
BY MS. HOLLAND:

Q. Do you agree with what plaintiffs told the FDA here, that

polysorbate 8&0is a solubilizer?

A. Idon't, no.
United States District Court
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Q. Okay. Well, let's turn to DFX-479, then. All right.

And I'd Jike you to turn to Page -- it has 110 on the bottom.
It also has 18443?

MR, HASFORD: If I may, Your Honor, going back to one

of the previous questions, I'd just like to lodge an

objection. Ms. Holland said what the plaintiffs told the FDA.
This was ISTA Pharmaceuticals. This was a different

corporation, you know. Ik was not plaintiffs in the sense of

Senju and B and L telling this to the FDA. So I'd like to

just lodge that objection for the record, just to keep that
clear.

MS. HOLLAND: B and L acquired ISTA, Your Honor.

THE COURT: Right, I understand that, But

technically, it wasn't -- it wasn't the plaintiffs making the

statement whenit was given.

MS. HOLLAND: Well, it was ISTA, which is now part of

plaintiffs.

THE COURT: Right.

MS. HOLLAND: So you could look at it either way, I
quess.

BY MS. HOLLAND;

Q. In any event, if the -- the NDA holder is telling the FDA

that polysorbate 80 is being used as a solubilizer in Xibrom,
right?

A, That's the statement that's made there,yes.
United States District Court
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Q. Okay. Now,I'd like you to turn, as I said, in your --
the next exhibit in your binder, 479A.

A. Okay.

Q. Look at the top of the page. Again, the NDA holder here

is again telling the FDA that benzalkonium chloride was used

as a preservative in Xibrom. Do you see that?

A, No, Where are you?

Q. The top of the page, it’s the second page of
Exhibit 47947

A. Yes, I'm there, thanks.

Q. Okay. So let me just repeat. Do you seeit says

benzalkonium chioride was used as a preservative. Do you see
that?

A. ¥es.

Q. Then it says: Polysorbate 80 was added as a stabilizer

to prevent interaction with bromfenac sodium.

Do you see that?
A. Yes.

Q@. Do you agree that that was the reason polysorbate 80 was
added?

A. Well, that's what they state, but again, I've not seen

any evidence that actually shows that, in fact, occurred.

Q. Let me try one more time, then. Why don't you go to Page
112 in this exhibit.

AL Okay.
United States District Court
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Q, And this says summary from Senju. Do you see that?
A. Yes,

Q. Alright. And again, this is part of the NDA, You

understand that, right?
A. Yes.

Q. So you look at the fourth paragraph down on Page 184447,

It says: As the preservative, benzalkonium chloride was used

because parabens are unstable within the pH range of the

product.

Do you see that?

A. Yes,

Q. And then it says: To prevent the action of -- and then
we have the code name for bromfenac -- with benzalkanium

chloride, polysorbate 80 was added as a solubilizer.

Do you see that?

A, Yes.

Q. Do you disagree with that statement, as well?

A, Imean, they've made that statement, Again, I've seen --

i've not seen evidence where that's, in fact, supported by
data.

Q. Well, do you think it was just conjecture on their part?
A. [haven't -- I don't know whatit is. I read this

statement, but again, I haven't seen any evidence to support
it.

Q. Allright. I want to -- I want to look at one of the
United States District Court
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prior art decuments you looked at this morning, JTX168. All

right. And JTX168 is the '034 patent, right?
A. Yes,

GQ. Now, I'd like you to tell the Court when -- when did this

patent become -- when did this patent issue?

A. Itsays date of patent, December 12, 1995.

Q, Okay. And asof that time, bromfenac had not yet become

a marketed NSAID, correct, for ophthalmic use?

A. You know, EF don't remember when Bronuck was marketed, I

can't quite rememberthat sitting here.

Q. Okay. Assuming Bronuck was marketed in 2000, you agree

that as of 1995, bromfenac was act yet known a5 a marketed

NSAID, correct?

A. If that's true, yes.

Q. Allright. Now, Jet's -- so let's talk about what

happenedin the interim between 1995 and 2003. As of 2003,

Bronuck was already on the market in Japan, right?

A. That's my understanding.

Q, Okay. So as of that time, bromfenac had gone through a

battery of clinicat trials, sight?

A. I would assume so, yes.
Q.  Bromfenac had been shown to be a safe and effective

ophthalmic NSAID as of that me, correct?

A. I would assume that's true in Japan.

Q. Okay. But none of that was known yet in 1995 when you --
United States District Court
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well, you pointed out some of the statements were made in the

‘034 patent, right?
A. Thatif -- that's true.

Q. Okay. All right. Now, can we go back to the 034

patent, please. And I'd like to go ta column 2, line 23, in

the summary of the invention, and I think that that's

something that you looked at in your direct testimany. And I

think you pointed te the secondfine in the summary of the

invention, and you pointed cut the three benzoylphenylacetic

acid derivatives, sight?

A. Well, Tread from that, yes.

Q. Allright. And I think you said that someone of ordinary

skill in the art would have perhaps pursued those in place of

bromfenac, Is that what you said this morning?

A. Weil, I mean, it — based on Yanni, this patent, the --

Yanni presents evidence that bromfenac wouldn't necessarily be

the preferred cut of Table 1, based on what's shown about the

NSAID, about the derivatives of these compounds.

Q. And again, that was as of 1995, correct?
A. That's true.

Q. Allright. So let's fast forward to 2003. None of those

three benzoylphenylacetic acid derivatives in Yanni was a

marketed NSAID at that point in time, right?

A. E-- sitting here right now, I don't know that.

Q. So at least as of 2003, bromfenac had a big Jead on these
United States District Court
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other compounds, right? It was actually a marketed drug?

A. Yeah. I just-- I don't know. I mean, the one an there,
compound 8, nepafenac, I don't know whenit was -- E don't
recall when it was marketed,

Q. Now, are you aware that there are different FDA

requirements to pursue a new -- a different formulation of an

already-marketed drug versus trying to get a completely new

drug on the market?

MR. HASFORD: Objection, Your Honor, It calls fora

legal conclusion as te FDA law.
THE COURT: Just a second.

Well, I think his direct actually touched on this, but

Ti -- T'li permit him to answer this question about whether

he's aware of the different FDA requirements.

THE WITNESS: I mean,I've been involved with new

drugs and developing them for market, just in a limited sense

from the «- it's called the CMC section viewpoint. So to that

extent, I understand there's requirements,
BY MS, HOLLAND:

Q. Okay. Now, to market a completely new drug in 2003 would

have required a full battery of clinical triats, right?

AL Anew -- a new chemical entity?
QO. Yes.

A. There would have -- well, ultimately, my understanding is

there would need to be a new drug application ultimately filed
United States District Court

 
Camden, New Jersey

04/11/2016 06:54:35 PM



aonoakWH=
o

aonnoahwnaA
a3|Be hon-Oowo
16

17

18

19

20

21

22

23

24

05:18 25

 
04/11/2016 06:54:35 PM

892

covering whatever indication for that -- that new chemical

entity.

Q. Right. And there would need to be Phase 1, 2 and 3
trials as well?

A. I-- this is probably out of my area, I mean, generally,

IT understand that’s what's required,

Q. And is it -- are you aware, based on yourtime in

industry working on these things, that to get a new drug

approved takes years and years?

A. I think it varies depending on what the drug is and the

delivery system, but that's all I could say basicaliy about
the time.

Q. And you don't know the cost to develop a new drug, do
you?
A. No.

Q. Allright. All right. Now, I want to -- f want to turn

to your testimony about the use of BAC as of 2003. Do you

agree that as of 2003 ophthalmic solutions that were packaged

in multi-dose containers had to contain a preservative?
A. Yes.

Q, Okay, And that's true today as well, right?

A. That's my understanding, yes.

Q. Allright. And preservative-free formulations are

limited only to ones that are single-dose unit, correct?
A. That's true.

United States District Court
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And Prolensa is a multi-dose unit, right?
It is.

So a preservative would be required in Proiensa, right?
Yes.

All right. You mentioned a product called Acular PF in

your direct testimony. Do you recall that?

AL Yes, Ida.

Q. And you said that was a preservative-free formulation,

right?
A. Yes,

Q. And now, that was a preservative-free formulation because

it was a single-dose formulation, right?

A. Itis, yes.

QQ. The Acular that's not single dose contains BAC, right?
A. That's correct,

Q. Do you know what the relative cost to a patient is of a

multi-dose versus a single-dose ophthalmic product?
A. Idon't,

Q. Aflright. You agree that BAC was used as a preservative

in ophthalmic compositions in 2003, right?

A. It was, yes.

Q. Andit's still used in ophthalmic compositions today,

right?
A. Itis,

QQ. And, in fact, BAC was the most common preservative used
United States District Court
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in 2003,right?

A. T've read that, yes.

Q. Now, you had a sfide up with quotes that you excerpted

from several articles that you said talked about the BAC

toxicity. Do you recali that?
A. Ido.

Q. Allright. Let's look at slide -- [ think it's PDX4-3,

but I'm not exactly sure at this point. Yes, it's PDX4-3.

Now, you told the Court that those slides -- I'm sorry,
you told the Court that those articles talk about BAC

toxicity, right?

A. They do, yes.

Q. Okay. And did you actually read all those articles?

A. Idid, yeah.

Q. Okay. So you know, then, that ali those references, at

least the ones that talk about testing in humans, theyall

discuss toxicity associated with long-term use, right?
A. That's true.

Q. That's not on your slide, though.

A. Weil, I mean,it's part of the reference that I've gotit
from.

Q. Okay. And so you didn’t -- you didn't want the Court to

understand from that slide that any of the toxicity issues

were associated with short-term use, did you?

MR, HASFORD: Objection, argumentative.
United States District Court

Camden, New Jersey

THE COURT: Sustained.

BY MS. HOLLAND;

Q. Allright. Let's loak at that Debbasch article, PTX-268

at Page 106, Let’s go to Page 106, thanks, and let's look at
the first sentence there.

It says: Long-term use of anti-glaucoma drugs has been

associated with toxic, as well as inflammatory changes of the
ocular service -- surface.

Right?

A. That's whatit says.

GQ. Right. And glaucoma drugs or anti-glaucoma drugs are
intended te be taken over many years, correct?

A. That's my understanding, yes.

Q. Allright. Prolensa is not a drug like that, right?

A. Prolensa is not an anti-glaucoma drug.

@. And Pralensa is also not meant to be teken every day for
years and years, right?

A. Yeah, I think it's £4 days, but Dr. Trattler can answer

that kind of question.

Q. Okay. But your understanding is thatit's a 14-day dose
after surgery, right?

A. That's my understanding.

Q. Right. Let's go to Page 107 in this Debbasch reference

and -- yeah, thank you.

I want to focus your attention on the paragraph that
United States District Court

Camden, New Jersey
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begins: To understand the role of preservatives.

Do you see that?

