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UNITED STATES DISTRICT COURT

FOR THE DISTRICT OF NEW JERSEY

SENJU PHARMACEUTICAL CO.,

LTD., BAUSCH & LOMB

INCORPORATED, and BAUSCH

& LOMB PHARMA HOLDINGS CORP.,

Civil Action Nos.:

l:14-Cv-U0667—JBS-KMW ,

1:14-CV-04149*JBS~KMW I

Plaintiffs, 1:14-cv—05144—JBS—KMW

1:15-CV-00335-JBS~KMW

_VS_

LUPIN, LTD., and LUPIN

PHARMACEUTICALS, INC.,

Defendants.

INNOPHARMA LICENSING, INC.,

INNOPHARMA LICENSING, LLC, Civil Action NOS.:

INNOPHARMA, INC., INNOPHARMA,

LLC, MYLAN PHARMACEUTICALS, 1:l4—cv—06893~JBS—KMW

INC., and MYLAN INC., 1:15-cv-03240-JBS-KMW

Defendants.
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VIDIEOTA PED DEPOSITION OIM. .|/-\YNI~i I..AWRl-ENCE.

Ph.D., taken pursuant to Notice, held at the law

offices ol‘GOODWIN I’ROC'l‘l.-IR. LLP, 620 Eighth Avenue,
26th Floor, New York. New York, IOOI8-I405, on

APPERANCES (CONTINUED):

ALSTON & BIRD, LLP

Attorneys for Defendant lnnopharma

JEANNl?.TTli MCCORMICK, a-Certified Slmrthand Reporter,

and a Notary Public.
Los Angeles, California 900?‘!

BY: H. JAMES ABE, ESQ.

(213) 5764000 (Telephone)

(213) 576-] I00 (Fax)

jarnes.abe@alslon.co1n

I

2

3

4

Fiiday, Seplentber 4. 2(Jl5. at 8:00 am. before 5 333 Smith Hgpe Street, ]5[h F100;-
6

7

8

Also Present:

Thomas Del Veeehio (Videographer)

Page 3

APPEARANCES: INDEX

FINNEGAN, HENDERSON, FARABOW. GARRETT WITNESS EXAMINATION BY

& DUNNER, LLP M. JAYNE LAWRENCE, Ph.D.

Attorneys for Plaintiffs MR. HASFORD I7

901 New York Avenue, NW

Washington, DC. 20001-4413 E X H I B I T S

BY: JUSTIN J. HASFORD, ESQ‘ LAWRENCE

BRYAN C. DINER, ESQ. NUMBER DESCRIPTION

(202) 408-4000 (Telephone)

(202) 408-4400 (Fax) Exhibit I Declaration ofM. Jayne

justin.hasford@finneganeom Lawrence, Ph.D. and

bryan.diner@,finnegan.com Appendices and Exhibits

fi:."5~.ooo-.:o\<.n-I:-team-—
13

14 GODWIN PROCTER, LLP Exhibitl "Models for Intestinal Drug

15 Attorneys for Defendant Lupin Absorption", Wood & Lawrence

16 The New York Times Building (1991) Journal of'Biopharn1aeeutical

I? 620 Eighth Avenue Sciences (pgs. 147-] 72)

I8 New York, New York 10018-1405 (Publication No. 5 on CV) 206
19 BY: DANIEL P. MARGOLIS, ESQ.

20 (212) 8]3~8800 (Telephone)

2] (212) 355-3333 (Fax)

22 dmargolis@goodwinprocter.com

2 (Pages 2 to 5}
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E X H I B I T S

LAWRENCE

NUMBER DESCRIPTION

E X H I 13 IT S

LAWRENCE

NUMBER DESCRIPTION

Exhibit 9 "Recent Advances in

Microemulsions as Drug

Delivery VeI1icles" in

"Nanoparticulates as Drug

Carriers," (pgs. I25-I'll)

(Book Chapters No. 14 on CV)

Exhibit I0 "Drug Delivery Systems:

Neutron Scattering Studies" in

"Encyclopedia of Pharmaceutical

Technology," (pgs. I049-l 070)

(Book Chapters No. 15 on CV)

Exhibit I I "New Medicines, Better

Medicines, Better Use of

Medicines," (120 pgs.)

(Other Outputs No. 12 on CV)

Exhibit 3 "Effect of diclofenac sodium

and disodium

ethyleuediaminetetraacetate on

electrical parameters of the
mucosa] membrane and their

relation to the permeability

enhancing effects in the rat

jejunum" by Yamashita, et al,
in the J. Pharm. Pharmacol.

I987, volume 39, pages 621 to 626 208

OO--.JG\L.I1-bL..-JI\-J—- GEG§:E.~oeo-..1crxL;1.e.uaM—
Exl1ibit4 U.S. Patent No. 8,192,755 B2 232

Exhibit 5 U.S. Patent Application
Publication No. 20l3f02l0878 Al 237 [>.,_1;\_3|-_)._._._._. I‘-J'—'$"‘-«DOO--.'|C'\

E X H I B I T S

LAWRENCE

NUMBER DESCRIPTION

Exhibit 6 "Structural Investigations of

the Monolayers and Vesicular

Bilayers Formed by a Novel Class
ofhlonionic Surfactant" in the

"Chemical Aspects of Drug Condensed Phases," (pgs. 1903-1910)

Delivery System," (pgs. 65-26) (Articles in Academic Journals

(Book Chapters No. 6 on CV) 240 No. I on CV) 279

E X H I B I T S

LAWRENCE

NUMBER DESCRIPTION

Exhibit 12 "Association Characteristics

of Synthetic Non-ionic

Surfactants in Aqueous Solution"

in “Physical Chemistry inKC-‘DO-u.lO\Lh-L‘-LnJt~J—

 
Exhibit?’ "Neutron Scattering in Exhibit I3 "Effect of Structural

Pharmaceutical Sciences" in Variations ofNon—ionic

“Applications ofNeutron Surfactants on Micellar

Scattering to Soft Condensed Properties and Solubilization: '

Matter," (pgs. 325-356) Surfactants with Semi-Polar 3

(Book Chapters No. 7 on CV) Hyclrophobes" in "Journal of .

Exhibit 3 "Molecular Modelling of Phanuacy & Pharmacology,"

Surfactant Vesicles" in (pgs. 585-S89) (Articles in

"Synthetic Surfactant Academic Journals No. 2 on CV) 281
Vesicles," (pgs. 9-23)

(Book Chapters No. 8 on CV) g

3 (Pages 6 to 9}
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E X ll 1 B I T S

LAWRENCE

NUMBER DESCRIPTION

Exhibit I4 "Analysis and Modelling ofthe

Structures of Bcta—Cyclodextrin

Complexes" in "BBA, Biochimica

et Biophysica Acta, (pgs. 27-36)

(Articles in Academic Journals

No. 8 on CV) 283

Exhibit I5 "Surfactant Systems: Their

Use in Drug Delivery" in

"Chemical Society Reviews,"

(pgs. 4|?-424) (Articles in

Academic Journals No. 9 on CV) 285

EXHIBITS

PAGE

I EXHIBITS

2 LAWRENCE

3 NUMBER DESCRIPTION PAGE
4 Exhibit 18 "Microemulsions as Drug Delivery

8

Vehicles" in "Culrent Opinion in

Colloid & Interface Science,"

(pgs. 826-832) (Articles in

Academic Journals No. [8 on CV) 295

9 Exhibit 19 "Aggregation & Surface Propenies
10

ll

I2

I3

l4

l5

l6

l7

l8

I9

20

21

22

of Synthetic Double—Chain Non-Ionic

Surfactants in Aqueous Solution in

"Journal ofPhar111a & Pharmacology.

Volume 49, May 199? (pgs. S94-600)

(Articles in Academic Journals

No. 20 on CV) 29?

EXHIBITS

LAWRENCE

NUMBER DESCRIPTION

Exhibit 16 "Surfactant Systems:

LAWRENCE

NUMBER DESCRIPTION PAGE
Exhibit 20 "Physicochemical & Solubiliaation ’

l

2

3

4

5

6

7

3

9

Microemulsions and Vesicles as

Vehicles for Drug Delivery“ in

“European Journal of Drug

Metabolism & Phannacokinetics,

I994, No. 3, (pgs. 25?-26.9)

(Articles in Academic Journals

No. 12 on CV) 288

Exhibit I? "The Formation, Characterization

366-928-6509

& Stability of'Non-Ionic
Surfactant Vesicles" in "STP

Pharrna Sciences." (Pgs. 49-60)

(Articles in Academic Journals

No. 16 on CV) 292

Ace—Federa| Reporters, Inc.
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Exhibit 21 "Toxicological Evaluation of

Properties ofN,N-Dimethyl-N-

(3-Dodecylcarbonyloxypropyl)

amineoxide: A Biodegradable
Nonionic Surfactant" in "Journal

ofPhan'nac-eutical Sciences,"

(pgs. 798-806) (Articles in

Academic Journals No. 33 on CV) 299

Mixtures ofNonionic Surfactants,
Alone & in Combination with Oil"

in "Journal of Pharmaceutical

Sciences," (pgs. 859-868 (Articles

in Academic Journals No. 47 on CV) 304

4 (Pages I0 to 13}
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E X H 1 B 1 T S

LAWRENCE

NUMBER DESCRIPTION

Exhibit 22 "Formulation of Electrically

Conducting Microernulsion-Baserl

Organogels" in "International
Journal of Pharmaceutics"

(pgs. 65-83 (Articles in Academic

Journals No. 49 on CV) 305

Exhibit 23 "Molecular Dynamics Simulations
of the Interfacial & Structural

Properties of

Dimethyldodecylarnine-N-Oxide

Micelles" in "Langmuir, The ACS
Journal of Surfaces & Colloids"

(pgs. 546-553 (Articles in Academic

Journals No. 8?‘ on CV) 308
Exhibit 24 "Microernu1sion-Based Media as

Novel Drug Delivery Systems" in

"Advanced Drug Delivery Reviews"

(pgs. 175-193 (Articles in

Academic Journals No. 102 on CV) 312

Page 15

P R O C F. E D I N G S

THE VIDEOGRAPHERI Good morning. We are

now going on the record. Please note that 08:10:16

microphones are sensitive and may pick up 08:10:20

whispering and private conversations. Please 08:10:22

turn off all telephones or place them away 08:10:25
08:10:29

08:10:32

08:10:34

08:10:36

The deponenr today is Dr. Jayne Lawrence 03:10:38

in the matter of Senju Pharmaceutical 08:10:42

Company, Ltd, at al, plaintiffs, versus 08:10:48

Lupin, Ltd, et a1, defendants. Civil Action 08:10:52
Number 1:14-CV-0066?, in the United States 08:11:00
District Court for the District ofNew 08:1 1:13

Jersey. 08:1 1:23

This deposition is being taken at the
oilice of Goodwin Procter, the New York Times

Building, 620 Eighth Avenue, New York, New

York, 10018. The time is approximately 8:12

a.m. Today is Friday, September 4, 2015.

08:10:l

from the microphones as they can interfere

with the video deposition audio.

Recording will continue until parties

agree to go off the record.

08:1 1:23

08:1 1:25

08:11:30

03:1 1:33

0831 1 :44
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The court reporter today is Jeannette 08:1 1:53
McCormick with the firm ol'Ace-Federal 08:1 1:5?

Reporters. My name is'i‘|tntnas 1)c| Veechio. 1 08:12:00

am the legal video specialist representing 08:12:04

Ace-Fedentl Reporters, 1625 I Street, 08:12:06

Northwest, Washington], D.C'., 20006. 08:12: 12

Will cmtnsel identify themselves and who 08:12:17

they represent. 08:12:19

MR. IIASFORD: Justin llasford of Finnegan 08:12:20

on bclialfofplaintitfs Senju and Bauseh & 08: 12:21
l_.omb. 08:12:21

MR. DINER: Bryan [Jitter of Finnegan, 08:12:25

also on behallefplaintiffs Senju and Bauseh 08:12:27
3: Lom|:t. 08:12:31

MR. MARGOLIS: Dan Margolis from Goodwin

Procter for the Lupin defendants. 08:12:33
MR. ABE: James Abe ofAlston & Bird for 08:12:36

the Innopharma defendants. 08:12:38 _

THE VIDEOGRAPHER: Thank you. Now, will 08: 12:4
08:12:43

03:12:31 :-

lhe court reporter please swear in or afiimt
the witness. 08:12:45

M. JAYNE LAWRENCE, Phil,

having been first duly sworn
testified as follows:

EXAMINATION

BY MR. I-IASFORD:

Q. Good morning, Dr. Lawrence. 08:12:57

A. Good morning. 08:13:01

Q. Would you please state your name and address
for the record. 08:13:04

A. Yes. Dr. Margaret Jayne Lawrence of62 08:13:04

Wellington Road, Ashford, Middlesex, UK. 08:13:08

Q. How many times have you been deposed before? 08: 13:1 .
A. This is my first time. 08:13:14

Q. Let me tell you how today's deposition will

proceed. I represent the plaintiffs in this case.

Today 1 will ask you at series ofquestions, and I

would ask that you answer my questions truthfully

and accttralely. 08:13:25

Ifyou need a break,just let me know, but if 08:13:26

1 have asked a question 1 would ask that you first 08:13:29

answer the question and then we can take a break. 08:13:31

If for any reason you do not ulidcrstand a 08:13:34
08:13:36

03:12:57

08:13:02 __

03:13:16

08:13:18

08:13:20

03:13:23

question that 1 ask, please let me know. lfyou

5 (Pages 14 to 1'?)

202-347-3700
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Page I 8

answer :1 question, 1 will assume that you understood 08:13:38

the question. Is that okay? 08:13:40
A. Yes. 08:13:42

Q. is there any reason why you cannot testify 08:13:42

trutlt1'ul|y and accurately today? 08:13:45
A. No. 08:13:46

MR. IIASFORD: l'm handing the court 08:13:49

reporter what We asked to be marked as 08:13:50
Lawrence Exhibit 1. 08:13:52

For the record, Lawrence Exhibit 1 is 08: 13:53

the Declaration oflaync Lawrence, Ph.D., and 08:13:55

Appendices and Exhibits. 08:13:59

(whereupon, P|ainti11‘s Deposition 08:14:30
1£x11ibitNo. Lawrence 1 was marked for 08:14:31

Identification.) 08:14:33

Q. 15 Lawrence Exhibit 1 your claim construction 08:14:33

declaration, appendices and exhibits in this case? 08:14:37
A. Yes. 08:14:45

Q. Please tum to page 25. Does your signature

appear on page 25 ofyour claim construction
declaration for this case? 08:14:57

A. 11 does. 08:14:58

19(6--|O'\L.i'|-1‘-‘-La-JP‘-1*

08:14:46

08:14:54

Page 19

Q. Who prepared your claim construction 08:14:58
declaration for this case’? 08:15:00

A. I did. 08:15:02

Q. Take a look, ifyou would, at Appendix A. 15 08:15:03

Appendix A to your claim construction declaration at 08:15:13

copy ofyour curriculum vitae? 08:15:16
A. 11 is. 08:15:18

Q. Does your curriculum vitae list your relevant 08:15:19

professional experience? 08:15:22
A. It does. 08:15:23

Q. In what areas do you consider yourselfan

expert‘? 08:15:26

MR. MARGOLIS: Objection. Vague.
BY MR.1-IASFORD: 08:15:30

Q. You may answer. 08:15:30

MR. ABE: Counsel, will we agree that if 08:15:32

counsel for Lupin objects it will apply for 08:15:35

lnnophanna as well? 08:15:39

MR. 1-IASFORD: Sure. We can agree to
that. 08:15:41

MR, ABE: Thank you. Please proceed.

T1-11:". WITNESS: Could you just repeat the

08:15:24

08:15:27

08:15:40

08:15:42

08:15:43

Page 20

question again? 08:15:44

Q. Ccttainly. In what areas do you consider

yourst:|1'an expert? 08:15:46

MR. M!\RG()L.lS: Same objection.
THE WITNESS: lo terms o1‘ scientific

activities? In terms ofprofessional

activities? Could you please clarify a hit
more? 08:15:58

Q. In what areas do you hold yourself out as an

expert‘? 08:16:01

MR. MARGOIJS: Objection. Vague.

THE WITNESS: It depends what --1 tind

that a very clifficult question to answer 08:16:10

because you could be expert in lots ofareas 08:16:12

and that's why 1 ask for clarification. 08:16:15

Q. 1n what scientific areas do you consider 08:16:17

yourself an expert? 08:16:19

A. Okay. I-— 08:16:20

MR. MARGOLIS: Objection. Vague.

Q. You may answer. 08:16:21

A. Do you mean an expert in the context ofthis

particular case? 08:16:35

08:15:44

08:15:47

08:15:49

08:15:54

08:15:56

08:16:23

Q. W11at‘s your understanding ofan expert,
Doctor? 08: 16:44

A. An expert is a person who has knowledge in a

particular area. 08:16:48

Q. Okay. And l'm asking the question based on

your understanding. So I will ask it again. In

what areas do you consider yoursetfan expert?

MR. MARGOLIS: Objection. Vague.
THE WITNESS: I think to answer that

question I'm going to have to quali Fy the 08:17:08

particular areas I’m talking about because 1 08:17:12

have expertise in several areas. 08:17:15

Q. What areas? 08:17:17

A. 1 have expertise in respect to professional

activities where l'm chair of -- I‘rn sony -- where

l'm Chief" Scientist for Royal Pharmaceutical

08:16:44

08:16:49

08:16:51

08:16:53

08:16:56

08:17:06

08:17:19

08:17:27

08:17:30

Society, and so 1 have expertise, and surrounding my 08:17:36 '1
activities as a chief scientist in that context. 1 08:17:43

obviously have expertise surrounding my activities

as an academic in King's College, London.

Q. Are you an expert in any other areas?

MR. MARGOLIS: Objection. Vague.

08:17:50

08:17:56

08:18:00

08:15:58

08:16:01

08:16:06

08:16:20

03:17:47 9

6(Pages18to21)
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Page 2?.

08:18:02

08:18:06

08:18:09

08:18:| 1

08: 18:13

08:18: 17

Q. You may a|1swer_

A. 1 do find that really, really hard to answer.

1 can give you an expertise ifyou tell me vvltat

particular areas you are referring to.

Q. I'm asking you for your understanding. In

what other areas do you hold yourscl1'out as on
08:18:20

MR. MARGOLIS: Objection. Vague. 08:18:20

THE WITNESS: Well, I'm going to answer 08:18:}

it this way. 1 have expertise in a number of 08:18:38

scientific disciplines. 1 have expertise in 08:18:42
08:18:47

08:18:54

08:18:56

expert‘?

respect to my professional activities

regarding my work at Pharmaceutical Society.