A. Yes,

Q. Okay. And that says: To understand the relative role of

preservatives such as benzalkonium chloride in the toxicity of

long-term use of anti-glaucomatous drugs, we performed a

series of in vivo and in vivo -- in vitro experiments.

Do you see that?
A. Yes.

Q. Okay. And there's aothing in this article that talks

about toxicity related to 14-day use, right?

A. There's not for 14 days, no.

Q. Allright. So I don't want to go thraugh -- I can go

through all of these, but do yeu agree with me that none of

these articles address short-term toxicity in the range of 14

days, that you would have, for example, with a drug like --

well, let me withdraw that.

None of these references that you have on your slide

addressed short-term use of ophthalmic compositions containing

BAG; is that right?

A. Well, they -- they address BAC used as a4 preservative in

-- in this particular study, like it was over a long-term use
is what the focus was.

GQ. Allright. Well, are you willing to agree with me that

the focus ofall the studies were long-term use, or should we
United Statas District Court
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go through them one by one?

A. No. They were,

Q. Okay. Now, you alse -- you also mentionedin your direct

testimony PTX-234, which was a 1998 reference -- well, I

shouldn't -- I'm not even going to call it a reference. it

was a 2998 article fram The New York Times, correct?
AL Yes.

Q. And it talked about -- what you said wasit talked about

an oral bromfenac product, right?

A. It does, yes.

Q. And that product was withdrawn from the market in 1998,

right?

A. That's my understanding.

Q. Okay. Just to be clear, there has never been any safety

concerns associated with -- using bramfenac as an ophthalmic

product, correct?

From a liver toxicity standpoint, like Duract?
Yes.

I don’t know. You would have to ask Dr. Trattler.

All right.
I'm not aware of that.

When you -- when you were putting your testimony together
here with this New York Times article that talked about

toxicity of oral bromfenac, did you do any research to see if

there was any -- ever any toxicity associated with ophthalmic
United Stales District Court
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bromfenac?

A. I didn't. This is -- I mean, there's a passage in Hara

also that talks about the oral bromfenac, and my point was, is

if there's sufficient absorption, you know, that, you know,
that might be considered relevant to one of skill in the art.

Q. As of 2003 -- well, let me withdraw that. [s it your
opinign that as of 2003 there were formulators who were

concerned aboutliver toxicity in administering or developing
ophthaimic bromfenac compositions?

A. Well, as of 2003, a skilled person would have known that

oral bromfenac, taken as this was taken, did cause liver

toxicity and --

Q. Would they know also that ophthalmic --

MR, HASFORD: Your Honor, I think he had some

additional testimony.

THE COURT: Okay, you may continue,
BY MS. HOLLAND:

Q. Go ahead. ['m sorry, I didn't mean to interrupt you.

AL Thank you, thanks,

So they would have known that. Se working with

bromfenac, I mean, by other routes of administration, you're

concerned possibly if it -- depending on how muchis absorbed.

Q. Weil, by 2003, the person of ordinary skitl in the art

knew that bromfenac had passed enough safety and efficacy

clinical trials to be @ marketed product, right, as an
United States District Court

Camden, New Jersey

ophthalmic?

4. In Japan, yes, that's true, yeah.

Q. Okay. So you pointed to an article in 1998 about oral

bramfenac, but as of 2003, there was no safety -- there were

no safety concerns about ophthalmic use of bromfenac, correct?
A. I’m not awareofit.

Q. Now,is it your testimony, Dr. Williams, that as of 2003,
@ person of ordinary skiil in the art would not have included
BAC in a formulation?

A. No, i mean, not exactly, My testimonyis if there was a

known interaction problem, that a person of ordinary skill in

the art would avoid the problem and either -- what I said is

either use another preservative or a preservative free or

possibly switch the active ingredient.

Q. Well, let me ask you about from the toxicity perspective

that you had that slide with the different references that

were intended to show some toxicity of BAC.

Is it your testimony that any of -- that there was a

toxicity issue that would have precluded someone of ordinary
skil} in the art fram wanting to work with a BAC formulation?
A. No, my testimony ts one of skill in the art would have
been awareof studies that talked about the -- when

benzalkonium chloride is applied to the ocular surface, And

so froma formulation standpoint, knowing that, then, in my

opinion, a farmulator would maybe include other types of
United States District Court

Camden, New Jersey
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preservativesin their studies. But I think once ~~ that they

would do the study to confirm if or if not benzalkonium

chioride caused toxicity ar not to the surface.

Q. Allright. Well, you used benzalkonium chloride in

products in 2003, right?

A. That's true, yes.

Q. All right. And is it alse correct that you worked on
some formulations for NSAIDS in 2003?

A. Yes.

Q. Allright. And you have a patent on those NSAIDS

formulations, right?

A. Ihave a -- I think the patent Is more process related,

that NSAIDS are examples of drugs that we studied that work

under that platform.

Q, And in your patent you gave examples of suitable NSAIDS

that could be used in your invention, right?

A. I would have to look at it, I may have.
MS. HOLLAND: Your Honor, this is not on the exhibit

list, but I'm using it for impeachment or to refresh his

recollection, he just asked to seeit.

THE COURT: Is it his own patent?
MS. HOLLAND: Yes.

THE COURT: Any objection?

Mr. HASFORD: So our issue,if it's just for

impeachment purposes, your Honor,it's not being moved into
United States District Court

Camden, New Jersey

evidence, that's fine.

THE COURT: Okay. Very well.
BY MS. HGLLAND:

Q. Allright. So let me --

A. I didn't get a copy, sorry.

MS. HOLLAND: Oh. We have another copy.

THE COURT: Do you want to borrow mine?

MS. HOLLAND: We'll get you another one, Sorry about
that,

THE WITNESS: Thank you.
BY MS. HOLLAND:

Q. So let's jook at what you've just been handed. This is

U.S. Patent 6,509,028, correct?

A. Yes, itis.

And you're the first named inventor on this patent?
Yes.

And the date of the patent is January 21, 2003, right?
Yes.

And just to orient you, i'm going to ask you to look at

Column 10, Line 26,

A. Okay.

Q. Do you see you havea list there of suitable nonstersidal

anti-inflamimatory agents to be used in your invention?
A. Yes.

Q. Okay. And you have a pretty tonglist there, right?
United States District Court
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A. There is a tong list,

Q. And you include bromfenac on that list?

A. It may be.

Q. If you look at one, two, three, four, five, six, seven --

eight jines dawn.

A. Yes, it's there.

Q, And you include at the end of that same line diclofenac,
right?
A. Yes.

Q. Acouple of tines down, 15 lines down, I believe, at Line

40 in Column 10 you inciude ketorolac, right?

A. That's true, yes.

Q. And Line 43 you include flurbiprofen, right?
AL Yes,

Q. And in yourinvention any of those NSAIDS could be used

interchangeably, right?

A. So rememberthis is for nasal and buccal delivery, not
for ophthalmic use.
Q. For nasal or --

A. But, yes, that is what our intention was, is that these

drugs would be applicable to our platform.

Q. Allright. So at least for your nasaor buccat delivery

platform those drugs, bramfenac, diclofenac, ketorolac, and

flurbiprefen, any of those could be used in that same

platform, correct?
United States District Court

Camden, New Jersey
$03

A. That's what we thought,

Q. And you also used benzalkonium chloride in this patent as
a preservative, right?

A. It may have been becauseit's a preservative used in

nasal products,

Q. Allright. Just to confirm, I'll direct your attention

to Column 7, Line 60.

A. Okay.

Q. And you'll see there that the first preservative listed

is benzalkonium chloride, correct?

A. Yes, itis.

Q. Allright. Now,it's true, isn’t it, that in this patent
there's no discussion of the different chemical structures of

the different NSAIDS that you say can be used in the

invention, right?

A. We just presented the drugs.

Q. No discussion of the different hydrogen banding capacity
of those drugs in this patent?
A. No.

Q. You gave some testimany in your direct about the HG,

correct, the Inactive Ingredient Guide?

A. Well, I was going to testify about it but I was thinking
it all got struck, so I actually don't recall.

Q. That was Remington that got struck.

A. Well, I did talk about IITG then.
United States District Court

Camden, New Jersey
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Q. That was spoken about as well.

So 1 think -- let me ask you this first. You know that

the [IG is a list of excipients contained in approved

products, right?
A. Yes,

Q. And you've used the IIG in your own work, right?

A. Ido useit, yes.

Q, And you use it as a starting point in selecting

excipients, right?

A. Well, that and other references, but I do useit, yes.

Q. And you are aware, aren't you, that if you want to use an

excipient that's notlisted in the 136, you need to conduct

additional safety studies, right?

A. Yes, and that's whatI testified to earlier.

Q. And it was your experience in industry that you always

used excipients listed in the IIG, right?

A. That's true, You have to have -- from my experience, you
had to have a reason to, you know, to use an excipient thatis

not in an approved product for that route of administration,

it's possible but that was the easier path if it worked,

Q. Now, you talked in direct testimony about the use of

tyloxapol in prior art formulations and you mentioned that

they were suspensian based formulations. Do you recall that?
A. Yes.

QQ. Ailright. The IIG actually showedfive ophthalmic
United States District Court
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solutions that use tyloxapal, right?

A. It did, yes.

GQ. sI'm sorry?

A, Tt did, yes,

MS. HOLLAND: Let's put up PDX-4-5. It might not be

the zight number anymore. Yes. Thank you.
BY MS, HOLLAND:

Q. Allright. So you testified about this on direct

examination, right?
A. Idid.

Q. And this was meant to show comparative stability, right?

A. Yeah, it's comparing formulations containing either

polysorbate 80 or different concentrations of tylexapoi, the

chemical stability of bromfenac.

Q. And comparison Example 1 is what you chose to use for the

stability of polysorbate 80, right?

A. Well, that's the formulation showing the stability of

bromfenac containing polysorbate 80,

Q. That formulation is nowhere in the priorart, right?

A. I think that formulation is similar to Experimental

Example 4 in Ogawa.

Q. It's not the same as Experimenta! Example 4,is it?

A. It's slightly different in the ingredients.

MS, HOLLAND: Now, I put a demonstrative together,

ODX-61, could we put that up?
United States District Court
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BY MS. HOLLAND:

Q. And it shoufd be in your binder, DDX-4 in your binder.

So what -- you can check this out. But what I've done

is taken the five formulations that you had in your

demonstrative and 1 added Ogawa '225 Example 6. Do you see
that?

AL Yes.

Q. And Ogawa '225 Example 6, in addition to the ingredients

in comparison Example 1, also contains polyvinyipyrrolidone

and sodium edetate and sodium sulfite, right?

A. It does, yes.

Q. Now, when Ogawa '225 Example 6 was tested at a 9H of 8,

it had a stability of 100.9 percent, right?
A. Yes.

Q. And when comparison Example 1 was tested, it had a

stability of 51.27 percent, right?