I think my main -- my main two areas of

expertise. 08:19:01

Q. Take a look at paragraph 5 of your

declaration on page two. 08:19:05
A. Which is headed? 08:19:11

Q. Its going to be page 2 ofyour declaration. 08:19:13
A. Yes. 08:19:13

Q. Paragrap1I5 under Qualifications. [don't 08:19:16

think you're on the right page. t18:19:19

08:19:02

A. I'm sorry. 08:19:20

Q. lt'S your declaration. 08:19:21

A. Sorry. Paragraph 5'? 08:19:22

Q. So, 1 still don't believe you're on the right 08:19:26

page. It's your declaration, not your curriculum 08:19:28
vitae. 08:19:31

A. I‘m sorry. Five did you say? Page 5?

Q. Page 2, paragraph 5.

A. Page 2. Okay.

Q. It says, "I am an expert in the field of

formulation and drug delivery, specifically 08:19:42

phannaeetrtical fonnulation for oral and parenteral 08:19:44

use (i.e., non-oral, including intravenous 08:19:48

intramuscular, nasal, respiratory and ophthaltrtic], 08:19:52

including aqueous liquid preparations." 08:19:57

Do you see that? 08:19:58
A. Yes. 08:19:59

Q. Do you hold yourscifout to the public as an 08:19:59

expert in any other areas? 08:20:01
A. ln other areas? 08:20:02

Q. Correct. 08:20:03
A. Yes. 08:20:04

08: I 9:31

08:19:32

08:19:39

08: 19:40

PAGE 8 OF 132
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Page 24 Z

08:20:04

08:20:06

08:20:12

(18:20: 15

08:20:20

Q. What other areas‘!

A. {jetting — that's incredibly vague and

probably not relevant to this particular case. For

example, I'm an expert on neutron scattering, but

it‘s probably i rrclcvant for this particttlar case.

Q. Well. I'm asking you the question and, you 08:20:24

know, I'm not asking you to try to determine what's 08:2lJ:2
08:20:31

08:20:33

08:20:59

other areas. yes. For example, I'm a recognized 08:2] :02

expert on neutron scattering. 08:21:09

Q. And you just said that. What other areas 08:21:12

besides neutron scattering? 08:21:15 .

A. 1 think 1'tn expert in promoting of 08:21:18

pltarmaeeutical science. 08:21:23

Q. Any other areas? 08:21:25

A. 1'l1qua1iFy that, promoting to the public 08:21 :27

and other scientists. Can 1 look at my CV? 08:21:32

Q. Oh, please. 08:21:40

A. 1 consider1'm an expert teacher with respect

to pharmaceutical science. I've been given awards

relevant or not relevant for the case.

Are you an expert in any other areas‘?

A. I consider 1 have expertise in a number of

08:21:48

08:21:54

Page 25

for that activity. 08 :22 :00

1 consider I'm an expert researcher, which 08:22:02

includes an expert in the areas you highlighted. 08:22:06

Q. Any other areas? 08:22: 10

A. Archaeology. Hobby. 08:22: 14

Q. Anything else? 08:22:22

A. it's very hard to answer when asked are you

an expert in, not knowing what the point ofthe

question is. 08:22:44

Q. Well, let me ask it this way. Are you an

expert in the field of pharmacy? 08:22:47
. Yes. 08:22:48

. Have you ever practiced pharmacy?

. Yes. 08:22:51

. When did you last practice pharmacy?

. I‘m a practicing pharmacist.

. When did you last dispense a medication to a

patient? 08:22:58

A. Dispense medication? Probably 20 years ago.

Q. Are you an expert in pharmacology?
A. No. 08:23:12

Q. Are you an expert in pharmacokinetics?

08:22:37

08:22:40

08:22:45

08:22:49

08:22:51

08:22:53 :

08:22:55

08:22:58 '2
03:23:10 -

08:23:12

'? {Pages 22 to 25)
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MR. MARGOLIS: Objection. Vague. 08:23:18

Q. You may answer. 08:23:19

A. l have -- 1 have a good level ofexpertise in 08:23:23
that. 08:23:28

Q. Have you ever held yourself out to the public 08:23:29

as an expert in phannacoltittctics? 08:23:31
A. No. 08:23:33

Q. Have you ever held yoursclfout to the public 08:23:33

as an expert in pharmacodytianiics?

MR. MARGOLIS: Objection. Vague.

Q. You may answer.
A

08:23:36

08:23:40

08:23:41

08:23:44

Q. Are you an expert in ophthalmology?

MR. MARGOLIS: Objection. Vague.

Q. You may answer. 08:23:54

A. I'm an exp:-it in parenteral fonnulations of 08:23:53’

which ophthalmology -- ophthaltnic formulations as 08:24:01
well. 08:24:06

Q. Have you ever held yourselfout to the public 08:24:06

as an expert in ophthalmology? 08:24:09

MR. MARGOIJS: Objection. Vague. 08:24:] 1
THE WITNESS: No. 08:24:12

. I have not.

08:23:45

08:23:52

Page 2}‘

08:24:13

08:24:17
Q. Are you an expert in any field ofmedieine?

MR. MARGOLIS: Objection. Vague.

THE WITNESS: Medicine is a huge area. 08:24:19

And what are you covering? Are you covering 08:24:25

phannaceutical medicine? 08:24:27

Q. Have you ever held yourselfout to the public 08:24:29

as an expert in any field of medicine‘? 08:24:31

MR. MARGOLIS: Objection. Vague. 08:24:34

THE WITNESS: 1 am a Registered 08:24:37

Practicing Pharmacist in the UK. 08:24:39

. Have you ever -- 08:24:42

. So, I am not a medic. 08:24:43

. Well, when you say -— 08:24:47

. So, 1 would not claim to practice medicine. 08:24:48

. Have you ever prescribed medication to 3 08:24:53

patient? 08:24:56
A. No. 08:24:58

0. l-lave you ever treated an inflammatory disease

of the eye? 08:25:02
A. No. 08:25:06

Q. Have you ever administered any bromfenac

product to a patient?

08:24:59

08:25:06
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A. As a pharmacist in the UK, that is not your 08:25:17
role. 03:25:21

Q. 15 that a "nt1"'.’ 08:25:22
A. 1n the UK, that would not he the role ofa

pharmacist. 08:25:26 _

Q. Have you ever dispensed any hrotnfenac product 08:25:22 I

to a patient‘? 08:25:30
A. No. 08:25:32

Q. Have you ever dispensed any product

containing tyloxapol to a patient‘?
A. Yes.

. What product‘?

. Exosurl.

08:25:24

08:25:33

08:25:35

08:25:38

08:25:39

08:25:40

. You may have to spell that for the reporter. 08:25:42

. E-X-0-S-U-R-F. 08:25:45

. What is Exosurt? 08:25:50

. it's a product for respiratory distress 08:25:52
08:25:59

08:26:03
syndrome in pro-term infants.

Q. is that an ophthalmic product?

A. 1t‘s not an ophthalmic product. 1 have 08:26:06

dispensed many oplithalmie products. 08:26:08 _

Q. Have you ever dispensed an ophthalmic product 08:26:11 I

Page 2‘)

containing tyloxapol to a patient‘? 08:26: 16

A. Undoubtedly. 08:26:16

Q. Which one? 08:26:]?

A. Many products contain tyloxapol. As at

pharmacist, 1 have dispensed most ophthalmic

preparations. 08:26:32

Q. What ophthalmic product containing tyloxapol 08:26:32

have you dispensed to a patient‘? 08:26:36

A. As a pharmacist, it is not normal you read 08:26:32

the list ofexcipients. 08:26:40

Q. Sitting here today, can you name any

ophthalmic product containing tyloxapol that you

have dispensed to a patient? 08:26:46

A. No. 08:26:52 _

Q. Are you aware that the acronym EDTA stands 08:26:53

For ethylenediaminetetraacetie acid? 08:26:59
A. lam. 08:27:02

Q. Have you ever administered any product

containing EIDTA or any salt or anion nt‘EDTA to a

patient’? 08:27:11

A. Undoubtedly, yes. 08:27:12

Q. Which product‘? 08:2't:t4

08:26:19

08:26:28

08:26:41

08:26:43

03:27:02

03:27:04 ‘_

8 (Pages 26 to 29)
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A. Eye drops that contain it. (18:27: 15

Q. Which eye drops‘? 08:27:17
A. ldon'tieca|1. 08:27:19

Q. Have you ever conducted any research on any 08:27:21

bromfenuc product‘? 08:27:25

MR. MARGOLIS: Objection, Vague. 08:27:27

Q. You may answer. 08:27:28

A. On El bromfenac product, no. 08:27:38

Q. Have you ever conducted any research on any 08:27:40

product containing tyloxapol?‘ 08:23:42
. Yes. 08:27:45

. What product‘? 08:27:45

. Exosurf, for example. 08:27:47

. Any others? 08:27:52

. Formulations I have undertaken research in my 08:27:55

own laboratory. 08:27:59

Q. Which fonnulations? 08:28:00

A. That 1 have made up in my own laboratory. 08:28:01

Q. How did you make a 1'orn1ulation in your 08:28:04

laboratory containing tyloxapol? 08:28:07

A. That is a very vague question. I have used 08:28:11

lyloxapol much in my research. 08:28: 1 6

Q. Have you ever conducted any research on any 08:29:37

product containing EDTA or any salt or anion o1‘ 08:29:40 '
EDT/\'? 08:29:45

A. Yes. 08:29:45

Q. What product? 08:29:45

A. It's frequently —~ it's a compound that is 08:29:48

fnequenlly used in academic researelt for a variety 08:29:53

of purposes. 08:29:58

Q. When did you inst use EDTA in your academic 08:29:13 =
research‘? 08:30:02

A. Personally, a while ago. My research group, 08:30:03
all the time. So, 1 don't know how that answers 08:30:08

your question. 08:30:14

Q. No. Thank you for clarifying. 08:30:14

When personally did you last use EDTA in your 08:30: 16
academic research? 08:30: 19

A. Probably about five years ago. 08:30:22

Q. When personally did you last use tyloxapol in 08:30:37

your academic research’? 08:30:39

A. Very recently. 08:30:42

Q. Do you remember how recently‘? 08:30:45

A. Probably last year or so. 08:30:47

tXt--!t'.'hUI-1l:.L.LJI\-?‘—- :5-DOD--IG'~UI.b-L-Jl\J—'
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Page 31 Page 33

Q. What did you use it for‘? 08:28:18

A. To make a variety of formulations, of types 08:28:20
offormulations. 08:28:24

Q. Why did you use tyioxapol in the formulations. 08:28:25

that you made in your laboratory? 08:28:28

MR. MARGOLIS: Objection. Vague. 08:28:30

Compound. 08:28:31

Q. You may answer. 08:28:32

A. Iused it for several reasons. For example, 08:28:35

it is accepted phunnaeeutically. 08:28:40

Q. What other reasons’? 08:28:42
A. It's a non-ionie surfactant. 08:28:45

Q. What other reasons? 08:28:51

A. It is well—known to solubilize drugs. To 08:28:53

solubilize, S-0-L-U-B-1-L—l-S—E, or Z—E. 08:29:05

Q. Any other reasons‘? 08:29:07

A. It's -- it stabilizes many formulations. 08:29:09

Q. Is bromfenac a water-soluble hydrophilic 08:30:52

drug‘? 08:31:00

MR. MARGQLIS: Objection. Vague. 08:31:00

THE WITNESS: Can I ask you to clarify 08:31:02

that? Do you mean the free acid or do you 08:31:02
mean the salt? 08:31:04

Q. Well, let me ask it this way. ls the sodium 08:31:05

salt of bromfenac a water-soluble hydrophilic drug’? 08:31 :07

A. It is. 03:31:12
Q. Would :1 solution containing tyloxapol in 08:31:13

water he considered a water-based surfactant system? 08:31:16

MR. MARGOLIS: Objection. Vague. 08:31:19

THE WITNESS: Sorry. Repeat the 08:31 :23

question’? 08:31 :25

Q. Certainly. twill repeat the question. 08:31:25 I

Would a solution containing tyloxapol in 08:31:27

water he considered a water-based surfactant system? 08:31 :30
Q. What do you mean by "it stabilizes many 08:29:26 MR. MARGOLIS: Objection. Vague. 08:31:34 I

forrnulations"? 08:29:29 THE WITNESS: It is vague because you 08:31:37

A. ll depends on the formulation you're looking 08:29:29 don't give enough infonnation as to regards 08:31 :43

at, how it acts, but it is used to fonnulate many 08:29:31 to how much tyloxapol or what else is in 08:31 :45 .5

preparations. 08:29:35 there. So it's very -- it's difficult to 08:31 :49
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Page 34

08:31:52

Q. How \\«'t‘.Il.| Id you make :1 \vatcr—based surfactant
08:31 :56

08:31 :57

Q 08:31:59

A. What do you mean by water-based?

Q. What's your understanding of water-based?
A

Q

answer.

08:31:52

system with tyloxapol?
A. Cart 1 ask for clarification‘?

. Sure.

08:32:00

08:32:01

08:32:03

08:32:06

A. It's not a frequently used term -- a teI'm 1 08:32:09
08:32:12

08:32:13

. 1 don't know. I'm asking For clarification.

. Have you ever used the term watcr-based?

frequently use, no.

Q. Have you ever used it in any ofyour

publications? 08:32: 1 5

A. Idoo't know. ldon‘t remember every single
08:32:24

Q. Would a solution containing tyloxapol in

water be considered an aqueous surfactant system?

MR. MARGOLIS: Objection. Vague.

’I'|-11:". WITNESS: Again, you need to tell me 08:32:32

how much water and tyloxapol there are to 08:32:34
08:32:37

08:32:37

08:32:17

publication I've had.
08:32:25

08:32:28

08:32:31

answer that question. I'm sorry.

Q. Why does it matter how much water and

Page 35

08:32:39

A. Because you still haven't answered really

tyloxapol are there‘?
08:32:42

what based is. So. when you say water-based, ifyott 08:32:45

can clarify that, please? 08:32:49

Q. No. I asked a difTerent question. 1 08:32:51
asked - 08:32:53

A. 1 can't answer if you're talking about
water-based and it's not clarified. So I can't

08:32:53

08:32:56

08:32:58

Q. Okay. How would you make an aqueous

answer. Sorry.
08:33:00

08:33:03

08:33:06
surfactant system using tyloxapol‘?

MR. MARGOLIS: Objection. Vague.
08:33:09

08:33:12
Q. You may answer.

A. The only way I can answer that is to make

some assumptions. 08:33:15

Q. Please do. 08:33:16

A. Assuming you want a predominantly 08:33: 1 7
08:33:25

08:33:28

08:33:31

water-based -~ water to be there in the biggest

amount, largest amount, which I assume is what you

are trying to say by based, you would add water, a

known amount of water, to a pre-weighed amount of

tyloxapol. and depending upon the particular 08:33:45

PAGE 11 OF 132
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concentration, that would depend on what you would
08:33:50

Q. Would that he considered a water-based

surfactant system’? 08:33:53

MR. MARGOLIS: Objection. Vogue.

THE WITNESS: Again, it depends on what
lhe detinition of based is. 08:34:04

08:34:06

surt'aetnnt system? 08:34:09

MR. MARGOLIS: Objection. Vague. 08:34:11

THE WITNESS: It would depend on the 08:34:13
08:34:15

08:34:16

08:34:18

08:34:2I

do next.

08:33:51

08:33:55

08:34:00

Q. Would that be considered an aqueous

relative -- depending on the relative

proportions of surfactant and water.

Q. 1f the water is in the greater proportion,

would that be an aqueous surfactant system?
A. Yes. 08:34:24

Q. Are you an expert in clinical testing? 08:34:26

A. No. 1 would consider myself somebody of 08:34:33
08:34:35

Q. Have you ever conducted any clinical testing 08:34:36
08:34:39

03:34:47

ordinary skill in the art.

with a pharrnaeeutical product’?

A. When you mean conduct, again, that's very

Page 3'1’ .

08:34:54

08:34:58

08:35:00

Q. Have you ever [ed any clinical testing on a 08:35:02

pharmaceutical product? 08:35:05
A. No. 08:35:06

Q. Have you ever designed any clinical testing 08:35:06

on a pharmaceutical product‘? 08:35:09
A. No. 08:35:10

Q. Are you an expert in statistics or 08:35:10
biostatistics? 08:35: 12

MR. MARGOLIS: Objection. Vague.

THE WITNESS: I have a good

understanding ofstatistics.

Q. Do you hold yourselfto the public as an

expert in statistics or biostatistics‘? 08:35:26

A. No, lwould not. 08:35:30

Q. Are you an expert in the U.S. Pharmacopeia

vague because have 1 led a clinical trial, have I

designed a clinical trial, have I analyzed a
clinical trial? That's not -

08:35:15

08:35:21

08:35:23

08:35:24

03:35:31
03:35:35 '

08:35:39 _

0s:35:4

criteria for antimicrobial etlectiveness?

MR. MARGOLIS: Obicction. Vague.

THE WITNESS: I'm very aware ofxvhat the
criteria are. 08:35:48

[0 (Pages 34 to 37)
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Page 38

Q. Do you hold yoursel f as an expert in the U .53. 08:35:49

Plrarrnacopcia criteria for anti rrricrobial 08:35:52
ellcctiveness? 08:35:56

MR. MAR(iOl.lS: Objection. Vague.
THE WITNESS: I am unclear what an

expert would need to do ttndcr those --

somebody would need to do under those

circunrstances to be an expert.

Q. 1-lave you ever conducted any tests rrreasuring

antimicrobial effectiveness according to the US.
08:36:13

08:36:15

Q. What test did you conduct? 08:36:16

A. A longtime ago with some products that were 08:36:19 14

being prepared in tire laboratory. 08:36:23

Q. When did you last conduct a test measuring 08:36:25

antimicrobial effectiveness according to the U.S. 08:36:28

Pharrnacopeia criteria? 08:36:31
A. lcan't recall, 08:36:34

Q. Are you an expert in the European

Pharrrracopeia criteria B standards?

MR. MARGOLIS: Objection. Vague.

08:35:57

08:35:58

08:35:59

08:36:02

08:36:05

08:36:06

08:36:09

\-GOO‘-JG\LJ'|-I3-l.uIl\J-—
:5Pharmacopeia criteria?

A. Yes. 5

-0 U-I

08:36:33

08:36:42

08:36:44 22

Page 39

08:36:48

08:36:51

08:36:54

THE WITNESS: Again, I am obviously

aware ofthose, being a pharmacist and a
researcher. l'm unclear what would be an

expert in that area. 08:36:58

Q. Have yotr ever held yourself out to the public 08:36:59

as an expert in the European Phannacopeia criteria '13 08:37:02
standards? 08:37:07

A. No. 08:37:07

MR. MARGOLIS: Objection. Vague.

Q. Are you an expert in stability testing of

aqueous liquid preparations? 08:37:12
A. I believe 1 have a -- 08:37:17

MR. M/tR(}O1.1S: Objection. Vague.

THE WITNESS: I believe I have a very

good understanding of a large rrumbc1' of

stability tests that would be appropriate for
that. 08:37:28

Q. Have you ever held yourself out to the public

as an expert in stability testing ofaqucous liquid

preparations‘? 08:37:34

MR. MARGOLIS: Objcctiorr. Vague.

THE WITNESS: T|rat‘s a really difficult

U:>oo--.to'~t.n.I:.t.o.It~J—-
08:37:08

08:37:09

.__ —::r

.— is.)

08:37:17

08:37:18

08:37:21

08:37:26
.-._._.— G\'JI-lib-la-1

08:37:28

08:37:31

08:37:38

08:37:52
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Page 40
08:37:54

08:38:00

08:38:06

question to answer that because l'nr still

uncertain -- i believe that expertise falls

under my experience and expertise in
fonnulation. 08:38:09

Q. Have you ever told anyone that you were an

expert in the stability testing on aqueous liqtrid
08:38:15

08:38:10

08:38:12

preparations?
A. Who would] need to have told? 08:38:18

Q. is thata"no"? 08:38:20

A. 1 don't know who you mean. I'm considered to

be an expert in drug and gene delivery and all that

entails. So that would be an integral part of that.