A. Under the conditions of pH 7, that's what -- that's the

results, yes.

Q. But that formulation did not have polyvinylpyrrolidone or

sodium sulfite, right?

A. Comparison Example 1 does not have polyvinylpyrrolidone
nor sodium sulfite,

Q. And you had testified in your direct testimony that thase

two ingredients, polyvinyipyrrolidene and sodium sulfite, were

used for stability purposes, right?
United States District Court

Camden, New Jersey
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A. According tc Ogawa, that's how Ogawa solved the chemical!

stability problem of bromfenac sodium.

Q. You would expect a formulation that didn't have those two

ingredients to be less stable than one that did, right?

A. Well, according to Ogawa,that's true.

Q. Okay. Now, there was no example in Ogawa where the

formulation of Example 6 was tested at a pH of 7, right?

A. There's not, no.

Q. And if Ogawa Example 6 was tested at a pH of 7, you would

expect the stability to be higher than the 51.27 percent for

comparison Example 1, right?

A. I mean, that's what Ogawa states, but he doesn't have any
data so I actually don’t know what it would be,

Q. But you testified, didn't you, that your opinion would be

that the stability would Ge somewhere in between 51,27 and

200.9, right?

A. That's probably right, yeah.

Q. And it could be somewherein the ballpark of the

tyloxapol compositions that are on this page, right?

A. It could be, yeah.

Q. Before lunch today, we were tafking about the stability

data that you had incitded in your direct testimony that was

based on internal laboratory notebooks of Mr. Sawa. Do you
recall that?

A. Yes.

United States District Court
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Q. This isn’t your binder but I'm going to hand up what
we've marked as JTX-33A.

MR. HASFORD: Your Honor, we are going to have to

object to it. This appears to be Mr. Sawa's laboratory

notebook. To the extent counsel, again, is attempting to use

the internal documents to show obviousness, that's impraper.

We object.

MS. HOLLAND: Your Honor, earlier this morning I

believe you had made the ruling that I] could question the

witness based on the underlying data that appeared in the

tables that he used in his direct testimony, that's what I'm

doing for unexpected results.

THE COURT: Ifit's limited to the underlying data he

actually used in the table he presented there, I'll overrule

the objection. I'll permitit.
BY MS. HOLLAND:

Q. Albright. [f you look at the fast page, which is

JPX-33.204 -- well, you see a table there, right?
A, On 3TX-33.204?

Q. 204.

A. Ido, yes.

@. And at the top of the page you see it says P2000B177. Do

you see that, top right-hand portion of the page?

A. Yes, Ido.

Q. You understand that that was the study protocol that was
United States District Court
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being used to generate this data?

A. I'm -- actually sitting here right now, I'm not sure what
that numberrefers to.

Q. Bid you review this entire document before giving your

testimony this morning about the stability data?

A. No, I think I have reviewed it in the past, but it's been
a while.

MR, KASFORD: I'll also note for the record, your

Hanaer, if appears that this is a Japanese language dacument,

so to the extent there are questions on that and counsel has a

translation, that might be relevant.

MS. HOLLAND: ft apologize. [t's actually earlier in

the document. This is a document that was produced by

plaintiffs to us.
BY MS, HOLLAND:

Q. So nowif you turn to Page 33.30, I think yau'll see it

in English. And f apolagize for that.

A. Okay.

And you see this is test code 20008177, right?

That's whatit says, yes.

And the tester is Shirou Sawa, right?
Yas.

Q. Now,if you look at the Jeft-hand column, there's two

formulations that are labeled A-28 and A-29. Do you see that?
A. Yes.

United States District Court
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Q. And you see that they were tested at 60 degrees C. for

four weeks. Do you see that?
A. So A-27 and 4-28?

Q. No, A-28 and A-29,
A. I see that.

Q. Those were two samples you had on the stability

demonstrative this morning, right?

A. That's true, yes.

Q. And if you look at A-28 and A-29,it says 85.96 for 4-28

as the remaining percent, and 82.01 for A-29 as remaining
percent. Do you see that?
A. Yes.

Q. And that's the data you had up this morning,is that
correct?

A. That's true,

Q. Do you know the data you used this morning came from this
test P2000B1777

A. It appears to be, yes.

Q. Okay. Now, in relying on this data did you review the

protecol for how the data was generated?

A, Idon't recall seeing -- I may have, I just don't

remember, sitting here right now.

Q. Well, let's look at the beginning of the document. Page

2, do you see it says “test protocol?"
A. Yes.

United States District Court

Camden, New Jersey
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And it says for test code P2000B177. Do you see that?
Ide,

Q. And that's the same test code we saw on the table of data

that you had used in cemailing your stability testing results,
correct?

A. Yes.

Q. Okay, Does this refresh your recollection that you
reviewed the test protecol?

A. No, notreally.

Q, Okay. So you don‘t know one way or the other that before

you presented the data, whether you reviewed the protocol for

how it was generated?

A, Treviewed a lot of documents, and justsitting here
right now this doesn't look familiar.

Q. Well, did you look at the purpose of the data, the

stabilized data that was being presented in this document

before presenting it in the Court today?

A. Did I look at -- I'm sorry?

Q. The purpose of this test protocol.

MR. HASFORD: I'll just note an objection for the

record, your Honer, to the extent this is again being

attempted to be used for purposes of obviousness,

THE COURT: It will be based on his next answer, so

your objection is premature.

THE WITNESS: i'm sorry, could you olease repeat the
United States District Court

Camden, New Jersey
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question?
BY MS. HOLLAND:

Q. Does this refresh your recollection that you reviewed the

test protocol on this documentprior to giving your opinions

about the stability data that was generated pursuant to the

test protocol?

A. Iwould have seen it. It's been a while, I would have to

reread it again.

Q. At the time that you were reviewing the stability data in

this document, you were aware then that the stability testing

was being done because bromfenac sodium --

MR. HASFORD: Objection, your Honor, Mave to strike,

This is exactly the purpose they're trying te get it in for

and it's improper. They're trying to get in obviousness. We

objected on this basis. Your Honor allowed them to use this

for the sole purpose of showing him the data, and whatever

other statements they're trying to use this for is improper.

MS. HOLLAND: Your Honor, I den't know how it could

possibly be improper to ask about the protocol of a test that

the expert used in his direct testimony.

THE COURT: You can ask about the protecol but not

the purpose. Your question goes to the purpose.

MS. HOLLAND: It goes to protecal and it goes to what

the stability testing data means.

THE COURT: The protocol in a scientific sense is
United States District Court
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what did the scientist do that led to the results that this

witness relied on, the purpose isn't part of that, the

scientific setup. And so if you want to ask how were the

tests conducted, what were the conditions, then I'll permitit
becauseit reflects on the data.

But my ruling -- my permitting you to use this at all

is a very, very narrow one, it has to be exploring the data

that A-28 and A-29 experiments that the witness actually

relied on as part of his direct testimony.

MS. HOLLAND: So, your Honor, in exploring the data

the question is whether the data reflects physical or chemical

stability data. We heard testimony about the data this

morning with respect to the unexpected results opinions. It

makesa difference as to whether or not the data was generated

to show chemical stability or physical stability, that makes a

difference in terms of the unexpected results.

THE COURT: You can ask what the data showed, But,

again, the purpose, what they expected is intruding into the

area of the inventor's mind of why the inventor was doing what

he was doing.

MS. HOLLAND: Well, I'm sorry, your Honor, can I just

try one more time?
THE COURT: I've ruled. Let's move on,

BY MS. HGLLAND:

Q. Would you turn to JTX-71? This is the '93i Salfmann
United States District Court
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patent you testified about this morning, right?
A. Yes.

Q. And you talked about the disclosure in this reference of

tyloxapol as a solubilizer, right?
A. Yes.

Q. So let's look at that bottom of Colurnn 4, Line 64, It

says, "another preferred solubilizer is tyioxapol,” right? Do

you see that?
A. Yes.

Q. And thenit says, "the concentration used depends

especially on the concentration of the active ingredient.” Do

you see that?
A. Yes.

Q. Thenit says, "the ammount added is typically sufficient

to solubilize the active ingredient." Do you see that?
A. Ido.

Q. And there's no more information there provided to a

person of ordinary skill in the art, right?
A, No more information about what?

Q. About the concentration of tyloxapol to be used in the
formulation.

A. I think the next line --

MR. HASFORD: J object, your Honor, to the extent it
mischaracterizes the document. I don't believe it discloses

an amount of tyloxapol there.
United States District Court

Camden, New Jersey
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THE COURT: The witness can answerif he understands

the question.

THE WONESS: I think Ido. The next sentence gives

direction on -- well, the solubilizer’s concentration rejative

to the active -- to the diclofenac potassium, which is what
Sallmann is about,

BY MS. HOLLAND:

Q. So it says that the -- for example, the concentration of
solubilizer is from .1 te 5000 times the concentration of the

active, right?
AL Yes,

Q@. Okay. And, at least according to this patent, the person

of ordinary skill in the art is supposed to determine the
concentration to use themselves based on the concentration of

the active, right?

A. Well, the -- well, this is talking about the dictofenac

potassium because that's what Salimannis talking about, and

this is telling a skilled person that the amountof the

solubilizer is going to depend on how muchof theactiveis

present. So the more active, then the more solubilizer one

heeds to dissolve that amount of active ingredient.

GQ. And the skilled person would have performed some

experiments to determine that amount, correct?

A. Presumably they would have to. You know, given this

guidance they would have to figure that out what an
United States District Court
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appropriate amountis under the conditions of what's in the --

other ingredients in the formulation, pH, parameters such as

those in order to come up with the amount of solubilizer.

MS. HOLLAND: Your Honer, would it appropriate to
take the afternoon break now?

THE COURT: Okay. Sure.

MS. HOLLAND: Thank you.
THE COURT: Let's about a ten-minute break and we'll

resume about 3:35.

(Brief Recess.)
DEPUTY CLERK: All rise.

THE COURT: Be seated, please.

You may praceed.

MS. HOLLAND: Thank you, your Honor.
BY MS. HOLLAND:

Q. Dr. Williams, you testified on your direct examination

about some of Dr. Davies’ opinions as to chemistry issues in

this case, correct?

A. I mentioned my reliance on some of his opinions, yes.

GQ. And you relied on his opinions as of the time you

submitted your expert reports in this case as well, right?

A. True, yes.

Q. At the Hime you submitted your expert reports, you had

never met Dr. Davies, right?
A, That's true,

United States District Court
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Q. You’ve never spoken to him, correct?
A. That's true.

Q. And to the extent that Dr. Davies and Or. Heathcock have

oppesing views on the chemistry issues, you can't offer any

opinion on which of the twois correct, right?
A. That's true.

Q. I just want to turn briefly of your opinions on pH in

connection with unexpected results.

Yau testified that Prolensa has a pH of 7.8 and

Bronuck®, Xibrom®, and Bromday® have a pH of 8.3, right?
A. Yes.

Q. Now, the Ogawa Example 6 has a pH of 8, right?
A. Yes.

Q. And do you agree that the preferred pH range in the Ogawa
patent is 7.5 to 8.5?

A. That's what Ogawa states, yes,

Q. To be clear, Claim 6 and 20, the two asserted claims here

don't have any specific limitation as to pH, right?

A. They have the limitation suitable for ophthalmic

administration but there's ne specific pH value or range.

Q. And you agree that pH 8.3 would be suitable for

ephthaimic administration, right?
A. Yes.

Q. Now, you testified that the pH difference between the

prior formulation, which is the Xibrom@®, Bromday® formulation,
United States District Court
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and the Prolensa is .5 units on the pH scale, right?
A. Yes.

Q. Okay. Now, you've said that the pH of Prolensa is 7.8.

Are you aware that there's actually a range of pH at which
Prolensa can be released?

A. Can be released?

Q. Well, let me do this in the context of the document.

Let's look at PTX-125C, and this is the section of the

Prolensa ANDA. Do you see that?
A. Ido.

@. And this section is entitied specifications. Do you see
that?

A. Yes.

Q. It says it contains the release and shelf specifications

for Prolensa, right?
A. Yes.

Q. And if you look down at the pH specification --

MS. HOLLAND: Can you highlight that? Thank you.
BY MS. HOLLAND:

Q. It says release 7.6 to 8.0. And then shelf 7.4 to 8.1.

Do you see that?
A. Edo.

Q. And you've had experience with specifications before in

your time in industry, right?
A, Yes,

United States District Court

Camden, New Jersey
o79

Q. So you know that a release specification meansthat if a

batch of Prolensa has a pH anywhere between 7.6 and 8.0,it

tan be released to the market, right?

A. That's true. Yes, that's my understanding.

Q. And similarly, a sheiF specification means that the pH of
Prolensa can go up between -- anywhere between 7.4 and 8.1

during its shelf life and that would still be within FOA

appraved product, correct?

A. That's my understanding, yes.

MS. HOLLAND: That's all I have, your Honor.

THE COURT: Okay. Thank you.
Redirect?

MR. HASFORD: We have some redirect, your Honor.

{REDIRECT EXAMINATION OF ROBERT O. WILLIAMS, IE BY

MR. HASFORD:)
BY MR. HASFORD:

Q. Let's pull up PDX4-5,please.

Did you hear -- or Dr. Williams, do you recall

Ms. Holland asking you various questions about the closest

prior art in connection with PDX4-5?
A. Yes.

Q. Did you hear Or. Lawrence testify that boric acid, Borax,

disodium edetate, benzalkoniurm chloride, polyvinylpyrrolidone,

and sodium sulfite in the formulation of Example 6 of the

Ogawa '225 patent would not detrimentally affect its basic and
United States District Court
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novel properties, including stability?

A. Yes, I heard her say that,
Q. And POX4-5 includes the three formulations that were

tested in Experimental Example 1 of the '431 patent. Do you
see that?

A. Yes.

Q. What are the components of Comparison Example 1 in Table

1 in Experimental Example 1 of the '431 patent?

A. So that's the bromfenac sodium, boric acid, Borax -- I'm

sorry, there is no Borax -- benzalkonium chloride, Polysorbate

80, and then water.

Q. How, if at all, do the other formulations in Experimental

Example 1 differ from the formulation of Comparison Example 1

of the '431 patent?

A. They differ in the surfactant that’s added, being

tyloxapol, and then there is different levels of tyloxapol

being studied.

Q, Does Table 1 of the '431 patent disclose chemical

stability test results?
A. Yes.

Q. Does Comparison Example 1 in Experimental Example 1 of

the '431 patent reflect the closest prior art as defined by
defendants?

A. In my opinion, yes.

Q@. Do you recalt that Ms, Holland asked you various
United States District Court
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questions on cross exam about the FDA's Inactive Ingredients
Guide?

A. Yes.

Q. Let's put DDX2-55 up on the screen.

Does DDX2-55 depict a portion of the FDA's Inactive

Ingredient Guide in DFX-196?

A. It does, yes.

Q. Let me direct your attention to the top fine for

tylexapal-containing ophthaimic solutions. As of the date of

OTX+196, how many ophthalmic solutions containing tylexapol

had been approved by the FDA?
A. It lists five here.

Q. As of the date of DTX-196, were any of the five

FDA-approved tyloxapol-containing ophthalmic solutions NSAID

products?
A. No.

Q. Did you hear Dr. Lawrence testify that, in her opinion, a

person of ordinary skili in the art would only have looked as

of 2003 to those excipients listed in OTX-196 when formulating

an ophthalmic NSAID solution?

A. Iheard that, yes.

Do you agree with Dr. Lawrence's cpinian?
No,

Why not?

Because, as I testified earlier to, that is one source,
United States District Court
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but a skilled person, if an excipient that's not in the EIG

list works in the formulation and nothing else does, then

there is a path in order -- a path te get that particular

additive in an approved product. I mean, in essence,

somebody's got to be thefirst.

MR. HASFORD: Noel, can you please put ODX-1-18 up on
the screen.

BY MR. HASFORD:

Q@. Do you see that DDXi-18 also reflects partians of DTX-196
which the defendants haveintrodsuced into evidence as the

FDA's Inactive ingredients Guide?
A. Yes.

Q. As of 2003, how many ophthaimic solutions containing

Octoxynol 40 had been approved by the FDA?
A. There's one fisted there.

Q. Do you recall testifying earlier that Acular included

Octoxynoi 40 and was approved in 1992?

A. It did, and yes, I remembertestifying.

Q. As of 2003, what was the one ophthalmic solution

containing Octoxynol 40 that had been approved by the FDA?
A. That's Acular.

Q. Did the developers of Acular use a nonionic surfactant,

namely Octoxynol 40, that had not previously been listed in

the FDA Inactive Ingredient Guide?

A. They did, yes.
United States District Court
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Q. How,if at all, does this relate to your opinion that a

person of ordinary skill in the art as of 2003 would not have

limited the choice of surfactants for an NSAID ophthaimic

solution to only those listed in the FDA Inactive Ingredient
Guide?

A. Well, it's an — it's an example of -- of product that's

developed with an excipient that wasn't previously listed in

the IIG, and that they apparentiy undertook studies to get it

approved and nowit's listed.

Q. Do you remember Ms. Holfand asking you questions on

cross-examination about one of your patents?
A. Yes.

Q, Does that patent deal with nasal and buccal formulations?

A. Yes, it does.

Q. De nasal and buccal formuitations differ from ophthalmic

solutions such as the aqueous liquid preparations of the ‘433

patent?

A. It's a different route of administration, yes.

Q. Do you remember Ms. Holland asking you questions on

crass-examination about whether the pH of Xibrom® and Bromday®
is in the prior art?

A. Yes.

Q. Is it your understanding that the pH of Bronuck@ is 8 to

8.6 and that was disclosed in the prior art? And, if

necessary, we can go to the new drugs in Japan reference to
United States District Court
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refresh your recollection.

A. Okay.

Q.  Gkay. Let's pull up the new drugs in Japan reference.

Let's turn to the next page. Following page.

Okay. So, take a look, if you would, at the page

bearing Bates Number -- ['m sorry, Noel, go up.

Let's take a look at J7X+210, at the package bearing

Bates Number PROL 0364732. Let me direct your attention to

the right-hand column and, tn particular, the table that says

"Composition/Properties." Do you see that?
A, Yes.

Q. Does JTX-210 disclose the pH of Bronuck® as 8 to 8.67

A. It does, yes.

Q. Is it your understanding that the defendants have taken

the position in this case that Bronuck®, Xibrom®, and Bromday®

all have the same composition?

A. That's my understanding.

Q, Do you remember Ms. Holland asking you various questions

on cross-examination about the unexpected results disclosed in

the 431 patent?
A. Ido,

Q, Let's take a look, if we would, at the '431 patent, and,

in particular, Experimental Example 1. It's going to be
ITX-1.

De you have an understanding as to whether the '434
United States District Court
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patent discloses chemical stability results for formulations

of bromfenac containing tyloxapol?
A. Tt does -- it does.

Q. Where, if at all, does the '431 patent disclose chemical

stability results for formulations of bromfenac cantaining

tyloxapal?

A. So, there is a row that's titled "Remaining Rate," as ~~

and a percent, so that's the chemical stability of bromfenac

sodium that is remaining in solution, integrated as a function

of the testing conditions.

Q. Are those results disclosed in, among other places, Table

1 in Experimental Example 1 of the '431 patent?

A. They are, yes.

Q. During prosecution of the '431 patent, did the patent

examiner credit the unexpected chemical stability results of

Experimental Example 1 in allowing '431 patent to issue?

MS. HOLLAND: Your Honor, all these questions have

been leading.

MR. HASFORD: I'm happy to rephrase that one, your

FHE COURT: Okay. Please do.
BY MR. HASFORD:

Q, What, if anything, did the patent examiner say about the

results in Experimental Example 1 of the ‘431 patent during

prosecution?
United States District Court
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A. As I testified to earlier, the patent examiner credited

in the notice of allowance the stability results presented in
Table 1 -+

Q. Did --

A.  -- of Experimenta! Example 1.

Q. lL apolegize.

Did the patent examiner credit them as unexpected?

A. Yes, that's the word he used.

Q. Regardless of whatever else tyloxapol may do in the

Prolensa® formulation, do you have an opinion as to whether or

not tyloxapol chemicaily stabilizes bromfenac?
A. Ede.

Q. What is your opinion?

A. My opinion is, based on the data I've seen, that-- is

that tyloxapoal does chemically stabilize bromfenac sodium in
solution.

@. In your opinion, was that expected or unexpected?

A. In my opinion, it was unexpected. I've not seen anything
in the literature that would have suggested tyloxapol would

have chemically stabilized bromfenac sodium,

MR. HASFORD: Nothing further at this time, your
Honor.

MS, HOLLAND: Your Honar, canIfollow up with just a
couple of questions an one topic?

THE COURT: Okay. Couple means two,
United States District Court
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MS, HOLLAND: Now I have to select carefully.

(RECROSS EXAMINATION OF ROBERT ©. WILLIAMS,3] BY

MS. KOLLAND:)

Q. Dr. Williams, I wast to talk very briefly about your

testimony that you gave on the notice of allowance, You just

testified about that on redirect, correct?
AL Yes.

@. isn’t it correct that the examiner whe -- who you said

issued the notice of allowance didn't have al) the prior art
that’s been discussed in this case?

A. I--I'm not sure. I haven't considered that question.

Q. So you don’t know whether or net the Court has more prior

art at its disposat than the examiner did during prosecution?