Q. Have you ever told anyone that you're an

cxpen in stability testing on aqueous liquid

preparations? 08:38:40

MR. MARGOLIS: Objection. Asked and
answered. 08:38:45

”l'Hl:£ WITNESS: 1 repeat again that is an 08:38:50
08:38:53

08:38:22

08:38:26

08:38:32

08:38:35

08:38:37

08:38:44

integral part ofrny expertise in drug

delivery. 08:39:01

Q. Have you ever conducted stability testing on 08:39:06

aqueous liquid preparations?‘ 08:39:11

Page4l '

A. lhave. 08:39:20

Q. Why did you conduct stability testing on

aqueous liquid preparations?

A. Stability testing is a very large field and

it would depend upon -- the tests you performed

would depend upon fomrulation and its ultimate
intended use. 08:39:47

Q. How did you conduct stability testing on

aqueous liquid preparations?

MR. MARGOLIS: Objection. Vague.

THE WITNESS: 1 repeat my answer.

Stability testing is it very large area. The

tests you performed and how I perform them

would depend upon the formulation 1 was

looking at and the purpose, the intended

purpose. 08:40:13

Q. When did you last conduct stability testing 08:40:13

on aqueous liquid preparations? 08:40:15

A. It's conducted all the tirrrc in my laboratory. 08:40:19

Q. When did you last do it? 08:40:23

A. Iconducted tests personally within the last 08:40:33
08:40:36

03:39:22

03:39:25

08:39:28 ,_
08:39:39 .

08:39:48

08:39:50

00:39:52
03:39:55 '

03:39:53

03:40:04

03:40:07

0s:40;r0

few weeks.

11(I’ages 38 to 41}
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Q. llow did you conduct those tests? 08:40:}?

A. This is a really impossible question to 08:40:43

answer. 11's like how long is a piece otstring. 08:40:51

Q. You've told Inc that you just conducted those 08:40:54
tests and -- 08:40:56

A. I conducted some tests, yes. 08:40:56

Q. How did you conduct them? 08:40:58

A. Those particular tests? Okay. 1n this 08:40:59

particular case, these tests were looking at 08:41:06

the concept of solttbility with respect to aqueotts 08:43:32

liquid preparations? 08:43:37

MR. MARGOLISI Objection. Vague. 08:43:39 ;

THE WITNESS: They are not synonymous at 08:43:41":
all. 08:43:49 '

Q. Why are they not synonymous at all? 08:43:49

A. Solubility is assessing the amount ofthe 08:43:51

material 01' interest that is molecularly dispersed 0824315?

in solution. Stability always has to be defined. 08:44:03

There are dificrent types ofstability, and 08:44: 12

thal‘s -- and you want to ensure that your 08:44: 17

Forrnulation is unchanged in its use —- in use. 08:44:24

Q. Are you an expert in chemistry? 08:44:34

MR. MARGOLIS: Objection. Vague. 08:44:37

Q. You may answer. 08:44:38

A. 1’m going to ask you what you mean by 08:44:4l

chemistry. 08:44:43

Q. Well, wltat‘s your understanding of chctnisb'y? 08:44:43

A. Chemistry is a huge subject. That's my 08:44:47

understanding ofchernistry. 08:44:50

Q. Have you ever held yourself out to the public 08:44:52

as an expert in the field ofchcmistry? 08:44:54

SM’:-to:--..tf.?\t.rt-tt=.'...tt~«..:—
stability ofdrug in nticelle liormulalions. 08:4] :09

Formulations were prepared to standard criteria in 08:4 1: I8

my laboratory. and they were assayed over time using 08:41:22

a variety of techniques which were appropriate 08:41 :26

ranging from spectroscopic through to size stability 08:41:30

through to neutron scattering. 08:41:36

Q. Why did you conduct those particular tests? 08:41:40

A. lfyou‘re working in drug delivery, gcnc 08:41:44

5

5

E

G

E

S

Edelivery, fonrtulation stability is a prct'cquisite. 08:41:48

Q. Why is fomtulation stability a prerequisite 08:41:53

for drug delivery? 08:41:56

A. A patient doesn't want an unstable 08:41:59

fonnulatinn that's not going to behave in the 08:4-2:02

mm—- —-ca-4::
I0I9

Page 43 Page 45 '_

appropriate way. 08:42:04

Q. Why is it important for a patient to have a 08:42:06
stable formulation that wi 11 behave in an 08:42:09

appropriate way‘? 08:42: 12

MR. M/\RCiOI.1S: Objection. Lacks 08:42:14
foundation. 08:42:16

MR. MARGOLIS: Objection. Vague. 08:44:57 -:

THE WTFNESS: 1 have a known expertise 03:45:00 3.

in physical chemistry. I have a good 08:45 :02
understanding of organic chemistry. 08:45:06

Q. Have you ever published anything in The 08:45:13

Joumal ofthe American Chemical Society? 08:45: 15

Q. You may answer. 08:42:17 A. No. 08:45:18

A. There are a number of reasons. For example, 08:42:20 Q. Have you ever been qualified by any court as 08:45:18

to ensure the dmg hasn't degraded into toxic 08:42:24 an expert in chemistry? 08:45:21

impurities. 08:42:29 . 1-laving only done two court cases prior, no. 08:45:28

Q. What other reasons? 08:42:31 . Are you an expert in patent law? 08:45:33

A. To ensure that the fonnuiation hasn't changed 08:42:33 . No. 08:45:37 _

its state. 08:42:39 . Are you it named inventor on any US. patents? 08:45:37
Q. Any other reasons? 08:42:42 . Not U.S.. no. 08:45:42 I

A. To ensure that the fonnulation is likely to 08:42:44 . Are you a named inventor on any U.S. patent 08:45:44

be stable under the condition ofuse ofthe patient, 08:42:47 applications? 08:45 :47

to ensure the container you're putting the 08:42:53 A. No. 08:45:48

formulation in is appropriate for end use, ensure 08:42:59 Q. Prior to this case, have you ever provided 08:45:49

there's sufficient she1f—life, to ensure it's not 08:43:05 any opinion regarding the interpretation of the 08:45:52

contaminated with microbial contamination, to ensure 08:43: !4 20 phrases sodium edetate or EDTA sodium salt in at 08:45:55
it's not aflected by light. 1 could go on. 08:43:20 patent claim? 08:46:00

Q. How does the concept ofslahility differ from 08:43:30 MR. MARGOLIS: Objection. Vague. 08:46:06

DO--‘lO\lJI-l‘-‘-b-It\J—-
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Tl [E WITH ESS: 1 can't recall. 1 may 08:46:19 containing EDTA or any salt or onion of ED'FA‘? 08:48:34

have. but 1 can't recall definitely. 08:46:21 A. l‘ve used fonnulations in my laboratory with 08:48:39

Q. Prior to this case, have you provided any 08:46:23 . FDTA and the salts. yes. 08:48:43

opinion regarding the interpretation ofthe term 08:46:28 Q. Have you ever actually fornntluted any 08 :48:45

stable or any phrase concerning the tet1n stabilized 08:46:30 products containing EDTA? 08:48:47 _
in a patent claim‘? 08:46:34 A. Can you explain what you mean by formulate? 08:48:48 '=

A. I have. 08:46:35 0. Well, what's yotIt' understanding of 08:48:51

MR. M/-\R(]0l..lS: Objection. Vague. 08:46:36 formulation? 08:48:52

Q. And what case was that? 08:46:36 A. A formulate is make up a prepamtion. 08:48:52

A. Novarlis versus lvax. Novartis versus Dexel. 08:46:44 Q. Okay. Well. I'm asking based on your 08:48:56

Q. What was your opinion? 08:46:49 understanding. 08:48:38

A. Very vague, that question. It was related to 08:46:52 Have you ever formulated any product 08:48:58

the particular formulation in the case. 08:46:55 containing EDTA or any salt or anion of EDTA? 08:49:00

Q. Did the court accept your opinion‘? 08:46:58 . Okay. What do you mean hy product? 08:49:04

A. Yes. 08:47 :00 . . Well, what’s your understanding ofa product? 08:49:06

Q. Prior to this case, have you ever provided 08:47:02 . Do you mean something that got on to market? 08:49:09

any opinion regarding the interpretation of any 08:47:05 . I'm asking you more generally than that. Any 08:49:14

phrase dealing with presetvative efficacy in at 08:47:08 fonnulatioti? 08:49: 17

patent claim? 08:47:11 A. I have made fonnulalions in my laboratory 08:49:19

MR. MARGOLIS: Objection. Vague. 08:47:13 20 using EDTA and its salts. yes. 08:49:23

THE WITNESS: I may have, but] can't 08:47:22 21 Q. And you mentioned the market -- excuse me. 08:49:26 _

definitely recall. 08:47:24 Have you ever formulated any marketed drug product? 08:49:2 '

Page 4? Page 49 g

Q. Back to the Novartis ease you mentioned, for 08:47:25

which party in that case did you provide your 08:47 :29

opinion? 08:47:32
A. Novartis. 08:47:33

Q, 1n what court was that? 08:47:34

A. The UK High Court. 08:47:37

Q. Did you provide public testimony at trial in 08:47:40

that case? 08:47:49 Q. What product? 08:49:52

A. Yes. 08:47:49 A. It's a combination formulation consisting of 08:49:53

Q. Did you provide testimony at a deposition in 08:47:50 another particle and microemulsion. 08:50:01

that case? 08:47:53 Q. How does the addition ofa second active 08:50:03

A. They don't do deposition in the UK. 08:47:54 ingredient to El pharmaceutical formulation affect 08:50:06

Q. I-lave you ever fonmilated any bromfenac 08:47:57 the physical and chemical properties of the 08:50:10

product? 08:48:02 formulation? 08:50: 12

A. No, but formulated closely related molecules. 08:48:08 MR. MARGOLIS: Objection. Lacks 08:50:13

Q. Have you ever formulated any product 08:48:14 foundation. 08:50:14

containing tyloxapol? 08:48:21 THE WITNESS: Again, that very much 08:50:16

A. 1 have formulated products in my laboratory, 08:48:23 depends upon the two drugs and the 08:50:18
yes. 08:48:29 formulation. 08:50:22

Q. Containing tyloxapol? 08:48:29 Q. What else does it depend on? 08:50:23

A. Yes. 08:48:31 A. A huge amount of things. It would depend 08:50:25 ._

Q. Have you ever formulated any products 08:48:31 upon the two drugs. It would depend upon how the 08:50:32 '

A. Not as lead formulator. no. 08:49:33

Q. Have you ever formulated any product for 08:49:37

treating an inflammatory disease of the eye? 08:49:39

A. No, not that's got to market. 08:49:43

Q. Have you ever formulated any product 08:49:47

containing multiple active ingredients? 08:49:49
A. Yes. 08:49:51\DOfi'-~JG\LJ'I.|h-I.i-II‘-.J-—-
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Page 50

08:50:38

03:50:46

08:50:55

08:51 :00

08:51:04

two drugs were fortnulated, relative amounts of the

two drugs, the pH, the temperature of use, the

presence ofexcipients. You would have to test to
ensure whether or not it worked.

Q. [5 it fair to say that that's a complicated

process‘? 08:5 I :07

MR. MARGOLIS: Objection. Vague. 08:51: It

THE W|'l'Nl2SS: it would depend upon the 08:51:15

products you were interested in. 08:51:18

Q. How so‘? 08:51:20

A. I gave a potential landscape olproblcnts that 08:51:32
08:51:48

08:51:49
you would need to consider -- of considerations you

would need to make when designing your study.

Depending upon the two systems you're interested in, 08:51:53

you may or may not have to do all of those, and [ 08:51:58

can't say without that knowledge. 08:52:01

Q. 1-lave you attthorcd any papers dealing with the 08:52:04
08:52:07

08:52:10
fonnulation of aqueous liquid preparations

containing multiple active ingredients?
A. Yes. 08:52:13

Q. Have you authored or edited any book chapters 08:52:13

dealing with formulation ofaqueous liquid 08:52: 16

Page 5[

preparations containing multiple active ingredients? 08:52:18
A. Have 1 edited a book or did 1 -- 08:52:22

Q. Or authored any book chapter, correct. 08:52:30

A. A book chapter, yes. I have, yes. 08:52:33

Q. Have you ever contributed to the content of 08:52:35

any edition ofthe European Pharmacopeia? 08:52:39
A. No. 08:52:42

Q. Have you ever contributed to the content of

any edition of the United States Pharrnacopeia?
A. No. 08:52:49

Q. Are you aware that the United States

Phatmacopeia is a publication ofthe National

Foirnttlary? 08:52:54
A. I am. 08:52:55

Q. And have you ever consulted for the National

Formulary? 08:52:59
A. l have not. 08:52:59

Q. Have you ever contributed to the content of

any edition ofthc Japanese Phannacopcia?
A. l have not. 08:53:06

Q. Have you ever contributed to the content of 08:53:08

any edition oftlie Merck index’? 08:53:10

08:52:43

08:52:45

08:52:49

08:52:51

03:52:56

08:53:00

08:53:02

PAGE 15 OF 132
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Page 52 I

A. No. 08:53:13

Q. Aside from your work in this case, have you 08:53:14

ever consulted for any party conceming any 08:53: [6

hrornfenac product? 08:53:21

MR. MARGOLIS: Objection. Vague.
THE WITNESS: I would like to state that

I actually have written monographs in The

Handbook for I-‘harmaceutieal Excipients.

Q. Did you write any monographs regarding

08:53:24

08:53:25

08:53:21’

08:53:30

08:53:33

hromfenac in the Handbook of Pltarmaecuiical —- 08:53:36

A. No. It was on surfactants. 08:53:36 ._._

Q. Did you write any monographs in The Handbook 08:53:41 i
08:53:42

08:53:46

08:53:52

of Pharmaceutical Excipients regarding bromfenac?

A. No. The Handbook of Excipients, and

bromfcnac is not an cxcipient, so I've written them
08:53:56

Q. Aside from your work in this case. have you

on surfactants.

08:53:57

ever consulted for any party regarding any bromfenac 08:53:59

product’? 08:54:03

MR. MARGOLIS: Objection. Vague.

Q. You may answer. 08:54:06
A. No. 08:54:10

08:54:04

Page 53

08:54: I l

08:54:l
Q. Aside from your work in this case, have you

ever consulted for any party regarding any product

containing tyloxapol? 08:54:16
A. Yes. 08:54:20

Q. In what context did you do that? 08:54:23

A. I acted as an expert fora pharmaceutical 08:54:26

company. 03:54 :28

Q. And what company was that’? 08:54:28
A. It's confidential. 08:54:30

Q. Did you serve in that capacity in a court
case‘? , 08:54:37

A. No. 08:54:37

Q. Aside from your work in this case. have you

ever consulted for any party regarding any product

containing EDTA or a salt or anion of l-1D't‘A‘?

MR. MARGOLIS: Objection. Vague.
THE WITNESS: EDTA and its salts are 08:54:55

excipients, so may be an integral part of :1 08:54:59

large number of fonnttlations. It is unlikely 08:55:04

you would be called upon to advise only on 08:55:08

that particular ingredient. 08:55:11

Q. Aside from your work in this case, have you

08:54:31

08:54:40

08:54:42

08:54:45 _§
08:54:50

08:55:13 i
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ever consulted For any party regarding F.I)T/\ in 08:55:15 funded by industry. Sol have -- 1 could go on. 1 08:57:45

partlctllar or any salt oranion ofEDTA'? 08:55:19 have a lot tnore connections with industry. 08:57:49

MR. MARGOLIS: Objection. Vague. 08:55:26 0. When was the last time you actually worked at 08:5?:5t

THE WITNESS: EDTA is rt common excipiciit 08:55:} at pharmaceutical company‘? 08:57:53

in lots ol‘|‘ormu|utions. I have consttltcd at 08:55:34 A. About —* 1 was working as a consultant about 08:58:01

lot on formulations for companies. So it's 08:55:38 :1 ycarago in the company. 08:58:11

highly likely EIJTA has been a component of 08:55:42 Q. Have you ever been hired lor:tpt:rn1unent 08:58:14
00--lU‘\lJ1-B.t.oJh-1-‘

those. 08:55:46 position at a pltarmaceutical company‘? 08:58: 17
\C Q. Have you ever consulted on the cltemistty of 08:55:46 A. I have been ot't‘e1ed lot.-; ofjobs. 08:58: 19

EDTA? 08:55:49 Q. Were you ever hired For one‘? 08:58:21

MR. MARGOLIS: Objection. Vague. 08:55:52 A. I never accepted them. 08:58:23

THE WITNESS: Again, 1 think it would be 08:55:57 Q. When was the last time you were ottered :1 03:58:24 I
unlikely anybody would be asked to consult 08:56:01 permanent position at a pliarmaccutical company‘? 08:58:26

only on the chemistry ofEDTA. That might be 08:56:05 A. Okay. Gosh. lcart'tt‘cmeinbcr now. 1 have 08:58:29 3
part ofa formulation package. 08:56:08 to think on that one. l‘rn sorry. l.t.'.‘.tITlCjt1Sl.l00l<. 08:58:50

. Have you ever consulted for the FDA‘? 08:56:11 I believe it wnsjust priorto me taking up 08:59:14

. No. 08:56:13 the role as Chiefscientist, Royal Pharmaceutical 08:59:17

. Take a look at yourcurriculum vitae, please. 08:56:14 Society. 1 haven't been olTered ajob since then. 08:59:22

. l have consulted for the EMA though. 08:56:19 Q. What year was that’? 08:59:26

Q. I'd like to direct your attention to page one 08:56:23 A. 2007. 08:59:28

under Previous Appointments. 08:56:27 Q. Have you ever worked in a full-time position 08:59:30

A. Yes. 08:56:33 at a pharmaceutical company‘? 08:59:35

S

Page 55 Page 57 '

Q. And toward the bottom of that entry it says, 08:56:34

"6 montlts (total) sabbatical leave." 03:56:33

Do you see that? 08:56:40
A. Yes. 08:56:41

Q. Did you take six months of sabbatical leave 08:56:41
from academia in 1993 to work in the Inhalation 08:56:44

Research Group at Glaxo‘? 08:56:48
A. Yes. 08:56:51 A. No. 09:00:04

Q. Aside from your six months ofsabbatical 08:56:51 Q. Have you ever fonnulatecl an ophthalmic 09:00:05

leave from academia in 1993, have you ever worked at 08:56:53 10 product at a pharmaceutical company? 09:00:09

a pharmaceutical company? 08:56:51-' MR. MARGOLIS: Objection. Vague. 09:00:11

A. Yes. 08:56:58 THE WlTNI-SSS: That is vague. lhavc -- 09:00:14

Q. When was that? 08:56:58 again, please define product. 09:00:23

A. I've worked -- well, while a student, in my 08:57:01 Q. Well, let me ask it this way. were you ever 09:00:24

summer vacations l've worked with Richardson and 08:57:06 responsible for Formulating any oplnlialrnic product 09:00:27

A. Explain full-time. 08:59:38

Q. Well, you currently work in a full-time 08:59:51

position at King's College, correct? 08:59:54

A. Okay. No. They've always been fixed 08:59:56
contracts. 08:59:58

Q. Have you ever founded or co-lbundctl ti 09:00:00

pharmaceutical services company? 09:00:02\.BDG--.l.’.'f"tt4I'I-l'ht4Jt‘~J'— 
 

Vicks. I spent six months working as a 08:57:10 at a phannaceutical company? 09:00:30

pro-registration pltannacist in Richardson and Vicks, 08:57:15 MR. MARGOLIS: Objection. Vague. 09:00:32

which is under my Previous Appointments, and 1 have 08:57:l ‘ THE WITNESS: We worked on, when 1 was 09:00:35

spent time in industry consulting with industrial 08:57:22 in GSK on my sabbatical, we also looked at 09:00:38 :

colleagues, runningjoint projects in my research 08:57:32 using the same platform |'oropbthaln1ic 09:00:44

laboratory, Ph.D. projects, post—doctora! projects. 08:57:36 preparations. 09:(l0:47

I have several students in my laboratory currently 08:57:42 Q. Have you ever formulated a marketed 09:00:47
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09:00:49

09:00:49
opitthalrnic product —~

A. No.

Q. —— at a plnuinaceuticrtl company‘?
A. No. 09:00:51

Q. Take :1 look, ifyou would, at pages 9 through 09:00:52

10 ol'your CV. Let me direct your attention to the 09:00:57
section entitled Re:-:earcl1(Jt‘ttnts. 09:01:01

Do pages 9 through 10 ofyour currieulurn 09:0l :07

vitae describe your research grants? 09:01:10
A. Not all ofthem, no. A selection, 09:01:11

09:01:14

09:01 :20

09:01:24

09:0! :30

09:01 :32

Q. Over the past ten years, what has been the 09:01:33

focus oiyour scientific researclt? 09:01 :36

MR. MAR(i(')l,1S: Objection. Vague. 09:01:39

Q. You may answer. 09:01:41

A. M y focus of my scientific research has been

pt‘cpa1'ation of gene and drug delivery systems

intended for parenteral use in the correct way

09:00:50

Q. Okay. Which ones are not described liere?

A. Well, ifyou read the text, I have nothing
listed before. that started before 2005. And there

will be some that are not listed ifthey are
confidential contracts as well.