A. I just haven't compared what's -- what the prior art is

now compared to what the examiner had. I mean, I think on the
face -- let's see -- that's JTX=27

Q. So you have --

MR, HASFORD: I believe he's asking for JTX-1 --

THE WITNESS: #m sorry, the '431 patent. JTX-1?

Thank you.

So the examiner had -- I'm sarry?
BY MS, HOLLAND:

Q. You don't see the Schott reference there, for example,
right?

MR. HASFORD: Hold on. I think we're trying to get
United States District Caurt
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the 431 patent, the face, put up, your Honor,

THE COURT: Okay.

MS. HOLLAND: I'm sorry. It's my examination. Can I

put up the exhibits IT want to put up? Thank you,

THE COURT: All right. Let's proceed.
BY MS. HOLLAND:

Q. Br. Williams, do you recall the question?

A. Idon't. I'm sorry.

Q. Allright. 1 apologize.

All right. Before offering your opinion today about

the notice of allowance, you did not check to see whether or

not the examiner had all the prior art before him that we have

before us at the trial of this case, correct?

AL Imean, I was aware that the examiner had the Ogawa "225

patent, the Yanni '034 patent, the Desai '929 patent, so, I

mean, the examiner had some of the prior art that I've been

speaking of,

GQ. Okay. Somebut notall, correct?

A, I--T hesitate to say that because I hadn't actually

done the comparison.

Q. Okay, that's fine.

But you are aware that the examiner didn't have the

benefit of any expert testimony on the issves before issuing

the notice of allowance, right?

AL I-- Tactually -- I don't know what -- if -- I'm not
United States District Caurt
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sure the answer to that question.

Q@. Okay. Nothing further. Thank you.

MR. HASFORD: Nothing further from us, your Honor.

THE COURT: Okay. I have so questions.

THE WITNESS: Thank you, sic.

THE COURT: So you may step down.

THE WITNESS: Thank you.
MR, HASFORD: IT think we still have a Sit of a

housekeeping matter, your Honor, in terms of getting the
exhibits moved into evidence.

THE COURT: Yes,

MR, HASFORD: I think we read thelist that we had

already, and counsel was going to consider whether they had

any abjections to thase.

MS. HOLLAND: We don't have any objections to those,
but I would also like to move in some of the exhibits that

were used during cross-examination.

THE COURT: Okay. Just a moment. Let me return then

to the plaintiffs list and I'll read those into the record,

Ckay. The fallowing exhibits are received into

evidence: PTX-294, PTX-268, PTX-272, PTX-326, PTX-273, also

PTX-324, PTX-265, PTX-591, PTX-592, PFX-593, FTX-144, also

PTX-474, aiso JFX-18. They are all received into evidence.

(EXHIBITS PTX-294, PTX-268, PTX-272, PTX-326, PTX-273,
PTX-324, PTX-265, PTX-591, PTX-592, PTX-593, JTX-144, PTX-474,

United States District Court
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AND JTX-18 WERE RECEIVED IN EVIDENCE.)

MR. HASFORD: Thank you, your Honor,

THE COURT: Okay, Ms. Holland?

MS. HOLLAND: Yes, your Honor. It's JTX-25,

DTX-479A, DTX-478.

THE COURT: Those were only for impeachment, weren't

they?
MR, HASFORD: Yes.

THE COURT: So they wouldn't come into evidence.

MS. HOLLAND: I apologize, your Honor. Why don't

I -- is it okay if I discuss this and then come back ta you

rather than taking the time now? Becausé I agree there were

some used for impeachment.

THE COURT: All right.

MS. HGLEAND: Thank you. We will do It at the end of

the day.

MR. RASFORD: We are happy to confer with them, your

Honor, and see if we can came to an agreement,

THE COURT: Allright. Okay. Are we ready for
another witness?

MR. KASFORG: Weare, your Honor.

THE COURT: Now, there are same documents up here

that you may wish to retrieve,

MS. LEBEIS: Good afterncen, your Honor, Jessica

Lebeis of Finnegan, Henderson for plaintiffs.
United States District Court
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THRE COURT: Okay, Ms. Lebeis, you may proceed, and

please call your next witness.
MS, LEBEIS:

Dr. Frattler,

THE COURT:

Plaintiffs would now iike to call

Dr. Trattler, please come to the witness
stand.

MS. LEBEIS: Your Honor, may we please pass out
binders?

THE COURT:

MS, LEBEIS:

THE DEPUTY CLERK: Sir, place your [eft hand on the

Yes.

Thank you.

Bible right there and raise your right hand.

(WILLIAM B. TRATTLER, HAVING BEEN DULY SWORN/AFFIRMED,

TESTIFIED AS FOLLOWS:)

THE WITNESS: Yes, I de.

THE DEPUTY CLERK: Can you please state your name,

sir, and f need you to spell your first and last name, please.

THE WITNESS: Sure. It’s William, spelled

W-I-L-L-1-4-M, last name is Trattler, T-R-A-T-T-L-E-R,

THE DEPUTY CLERK: Thank you, sir, Please soeak into

the microphone when yau get in the seat, please.

THE COURT: Okay, Ms. Lebeis, you may proceed,

(DIRECF EXAMINATION OF WILLIAM B, TRATTLER BY MS. LEBEIS:)

Q. Good afternoon, Dr. Trattler.
A. Good afternoon.

United States District Court
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Q. Would you please state your address for the record.

A. Sure. My address is Center for Excellence in Eye Care,

$940 North Kendall Prive, Number 400, Miami, Florida, 33176.

QQ. Where are you presently employed?

A, Iam employed at the Center for Excellence in Eye Care.

Q. Whatis your current position at the Center for

Excelience in Eye Care?

A. I'm an ophthalmologist.

Q. Do you specialize in any area of ophthalmology?

A. Yes. I specialize in cornea, cataract, and refractive
surgery.

Q. Whatis refractive surgery?

A. Refractive surgery are procedures to help eliminate
people's need for glasses, whetherit's glasses for distance

or glasses for reading.

Q. How long have you been an ophthalmologist at the Center

for Excellence in Eye Care?

A, Nineteen years,

QO. Would you please describe your responsibilities as an

ophthalmelegist at the Center for Excelience in Eye Care?

A. Yes. During the week I see patients who comein for

consultations for typical eye problems, and they can include

consultations for corneal problems, they may come in for

cataract consultations, or for refractive surgery which is

like LASIK surgery, which you may have heard of, and then 1
United States District Court
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also perform those procedures, I perform corneal procedures,

lots of cataract surgery, as well, laser vision correction
such as LASIK.

G, How much cataract surgery do you perform?

A. TL perform approximately 60 cataract surgeries per month,

so a little bit over 700 per year.

Q. What, if any, experience have you had with drugs used te

treat pain and inflammation after cataract surgery?

A. Well, when we perform cataract surgery, you're basically

performing surgery, and all patients experience inflammation

after cataract surgery, so ali cataract surgery procedures

are -- all patients who have cataract surgery are treated with

anti-inflammatory medications to control and reduce the

inflammation after surgery.

Q. Would you please turn to PTX-164 in your binder and

identify that document,

AL Yes. This is my curriculum vitae.

Q. Does your curriculum vitae accurately reflect your

educational aad work experience?

A. Yes, it does,

Q. Would you please briefly describe your educational

background following your graduation from high school?

A. Of course. I went to Dartmouth College in New Hampshire
for my undergraduate degree and graduated with honors.

Ithen went to Miami, I went to the University of Miami
United States District Court

Camden, New Jersey 

antaahWN

oNmonkwNH

Page 932 to 935 of 1002

934

School of Medicine, where I graduated from medical school.

I then spent one year doing my internship at Mount

Sinai Hospital in Miami Beach,

I then came here -- came to Philadelphia, to University

of Pennsylvania, Scheie Eye Institute, where I completed my
ophthalmology residency.

I then spent an extra year of training called a Cornea

Fellowship which I completed in Dallas, Texas, at the

University of Texas, Southwestern Medical Center,

Q. What did you do after completing your Cornea Fellowship?

A. After my training, I returned to Miami, and I joined the

practice at Center for Excellence in Eye Care,
EF was also hired to be -- to work at the Veterans

Hospital in Miami where I trained the Bascam Palmer

Ophthalmology residents how to do cataract surgery and perform
exams.

Q. What,if any, academic appointments have you held?

A. Well, since I -- whan I arrived into Miami, I started

teaching at Bascom Palmer and supervising residents, so I was

given a volunteer assistant professor of ophthalmology

appointment from Bascom Palmer Eye Institute, and then we also

teach the -- I also teach at Florida International University

Caliege of Medicine, so i'm on the volunteer faculty for that
medical school as well,

Q. What, if any, teaching have you done?
United States District Court
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A. Well, Tlove teaching. I started off teaching during my
residency. The medical students would rotate through

ophthalmology and I'd always volunteer to be one of the

instructors, and I did win two teaching awards while I was a

resident. And then since then, I always love teaching, both

supervising young doctors in training, also participating in

giving lectures and writing articles and things like that, but

just trying to help educate my colleagues.

Q. You mentioned that you won a teaching award. What,if

any, other honors or awards have you received in connection

with your wark?

A. Right. Well, the C.V. is pretty much up to date, but

there was one recent award. I was given an award by the

American Academy of Ophthalmology, there is a part ofit

called the International Society of Refractive Surgery, and I

was given one of the big awards for the yearcalled the

Caseheer Award for my work in refractive surgery.
I have received the Senior Achievement Award from the

American Academy af Ophthaimolegy; a aumber of other awards.

One that may be of interest, since we're talking about

cataract surgery, is is 2006, I was given the Top 50 Cataract

and Refractive Surgery Opinion Leaders, as voted on by the

readers of Cataract & Refractive Surgery Today, and a number

of other awards. 2 have been very fortunate.

Q. Have you published any research articles?
United States District Court
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A. Yes, I have,

Q. Are your published research articles listed in your
curriculum vitae?

A. Yes, they are.

Q. Generally speaking, what types of research articles are

reflected in your list of publications ia your curriculum
vitae?

A. There are articles in and around the areas of cataract

surgery, refractive surgery, and dry eye, as well as corneal

surgery.

Q. Have you conducted any clinical trials?

A. Yes, many.

Q. In how manyclinical trials have you been involved?

A. [think it's been in the approximate range between 80 and

a hundred clinical trials during my career.

Q. Generally speaking, in what types of clinical triats have

you been involved?

A, Thave been involved ina whole -- a wide variety of

clinical trials. I have been involved in pharmaceutical

trials for drugs to be used in and around cataract surgery, so
both NSAID studies and steroid studies in and around cataract

surgery. I have been involved in other medication studies

such -- for approvals for dry eye preducts. I have been

involved in -- in interocular jens technologies, both in

patients that wanted to get rid of their need for glasses for
United States District Court
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myopia, as well as for patients that are undergoing cataract

surgery.

Q. Are the clinical tials in which you've been involved

listed on your curriculue vitae?

A. Yes, they are.

Q. Have you conducted any clinica? trials involving

bromfenac-containing products?