09:01:49

0910i :53

09:01:53

Page 59

09:02:02

09:02:04

09:02:07

fonnulations. That's the focus.

Q. Has your scientific research focused on

studying various systems or formulating drugs for
adrninisnntion? 09:02:10

MR. MARGOLIS: Objection. Vague.

THE WITNESS: Repeat the question‘?

Q. Sure. Has your scientific research focused

on the studying of various systems or formulating

drugs for administration‘? 09:02:27

MR. MARGOLIS: Objection. 09:02:29

THE WITNESS: They are all part in the 09:02:30

same thing. 09:02:32

0. Well, which does your research focus more?

A. No. No. No. No. That's part ofthe same

story. 09:02:37

Q. How 50‘? 09:02:37

A. Because il'you're looking at systems, you

obviously might want to know it‘ they're appropriate

for drugs. So they go together hand-in-hand.

Q. in the past ten years, have you received a 09:02:47

research grant for the use ofa non-ionic surfactant 09:02:50
09:02:54

09:02:15

09:02:19

09:02:20

09:02:22

09:02:32

09:02:35

09:02:33

09:02:41

09:02:43

in a phannaceutieal fonnulation?
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A. Yes. 09:02:55

Q. which grant did you receive for that‘?

A. In the last ten years‘? Okay. So, the

question was a non—ionic surlactanl in It --

09:02:56

09:02:58

09:03:04

09:03:08

09:03:09

09:03: it

. Okay. The novel micro-emulsion formulations. 09:03:12

. That's the one Iiir 17,000 pounds? 09:03:31

. Yes. The novel colloidal fonnulations. 09:03:34
09:03:38

. Pharmaceutical t'onnu1alion'.’

. — pltarrnaeeutical fortnulation?

. Correct.

that's actually For more money. but we only get

credited with the GSK side ofthe money. That's For 09:03:42

100,000. And there's been some other contracts and 09:03:45

there's been other projects. It" you go to my — let 09:03:49

me just find it -- current research students. 09:03:56

. What page is that‘? 09:04:03

. Sorry. Page 1 1. 09:04:04

. Okay. 09:04:04

. And 12. 09:04:02

. Um-mm. 09:04:07

. And if you look at that one, two, th rce, four

of those students that are not on these grants you

09:04:08

09:04: 1 3

Page 6]

just mentioned are using novel or using surfactants 09:04: 17
09:04:21

Q. Have you ever received a research grant for

the use oftyloxapol in a pharmaceutical I

For Fonnulations.

09:04:23

09:04:25

Fonnulation? 09:04:28

MR. MARGOLIS: Objection. Vague.

THE WITNESS: Tyloxapol -- you receive

grants for looking at non-ionic surfactants,

ofwhich tyloxapol is a standard non~ionie

09:04:30

09:04 :33

09:04:39

09:04 :43

09:04 :46

09:04:48

09:04:50

surfactant to use under these circumstances.

Q. Have you ever received a research grant

specifically to use tyloxapol in a pharmaceutical
09:04:54

A. You would not get a grant in the UK to use

formulation‘?

09:04:54

09:04 :57

09:05 :00
tyloxapol because that's not how the grant system

works in the UK. But have I used tylexapol in my

research? Yes. extensively. 09:05:04
09:05:06

09:05:08 _
09:05:13 -

09:05 :21 '

09:05:26

Q. Have you ever received a research grant for

the use of EDTA in a pharmaceutical lhrniutation?

A. "the same comment would stand, you don't get

grants in the UK for that type oftiting. 1 have

used EDTA in a product. So to say no is

16 {Pages 58 to 61)
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Page 62 Page 64 Z

09:08:20 .

Q. Have you published a book chapter since 2002 0920812 I l
dealing with non-ionic surt‘aelants'? 09:08:25

MR. MI\|{GOl.IS: Objection. Vague. 09:08:28

TI-ii} WITNESS: It is vague. but 17 09:08:31
includes non—ionic siirlnctants. 09:08:34

Q. Have you published a book chapter since 2008 09:08:36 -

dealing with non-ionic surliaetants? 09:08:40 "

A, 1 would have to check my records. 09:08:43

0. llave you ever published a book chapter 09:08:45

dealing with the use Liftyltixapol in :1 09:08:48

phamiacctttieal fonntilatiuii‘? 09:08:50

MR. MARGOLIS: Objection. Vague. 09:08:52

TIIE WITNESS: 1 would have to go and 09:08:59
check some of the rettrrences whether it was 09:09:00

mentioned in there. 09:09:02

Q. Have you ever published a book chapter

dealing with the use 01‘ I-I1)'l‘./\ in a phannaccutical
l'ormu lation? 09 :09 :09

MR. MARGOLIS: Objection. Vague.
TIIE WITNESS: I would have to look at

the contents to see if there was any mention

meaningless. 09:05:31

Q. Have you ever received a iesearcli grant tor

formulating a stable aqueous liquid preparation‘?

MR. MARGOLIS: Objection. Vague.
THE WI'|NF.SS: Yes.

Q. What research grant did you receive for

09:05:32

09:05:34

09:05:39

09:05:39

09:05:40

09:05:42

09:05:51
l'ormulating a stabile aqueous liquid preparation?

A. Okay. For example, the novel micnoemulsion
09:05:58

09:05:59

09:06:02

09:06:05

confidential, sometimes not, looking at ionnulating 09:06:13

aqueous surfactant solutions. I think it is, 09:06:18

without doubt, l'n1 acknowledged as an expert in the 09:06:23

use of surfactants for formulation in aqueous 09:06:27

systems. 0910613 I

Q. Take a look, ifyou would, at pages 19

tttrougli 20 of you1' CV. 09:06:35
A. Yes. 09:06:36

Q. And let me direct your attention to the

section entitled Chapters in Books.

thnnulations.

Q. That is on page 10 ofyour CV‘?

A. That's on page 10 ofthe CV. And I've had a

large number‘ of grants from Pharnta, sornetinies

09:09:03 -

09:05:32 09:09:06

09:09:10

09:09:12

09:09:19

09:06:39

09:06:46

Page 65

Do you see that‘? 09:06:47
A. I do. 09:06:48

Q. Do pages 19 through 20 ofyour curriculum

vitae list all of your published book chapters?

A. I would say most, not all.

Q. Which one or ones is or are missing?

A. If I am honest, book chapters are not highly

rated in the British academic system, so my

recordkeeping of that is less good titan my

reeordkeeping of academic journals. 1 have

certainly got something recently about neutron

scattering. 09:02:49

Q. Take a look at item 17 on page 20. That was 09:07:51

published in 2008, correct? 09:07:55
A. Yes. 09:07:52

Q. Have you published a book chapter since 2008'?‘ 09:07:53’

A. 1 really can*t remember. As I exptained, 09:08:05

they're not particularly well-rated in the British 09:08:08
09:08: I 0

09:08: I 2

09:08: 16

09:08: I?

oliit. 0910922!

Q. Have you ever pubtished a book chapter

dealing with formulating It stable aqueous liquid

preparation‘? 09:09:26

MR. MARGOLISI Objection. Vague.

THE WITNESS: It is very vague, but all

ofthosc chapters I believe contain work on

fonnulating aqucous—based, if that is the

word, a phrase, aqueous continuous phase

systems. 09:09:56

Q. All 17 of your book chapters -- 09:09:52

A. 1-- just —— I believe set 15 does include 09:09:59
09:10:02 ‘

09:10:07

09:10:15

09:10:19

09:10:22 _
09:10:27 3

09:09:21

09:06:48 09:09:23

09:06:51

09:07:01

09:07:06

09:07:27

09:07:31

09:07:34

09:07:36

09:07:40

09:09:27 -

09:09:29 '
09:09:39

09:09:46

09:09:52:S\<EtOO--.lO\l.I'i-lb-Ldt~J—
:3

some -- set 5 doesn‘t because it's microernulsions.

But everything else I believe -- so, Sis not -- is

triglycerides. 9 is triglycerides. 10 is

siirfactants. I I is surfactants. But everything

else is Formulation ofsystenis that have, at least

as part oflhe chapter, aqueous continuous phase.

0. Take a look at pages 20 through 28 ofyour 09:10:30

curriizultun vitae, the section entitled Articles in ‘09: 10:35
Acaden1icJournais. 09:10:40

Do you see that‘? 09: I 0:42

academic system. You don't get credit for those.

You get credit for ftill academic papers. So I

really have not kept good records.

Q. Take a look at item number 12, ifyou would.

I? (Pages 62 to 65)
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Page 66 Page 68 Z

A. Yes. 09:10:43 preparation‘? 09:13:53‘

Q. Do pages 20 through 28 ofyour curriculum 09:10:43 MR. MARG()1.1S: Objection. Vague. 09:13:59

vitae list all ofyour published anicles in 09:10:46 T1112‘ W|'1“l\| IESS: I am looking at 09:14:05

academic journals‘? 09:10:48 formulating for pharmaceutical use, so a goal 09:14:07

A. I believe so. yes. 09:10:49 ofall the work is to tly and make something 09:14:] I

Q. Take a look. il‘you would. at item n1Imber';'3. 09:10:50 ' that is stable. llowever. it may not report 09:14:14

Have you published ajountal article since 2008 09:10:58 the whole range o|"st-ability tests that you 09:14:13

dealing with non-ionic surfactants? 09:11:01 would need for pharmaceutical Fornmlalion. 09:14:20

A. Yes. 09:11:04 Q. Take a look, ifyou would, at page 28 ofyour 09:14:26

Q. Which one? 09:11:05 curriculum vitae. 09:14:33
A. 108. 09:11:31 A. Yes. 09:14:35

0. Any others‘? 09:11:33 Q. Does page 28 ol'yourcurricultun vitae list 09:14:40

A. I'm just looking. 102 is the —— it‘s :1 09:11:35 your only two patent applications? 09:14:42

strange one. That's —— that's almost a citation 09:1 1:43 A. It does. 09:14:44

classic that one. 93. 89, 84, 83, 82 has got 09:11:48 Q. Did either ofyour two patent applications 09:14:45

something in 11,1 believe. 1 would have to check, 09:12:23 issue as a patent‘? 09:14:47

but I believe it has. And the vast majority ofthe 09: 12:25 A. The second one. no. The first one was taken 09:14:49

other ones are either cationic surfactants or lipids 09:12:30 over by a pharmaceutical company because they hinded 09: 14:5 «.

which are lipid molecules which behave in an 09:12:35 the work and 1 don't know, 09:14:57

analogous way to lot of non-ionic surfactants. 09:12:39 Q. Do either ofyour two patent applications 09:14:59

Q. Is it fair to say that publication number 108 09:12:42 deal with non—ionic surfactants -- 09:15:03

on your curriculum vitae which was published in 2013 09:12:45 22 A. Both do. 09:15:05

Page 67 Page 69 _

Q. Okay. Have you ever filed a patent 09:15:06

application dealing with the use 01‘ tyloxapol in a 09: 1 5:07

pharmaceutical formulation? 09:15:10
A. No. 09:15:14

Q. Have you ever filed a patent application 09:15:15

dealing with the use of EDTA in a phaimaceutical 09:15:17
fonnulation? 09: 15:20

is your last publication dealing with non-ionic 09:12:48
surfactants? 09: 12:51

MR. MARGOLIS: Objection. Vague. 09: 12:59
THE WITNESS: No. There are others. 09:13:01

11'! deals with non—ionic surfactants. And 09:13:10

they are all -- all the papers are related to 09:13:14

each other. They all deal with lipids - all 09:13:17

deal with amphiphilic molecules or polymers. 09:13:20 A. No. 09:15:21

Q. Have you ever published ajoumal article 09:13:23 Q. Have you ever filed a patent application 09:15:22

dealing with the use oftyloxapol in at 09:13:26 dealing with forlnulating a stable aqueous liquid 09:15:24

pharmaceutical forrnulation? 09:13:28 preparation? 09: 15:28

A. No, because that's normally been confidential 09:13:29 A. Interestingly, no. The second patent 09:15:35

information for the company. 09:13:31 application was to make those patticles unstable. 09:15:38

Q. Have you ever published a journal aniele 09:13:33 Q. I understand. 09:15:42

dealing with the use OFEDTA in a pharmaceutical 09:l3:3 . Take a look, ifyou would, back to your 09:15:45

t'onnulation'? 09:13:41 declaration. Let me direct your attention to page 09:15:48

MR. MARG01.-IS: Objection. Vague. 09:13:45 2, paragraph 4. It says. "1 have not tcstilied in 09:15:59

THE WITNESS: 1 would have to look at 09:13:47 any case in the previous four years." 09:16:07

the references, hutF.1.')TA will be in some of 09:13:48 Do you see that‘? 09:16:09

those papers definitely. 09:13:51 A. Yes. 09:16:10

Q. Have you ever published ajournal article 09:13:52 Q. When was the case in which you teslified in 09:16:11

dealing with fonnulaling a stable aqueous liquid 09:13:54 22 the UK‘? 09:16:15

'I-.ClDO'--.1G'\lJ\-b.LoJI\-'|—-
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Page 70

09:16:17

09:16:22

A. That went to court 2006 and 2009.

Q. [lave you testificd as an expert in any case
since 2009'? 09:16:26

09:16:29A. l've been consulted as an expert. but none

have gone to court. 09:16:32

Q. Have you ever been qualified by a court as an 09:16:33

expert in any previous patent infringement case? 09:16:36

A. 1 don't understand the question. 09:16:40

Q. What don't you understand about it‘? 09:16:42

A. 1 don't know how you get qualified as an 09:16:45

expert. 09:16:49

Q. So, do you understand that a court qualities

a particular —- 09:16:53

A. 1 have been an expert in a court case, yes.

Q. In -- 09:16:57

A. As the main expert in those two —— in two
court cases. 09:16:59

Q. Okay. In two court cases. 09:17:00

A. Novarlis against Dexel, and Novartis against 09:17:02
Ivax. 09:17:] I

Q. In those cases, in what field did the court 09:17:14

qualify you as an expert? 09:17:19

09:16:50

 
09:16:53

09:16:57

Page 71

09:17:24

09:17:27

09:17:33

09:17:38

MR. MARGOLIS: Objection. Vague.

THE WITNESS: [was the main expert in
the case that was concerned with a novel

non-ionic surfactant-based microemulsion

09:17:41

Q. And what were your opinions, generally

speaking, in that case? 09:17:43

MR. MARGOLIS: Objection. Vague. 09:17:49

THE WITNESS: What do you mean opinions‘? 09:17:5

Q. Well, what opinions did you provide in that 09:17:52
case to the court‘? 09:17:54

MR. MARGOLIS: Objection. Vague.

THE WITNESS: t was the main expert

talking about -- it was a patent‘ formulation,

formulation.

09:17:42

09:17:56

09:17:58

09:18:01

09:18:06a formulation -- yes, a patent -- a

formulation patent, and l was the sole expert 09:18:09
09:13:14

09:18:18

09:18:24

09:18:27

09:18:30

in the iirst case to defend -- well, it's an

infringement case, and the defendees came

back and tried to invalidate the patent. So

1 was the expert for that. So, I dealt with

the whole oftlu: -- the opinions on the whole

oflhc patent. 09:13:34

866-928-6509
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Page 72 .

09: 1 8:34

09:13:36

09:18:59

09:18:42

09:18:44

09:18:47

09:18:50

Q. Did you provide opinions that the patent
should or shotlld not be invalidated‘?

A. 1 said it shouldn't be invalidated.

Q. Should not? Why was it your opinion that the

patent in that case should not be invalidated?

MR. MARGOLIS: Objection. Vague.

Tl-lli WITNESS: It was a very novel, very
effective l'orn1ulation. 09:18:54

Q. Was it a formulation containing a non-ionic
si|i'|‘aclan1‘? 09:19:00

A. lt was lTliCI'l"1t3l11tllSl(ll'1 fot1nu1ation containing a
non—ionic surl'aL‘lHnt. 09:19:04

Q. What was the active pharmaceutical ingredient
09:19:08

09:19:03

09:19:10

09:19:12

A. 1 would have to consult my notes. Sorry.

09:18:56

00;:9:0

09:19:06 '

in the formulation?

A. Cyclosporin.

Q. What other cxcipients were in the
fonnulation?

09:19:13

0. What non-ionic surfactant was in the 09:19:15
formulation? 09:19:20

A. I'd have to consult my notes. 09:19:20

Q. Why was it your opinion in that case that the 09:19:22

Page 73

patent at issue was valid? 09:19:30 =.,

MR. MARGOLIS: Objection. Vague. 09:19:33 in
THE WITNESS: Iwas consulted as an 09:19:36 ..

expert in preparing microemulsions for 09:19:39

pharmaceutical use, and the patent was 09:19:45
09:19:51

09:19:58

09:20:01 i
09:20:04 2

09:20:05

09:20:08

09:20:13

09:20:18

09:20:25

09:20:31 '

concerned with a mieroemulsion formulation.

So 1 was very expert in the area -1 was

able to rnalce a judgment, and the patent was

upheld.

Q. Why was it your opinion in that case that the

patent dealing With a pharmaceutical formulation

containing a non-ionie surfactant was valid’?

A. It was the first time anybody had prepared a

microcmulsion formulation to delivera drug and it

showed distinct improvements over the existing
09:20:39

Q. What type ofdistinct improvements?

A. Reprotlucibility ofdose and total

fonntllatioo.