A. Yas, T have,

Q. Which bromfenac-containing products?

A. So, I was involved in the -- in the clinical trial for

Xibrom®, for the FDA approval for that, as well as involved in

one of the studies for -- that eventually led to the approval

of Bromday®.

Q. Have you conducted anyclinical trials involving any

other NSAID-containing products?

A. Yes. I was also an investigator for ketorolac 0.45

percent, which eventually got FDA approved and is known as
Acuvail@,

Q. Do you regularly attend and present at scientific

meetings?

A. Yes, Ido.

Q. Approximately how many such scientific meetings have you
attended?

A, Well, I typically speak at about 15 conferences or --

conferences a year, in the 15 range.
United States District Court
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Q. Have you previously been recognized by other courts as an

expert in the field of ophthalmology, including cataract,

corneal and refractive surgery?

A. Yes, Ihave.

MS, LEBEIS: Your Honor, plaintiffs offer

Dr. Trattier as an expert in the field of ophthalmology,

including cataract, corneal and refractive surgery, and the

drugs used in connection with cataract surgery.

THE COURT: Any objection?

MS, HOLLAND: No, your Honor.

THE COURT: All right. Fhe Court will recogaize

Dr. Trattler as an expert in thosefields,

MS. LEBEIS: Thank you, your Honor.
BY MS. LEBEIS:

Q. Let's now discuss your opinions in this case.
A. Yes.

Q. Let's first discuss cataracts and cataract surgery.

First of all, what are cataracts?

A. So, cataracts are a natural aging of the lens inside your

eye, and cataracts can occur in young patients, in infants,

but typically they occur in patients aged 50 or older, and

it's just a natural aging change ieading to blurring of vision
over time,

Q. Have you prepared a demonstrative to assist the Court

with your testimony?
United States District Court
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A. Yeas, I have.
MS. HOLLAND: Is this moved in ar --

MS. LESEIS: No,

BY MS. LEBEIS:

Q. Whatis illustrated in the demonstrative marked as
PDXS-17

A. Allright. This is an example of a patient with a

cataracts. You can see the eyelids above and below, to give

you an orientation. The brown part of the eye is the iris and

in the white central area is the fens of this patient that's

turned white, and that is a very advanced cataract,

Q, What,if anything, are the symptomsof cataracts?

A. So, cataracts, as they develop, you slowly lose your

ability to see crisply and you get blurred vision, and it

starts to impact your ability first to -- often to drive, so

people can havedifficulty seeing road signs. They can

experience glare when driving at nighttime, Patients can

report difficulty reading, working on the computer, and other
visual tasks.

Q. How common is the development of cataracts?

A. So cataracts are universal. All patients, if you live

long enough, will develop cataracts, and I guess probably by

the age 80 or so, pretty much everyone has some degree of

cataract formation in their eye.

Q. What, if anything, occurs if cataracts areleft
United States District Court
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  untreated? the surgery is performed and then the -- how the eye is

A. Well, cataracts are progressive and over time, they lead affected by the surgery, which is where Prolensa® will be
instilled.

THE COURT: Weil, I'm interested in the latter part,

to worse vision over time. So, you know, patients can decide

at what point they want to have surgery, but eventually, it
06:42

leads to loss of vision and biindness, but the earlier part, i would just permit the witness to

Q. Why do cataracts form? quickly describe it. I am not unfamiliar with eye surgery. J
A. It's unknown why cataracts form. It's just a natural have not had it, but it's a subject that comes up in
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aging change of the eye. litigation from time to time.

9 MS. LEBEIS: Well, I would add, your Honor, that the
06:43 10 video -- it's a short video. And I would -- it's not --

w Q. How,if at all, are cataracts treated?

 06:40 10 A. The only treatmentfor cataracts is surgery. And so at

 
 
 
 
 
 
 
 
 
 
 

 11. some point during the development -- during a patient's 41° wouldn't describeit necessarily as graphic. It just shows
 12. experience with a cataract, they'll opt to have cataract 12 actually how it occurs. It shows how, as Dr. Trattler just
 13° surgery to basically, essentially, remove the cataract and to 13 described, the capsule is removed from the eye and the
 14 have a newartificial lens placed inside their eye. 14 cataract is removedfrom the eye. As you know, Prolensa@ is
 06:43 15—used to treat inflammation.

16 THE COURT: Well, how short is it?

17 MS. LEBEIS: It's just over two minutes, between two

06:40 15 OQ. How is cataract surgery performed today?

 16 A. Well, minor cataract surgery todayis performed basically

 17 by using an ultrasound device te basically vibrate and break

 18 up the cataracts, and then following that, we place a new jens 189and three minutes.

 
 
 
  

 
 
 

  

 

#9 inthe eye. We also can use laser to pretreat the cataract to 19 THE COURT: Okay, 1 will permit it. I didn't realize
06:41 20=soften the cataract, making it a little bit easier to remove. 06:43 20 it was that short.

21° I think -- I like to think of cataract as kind of like a 21 MS. LEBEIS: Yes. Thank you, your Honor,
22=peanut M&M, to try to make it simple. So the outer layer of 22 Noe, will you please puil up the video,
23~~the cataract is called the capsule, similar to candy coating 23 THE WITNESS: Okay. You can see --

 24° BY MS. LEBEIS:

06:43 25 @. Dr. Trattler, would you just please explain what's being
United States District Court

24=~of a peanut M&M. There is a -- the chocolate areais kind of

 
 

06:41 26 the cortex area that was removed near the end of the surgery.
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1 And the central partis the -- there is this dense central 7 shown? And let Noel know when you're ready to start the
2. part which wecall a nucleus, which is kind of similar to the 2 video.

3 peanut ina peanut M&M, but when wedo cataract surgery, we 3. A. So this is a patient of mine that had the laser treatment

4 will work first on removing the nuclear part, and then work on 4 of their cataracts, You see that's what the grid pattern in
06:41 § the cortex part, but leave the capsule in place because that's 5 the nucleus has already been created andis actually one of

6 where the new intraocular lens will rest after surgery. 6 the incisions, the main incision which is going to be right
7 Q. To assist the Court with your testimony, have you 7 here, has already been created with a laser, so you would just
8 prepared a demonstrative video showing how you perform 8 open it up without using a -- a blade. But we will make a

$8 cataract surgery using phacoemulsification? 9 tiny incision to help with the surgery so you can go ahead and
 
 

06:41 10 A. Yes. 06:44 10—start the video.

11 MS. HOLLAND: Your Honor, we have an objection to 11 And thefirst step is we're going to place an
 12. this video. A, we don’t see the relevance ofit to this case 12 anesthetic inside the eye so that during the surgery it's
 13 in terms of the drugs that are used to treat postsurgery, and 13 comfortable, And then we're going to place a gel to kind of
 14° keep the eye formed. You see, this is the anesthetic going in

06:44 15 and on the surface of the eye. And that's the gel that's

14 itis a graphic video, so i think that the prejudice outweighs

 
 

06:42 16 the relevancein this case.

16 THE COURT: Well, what would be the relevance? I

17 didn't know that the drug was associated with anything that
16 placed. And we're going to open up theincision. Right here,

 47 you can see thatit's just opened, And we're not going to —~

 18 happened before the endof surgery. 18 we're not going to use a suture at the end of this surgery.
19 MS. LEBEIS: Your Honor, the video is relevant

06:42 20 because Prolensa®, as you know, is indicated for the treatment
 19 Nosutures are needed. I will explain how that works. But we

 06:44 20 basically take off the very outer layer of the candy coating
 21~~of pain and inflammation following cataract surgery. It's 21° we talked about, the capsule. We then injecta little fluid
 22~~instilled before cataract surgery and then immediately 22 just around the nuclear -- or part of the lens, to free it up.

 
 

23~~thereafter, But the video is relevant because it shows the 23 And so now this Jensis -- or the central dense part has been
24—environmentin which the drug will be instilled following 24° freed up. It makes it much easier to remove. And it's --

 06:44 25_—it's a device called ultrasound, called phaco, where we're --
United Sfates District Court
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this little device is vibrating hack and forth, and that's

wherethereis inflammation that occurs with this procedure is

because, as you can see, we're basically breaking up this lens

into tiny, tiny little pieces and it’s vacuumed into the

little central port.

We can see that most of the nucleus is being removed at

this point, and this is the very last piece of the nucleus

being removed.

You can see at this point we're left with just some

wisps left, and that's called the cortex, and we're going to

use this little device here just vacuuming out the wisps of
cortical material that's left.

Any cortical material that is not removed will lead to

further inflammation, so it would be best to removeall the

material from the eye, of the cortex and the nucleus during

the procedure, although sometimes smail tiny fragments,

sometimes tiny amounts of the nuclear material or cortical

material can be left behind. But most of it's removed with
vacuum,

So now we're injecting the -- the gel back into the

eye, and we're placing the plastic lens inside the eye. And

s0 this is the lens, and it’s going to be just positioned in

the capsule, and we're going ta remove the gel from the eye.

And at the very end, you will see we're going to basically

fill up the eye with fluid, but we do not use a suture during
United States District Court
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this procedure at all, and the incisions are afl kept

watertight by the internal pressure. They can be opened by

just pressing on the edge or thelip of the incisions that are

created, so that's why it's very Important and we advise our

patients not to rub their eyes during the postoperative

period. But you can see no stitches are needed, and this is

the end of the case, with the eye firm and the incisions are
therefore closed.

Q. Thank you, Or. Trattler.

You just mentioned that you do not --

THE COURT: Excuse me. May Task a clarifying

question? And, again, if there is any ebjection, then object.

Was this in realtime? is this how quickly the

Procedure goes?

THE WITNESS: No. We -- I cut aut a few litte

parts, like where ? transition with the instruments or in

shewing the nuclear removal. The typical case is about eight
minutes, This is about I believe bvo minutes and 30 seconds
or so.

THE COURT: Okay. Thank you.
BY MS. LEBEIS:

Q. Dr. Trattler, you mentioned that you do not use sutures

or stitches. How,if at all, does the incision heal?

A. Right. So the incision will heal over the first four --

four to -- four or five days. The next day it's still very
Uniled States District Court

Camden, New Jersey
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easy, if the pressure is elevated, we can actually press on

the lip of one of the incisions and release somefluid if

needed. So, typically, over the first few days, the incision

slowly heals, But it is an open incision, which is why we

instruct our patients to sleep with a shield at nighttime so

they don't rub their eyes during nighttime, and also advise

them to not rub their eyes because they can lead to, you know,
opening of that wound which could lead to infection or other

complications.

Q. How, if at all, does the cataract surgery which we just

saw result in pain and inflammation in patients who undergo
it?

A. Right. So, as you can see from the -- from how the

surgery is performed, we make incisions in the eye, and we're

using ultrasonic energy within the eye, and that leads to

inflammation being generated.