09:20:40 t

09:20:45 7,
09:20:51 -

09:20:57

09:20:58

09:21:04 .;

bioavailability, case ofuse for the patients.

Q. Anything else?

A. Probably. but I can‘: remember.

Q. Take 0 look, if you would, at paragraph 6 of

19 (Pages 70 to 73)
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at. 09:23:12

Q. How would it depend on the structure ofthe 09:23:12
sttrfactanl‘? 09:23: 15

A. It would depend upon what the hydrophobic 09:23:22 '

moiety was. It would depend upon what the head 09:23:30 __

group was, for example. 09:23:35 1

Q. Okay. You use the phrase "pltysic-chcntical 09:21:19 Q. Anything else? 09:23:32‘

characterization ofnovel, non-ionic surfactants." 09:21 :24 A. The way in which. the concentration in which 09:23:42 _

Do you see that’? 09:21:26 it was present and its state ofdispersal. 09:23:46

A. Yes. 09:21 :26 Q. Anything else‘? 09:23:51

Q. What do yott mean by "physio-chernieal 09:21:27 A. pl-1, temperatune, presence ofcxeipients, 09:23:55

eharacteri}:ution"'? 09:21 :29 other cxeipients, presence of salts. 09:24:05

A. Well, there should be an 0 after the C, but 09:21:30 . 0. Anything else? 09:24:10

using standard pliysicoehemical techniques, light" 09:21:34 A. lcan'1 think ofall the ones I've 09:24:15

scattering, viscosity, surface tension, behavior, 09:21 :38 listed already. Presence of-- ifyou're using as a 09:24: 1 7

characterization ofthc surfactants. Yep. 09:21:44 tiormulation, presence ofdrug. 09:24:22

0. And you use the term novel non~ionic 09:21:51 Q. Anything else‘? 09:24:27

surfactants. 09:21:55 A. 1 think I might have listed excipients, pt-l. 09:24:35

Do you see that? 09:21:56 temperature, electrolytes, drug, concentration —— 09:24:39

A. Yes. I synthesis them. 09:21:56 they're the main ones. 09:24:48

Q. What is a novel non-ionic surfactant‘? 09:21:58 Q. Why do different non—ionie surfactants have 09:24:49

A. I designed and synthesized the surfactant. 09:22:00 different chemical and physical properties? 09:24:53

your declaration. 09:21:08
A. Yes. 09:21:10

Q. And in the second sentence you use the phrase 09:21:10

"physic-chemical cltaraeterizalion" -- sorry. Are 09:21:15

you there? 09:21:19
A. Yes. 09:21:19oo-.Jr.‘:«L.n.::'..-.urx.t— CK?‘-JO\LJ’l-h»l4JI‘«J—‘

Page 75 Page Ir‘? _

MR. MARGDLIS: Objection. Vague. 09:24:56

Compound. Lack of foundation. 09:24:59

Q. You may answer. 09:25:02

A. Because the structure of the surfactants can 09:25:06 _

vary, so the balance between the hydrophobic and the 09:25: 1 4 i
liydrophilic can vary. 09:25:20

Q. Can the physical and chemical properties ofa 09:25:20

non-ionic surfactant be predicted from the physical 09:25:22

and chemical properties of a different non-ionic 09:25:26
surfactant with a different chemical structure? 09:25:30

MR. MARGOLIS: Objection. Vague. 09:25:33

THE WITNESS: That's very vague. The 09:25:34

best answer I can give you is in a 09:25:37

structurally related series or a closely 09:25:41
related series of molecules. You can have :1 09:25:44

good estimate, yes. 09:25:52

Q. Have you ever accurately predicted the 09:25:54

physical and chernietll properties ofa non—ionic 09:25 :5?

surfactant based on the physical and chemical 09:25:59

properties ofa different non-ionic surfactant with 09:26:02
a different chemical structure? 09:26:05

MR. MARGOLIS: Objection. Vague. 09:26:07

Q. How many different non-ionic surfactants are 09:22:03
known to exist? 09:22:06

A. Sorry. As many as you want in your brain. 09:22:09

Q. You used the term "physic" and you meant to 09:22:15

say physicoehemical -- 09:22:21
A. Yes. 09:22:21

Q. -- characterization, correct? 09:22:21
A. Yes. 09:22:22

Q. What are some of the different physical and 09:22:23

chemical properties that different non-ionic 09:22:25

surfactants possess? 09:22:27

A. It would depend in what state you were 09:22:31

looking at them, whether you were looking at, the 09:22:37
surfactant on its own, the surfactant with oil and 09:22:41

water, et eetera. 09:22:45

Q. Let me -- let me rephrase the question then. 09:22:46

What are some of the different physical and chemical 09:22:53

properties that different non-ionic surfactants 09:22:55

possess in aqueous liquid preparations? 09:22:59

MR. MARGOLIS: Objection. Vague. 09:23:05

TIIE WITNESS: That would depend upon the 09:23:0

structure of the surfactant you were looking 09:23:09

E~.o.:n~..1o-<..n.t:.t.am—
E
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09:26:09

09:26:23

09:26:28

09:26:32

09:26:34

09:26:37

09:26:40

09:26:43

09:26:42

THE Wl'l'NiiSS: That‘s vague. l'm unclear

when you say accurately what you mean. what

level ofaccuracy you're talking about?

Q. Have you ever with any level ofaecttracy

predicted the physical and chemical properties ofa

non—ionic surfttcttml based on the physical and

chemical properties ofa different non-ionic
sttrfactant with a different chemical structure?

MR. MARGOLIS: Objection. Vague.
09:26:48

09:26:48

09:26:51

09:26:53

09:26:59

09:22:04

09:22:07

09:27:09

09:27:09

09:27:13

Compound.
TH E WITNESS: A different

chemical structure. I explained that if

there is, for example, a relationship between

the head group used and —— yes, you can

predict with reasonable accuracy.

Q. lviave you ever done that’?
A. Yes.

Q. Did you publish your findings?

A. I don't know. 1 would have to -- sorry. 1
would have to look. [don't know. 09:27:16

No. I have got students in laboratory doing 09:22:58
that at the moment. 09:28:00

Page 79

09:28:01

09:28:05
Q. Is it fair to say that the physical and

chemical properties of a non-ionic surfactant cannot

be predicted from the physical and chemical 09:28:08

properties ofa different non-ionic surfactant with 09:28: 10
a different chemical structure? 09:28:13

MR. MARGOLIS: Objection. Vague. 09:28:16

Compound. 09:28:18

THE WITNESS: Yes. It depends how

different they were. 09:28:21

Q. How does it depend how different they are?

09:28: 18

09:28:22

09:28:26

09:28:30
A. Again, that's very vague. There is quite a

lot ofunderstanding available, for example, in the

literature about the relationship between the 09:28:33

hydrophobic chain and the relationship ifit - the 09:28:38

non-ionic, ifit's a -- yeah, ifit's a -- il'it‘s :1 09:28:44
09:28:49

09:28:53

09:28:59

straight chain, or a single chain 1 should say,

hydrophobic group —— actually, there's quite :1 lot

of information about the effect of the head group,

and the head group often dominates. So it would 09:29:02

really depend on the structure how differently in 09:29:07

order to be able to say that. 09:29:09

Q. Would a person ofoudinary skill in the art 09:29:| ]
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09:29: I3

09:29:18

09:29:21

09:29:24

09:29:27

09:29:31

09:29:32

09:29:34

09:29:38

expect the same amount oftwo different non-ionic

stlrfaclanls having different chemical structures to

have the same stabilizing effect or different

stabilizing effects in an aqueous liquid prepaiation

ofa nonstcroidal anti-inttatnmatory chug‘?

MR. MARGOLIS: Objection. Vague.
Tl-IE WITNESS: You couldn't -- I couldift

answer that on the vagueness of the question.
You would have to do tests under those

09:29:41

Q. Take a look, ifyou would, at page 3 ofyour

declaration. 09:29:47 ;
MR. HASFORD: Oh, you know what‘? That 09:29:49 =

09:29:50 "
09:29:53

09:29:57

09:29:59

09:30:09

09:30:12

09:30:15

09:30:18

09:45:18

circumstances.

09:29:42

might actually be a good time fora break

because we need to do a tape change.
THE VIDEOGRAPHER: The time is

approximately 9:31 a.m., Friday, September 4,

2015. This is the end oftape number one of

the videotaped deposition of Dr. Jayne
Lawrence. We are off the record.

{Recess from 9:31 to 9:46.)
THE VIDEOGRAPHER: The time is

Page 81

approximately 9:46 am, Friday, September 4, 09:45:33

2015. This is tape number two ofthe 09:45:45

videotaped deposition of Dr. Jayne Lavvrence. 09:45 :48
We are back on the record. 09:45:50

BY MR. HASFORD: 09:45:52

Q. Doctor. could you please turn to page 3, 09:45:52

paragraph [0 of your declaration, and take a look at 09:45:55

the second sentence, ifyou would. 09:46:00

And do you see where it says, "Novel, 09:46:05
non-ionic and zwitterionic surfactants"? 09:46:09

A. Oh, yes. 09:46:11

Q. What novel non-ionic surfactants have you 09:46: 13

synthesized and characterized? 09:46: ['7'

A. Quite a few. Some of them -- do you want me 09:46:27 i
to describe them or -- 09:46:32 I"

Q. Sure. Please. 09:46:33

A. Some ofthem have different head groups, not 09:46:35 '_
09:40:39

09:40:44

09:45:49

09:47:00 ':

09:47:07

having polyethylene oxide head groups that have

alternative polymers. Some have been used for

production ofvesiclcs. They've got two chains.

Some have been used to solubilize drug in micelles.

Q. How have you characterized the physical and

21 (Pages 78 to 81)
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chemical properties of the new non-ionic surfactants 09:47:09

that you've synthesized? 09:47:13

MR. MARGOLIS: Objection. Vague. Lacks
foundation. 09:4'r':2l

Tt-I15 WITNESS: Well. the first -- the

first thing to say is how you characterize

09:47: I 6

09:47:25

09:47:29

09:47:32

09:47:36

09:47:42

09:47:46

09:47:50

09:47:54

09:47:58

09:48:04

09:48:10

09:43:15

09:48:18

them is partially dependent upon what they

are going to be used for. So that would

vary. Micellc-forming surfactants we'd

Sv.::aa-..1a~u..r:.L.a:».n-—-
characterize analytically the surfactants,

checking it's the structure we think it is.

We would then typically put it through a

whole battery of studies, looking at surface

tension, viscosity, aggregation using light

and neutron scattering, sulubilization

capacity, and then further studies depending

:7:

£3

E

G

3

:5on how they're going to -- how you're going
09:48:22

Q. How do the physical and chemical properties

of the new non-ionic surfactants you have

Eto use them.

09:48:24

09:48:27

0914813 I

09:48:34

E

MI?

t\.1
synthesized differ from the physical and chemical

properties of other non—ionie surfactants in the lN-‘I 15-1

Page 83

art? 09:48:39

MR. MARGOLIS: Objection. Vague. Lack. 09:48:39
of foundation. 09:48:42

THE WITNESS: It's quite a complicated

story. if you want me to tell you the story?

Q. Please do. 09:48:48

A. One way to improve drug solubilization would 09:48:5|

be to make larger micelles. In brief, the 09:49:0i
09:49:09

09:49:14

09:49: I 8

09:49:21

09:49:25

09:49:29

09:49:33

09:48:44

09:48 :46 \DOO‘-.ll".'hL-ft-bL>Jl'\-3'-
noo-ionie -- the PEG head group is not good at

making huge -- l'm talking about very large micelles E

_. ._.here. These are not things that are commercially
available. And that's because PEG mixes with a

hydrocarbon chain and destroys the capacity of

rnicelle to solubilize the drug. We use a different

polymer to overcome that property. So we have

rationally designed. I could go on and give you 09:49:35

other examples. but it's a rationale design of the 09:49:38
09:49:41

09:49:43

.— INJ

.— Lu

4'?

G

.— ON

3

_t 00surfactant for a particular purpose.

Q. is it fair to say that this is a complex
field‘? 09:49:45

MR. MARGOLIS: Objection. Vague.

THE WITNESS: It depends how -- it

E

l\.)3

09:49:46

09:49:5l

IN-J

IN.) Ix)
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depends in what way you mean complex. 09:49:56

Q. I-low do you view it? 09:49:59

MR. MARGOLIS: Objection. Vague. 09:50:04
Tl it-'. WITN ESS: We have been concerned 09:50:08

with trying to design surfactants with 09:50:10

improved properties for particular uses. 09:50: I 3

lt‘s not that complicated because we 09:50:20

rationally design them. So, by understanding 09:50:22
09:50:26

09:50:29

art want to synthesize a new non-ionic surfactant? 09:50:32

A. [I didn't say that they would. 09:50:37
MR. MARGOLIS: Objection. Caits for 09:50:37

speculation. 09:50:39

Tl-IE COtJl{‘I' REPORTER: Ididn‘t get your 09:50:} I
answer. 09:50:39 i

THE Wl'iN[£SS: No, I don’! -- I don't -- 09:50:43

I‘m unsure why somebody ordinary skilled in 09:50:50

the art would necessarily want to do what I 09:50:56
09:51:00

09:51 :03

09:51:05

rules. we've managed to design them.

Q. Why would a person ofordinary skill in the

have been doing, designing new surfactants.

Q. Well, let me ask it this way. Under what

circumstances would a person ofordinary skill in

.M......».-.i...»....._0...‘..._-.t...t
Page 35

the art want to synthesize a new non—it:mic 09:5] :07
surfactant’? 09:51:! I

A. Again -- 09:5]:2l

MR. MARGOLIS: Objection. Lackof
foundation. 09:51:22

THE WITNESS: That's vague. A vague
answer would be if there isn't a surfactant

available to do what they want.

09:51:21

09:51:22

09:51:26

09:51:29

09:51:31

09:51:34

09:51:37

-\>-nu.
Q. Why would a person ofordinary skill in the

art want to characterize the physical and chemical

properties ofa new non-ionic surfactant that he or

she has synthesized‘? 09:51:41

MR. MARGOLIS: Objection. Lack of

foundation. Vague. 09:5| :45

THE WITNESS: Anybody receiving a novel 09:51:56
09:5 l:53

09:52:02

09:52:06

09:52:08

09:52:11

09:52:14

09:5l:43

exeipicnt for use in formulation would want

to understand the properties. So they would
do some basic characterization that was

appropriate for their use.

Q. What cliaracterization would they do?

A. Again, that would be dependent on how they
wanted to use the surfactant. 09:52:17

22 (Pages 82 to 85]
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Q. What iflhey wanted to use it in :1

aqueous liquid preparation, what cltaracteriiration

I

2

3 would they do‘?

4 MR. MARGOLIS: Objection.

5 THE W1’|'NF.SS: There's a plel
6

7

8

stable -- ol'sttrl":tctunts in water. So it

would depend ttpon the aggregation state, the
formulation static.

Q. What else would it depend on‘?

A. The tests the person would do with any

unfamiliar or novel excipicnts, or non-ionic

surfactant here, would depend on their

Q. How so?

A. if you wanted to make a water co

Page 86

09:52:21

09:52:24

stable

09:52:26

Vague. 09:52:28
09:52:29

09:52:32

09:52:33

ltot'a of

09:52:42

09:52:44

09:52:49

09:52:56

ultimate use. 09:53:00

09:53:07

ntinuous

semi—solid formulation would be characterized using

rheology, for example. If you were tlsi

you wanted to inject your aqueous formulation, you

would want it to be low viscosity. You would use

viscornetric techniques. So, it's impossible to say

unless you are much more specific.

Q. What ifa person ofordinary skill

wanted to formulate a stable aqueous Ii

properties of the forrnulatiort?

foundation. Calls for speculation.‘sDDO--lG'\L.a'l-hid-lb-J»-4
pl'6]]Bl'€.

3'5
5

E

I varied?

G

.— fin

._i *--I question?
E

E in the art conduct an experiment compa

stability of two dilTerent aqueous liquid

preparations with identical composition

the type ofsurliactant is varied‘?

ix)9

Ix)

l‘-J t\-J

865928-6509

PAGE 24 OF 132

preparation For ophthalmic use, how would that

person characterize the physical and chemical

MR. MARGOLIS: Objection. Vague. Lacks

TI-IF. WITNESS: It would depend upon the

drug you're using and the drug dose, and that

may determine the formulation type you would
09:54:32

Q. Could a person ofordinary skill in the art

conduct an experiment comparing the stability of two

different aqueous liquid preparations with identical

compositions where only the type ofsurfactant is
09:55:04

MR.MARCiOLlS: Objection. Vague.

Tl-11:”. WITNESS: Can you repeat the

Q. Cenainly. Could a person ofordinary skill

09:53:33

09:53:42 17

09:53:46

09:53:50

09:53:54

in the art 09:53:52

09:54:00

ngit-- it‘

quid

Page 87

09:54:04

09:54:09

09:54: ll

09254: [4

09:54:l5

09:54:21
09:54:24

09:54:23

09:54:32

09:54:54

09:54:58

09:55:01

09:55:09

09:55:10

09:55: I l

09:55:12

09:55:13

09:55:16

5 where only
09:55:22

ring the
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09:55:25

09:55:29

09:55:31

09:55:34

09:55:44

09:55:46

surfactant be able to form a stability -- an 09:55:49
09:55:53

09:55:54

MR. M/\i{CiOL[S: Objection. Vague.
THE Wl'l_h-IESS: There‘s a lot of

conditions you would have to pat on to that

statement. So, could somebody who is

ordinary skilled in the art with the same

fonnulatiort butjust dilTcrent amounts of

assessment on stability‘?

Q. A dilTerent type ofsurfaetant. So let me
ask it -- 09:55:56

A. Yes. 09:55:56

Q. -- agaiojust to be clear. 09:55:51?

A. Yeah. No. In hypotltetical, yes, ofcourse. 09:55:57

Q. Could a person ofordinary skill in the art 09:56:00

09:56:02
09:55:05 7

tJ9:56:0

conduct an experiment comparing the stability of two

different aqueous liquid preparations with identical

compositions where only the amount of surfactant was
09:56:13

MR.MARG01.1S: Objection. Vague.

THE WITNESS: l-Iypothetiealty, yes. 09:56:19

Q." Take a look, ifyou would, at page 4 ofyour 09:55:23
09:56:27

varied?

09:56:15

declaration, paragraph 12.

Page as

A. Yes. 09:56:31

Q. And in the first sentence it says, "As listed

in my curriculum vitae, l have also received

numerous awards pertaining to my research and

teaching." 09:56:41

[)0 you see that? 09:56:41
A. Yes. 09:56:42

Q. Do you currently teach pharmaceutics classes

at King's College? 09:56:45

A. I teach some pharmaceutics, yes. 09:56:46

Q. Have you ever taught your students that the 09:56:48

phrases EDTA sodium salt and sodium edetate are 09:56:50 '
limited to the tetrasodium salt ol'E.D'l'A‘? 09:56:55

A. I don't recall. 09:57:02

Q. Have you ever taught your students the term

stable in the context ofphannaeeutical formulations
09:52:08

A. 1 have told them —- l have ~- 1 lecture on

stability, so I explain to my students what

stability is and the need to define stability.

Q. Have you ever actually taught your students

the term stable in the context of pharmaceutical

09:56:32

09:56:36

09:56:38

09:56:42

09:59:03

09:57:06

is indefinite?