Q. How,if at all, aré pain and inflammation after cataract

surgery treated?

A. Right. So the -- so what we typically use is we use

eyedrops actually prior to surgery to pretreat the eye, and we

use anti-inflammatory eyedrops, and then we continue the same

anti-inflammatory drops during the postoperative period to

suppress the inflammation and to treat the inflammation, and

also to try to knock out the pain that's a result of the

inflammation from surgery.
United States District Court
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Q. What types of anti-inflammatory drugs are used?

A. There is two classes of agents that we use: We use both

topical steroids and topical nonsteroidal drops.

Q. What types of drugs do you use?

A. So luse both, the combination, both of steroids and

nonsteroidal drops.

Q. Why do you use Soth steroids and nonsteroidal drops?

A. Both steroids and nonsteroidals suppress inflammation,

but they work on different parts of the inflammatory pathway

and so they work synergisticaily. They help reduce

inflammation, reduce pain, and lead to faster visual recovery
by working -- by having both work together.

Q, And when you say nonsteroidal drops, do you mean NSAIDs?

A. Yes, nonsteroidal drops are -- are NSAIDs.

Q. Is Prolensa@® indicated for the treatment of postoperative

inflammation and reduction of ocular pain in patients who have

undergone cataract surgery?
A. Yes.

Q. Have you prescribed Prolensa®@?

A. Yes, Ihave.

Q. What,if anything, are the consequencesof nottreating
pain after cataract surgery?

A. Well, the procedureitself will result in inflammation

and therefore pain after surgery. And so if patients

experience pain afterwards, they may rub their eyes,if their
United States District Court
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eyes painful. It leads to very poor postoperative experience,

Patients have very high expectations that when they have

surgery, they will have a comfortable experience and end up

with good vision, so experiencing significant pain afterwards

is a real problem,

Q. And what,if anything, are the consequences of not

treating inflammation after cataract surgery?

A. Inflammation is caused by the surgical procedure. So

what happens is we use the topical medications to reduce the

inflammation; if not, the eye will remain red, it will remain

sensitive to light, there will be blurred vision, as well if

it's not treated, it can lead to chronic problems such as

cystoid macular edema or CME.

Q. What is cystoid macular edema?

A. So cystoid macular edema is a condition of the retina.

Even though we are doing surgery in the front part of the eye,

the inflammatory, you know, mediators can get back to the

retina and cause swelling of the retina, right in the -- where

we see, and that can lead to blurred vision that can, in some

cases, be permanent.

Q. Is cystoid macular edema also abbreviated as CME?

A. Yes, it is.

Q. How,if at all, can cystoid macular edema [ead to vision
loss?

A. Cystoid macular edema is 2 swelling of the retina, the
United States District Court

Camden, New Jersey

central retina, and we call that area the macula, and

that's -- when we're looking at the world, we're seeing

through that region, and so if there is a swelling occurs, it

causes blurring of vision, the photoreceptors can't function

normally, and patients have loss of vision, and they can end

up either legally blind or not legal to drive. And, again,

some patients can get recovery but there are some patients

that will have permanentvision loss from CME.

Q. How,if at all, does faiting to treat postaperative

inflammation increase the risk far development of CME or

cysteid macular edema?

A. It's the inflammatory mediators associated with

performing cataract surgery that result in the development of

CME. So not being aggressive at and not treating inflammation

completely leads to increased risk of developing CME

postoperatively.

Q. What patients are at risk of developing CME?

A. So, all patients undergoing contract surgery are at risk

for developing CME. There are some patients that are at

higher risk, but every single patient that has surgery are at

risk for developing CME.

QQ. I would now like to turn to discuss the treatment of pain

and inflammation after cataract surgery using

bromfenac-containing ophthalmic NSAID therapies.
A. Perfect.

United States District Court

Camden, New Jersey 
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Q.~~Before Prolensa®, were other brormfenac-containing

ophthalmic NSAID therapies available to treat postoperative

inflammation and ocular pain in patients who have undergone

cataract surgery?

AL Yes.

Q. Have you prepared a demonstrative to assist the Court

with your testiriony?

A. Yes, I have,

Q. Would you please explain what is illustrated in the
demonstrative marked as PDX5-2?

A. So, this is basically a summary of four -- four

bromfenac-containing nonsteroidal drops used with cataract

surgery.

The top one is Bronuck®, which is availabie in Japan.

Then we have Xibrom@® and Bromday®, which are -- are available

in the U.S, or were available in the U.S. And then,lastly,
Prolensa®, which is also available in the U.S.

Q. What, if anything, is your understanding regarding the

formulation carmpanents of Bronuck@®, Xibrom@®, and Bromday@®?

A. It's my understanding that the components are the same in

all three products.

Q, How,if at all, are Bronuck®, Xibrom@®, and Bromday®
iimited by their side effects?

A. So, as you can see from this chart, all three products,

BSronuck®, Xibrom@, and Bromday@, have the postoperative side
United States District Court
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effect of causing stinging and burning and having a burning

sensation, You can see that's present in the product labels

of all three products.

Q. Is Prelensa® associated with the side effects of burning
and stinging?

A. Right. Prolensa®, per the FDA label, is not associated

with either burning or stinging.

Q. Let's discuss the basis for your opinion.

Would you please turn to PTX-277 in your binder and

identify that document?

A. Yes. So this is the -- the package insert for Bronuck®

Ophthalmic Solution, and it's translated from its Japanese
version.

Q@. Bid you review PTX-277 in connection with your opinions
in this case?

A. Yes, I did.

Q. Let me direct your attention te the page of PTX-277

bearing Bates Number PROL 0333505, and, In particular, to the
top of the right-hand column.

A. Okay.

Q. How,if at ail, does this portion of the Bronuck® package

insert relate to your opinion that Bronuck@ is limited by the

adverse events of burning and stinging?

A. You can -- this is the adverse events listed in the

product -- in the package insert, and it lists both burning
United States District Court
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sensation and stinging as adverse events that occur with the

use of this product.

Q. Would you now please turn to JTX-144 in your binder and

identify that dacument?

A. This is the package insert for Xibrom®.

Q. Is it the FDA-approved package insert for Xibram®?

A. Yes, this is the FDA-approved packageinsert for Xibrom®.

Q. Have you reviewed the FDA-approved Xibrom® package insert

in connection with your opinions in this case?

A. Yes, I have,

Q. Have you ever treated patients with Xibrom@?

A. Yes, I have.

Q. Let me direct your attention to Page 3 of the Xibrom®

package insert which bears Bates Number PROL 0080488, and, in

particular, to the second paragraph of the section entitled
"Adverse Reactions."

How, if at all, does this portion of the Xibrom@®

package insert relate to your cpinion that Xibrom@ is limited

by the adverse events of burning and stinging?

A. This is the adverse reactions section of the FDA-approved

package insert, and you can see that burning and stinging

occurred, was reported in -- burning and stinging was reported

in 2 to 7 percent of patients.

Q. In that same portion of the Xibrom@® packageinsert, is

eye pain listed as a separate adverse event from eye
United States District Court

Camden, New Jersey

irritation, including burning and stiaging?

A. Yes, it's listed as a separate adverse event.

Q. To an ophthalmologist, why is eye pain a separate adverse

event from eyeirritation, including burning and stinging?

A. That's a great -- it's important te distinguish those two
sensations.

So, pain is if you get poked in the eye or get injured

in the eye, and you could see in surgery, we're making

incisions and that causes pain.

When we think of burning and stinging, we think of like

if you ever have a lemon and that juice hits you in the eye,

that's going to cause a burning sensation.

It's distinct, and patients can definitely tell the

difference between a burning and stinging sensation versus the

sensation of pain, which is why they're listed as separate

adverse events on the package insert.

Q. In your experience treating patients, including in

clinical trials for ophthalmic formulations, can patients

datermine the differance between the adverse event of eye pain

and the adverse events of burning and stinging?

A. Without question, yes.

Q. How do patients convey the difference between the adverse

event of eye pain and the adverse events of burning and

stinging?

MS. HOLLAND: I have an objection here as outside the
United States District Court

Camden, New Jersey
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scope of the report, or maybe Ms. Lebeis can direct me to

where in the report it is.

MS. LEBEIS: Well, certainty.

First of all, Or. Trattler's testified -- or in his

expert Report at Paragraphs 29, 31 and 33, he separately

listed eye pain from burning and stinging as adverse events
listed on these labels. But he was also asked about the

difference between eye pain and burning and stinging at his

deposition, and I know that your Honor asked a question during

defendants' opening about -- of defendants’ counsel regarding

eye pain versus burning and stinging. And so Dr. Trattler is

simply explaining eye pain and burning and stinging which were

both identified in his expert reports as adverse events for

Xibrom@® and Bromday@.

THE COURT: All right. So they're separately listed

and he wishes to -- or you wish to have him explain the
difference?

MS. LEBEIS: Yes, Your Honor.

THE COURT: Okay. 1 will permitit.
BY MS. LEBEIS:

Q. Would you like me to repeat the question?

A. Yes, please.

Q,. How do patients convey the difference between the adverse

event of eye pain and the adverse event of burning and
stinging?

United States District Court

Camden, New Jersey
955

A. They convey by just, you know, explaining it to me, you

know, when I talk to them. So patients who have undergone

surgery and those that have eye pain will explain that their

eye, you know, feels painful, there is pain in their eye,

Again, they've had surgery, so that can be expected.

The burning and stinging is typically, you know,

related to the use of eye drops. So the eye drops can cause

the burning and stinging. We have a lot of, you know,

experience with various eye drop formulations causing burning

and stinging, because typically patients will complain that

they're -- they're experiencing a burning sensation with the

use of an eye drop,

Q. How,if at all, does the adverse event section of the

Xibrom package insert comport with what you've observed in

your practice?

A. With Xibrom,it's been very -- L agree with, you know,

the adverse events. The adverse events listed in FDA package
insert are what we expect as clinicians andall of the -- the

adverse events listed here, I've seen in patients following
cataract surgery.

Q. Let me new direct your attention to Page 5 of the Xibrom

package insert, which bears Bates No. PROL 0080490 andin

particular, to the third paragraph under the section entitled

Description.

What is the pH of Xibrom?
United States District Court

Camden, New Jersey

 
04/11/2016 06:54:35 PM



oNOohwKH
wo

aonOoahwh=
wo

14

12

13

14

18

17

18

19

20

21

22

23

24

o7:02 25

04/11/2016 06:54:35 PM

956

A. This is the FDA-approved package insert, and it reports

that the pH of Xibrom is 8.3.

Q. Could you now please turn to PTX-474 in your binder and

identify that document?

A. Yes. This is the FOA-approved packageinsert for

Bromday.

Q, Have you reviewed the FDA-approved package insert for

Bromday in connection with your opinions in this case?

A. Yes, T have.

Q. Have you ever treated patients with Bromday?

A. Mostdefinitely.

Q. Let me direct your attention to Page 6 of the Bromday

package insert, which bears Bates No. PROL 0080495 and in

particular, to the section entitled Adverse Reactions.

How,if at all, does this portion of the Bromday

package insert relate ta your opinion that Broméayis limited

by the adverse events of burning and stinging?

AL You can see here in this FDA-approved package insert that

burning and stinging are Hsted as an adverse eventin two to

seven percent of patients.

Q, How, if at ali, does the adverse event section of the

Bromday FDA-approved package insert comport with what you have

observed in your practice?

A. Allright. Ihave a lot of experience using Bromdayin

my patients following cataract surgery and I did have patients
United States District Court

Camden, New Jersey
957

who report that they experience burning with the product and

we did have to switch some patients, I either stopped --

switched NSAIDs because of the experience patients were

having.

Q. In the 8ramday packageinsert, is eye pain also listed as

@ separate adverse event from eye Irritation, including

burning and stinging?
A. Yes.

Q. Let me direct your attention to Page 7 of the Bromday

package insert, which bears Bates No. PROL 0080496, and in

particular, to the second paragraph under the section entitled

Description.

Whatis the pH of Bromday?

A. The pH of Bromday, according to the FDA-approved package
insert, is 8.3.

MS. LEBEIS: Your Honor, I'm moving on to another

document naw and noting the time. Would it might be a good

time to stop for the day?

THE COURT: All right, unless you wanted to go a

fittle bit more. But if this is a good time, then let's stop
here.

MS. HOLLAND: All I would suggest, Your Honor, is
that we ~~ £ feel tke we are a bit behind with witnesses in

terms of timing, so, I guess,if it's -- if the Court is okay

with sitting a litte longer today, it might make sense in
United States District Court

Camden, New Jersey

onoonkhkWH)oO
9

o7:c3 10

i1

12

13

14

o7:03 15

16

17

18

19

a7:03 20

21

22

23

24

anaonb&wNo
9

o7:04 40

41

12

43

14

o7:04 15

16

17

18

19

07:05 20

21

22

23

24

Page 956 to 959 of 1002

958

terms of just the overall schedule.

THE COURT: Welf, why don’t we go ten more minutes

and try to make up sometime.

MS. LEBE?S: Certainly, sure.
BY MS. LEBEIS:

Q. Or. Trattler, would you please turn in your binder to

ITX-023 and identify that document,

A. Yes, this is the FDA-approved package insert for
Prolensa,

Q. Have you reviewed the FDA-approved package insert for

Prolensa in connection with your opinions in this case?

AL Yes, E have,

Q.=You said eartier that you've treated patients with

Prolensa, correct?

A. Yes, I have, I definitely have treated patients with
Prolensa.

Q. Let me direct your attention to the first page of the

Prolensa package insert which bears Bates No. PROL 0080229 and

in particular, to the section in the left column entitled

Indications and Usage.

According to the FDA-approved Projensa package insert,
whatis the FDA-approved indication for Prolensa?

A. So, Prolensa is a nonsteroidal anti-inflammatory drug

indicated for the treatment of postoperative inflammation and

reduction of ocular pain in patients who have undergone
United States District Court

Camden, New Jersey

cataract surgery.

Q. Let me direct your attention on the same pageof the

Profensa package insert to the section entitled Dosage and
Administration.

According to the Prolensa packageinsert, whatis the

FDA-approved dosage and administration for Projensa?

A. This says instill one drop into the affected eye once

daily beginning one day prior to surgery, continued on the day
of surgery and through the first 14 days postsurgery.

Q. Let me now direct your attention to Page 3 of the

Prolensa package insert, which bears Bates No. PROL 0080221,

and in particular, to the section entitted Adverse Reactions.

How, if at all, does the adverse event section of the

Prolensa package insert relate to your opinion that Prolensa

is not associated with the adverse events of burning and

stinging?

A. Yes. So this is the FDA-approved package insert for
Prolensa andit lists in here the adverse reactions that

occurred during the clinical trials, and you could see that it

does notlist either burning or stinging as an adverse event

in this package insert,

GQ. How,if at all, does the adverse event section of the

Prolensa package insert compart with what you have abserved in

your practice?

A. Itis exactly what I've seen. It's a very comfortable
United States District Court
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drop, Patients are able to use it before and after cataract

surgery as prescribed, and they do very, very well with it and

i've had no patients report burning or stinging and I've never

had to stop a patient from continuing on with the drop,

Q. Let me now direct your attention to Page 4 of the

Prolensa package insert, which bears Bates Na. PROL 0080222

and in particular, to the second paragraph on the page.

What is the pH of Prolensa?

A. According to the FDA-approved package insert, the pH of
Prolensais 7.8.

Q. How, if at all, does Prolensa’s pH of 7.8 as compared to

Xibram and Bramday’s pH of 8.3 contribute to the fact that

Prolensa does not cause burning and stinging?

A. Probably the best — when I think of the drops that we

use for patients, you know, having a pH of the drop that's

closer to our own -- patient's own natural pH seems to be more

comfortable in genera! for patients, although that's not

always the case,

QQ.) What is @ patient's own natural pH?

A. The -- the average pH for a patient, patient tear is at
7.4.

Q. Prior to Prolensa, was a bromfenac-containing NSAID

therapy available to treat inflammation and pain after

cataract surgery without causing burning and stinging?
A, No.

United States District Court

Camden, New Jersey

Q. How, if at all, is the absence of burning and stinging

from Prolensa as reflected in the package insert, a benefit to

patients?

A. These are very critical benefit to patients. Patients

have undergone cataract surgery and we want to have a good

postoperative course and one of the keys is, we don't want our

patients rubbing their eyes and that can happen if a patient

is experiencing burning or stinging fram a drop, and as well,

we want them to be compliant with their medications because we

know that inflammation needs to be knocked out by the -- by

the anti-inflammatory drops.

Tf not, a patient will get -- will have worse vision

Just from blurred vision, from the inflammation net going

away, and as well, they increase their risk for developing

CME, which fs a major risk with cataract surgery. So, you

know, having a drop that’s comfortable is very important for

patients undergoing cataract surgery.

Q. How,if at all, does discontinuation of treatment with an

NSAID after cataract surgery because of adverse events fike

burning and stinging impact patient outcomes?

A. It can be very challenging for patients, very difficult

for patients because they would have prolonged inflammation

and inflammation leads to -- you can get corneal swelling, you

get reduced vision and again, you can have an increased risk

for developing cystoid macular edema postoperatively,
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Q. How,if at all, does burning and stinging impact patient
compliance?

A. Well, patients, you know, have to use eye drops both

before or after surgery. So if the drops burn and sting upon

placement, patients may decide not to take the drop, and that

can lead to, again, inability of the medication --

postoperative drops to knock out the inflammation. So poor

compliance or noncompliance can lead to worse visual outcomes

and increase risks for complication.

Q. Let's explore the basis for your opinion.

Would you please turn in your binder to JTX143 and

identify that document.

A. This is a article written by Dr. Rajesh Rajpal andit's

entitled: Bromfenac Ophthalmic Solution for the Treatment of

Postoperative Ocular Pain and Inflammation, Safety, Efficacy
and Patient Adherence.

Q. Have you reviewed JTX143 in connection with your opinions
in this case?

A. Yes, I have.

Q. Da you regard this article as a reliable authority on the
studies to which it refers and the conclusians to be drawn

from them?

A. Yes.

Q. Let me direct your attention to Page 928 of 3TX143, and

in particular, to the right colzmn and to the paragraph under
Uniled States District Court
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the heading BSromfenac Compliance and Adherence.

What do the first two sentences of this paragraph
disclose?

A. So, the article states that cataract surgery is typically

performed in an older population already known for poor

medication compliance in other ophthalmic disorders. Commonly

prescribed postsurgical ophthalmic medications with varying

dosing schedules can be particularly troublesomefor these

patients to manage, especially if accompanied by stinging
and/or burning uponinstallation.

Q. How,if at all, does this portion of J7X143 relate to

your opinions regarding burning and stinging?

A. Well, this is very accurate. Patients who underga
cataract surgery will be placed on a few drops both before and

after cataract surgery, including antibiotics and

anti-inflammation drops with different dosing regimens and,

you know, compliance can be anissue, These are older

patients and we want them to use the drops, and if a drop is

burning or stinging, they may be less likely to use that drop
and that’s been shownto be ~~ be a risk factor for

noncompliance,

Q. What,if any, ophthalmic NSAID do you routinely prescribe

to treat pain and inflammation following cataract surgery?

A, Currently, a typical nonsteroidal drop that we will use

for our -- for my patients is Prolensa,
United States District Court
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MS. LESEIS: Your Honor, I think we've gone another
ten minutes,

THE COURT: This is 2 good time to stop then.

Let's resume tomorrow morning at 9:30 a.m.

Is there any housekeeping that we need to attend to at
this ime?

MS. HOLLAND: No, Your Hanor.

MS. LEBEIS: No, Your Honor.

THE COURT: Dactor, yau may step down. I want to

anonkhwna
wo

take a peak at where we are on time, so that if we need to use

Wednesday, which we already do for one witness, we can kind of

map out how to use the next two days. Okay. You can be
seated and wewill take a momentto do this.

THE DEPUTY CLERK; 10,30 for the plaintiff and 7.50
for the defense.

MR. LIPSEY: I'm sorry, could you repeat that please.
THE DEPUTY CLERK: 10 hours and 30 minutes for the

plaintiffs and 7 hours and 50 minutes for the defense.

THE COURT: Okay. And between Tuesday and Wednesday,

we have -- I'll say approximately 12 hours, figure

five-and-a-half each day.

Now, you don’t have te use all your time.

(Laughter.

THE COURT: But what would your time budget be going

forward, or do you wantto think about that overnight?
United States District Court
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MS, HOLLAND: Your Honor, from defendant's

perspective, we're happy to keep within the 13 hours that we

had been originally allotted, and...

THE COURT: Okay.

MS. LEBEIS: Your Honor, if you wouldn't mind, we

would like to think about it overnight and get back to Your

Honor tomorrow regarding the rest of the time allotted.

THE COURT; Okay. Let's do that, Now, I'm net

aonOmkwh
9 inviting, you know, that wefill Wednesday. We do have the

07:13 10 one witness. What was the doctor's name?

11 MR. MUKERJEE: Dr. Prausnitz, Your Honor.

12 THE COURT: How long will his testimony be Wednesday,

13 do you know?

14 MR. MUKERJEE: : anticipate his direct will probably

07:13 15 be within the range of about one hour or two, max, maybe one
16 hour, £5 minutes.

17 THE COURT: Okay. Well, maybe we're moreor Jess on

18 schedule except for that. That would be great. Okay.

19 Then if there's nothing else, let's adjourn for

07:14 20 tonight. Good night.

21 RESPONSE: Thank you, Your Honor.

22 {4:45 p.m}
23

24

25
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