09:57:] 1

09:51’: 16

09:57:20

09:57:22

09:57:25
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Page 90 Page 92 5

Formulations as ittdelinite? 09:57:28

A. No. 1 haven't used the word indefinite, no. 09:57:30

Q. Take a look, ifyou would. at your 09:57:35

declaration back at page 1. paragraph 2. And it 1)9:57:3?

will you understand what 1 mean‘? 09:59:36
A. Yes. 09:59:32

Q. Did you review the palents—in—suit in 09:59:38

connection with your opinions in this case? 09:59:40
A. ldid. 09:59:42

Q. And you state in paragraph 2 that you have 09:59:43

'-.4-tI\J—
says. "1 have been asked to provide my opinion on 09:57:46

the meaning ofseveial claim terms in U.S. Patents," 09:57:48 _
and then you list the patcnts—in—suit. 09:52:53 been asked to provide your opinion on the meaning of 09:59:45 *

Do you see that? 09:57:55 several claim terms in the patents-in-suit. 09:59:48

A. Yes. 09:57:55 Do you see that‘? 09:59:50

Q. Let mejusl go through each ofthem. if 09:57:56 A. Yes. 09:59:51

that's okay with you. Did you review U.S. Patent 09:58:01 Q. Did you consider the entirety olthe claims 09:59:51

No. 8.129,431 in connection with your declaration in 09:58:04 ofthe patents-in-suit or did you locus on certain 09:59:54
this case? 09:58:08 tenns? 09:59:57

A. I did. 09:58:08 MR. MARGOIJS: Objection. Vague. 09:59:58

Q. If] refer to 1.1.3. Patent No. 8,129,431 as 09:58:09 THE. WITNESS: I read -- when 1 was 10:00:06

the '431 patent, will you understand what I mean‘? (19:58: 1 3 preparing this document, I read the whole 10:00:08

A. Yes. 09:58:16 patents very carefully -- all the patents 10:00:12

Q. Did you also review U.S. Patent No. 8,669,290 09:58:16 very carefully, but -- 10:00:15

in connection with your declaration in this case‘? 09:58:21 Q. And my question -- 10:00:16
A. ldid. 09:58:23 A. —~ I took it in whole. 10:00:16

Q. [fl refer to U.S. Patent No. 8,669,290 as 09:58:24 Q. Okay. My question is slightly different. 10:00:18

the '290 patent, will you understand what 1 mean’? 09:58:29 22 Did you consider the entirety of the claims 10:00:20

OD‘--IO\L)I$-La-|1‘\..l— GG'-lChlJl-b-

Page ‘)1 Page 93

A. Yes. 09:58:32

Q. Did you also review U.S. Patent No. 8,254,131 09:58:32

in connection with your declaration in this case? 09:58:38
A- I did. 09:58:40

Q. lfl refer to U.S. Patent No. 8,754,131 as 09:58:41

the ‘I31 patient, will you understand what I mean? 09:58:46

A. Yes. 09:58:49 qhestion you asked me? 10:00:36

Q. Did you also review U.S. Patent No. 8,871,813 09:58:50 Q. Certainly. Did you consider the entirety of 10:00:37

in connection with your declaration in this case‘? 09:58:55 the claims ofihe patents-in-suit or did you focus 10:00:39
A. 1 did. 09:58:57 on ccnain tenns in the claims? 10:00:43

Q. Ifl refer to 1J.S. Palcnlhlo. 8,871,813 as 09:58:58 A. Okay. 10:00:45

the '81}: patent, will you understand what I mean? 09:59:03 MR. MARGOL-1S: Objection. Vague. 10:00:47

A. Yes. 09:59:07 THE WITNESS: Perhaps you can explain 10:00:48

Q. And did you also review U.S. Patent No. 09:59:01‘ what you mean by the entirety ofthe claims? 10:00:52 3

8,927,606 in connection with your declaration in 09:59:09 Q. Do you understand what the claims ofthe 10:00:55

this case? 09:59: 14 patents—in—suit are? 10:00:56
A. 1 did. 09:59:15 A. Yes. 10:00:58

Q. If! refer to U.S. Patent No. 8,922,606 as 09:59:15 Q. Okay. Did you consider the entirety ofthe 10:00:58 '5

the '606 patent, will you understand what I mean‘? 09:59:21 claims ofthc patents-in-suit or did you focus on 10:01:01
A. Yes. 09:59:24 certain terms in those claims? 10:01 :04 '

Q. If] refer to the '43] , '290, '13], '813 and 09:59:25 MR. MARGOLISI Objection. Vague. 10:01:06

'606 patents collectively as the patents~in—suit, 09:59:32 THE WITNESS: l‘rn assuming entirety is 10:01:09 I

of the patents-in-suit or did you focus on certain 10:00:22
terms in those claims? 10:00:24

MR. MARGOLIS: Objection. Asked and 10:00:11
answered. 10:00:28

Q. You may answer. 10:00:29

A. Can you repeat the specific wording ofthe 10:00:33G0‘--.1l.7NLII-D-La-l'P~J—-
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not a legal word in this context‘? No‘? Is 10:01:12
it? 10:01:16

Q. l‘nt not using any particular legal nieaning. 10:01 :16
A. No. So,diLl1-- 10:01:19

Q. Let me just —- 10:01:22
A. 1 read the whole —- 1 considered the whole 10:01:23

patent, all the patents, the whole -- all the 10:01:26 Do the patents-in-suit relate to chemical 10:03:33

claims, yes. 10:01:29 engineering as you use the term’? 10:03:35

Q. Okay. Did you focus on certain terms in 10:01:29 A. No. 10:03:36

those claims‘? 10:01:31 MR. MARGOLIS: Objection. Objection. 10:03:37 C"

MR. MARGOLIS: Objection. Vague. 10:01:33 Vague. 10:03:39 _

TI IE WITNIESS: My report focuses on 10:01:38 Q. Do the patents-in-suit relate to gene 10:03:39

several terms, but they were made in 10:01:40 Formulation? 10:03:43

relationship to reading the whole entirety of 10:01:44 A. No. 10:03:46

the patent. 10:01:47 Q. Take a look, it‘ you would, at page 8 ofyour 10:03:47

Q. In your opinion. would a person with :1 PILD. 10:01:48 declaration. Skip ahead :1 bit, and 1 want to direct 10:03:55

and several years olexpcrietice in pharmaceutical 10:01:53 your attention to footnote 2. Just read that to 10:03:58

sciences be considered an expert in the licld ofthc 10:01 :55 yourself and let me know when you're ready. 10:04:04

patents-in-suit’? 10:01:58 A. Okay. 10:04: 18

A. 1 believe 1 have defined that as somebody ~— 10:02:00 Q. 15 it your understanding that the 10:04:18

just let me turn to the -- as somebody ofordinary 10:02:05 patents-in-suit all have essentially the same 10:04:20

skill. 10:02 :09 speci licalion? 10:04:22

engineering in this country is more related to what 10:03:16

1 would term industrial pharmacy. 10:03:21

15 that your understanding before 1 answer? 10:03:25

Q. Well, so. I'm asking based on your 10:03:23

understanding, but 1 will ask the question both ways 10:03:30

just to be clear. 10:03:32DO"-.lGNlJ1-E‘-Lo-ll‘-J—

Page 95 Page 9'?

Q, Would you consider that person an expert in 10:02:09 A. They have very similar claims, yes. 10:04:28

ttie field of the patents-in-suit? l0:02:1 1 Q. And so that -- my question is slightly 10:04:31

MR. MARGOLIS: Objection. Vague. 10:02:13 different. I want to focus on the specification as 10:04:34

THE WITNESS: Unlikely. 10:02:23 opposed to the claims. 10:04-:36

Q. Do the patents-in-suit relate to gene 10:02:25 Is it your understanding that the 10:04:37

delivery? 10:02:28 patents-in-suit alt have essentially the same 10:04:33

A. No. 10:02:30 specification? 10:04:41

Q. Do the patents-in—suit relate to gene 10:02:30 A. Broadly, yes. 10:04:45

formulation‘? 10:02:33 Q. Turn, ifyou would, to the '606 patent. It's 10:04:47

A. They have learning‘:-. that would be useful for 10:02:42 going to be I believe Exhibit 16 to your 10:04:51

gene delivery. 10:02:41? declaration. 10:04:56 _
Q. Do the patents-in-suit relate to chemical 10:02:47 A. There are obviously some dilTerenccs between 10:04:58 I

engineering‘? 10:02:50 the patents, which is what 1 say there. 10:05:00

MR. MARGOLIS: Objection. Vague. 10:02:52 Q. Take a look, ifyou would, at column 11, 10:05:06

Tl-IE W1'["NF.SS: l have probably :1 10:02:54 claim 1 of the '606 patent. 10:05:11

different delinition of chemical engineering 10:02:56 Did you consider claim 1 ofthe ‘E206 patent 10:05:22

than you. 10:02:58 in connection with your opinions in this case‘? 10:05:25

Q. What is your definition? 10:02:59 MR. MARGOLIS: Objection. Vague. 10:05:27
A. The British detirrition. 10:03:00 THE WITNESS: As far as 1 understand 10:05:43

Q. Okay. Please. 10:03:02 what you mean by consider, yes. 10:05 :-45

A. which is much more Focused on engineering in 10:03:03 21 Q. How would a person ofordiliary skill in the 10:05:46

a sort ofindustrial context. I understand chemical 10:03:10 art carry out the method ofclaim 1 o1'thc '606 10:05:48
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10:05:52

MR. MARCIOLIS: Ohieetion. Vague.

THE WITN 1:185: 11's vague. There really
10:05:59

Q. Please tum now to t11e ‘431 patent, ilyou
would’? 1 0:06:24

A. Yes. 10:06:24

Q. And let me direct yourattention to column 13

and in particular claim 18. Did you consider claim

18 01‘ the '43] patent in connection with your

opinions in this case? 10:06:38

MR. Mr‘\RGO1,1S: Objection. Vague.

THE WITNESS: I will say again, as far

as I understand what yott mean by consider, of
course. 10:06:51

Q. How would a person ofordinary skill in the

art make the aqueous liquid preparation ofclaim 18

ofthe '431 patent‘? 10:06:57

MR. MARGOLIS: Objection. Vague. Calls
10:07:02

10:07:10

10:07:14

patent‘?
10:05:56

10:05:56

isn't a method.

10:(1(1:[1|

10:00:25

10:06:29

10:00:34

10:06:42

10:06:45

10:06:48

10:06:51

10:06:54

10:07:01

For speculation.
'1‘!-IE WITNESS: There isn't a

forrnulation -- there isn't a fonnulation as

Page 99

10:07:18

10:07:21

10:07:24

10:07:28

10:07:30

10:07:32

such. lt'sjust a list ofingredients. lt

wouldn't give anybody who is skilled in the
art based on that list how to make it.

Q. Do you have an understanding as to how a

person of ordinary skill in the art would make the

aqueous liquid preparation of claim 18 of the '43]
10:07:36

A. Please explain to me why it's a preparation
because there is no fonnulation there.

patent?
10:07:43

10:07:46

Q. Do you see t11e words "an aqueous liquid 10:07:49

preparation"? 10:07:51
A. Yes. 10:07:52

Q. All right. So, my question is do you

understand how a person ofordinary skill in the an

10:07:52

10:07:56

would make the aqueous liquid preparation specified 10:07:58

in claim l8o['ll1e‘431 patent‘? 10:08:02

MR. MARGOLIS: Objection. Vague. 10:08:30

THE WITNESS: 1 don't believe anybody of 10:08:34
10:08:38

10:08:44

10:08:47

or the skill could make a liquid -- easily

make or rationally make :1 liquid preparation

based on that particular formula. They would
need other infortnation. 10:08:49
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Q. What ot|1erin1'ormation do you think they 10:08:51)
10:08:53

A. They would need to know the range of

materials olthe ingredients that they could be

used. They ideally should he told whether there's

any speei1ict1rde1'ol1nixing ofthe materials. This

also includes no water, as far as 1 can see, but

would need‘?

10:08:55

10:09:03

10:09:09

10:09: 14

10:09:27

10:09:32 ‘
10:09:38

10:09:41

10:09:43

it‘s supposed to be an aqueous fonnulation. They

couldn‘t make itjust on that information alone.

Q. How would a person ofordinary skill in the

art use the aqueous liquid preparation ofelaim 18

oft11e'431 patent‘? 10:09:46

MR. MARGOLIS: Objection. Vague.
THE WITNESS: Use under what

circumstances?

10:09:49
10:09:50 =

10:09:52

Q. Use in an ophthalmic product or use as an

ophtlialmic product. Actually, let me rephrase the

question so it's clear. 10:10:04

How would a person ofordinary skill in the

art use the aqueous liquid preparation ofelaim 18

of the 431 patent as an ophthalmic product?

MR. MARGOLIS: Objection. Vague.

10:09:52

10:10:00

10:10:05 -:

10:10:07
10:10:10 .

10:10:23

Page 101 I
10:10:28

10:10:30

give somebody enough infonnation to be able 10:10:36

to formulate the preparation. 10:10:38 i

Q. In interpreting claim 18 of the '43] patent, 10:10:44

would a person ofordinary skill in the art look to 10: 10:47

the specification ofthe patent for guidance‘? 10:10:50

A- They would, yes. 10:10:52

Q. Based on the teachings o1't11e'-‘-131 patent, 10:10:53
how would a person ofordinary skill in the art use 10:10:59 '

the aqueous liquid preparation ofclaim 18 ofthe 10:11:01 ''
‘431 patent? 10:11:04

14. Sorry. Say that again? I'm son'y. 10:11:07

Q. Based on the teachings oflhe '43] patent, 10:1 1:09 ‘
how would a person ofordinary skill in the art use 10:11:12
the aqueous liquid preparation ofclaim 18 ofthe 10:11:14 0

'43l patent‘? 10:11:18

A. Based on this -- based on the teaching in the

patent, they would be able to get some indication of

the amounts ofmaterial that are needed to make the
preparation. 10:1 1:43

Q. Based on the teachings oftbe '43l patent,

THE WITNESS: 1 am struggling here to
understand that. That on its own doesn't

10:11:22

10:11:30 .3

10:|1:3-_

10:11:43
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how would a person ofordinary skill in the art make

then aqueous liquid preparation otclaim 18 ofthe

‘431 patent?

specific instructions about how you actually make
it.

patent, how would a person ofordinary skill in the

art make the aqueous liquid preparation ol‘c1aim 18

ofthe '431 patent‘?

adding the ingredients in the order in which they

are listed on an example.

‘£131 patent restrict the phrase EDTA sodium salt to
the tetrasodium fonn?

ofthe claim. Let me ask it again.

'431 patent restrict the phrase EDTA sodium salt to
the tetrasodium Fonrl?

that you're rising sodium edetote.

'43l patent.

'43l patent restrict the phrase sodium edetate to
the tetrasodium Form?

the claim for tlte time being.

ScpteInhcr4, 2015

Senju 1’harmaceutiea1Co.. LTD.. et al. v. Lupin, I.TD., and Lupin 1’hat'maec1Itica1, 1m:.,

1011 1:46

10:1 1:50

10:1 1:53

A. Well, as far as 1 can remember, there‘s no 10:1 1:55
10:12:00

10:12:06

Q. Based on the general teachings o1"1he'431 10:12:07‘
10:12:10

10:12:12

DO--.1G'\lJl-lib-|l’~J—
10:12:15

A. I assume they would take an example and try 10:12:23
10:12:31

10:12:34

Q. Does the plain language o1‘c1aim 18 ofthe 10:12:36
10:12:39

10:12:44

MR. MARGOLIS: Objection. Vague.

THE WITNESS: But it doesn't say --

sodium edctate has a strict meaning, just

like polyvinylpyrrolidone has. 10:13:02

Q. l'm just asking based on the plain language 10:13:05
10:13:05

10:12:46

10:12:56

10:12:58

Page 103

10:13:08

10:13:11
Does the plain language ofclaim 18 ofthe

10:13:14

10:13:16

10:13:19

10:13:22

A. I believe it does. It's telling you only

Q. Take a look, itiyou would, at claim 3 ofthe
10:13:26

A. Okay. 10:13:29

Q. Does the plain language ofclaim B ofthc

ND00--.IU~UI4’-‘-Lo-1t\.J--
10:13:30

10:13:33

10:13:31‘

MR. NIARGOLIS: Objection. Vague.

THE WITNESS: l'm struggling here

because sodium edelate has a strict meaning.

So it would be like saying. I don't know,

does sodium hydroxide -— does this patent

restrict sodium hydroxide -- does it include

calcium hydroxide. It's not applicable in my
10:14:08

0. l'm just asking about the plain language of 10:14:09
10:14:] 1

10:14:12

:5
:7.»10:13:40

10:13:43

10:13:45

10:13:49

10:13:57

10:14:02

10:14:05

EC»

353513
understanding.

rum —r::
Mt\-IDoes the plain language ofclaim 8 ofthe
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Page 104 _

'431 patent restrict the phrase sodium edclatc to 10:14:15
the tetrasodium tiorm? 10:14:18

MR.MARGO1.lS: Objection. Vague. Asked
10:14:23

10:14:23

10:14:27

10:14:29 5
10:14:33 -'

10:14:36

10:14:21 '

and answered.

Q. You may answer.

A. All 1 can say -- again, l'm rca|ly,reat1y

sorry ~« my understanrling ofwhat sodium edetate is

is quite clear. So, 1 don't understand the question

why somebody would consider it might refer to
10:14:42

Q. Do you understand the plain language of the 10:14:42

claims o|‘t1te patents-in—suit‘? 10:14:44
A. I believe 1 do. 10:14:51

Q. Does the plain language ofany claim o1'the

something else.

10:14:52

patent-in-suit, or the patents—in-suit rather -- 10:14:54

strike that and try again. 10:14:57

Does the plain language ot‘any claim ofthe 10:14:59

patents—in-suit restrict the phrase sodium edetate 10:15:01
to the telrasodium form?‘ 10:15:04

10:15:06

10:15:09

10:15:] 1

A. I believe the way it‘s written, yes.

Q. Did you review the specification of the

patents-in-suit in connection with your opinions in

Page Ios '

thiscase.’ 10:15:13

A. Yes. 10:15:14

Q. Does the specification oflhe patents-in-suit

in any place limit the phrases sodium edctate or
EDTA sodium salt to the tetrasodium form‘?

MR. MARGOLIS: Objection. Vague.

T1113 WITNESS: l'm really struggling with
this heeause there was no reason to because

10:15:15

10:15:18 .

10:15:22

10:15:31

10:15:35

10:15:38

10:15:42

10: 15:45

10:15:49

it's a known specific compound. You wouldn't

say, you know, E. coil becomes some other

gram negative bacteria. To me, it's very,

very clear what they're telling you is sodium
edetate. 10:15:51

Q. Does the specification ofthe patents-in-suit 10:15:52

in any place refer to edetie acid, tetrasoclium salt 10:15:54
or tetrasodium edetate‘? 10:16:00

A. Sorry. Does? 10:16:02

Q. Sure. Does the specification -- 10:16:04
A. Yes. 10:16:04

Q. ~- of the patents-in-suit in any place refer
to edetic acid. tetrasocliurn salt or tetra:-sodium

edetate? 10:16:14

10:16:06

10:16:09
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Page I [10

10:16:15

10:16:17

10:16:20

10:16:32

1

2

3

4

would have to re-read them to answer you 10:16:44 5
10:16:46 6

"1

8

9

Page 108 .

1 ofthc '290 patent 1‘o1‘opbtha1mie ttdministration? 10:19:24

A. In a patient -- they would —- l guess, take 10:19:30 3

the example which they felt was ofinterest or more 10:19:38 -

likely take a range of fonnulalions, prepare them, 10:19:42

and then have to test them appropriately For 10:19:54

stability. 10:20:00

Q. Take :1 look, ifyou would, at column 14 of

the 290 patent and let me direct your attention to
10:20:09

Did you tronsidcr claim 26 of the '290 pa lcnt

in connection with your opinions in this case‘?

A. I certainly did, yes. 10:20: 17

Q. Okay. Based on the teachings ofthe 290

patent, how would a person ofordinary skill in the

art make the aqueous liquid preparation of claim 26

of the '290 patent? 10:20:26
A. I don’t know if"make" is the word 1 would

use. I believe that is a test. Once they ltave made

the preparation, they would have 10, according to

this, make a preparation for claim 1. We've
discussed that. And then check that that

preparation fulfills the E1’, criteria B of the

A. 1 would have to read to check that.

Q. Sitting here today, do you know that’?

A. 1 don't know whether it says it in my ~— 1

can look at r11y declaration or my —- I'm sony. 1

categorically.

Q. Please tum ——nctua1ly,p|casctu1-11hackle 10:16:48
10:16:52

10:20:00

the ‘E206 patent. 1 want to direct your attention 10:20:05
10:16:56

10:17:03
again to claim 1. e1ai1n26.

A. '606?

Q. Yes. 't306. Are you there‘? 10:17:04
A. Yes. 10:12:10

Q. Based on the teachings of the ‘E106 patent,

10:20:13

10:20:15

10:17:11

10:12:14

10:17:16

10:20:18 ;.

10:20:20 ,'

10:20:23 f

how would a person ofordinary skill in the art

carry out the method ofclaim 1 ofthe ‘606 patent?

MR. MARGOLIS: Objection. Vague. 10:17:21

T1115. WlTNESS: The same way we discussed 10:17:52

before. You turn to an example that's Iaugltt 10:17:34
10:18:00

10:18:05

10:18:10

10:20:32

10:20:34

10:20:33
10:20:43 7

10:20:47

10:20:50

and use that to try and make it up.

Q. Take a look, ifyou would, now at the ‘.290

patent. I believe it's Exhibit 13 in your binder.

A. Thank you. 10:18:15

Page 107

10:18:15

10:18:18

10:18:25

Page 109 -'
10:21:02

10:21:08
Q. Let me direct your attention to column 12,

claim 1. Did you consider claim 1 ofthe ‘Z90

patent in connection with your opinions in this
case‘? 10:18:28

A. I read all the claims, yes. 10:18:28

Q. Based on the teachings of the '290 patent. 10:18:30

how would a person of ordinary skill in the art make 10:18:33

the aqueous liquid preparation ofclaim 1 oftht: 10:13:35

'290 patent? 10:18:39

MR. MARGOLIS: Objection. Vague. 10:18:40

T1 IE WITNESS: They would have to turn to 10:18:48

the teachings in the patent and use that as a 10:18:49

starting point. 10:18:53

Q. Based on the teachings of the '290 patent.

how would 0 person of ordinary skill in 1111:: art use

the aqueous liquid preparatimi of claim 1 of the

‘Z90 patent’! 10:19:02

MR. MARGOLIS: Objection. Vague.
THE WITNESS: Used in wltat context?

Q. lapologize. Based on the teachings 01” the

'290 patent, how would a person ot‘ ordinary skill in

European Pharmacopeia.

Q. Would that be a Fairly straightforward test?

MR. MARGOLIS: Objection. Vague. 10:21:11

THE WITNESS: 1 don't know what a Fairly 10:21:15

straightforward test is. It's a standard 10:21 :17
test. 10:21:20

Q. Would it be a fairly straightforward or

standard test based on the teachings of the

patents-in-suit? 10:21:24

A. Well, somebody ordinary skilled in the art 10:21:25 ‘

would obviously go to the European Pharmacopeia and 10:21:3t
check the criteria, because that would obviously be 10:21 :36 F
their responsibility, and follow the protocol that's 10:21:40

there, the more detailed protocol. This is only an 10:21 :46

abstract ofthe protocol. 10:21:49

Q. Based on the teachings o1'lhe'290 patent, 10:21:51

how would a person ofordinary skill in the art use 10:21:54

the aqueous liquid preparation o1'c1ain1 26 ofthe 10:21:56

'290 patent as an ophthalmic lbrmulation‘? 10:22:00

MR. MARGOLIS: Objection. Vague. Lacks 10:22:06
foundation. 10:22:09

T11E WITNESS: [don't believe anybody

10:21:20

10:21:22

10:18:53

10:18:56

10:18:59

10:19:05

10:19:13

10:19:15

10:19:18 21

10:19:21the on use the aqueous liquid preparation o1'c1aim 10:22:10
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Page 110 Page 112 5

would use that formulation in isolation of 10:22:26 MR. MARGDLIS: Objection. Vague. 10:25:04 2
just doing that test. They would have to do 10:22:29 THE W|'['1\1ESS: 1 think somebody who is 10:25:21

21 test to satisfy themselves that it is 10:22:33 ordinary skilled in the an would be 10:25:23 1

suitable for ophthalmic use. 10:22:35 concerned that the formulation doesn't have 10:25:29

Q. And what test would they do‘? 10:22:38 the Full raft of stability tests that you 10:25:32

A. We've a|t'eady discussed a little bit about 10:22:42 ' would need to ensure something was suitable 10:25:39

the necessary range ofstability tests that they 10:22:47 for ophthalmic use. 10:25:42

would have to do. This preservative test would 10:22:52 Q. Based on the specifeation of the ‘I31 10:25:45 E

complement the whole rail of stability tests that 10:22:58 patent,1iow would a person ofordinary skill in the 10:25:48

would be needed. 10:23:01 art make the aqueous liquid preparation ofclaim 25 10:25:51
Q. Take a look, ifyou would, at the ‘I31 patent 10:23:01 ofthe '1 31 patent? 10:25:53

now. It shouid be the next exhibit in your binder. 10:23:05 MR. MARGOLIS: Objection. Vague. 10:25:57 "

Let me direct your attention to column 14, claim 25. '1']-IF. WITNESS: I thought I answered this. 10:26:05
A. Okay. 10:23: 19 They would go to claim 1, make some 10:26:02

Q. I-low would a person ofordinary skill in the formulations which falls within the 10:26:] 1

art make the aqueous liquid preparation ofclaim 25 specification that they were interested in. 10:26:15 =

oftlie ‘I31 patent‘? 10:23:26 Assuming some otlthosc formulations looked 10:26:20 ;
MR. MARGOLIS: Objection. Vague. 10:23:30 promising from the initial screen, they would 10:26:23

T1-lli WITNESS: Well, the answer -- if 10:23:36 do it more detailed screening and do some 10:26:25

somebody was using this patent. they would go stability tests which would include the 10:26:23

to the examples, produce a variety of 10:23:41 preservative tests. 10:26:31

formulations to their preferred 10:23:46 Q. So, could you turn back to the '290 patent 10:26:38

O0‘-.'IO‘uUt-blur‘-J—

Pngelll

please? 10:26:42
A. Yes. 10:26:43

Q. Let me direct your attention to column 7 and 10:26:56

specification. lfthey looked promising, 10:23:50

they would then start to test those 10:23:52

fonnulations with respect to stability which 10:23:54

would include, but not totally be, 10:23:57

preservative stability. And they would go to 10:24:02

the European -- uh. the US. Phamtaeopeia and 10:24:05

get the full detailed methods for -- because 10:24: 10
these are not detailed methods. These are 10:24:16

incornplete. And then they would realize 10:24:13

there was some discrepancy here. 10:24:21

Q, 1-low would a person ofordinary skill in the 10:24:23 vaporization from the container. As is apparent 10:27:24

art use the aqueous liquid preparation ofelaim 25 10:24:25 from Table 1, stability test was carried out under 10:27:27

ofthe'l31 patent as an ophthalmic fonuulation? 10:24:29 the conditions ofpli 7.0 21160 degrees Celsius for 10:27:31

MR. MA RGOLIS: Objection. Vague. 10:24:34 four weeks, and sodium 2-amino-3-(4-hromnbenzoyl) 11112723

Tl—I1E WITNESS: They wouldn't use it 10:24:39 phenylacetate in each eye drop was stable in the 10:27:45 '

unless they performed a whole raft of other 10:24:44 order of tyloxapo|—cont:-mining preparation greater 10:27:47

tests to ensure that it is suitable for 10:24:47 than polyoxyl 40 stearate-containing preparation 10:27:51

ophthalmic use. 10:24:50 greater than polysorbate 80-containing preparation." 10:27:56

0. Based on the teachings ofthe ‘I31 patent, 10:24:52 Do you see that? 10:27:59

how would a person nfordinary skill in the art use 10:24:56 20 A. I do. 10:28:00

the aqueous liquid preparation ofelaim 25 of the 10:24:58 21 Q. Does Experimental Example 1 of the '290 10:28:01

‘ I 3 I patent? 10:25:01 patent teach that fotrnulation A-03 was stable within 10:28:04

Experimental Example 1. Did you review Experimental 1012720

Example 1 in connection with your opinions in this. 10:27:10 _
case? 10:27:12

A. ldid. 10:27:12

Q. Under Table 1. the paragraph reads. "The 10:27:13

remaining rate percent in the above Table 1 10:27:17

indicates values obtained by correcting moisture 10:27:21

E\-D0fl--.ll:hlJI-1hLpJt\.J—-

1

3.

J
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Page 114 Page Ilo I

the meaning ofthe claims? 10:28:07 Q. Well, let's take it look at Table 2 in 10:32:06 Z

A. It's my understanding front the claims. no. 10:28:12 Experimental Exarnple 2 and formulation A-04. |0:32:| 1

becaursctl1ey're quite -- it‘.-a rlittierrlt to follow. 10:28:18 Does Iixperirnental 1'-Zxarnple 2 o|‘the '290 10:32:16

Just let me turn to my -- so, as l've said in my 10:28:23 patent leach that ti)rmr11ation A-04 was stable within 10:32:19 5

report, it discusses an order otstahility, but it 10:23:40 the meaning ofclairrr 8 oft1rc'290 patent‘? 10:32:23

doe:-:n'1 discuss an absolute stability. It doesn't 10:28:44 A. I believe it does. 10:32:34

say in the -- in this patent here, it doesn't say 10:28:53 Q. 15 the concept ofstability in the 10:32:36

wh:1t remaining rate is required For stability. 10:28:57 patents-in-suit directed to the physical stability 10:32:39

‘JO--}O‘\Ut-b-La-JI'~J—
Q. Let me direct your attention then to claim 3 10:29:01 or the chemical stability ol'thc claimed aqueous 10:32:-=11

ofthe '290 patent. Do you see that claim 8 ot'the 10:29:05 liquid preparations? 10:32:45

'290 patent has a clause that says, "wlieriein the 10:29:11 A. It's quite vague because it does -- just let 10:32:51

stable aqueous liquid preparation is eharacterizct:l 10:29:14 rue [ind something. 1‘m Sony. 10:32:58

in that greater than about 90 percent ofthe 10:29:17 Q. Tell me when you're ready. l‘ll be happy to 10:33:27

original amount ofthe first component remains in 10:29:20 rcask the question. 10:33:29

the preparation afier storage at about 60 degrees 10:29:23 A. Sorry. 10:33:30

Celsius for four \vecks'"? 10:29:27 Q. 'I'hat's all right. 10:33:31

A. Okay. ' 10:29:28 A. 1 can't find in this patent the bit 1‘rn 10:33:32

0. Do you see that‘? 10:29:29 looking for. 1‘rn son'y. 10:33:36

A. Yes. 10:29:31 Q. Take your time. Tell me when you're ready. 10:33:31‘

Q. Does Experimental Example 1 ofthe '290 10:29:31 A. 1 think this patent is vague with respect 10 10:34:11

patent teach that formulation A-03 was a stable 10:29:35 21 stability. [don't think it's explicit in what it 10:34:15

within the meaning of claim 8 of the ’290 patent? 10:29:38 22 teaches because part of the goal was to ensure that 10:34:20

Pagcllj Pagellit '

MR. MARGOLIS: Objection. Vague. 10:29:43

TIIE WITNESS: I'm really, really sony. 10:29:46

You were too quick for me then. 10:29:48

. Okay. 10:29:48

. Can you say it again‘? 10:29:50

. lean repeal. 10:29:50

. Thank you. 10:29:51

Q. Certainly. Docs Experimental Example 1 of 10:29:52

the '290 patent teach that forrnulation A-03 was 10:29:54

stable within the meaning of claim 8 oflhe '290 10:29:59

patent‘? 10:30:03

MR. MARGOLIS: Objection. Vague. 10:30:09

THE WITNESS: Okay. So, ask me the 10:31:23

question again? Son-y_ 10:3 I :24

Q. Sure. Does Experimental Example 1 ofthe 10:31:26

'290 patent teach that fonnrrlation A—03 was stable 10:31:29

within the meaning ofclaim 8 ofthe ‘290 patent? 10:31:33

MR. MARGOLIS: Objection. Vague. 10:31 :38

THE WITNESS: A-()3, you said‘? Yes. 1 10:31:43

thought you said example one before. I'm 10:31 :51

Sony. Okay. It is vague, the tower limit, 10:31 :52

but I would say that probably. 10:31:59

the preservative kept its -- its intended, or 10:34:26

disclosure was that they found the preservative kept 10:34:31

its effect. And there was no precipitate, which is 10:34:35

possibly chemical, possibly physical stability. 10:34:40

There is some indication of chemical stability here, 10:34:44

but it doesn't define properly under what conditions 10:34:48

you're looking at it. I think it's vague. 10:34:53

Q. Do Experimental Examples 1 and — sorry -- 10:34:56

let me strike that and try again. 10:34:59

Do Experimental Example 1 and Experimental 10:35:01

Example 2 in the patents-in—suit deal with physical 10:35:05

or chemical stability? 10:35:07

A. Sorry. This is Experimental -- this is on 10:35:15

page T -- column '1'? 10:35:13

Q. Correct. Columns 7 and 8. 10:35:20

A. Okay. That deals with chemical stability, 10:35:24

but only as far as it does also indicate there's 10:35:48

some physical component to it because it's 10:35:54

correcting for moisture vaporization from the 10:36:03
eontainer. 10:36:08

Q. Aside from the correction For rrroisture 10:36:09

vaporization 1'rom the container, do Experirneutal 10:36:12

.—.—-.—.—.— .;;..v_,..1-g._.|:;.\t::Do-.J¢\LIi.1btaJI~J—-

.—-.—-a—- '-JU\'J\

r~.:t~.tr~.t—-»—- M-—-Cxcteao
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Page 118

10:36:17

10:36:19

Page 120

10:38:42

10:38:47

10:38:52

10:38:54

10:38:58

10:38:59

Exnntple I and Experimental Exainplcl in the

pz1tents—in—suitdca1witltchcmicalstahility‘?
10:36:37

Q. Do you know how the aqueous liquid

obviously. it's a1ypeo1'p|asti1:. It would be

nonnat for eye drops to he in :1 -- iFtl1cy'rc in a

A. lguess so. yes. plastic container. normally in one that you could
10:36:38

10:36:41

10:36:43

use to squeeze —— to drop out the eye drops. 1

preparations disclosed and claimed in the don't know. 11 doesn't say what type 01'

patents-i11—snit regulate t11e dose ofdrug to the

patient’? 10:36:46

MR. M.'\RG0l.I'S: Objection. Vague.
’l'l-11:". WITNESS: 1 don't understand that

10:36:54

10:36:55

10:36:59

formulation that is regulate the dose. 1 don't 10:37:03
10:37:06

10:37:07

polypropylene. 1 don't know what plasticizers are
10:39:01

0. Would a person ofondinaiy skill in the art

there or anything.
10:36:47

10:36:53

10:39:01

10:39:04

10:39:06 _

tcndily understand how to use a polypropylene

question anyway.

Q. What don't you understand about it‘?
A. How can the Formulation -- how can the

container to early out Experimental Examples. 1 and
2‘? 10:3‘): 1 1

MR. MARGOLIS: Objection. Vague.
T1-11:‘ WITN ESS: These are not standard

tests. They're not standard stability tests.

A standard 1C1-I stability test or regulatory

test would have a very prescribed way of

doing a stability test. There was no mention 10:39:36

here about controlling external humidity, how 10:39:40

you heat them up or anything. So, it is 10:39:45

vague. 10:39:49

Q. Well, my question is a little simpler --
A. Yeah. 10:39:49

10:39:15 -i
10:39:19

10:39:20 ‘
10:39:26 3
10:39:32

understand. I'm sorry.

Q. Take a look at the first sentences above

Tables 1 and 2 ofthc ‘Z90 patent. 10:37:17
A. Um—mrn. 10:37:20

Q. And it says, "Four eye drops ofsodiurn 10:37:21
10:37:2

10:37:29

10:37:32

10:37:35

N-Nuv~:~&-..A.:|.||...:.-..u....-...c...
2-antino-3-(4-biomobenzoytt phenylacetate comprising

the components as shown in Table 1 were prepared.

filled respectively into n polypropylene container

and subjected to stability test at 60 degrees

10:39:49

Page 119 Page 121

10:37:35

And then the sentence above Table 2 says,

Celsius." Q. -- actuttlly. 10:39:51

Would a person ofordinary skill in the art

readily understand how to use a polypropylene

container to carry out Experimental Examples 1 and
2'? 10:40:00

MR. MARGOLIS: Objection. Vague. 10:40:00

THE WITNESS: 1 thought I answered that. 10:40:01

Sorry. There's no specification on the 10:40:05

polypropylene bottle, so that would be 10:40:14
initial concern. There's no discussion when 10:40:20

you make these formulations as to whether you 10:40:28

sterilize them before you put them in the 10:40:31

bottle or —~ so, there are things that are 10:40:33

not available so you could not be a hundred 10:40:40
10:40:42

10:40:47

10:40:48

10:40:50 _-

10:40:54

10:37:39

10:37:43

10:37:46

10:37:50

10:37:54

10:37:57

10:38:01

10:38:07

10:39:51

10:39:53

10:39:56

...\.-.11-_-..m...-«=1.-.1
"Five eye drops of sodium 2-amino-3-(4-

bromobenzoyl) pnenylacctatc comprising the

components as shown in Table 2 were prepared, filled

respectively into a polypropylene container and

preserved at 60 degrees Celsius for Four weeks. and

then the content of 2«amino-3~(4-bromobcnzoyl)

phenylacetic acid and the pH in each eye drop were
10:38:09

Do you see those sentences? 10:38:10
A. Yes. 10:38:12

Q. Do the -- does —~ sorry. Let me strike that
1 0:3 8:14

Does the specification of the patents-in-suit

5~OGfl--.JG‘\l)1Jt-Ln-at*-‘|'—-
measured."

... t\.a
._._..._-_.._-,.‘.....c___.._.s_.;..=...».u<..»:.«..x..,..:..t....,....._.

10:38:12 G

—- -1’:-and try again.
10:38:14

10:38:17

10:38:21

3 percent certain that you were completely
5state that Experimental Examples 1 and 2 were using the same protocol.

Q. Would a person ofordinary skill in the art

with several years of experience know how to {ind

carried out using polypropylene containers?
A. Yes. 10:33:24

Q. What are polypropylene containers? 10:38:25 the information necessary to use a polypropylene _

A. '1‘hey‘rc eflectively a plastic container. 1 10:38:29 container to carry out Experimental Examples 1 and 10:40:57
10:38:36

polypropylene, so you would need more infomtation

2'? 10:41:01

MR-MAR(3D1.1S: Objection. Vague. Lack

assume -- there are different types of

10:38:38 22 10:41:01
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o1‘|'otu1t'.latio11. 10:41 :03

T1115 Wl'1"N[-LSS: 1'm struggling with your

use ofthc word use. I'm sorry. How would

10:41:06

10:41:09

10:41:13

10:41:19
they use as in -— would they jtist put it into

z111-- I don't know. 15 that what you mean by
10:41:22

0. Well, let me ask it this wrty. Would a person

use?

10:41:23

10:41:25

10:41:27

10:41:31

10:41:36

10:41:39

Q. Okay. What size polypropylene container

would a person ofordinary skill in the art want to

ofnrdinary skill in the art readily ll.llfJl1l'Sl£ll‘lC1 how

to obtain at polypropylene container to com otit

Experintcntal Examples I and 2?
A. Yes. There are, ofcourse, the

Inanufacturcrs.

10:41:40

10:41:42

select when carrying out Experimental Examples 1 and
2? 10:41:48

A. It would suggest a hundred mil, but that 10:41:49
10:41 :52

10:41:58
would seem ridiculous for an eye drop fomtulation.

Q. Why would it seem ridiculous for an eye drop
10:42:03

A. As you only administer one or two drops into

fonnulation?

I 0:42 :03

the eye possibly twice a day, you would not need a 10:42:06

Page 123

hundred mil. You wt)uld obviously want to do this on 10:42:09
10:42:] 1

Q. Why do Experimental Examples 1 and 2 suggest l0:42:1
10:42:17

10:42:20

10:42:23

10:42:24

10:42:27

10:42:29

doesn't even say polypropylene dropper bottle, which 10:42:32
10:42:35

a much smaller scale.

using a one hundred milliliterpolypropylcne

container to carry ottt those examples?

MR. MARGOLIS: Objection.

Mlschantcterizcs her testimony.

Q. You may answer.

A. 11 doesn*t say anything else. lmean, it

is what I —— or container, which is what 1 would

10:42:38

Q. What shape polypropylene container would a

person ofordinary skill in the art want to select

normally expect.
10:42:39

10:42:42

10:42:44

10:42:50
when carrying out Experimental Examples 1 and 2'?

MR. MARGOLIS: Objection. Lacks
foundation, 10:42:51

THE. WITNESS: Something that is the same 10:42:52
10:42:57

10:42:59

10:43:03
10:43:13

shape as a normal eye drop bottle.

Q. Take it look, il'you would, at the '290

patent, column 2, line 16. And 1 want to read to

you the pa1agrapli-- well, actually, do you see the
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10:43:19

10:43:22
paragraph urtdcr "Disclosure o|‘the1nvention“ that

goes from line 16 tltrouglt line 23'?
A. ldo. 10:43:25

Q. Could youjiist read that to yoursclfantl let

me know when you're ready. 10:43:31

A. Okay. 10:43:42

Q. And you understand that the chemical name

10:43:25

10:43 :43

2-aInino-3—(4-hrotuobeitzoyl) phcttylacetic acid is the 10:43:45
chemical name for bromfcnac, conect? 10:43:52

A. Conect. 10:43:55

Q. Okay, I'll refer to it as hroiulenac because
that chemical name is a bit ofa motithful.

10:43:55

10:43:57

10:43:59

10:44:01

10:44:04

10:44:07

10144:] I

10:44:13

10:44:17 f
10:44:21 '
10:44:23

Does the specification ofthe patents-it1—sttit

state that it is an object of the present invention

to provide an aqueous liquid preparation comprising

brotn fenat: or a pharmacological]y acceptable salt

thereofur a hydrate thereof, which is stable within

a pll range giving no irritation to eyes and in

which, when a preservative such as bcnzalkonium

chloride is incotporated therein, preservative

effect of the preservative does not substantially
deteriorate‘? 10:44:26

Page 125

A. Yes. 10:44:27

Q. Take a look, if you would. now down at column

6, lines 38 through 40. So, over to column 6. it's

going to be the sentence that starts "The pl-I"?
A. Yes. 10:44:41

Q. Can you read that to yourself and let me know

when you're ready? 10:44:44
A. Yes. 10:44:47

Q. Does the specification of the patents-in-suit

state that the pH of the aqueous liquid preparation

ofthe present invention can be adjusted to about 6

to 9. preferably about 7 to 9. especially about 7.5
to 8.5‘? 10:45:04

A. Yes. 10:45:05

0. Based on the specification of the

10:44:27 ‘
10:44:32 -

10:44:37

10:44:42

10:44:48

10:44:52

10:44:55

10:44:59

10:45:06

10:45:07

10:45:10

10:45: 13

10:45:15

10:45:20

10:45:24

patents-in-suit, would a person ot‘ ordinary skill in

the art expect that the claimed aqueous liquid

preparations are stable within the especially

preferred pH range of about 7.5 to 8.5‘?

MR. MARGOLIS: Objection. Vague.

T1113 WITNESS: Ask the question again‘?

Sorry. 10:45:26
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10:45:26

10:45:28

10:45:30

preparations are stable within the especially 10:45:33

prefened pH range of about 7.5 to 8.5‘? 10:45:36

MR. MARGOLIS: Ob_iection. Vague. Calls 10:45:41
10:45:43

10:45:55

10:45:58

10:46:10

10:46:13

Q. Sure. Based on the specification ofthc

patents-in-suit, would a person of ordinary skill in

the an expect that the claimed aqueous liquid

for speculation. Compound.

THE WITNESS: Not necessarily, no.

Q. Take a look, it‘ you would, at the Abstract.

And i1'you would just read the entirety of the

Abstract to you1'se|fat1djust let me know when

you‘rc ready. 10:46:15

A. Okay. 10:46:43

Q. Docs the first sentence ofthc Abstract of

the patents-in-suit state that an aqueous liquid

preparation ofthe present invention containing

brom fenac and tyloxapol is stable?
A. Yes. 10:47:01

Q. Do you have any basis to disagree with that
statement‘? 10:47:05

A. At the moment with an Abstract there's

insufficient information to make that, so no.

10:46:44

10:46:47

10:46:50

10:46:52

1 0:47:02

10:47:06

10:47:10

Page 127

10:47:13

10:47:19

10:47:31

Q. Take a look, it" you would, at the '290

patent, column 2. lines 6 through 12. Read that to

yoursell‘ and let me know when you're ready.

A. Okay. 10:47:49

Q. Does the specification ofthe patents-in-suit

state that the prior art references identified in

10:47:51)

10:47:54

10:47:58

atyl polyether alcohol type polymers or polyethylene 10:48:02
10:48:08

10:48:] 1

10:48:15

10:48:] '

the pt1tenls—in—suit provide no disclosure that alley}

glycol fatty acid esters are able to stabilize an

aqueous liquid preparation of bromfcnac and inhibit

decrease in preservative effect ofhcnzalkonium

chloride and other quaternary ammonium compounds‘?

MR. MARGOLIS: Objection. 10:48:21

Mischaracterizing the documents. 10:48 :23
THE WITNESS: 11 docs. 10:43:24

Q. Do you have any basis to disagree with that 10:48:25
10:48:28

10:48:29

10:49:07

10:49:09

10:49:16

10:49:20

statement?

A. Let mejust have a think.

So, the question was do 1 have any --

Q. Basis to disagree with that statement?

A. When you say "basis," based on this
infonnation here or other information?
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Q. Do you have any basis at all to disagree with 10:49:24 -
10:49:27

10:49:34

10:49:36

10:49:39

10:49:44

10:49:52

that statement‘?

A. 1 don‘t think this —— that 1 have enough

inlioiniation here to say one way or another.

Q. Take :1 look, ityou would, at lines 63 to 64

in column 2. 1t starts with a number 3 and it says.

"The aqueous liquid preparation" -- I apologize.
A. Yeah. 10:49:52

Q. So, it's actually 62 to 64. 10:49:56

A. That's okay. 10:49:53

Q. And read that to yourself, ifyou would, and 10:49:59

let me know when you're ready. 10:50:01
A. Yes. 10:50:10

Q. Is tyloxapol an example ofan alkyl aryl

polycther alcohol type polymer?

A. Yes. That's one way you can call it, one way

ofdescribing it. 10:50:22

Q. Is tytoxapot a polyoxyethylene sorhitan

n-acyl ester? 10:50:30
A. No. 10:50:30

Q. Take a look actually, ifyou would, at

paragraph 60 ofyour declaration. It's on page 16.

10:50:11

10:50:16

10:50:18

10:50:23

10:50:31 2

10:50:34 '?

Page 129

A. Okay. 1‘ve got it. 10:50:47

Q. Okay. And just a minute ago we read the 10:50:43

Abstract of the '290 patent. 10:50:50

Do you remember that? 10:50:52
A. Yes. 10:50:53

Q. And in paragraph 60 you quote the Abstract in

your "See c.g." citation and you say, "An aqueous

10:50:53

10:30:58

10:51:02

containing 2—amino~3—(4-bromobenzoyl) phenylacetic 10:51 :0 '
10:51:09

10:51:13

10:51:17

10:51:21

liquid preparation of the present invention

acid or its pharmacologically acceptable salt or a

hydrate thereof, an alkyl aryl polycther alcohol

typc polymer such as ryloxapol, or a polyethylene

glycol fatty acid ester such as polyethylene glycol
10:51:25

Do you see that‘? 10:5 1126
A. Yes. 10:51:27

Q. You provide no basis for disagreement with
10:51:29

Do you see that? 10:51:30

MR. MARGOLIS: Objection. Vague. 10:51:37

THE WITNESS: 1 provide no basis -- that 10:51:38
10:51:40

nionostearate is staple."

10:51:27

that statement.

was not the point nfthat statement.
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Q. You provide no basis For disagreement with 10:51 :42

that, do you‘? 10:51:44

A. '|‘hat's.just bizarre because the point ofthe 10:51:45
10:51 :49

10:51 :52

10:51:57

10:52:00

statement was to talk about there's no clarity

around the meaning ofstability. lwasn‘t dealing
with whether or not that statement is correct. I'm

just saying that statement has no delinition of

stability. 10:52:04

Q. Do you provide any basis For disagreement i0:52:04

with that statement anywhere in your declaration? 10:52:06
|0:52:| 1

10:53:26

10:53:30

10:53:32

10:53:35

10:53:38

A, I would have to have a look.

Okay. I was asked to particularly look at
claim construction. I don't consider that to be

part ofclaim construction. It is in tny report

because it's actually demonstrating tltat it's a

supporting statement that indicates they don't

define stability clearly. 10:53:41

Q. You provide no basis for disagreement with

that statement anywhere in your declaration,
l0:53:4'r'

A. The statement is only there because it's to

support the discussion about stability.

10:53:42

10:53:44

correct‘?

10:53:43

10:53:51

Page t3l

Q. You provide no basis for disagreement with 10:53:53
that statement. correct? 10:53:55

A. The point ofthis declaration was to look at 10:54:00
10:54:04

Q. Doctor, 1 \vil1 ask you again. You provide no

claim construction.

10:54:05

10:54:07

10:54:09
basis for disagreement with that statement, eonect?

A. I provide no basis for agreement with that
statement either. 10:54:13

Q. Okay. Take a look, ifyou would, at the-

back to the '290 patent, Experimental Example 3.

10:54:13

10:54:17

You considered Experimental Example 3 in connection l0:54:3

with your opinions in this case, eon’eet? 10:54:33
A. Yes. 10:54:35

Q. Does Experimental Example 3 address 10:54:39
10:54:41

10:54:44

1 0:54:48

preservative efficacy ofthe aqueous liquid

preparations of the pat.ents»in-suit? _

A. Sorry. This is Experimental Example}?

Q. Correct. 10:54:51

A. You're asking me does it address preservative
10:54:55

Q. Correct. Does Experimental Example 3

10:54:52

efficacy‘?
10:54:56

address preservative eflicacy ot‘ the aqueous liquid 10:54:59
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10:55:09

10:55:12

10:55: 1?

10:55:22

10:55:25

preparations of the patents-in-suit’?

A. Not specifically, no.

0. Could art aqueous liquid preparation of

bronifertac have sulticient preservative etlicacy us

an eye drop without containing benzalkoniurn
chloride‘? 10:55 :31

MR. MARGOLIS: Objection. Vague. Lack
ofthundation. |0:55:4'r'

THE WI"lNI'ISS: I'm sun'y. I'm going to

have to take my time answering this one.

10:55:31

10:55:48

10:55:55

10:55:58

written in the patents elsewhere, 1 would say 10:56:37

that without a preservative in the 10:56:42
10:56:46

10:56:50

10:56:55

Q. My question is a little different. Could an

aqueous liquid preparation ot'brotnl'enac have

Apologies. Without reference to what is

Fotrnttlation, it would not be possible to

produce an eyedrop that's preserved
brornfcnatz.

10:56:55

10:56:56

10:56:58

10:57:01

l0:5'r':05

10:5'r':07

sufficient preservative ctiicacy as an eye drop

without containing benzalkoninm chloride?

MR. MARGOLIS: Objection. Vague.

Tl [E WITNESS: The simple answer, which

Page 133

|0:5’l: 15

10:57:18

10:57:20

sounds a hit facetious, is ifyou had a

di lierent preservative, of course.

Q. How would a person of ordinary skill in the

art determine whether art aqueous liquid preparation
of bromfenac without bcnzalkonium chloride have

sutiicient preservative efiicacy as an eye drop? l0:5’r‘:29

MR. MARGULIS: Obieetion. Vague. l0:S'r':32
THE WITNESS: There are several answers 10:57:36

to that question. The most -- if you were 10:57:54
10:57:58

10:58:01

10:58:04

10:58:08

appropriate compcndial tests to ensure it has 10:58:12
10:58: 17

10:58:26

10:58:23

10:58:35

10:58:38

10:58:41

10:58:44

10:58:47

going to optimize your fonnulation, you would

do Formulation optimization and test it with

preservative -- against appropriate -~

sorry -- doing appropriate -- doing

appropriate preservative activity.

Q. Did you have anything else to provide?

A. Well, the bottom line is it is vague and

answering, you know, il'it's -- perhaps it‘ you took

an example they took the preservative out,

benzalkonium chloride out, you would have to do

tests to ensure it had preservative activity.

Q. Take a look back now at your declaration, if
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10:58:51]

10:59:04

10:59:07

you would, on page 5. paragraph 17, please. lfyou

would just read that paragraph to yourself.

Actually, I'm sorry, 1 think you're on the wrong

page. 10:59:11‘)

/1. Oh, sorry. 10:59:09

Q. So, page 5'? 10:59:10

A. 011, right. Okay. Sorry. What number did

you say‘? 10:59:14

Q. Paragraph 17. It's Section 111, Materials

Reviewed. Just read that to yourself and let me

10:59:10

10:59:14

10:59:17

know when you're ready. 10:59:20

A. Ready. 10:59:34

Q. Okay. Which document or documents do you 10:59:35

consider most important to your opinions in this 10:59:37
10:59:40

MR, MARGOLIS: Objection. Vague.
10:59:44

Q. You may answer, 10:59:45
MR. MARGOLIS: And lacks Foundation.

THE WITNESS: In terms ofthe court,

it's obviously the intrinsic evidence, which

case’?

1 0:59:42

Compound.

10:59:50

1 1 :00:01

1 1:00:03

would be the claims themselves and patent 11:00:06

Page 135

specification and the prosecution history. I I :00:08

Q. Which document or documents do you consider 1 1:00:10

least important to your opinions in this case? 11:00:13

MR. MARGOLIS: Objection. Vague. 11:00:16

Compound. Lacks foundation. 11:00:18

Q. You may answer, 1 1:00:20

A. That would be very difficult because that 11:00:21
1 1:00:24

1 1:00:27

11:00:30

1 1:00:33

would depend what the intrinsic evidence was.

Q. Which document did you consider first in

connection with your opinions in this case?

MR. MARGOLIS: Objection. Vague.

Compound. 11:00:35
THE WITNESS: The tirst documents to do 11:00:40

1 1:00:43

1 1:00:46

1 1:00:48

1 1:00:51

with this case that 1 read were the patents

themselves, the whole specifications.

Q. From whom did you obtain the documents that

you considered in connection with your opinions in
this case? 1 1:00:53

MR. MARGOLIS: Objection. Compound.

Vague. 11:00:56

Q. You may answer. 11:00:58

A. The attorneys. 1 1:01:02

1 1:00:54

Page 13¢’: -

11:01:04 '

1 1:01:09

1 1:01:13

connection with your opinions in this case. you are 1 1:01:15
1 1:01 :17

Q. And in your previous answer when you said the

patents themselves with the whole specifications

were the documents that you considered first in

referring to the patents-in-suit, correct?
A. lam. 11:01:19

MR. HASFORD: It looks like we're about 11:01:22

1 1:01:23

1 1:01:26

1 1:01:22

1 1:01:31

1 1:01:36

1 1:01:45

1 1:01:48

1 1:01:51

11:01:53

11:19:18

11:19:58

ready for another tape change. Is this a

good time for a break?
A. This is an excellent time for a break.

T1113 VIDEOGRAPHER: The time is

approximately I 1:02 am., Friday, September

4, 2015. '1‘his is the end oftape number two

ofthe videotaped deposition of Dr. Jayne
Lawrence. We are off the record.

{Recess from 11:02 to 11:21.)
THE VIDEOGRAPHER: The time is

approximately 11:21 a.m., Friday, September

4, 2015. This is tape number three ofthe 11:20:05

videotaped deposition of Dr. Jayne Lawrence. 11:20:03
1 1:201] 1

1 1:20:13

We are back on the record.

BY MR. 1-IASFORD:

Page 137 ;
11:20:13Q. Turn ifyou would, Doctor, to page 5 ofyour

declaration and look at paragraph 18. It says, "1

understand that for claim construction purposes, the

Court will look to the meaning a person having

ordinary skill in the art at the time ofthe

invention would have ascribed to disputed claim

terms, in view of the specification and prosecution

history." 11:20:34

Do you see that? 11:20:34
A. Ido. 1 1:20:35

Q. Do you have an understanding ofthe

significance of the plain language of the claims For

claim construction purposes‘? 1 1:20:40
A. 1 do.

Q. What is your understanding?

A. lthottght 1 put it in there. I'm not an

attorney. So 1 have an understanding, but 1 —— I

thought 1 had written it down, but I don't have it
1 1:21:21

Q. What is your general understanding ofthe 1 1:21:23

significance ofthe plain language ofthc claims for 11:21:25

claim construction purposes‘? 11:21 :28

11:20:16

1 1:20:23 '

1 1:20:25

1 1:20:31

11:20:35

1 1:20:43

1 1:20:44

1 1:20:52

1 1:21:14

1 1:21 : 17

written down.

11:20:21 3

11:20:23

11:20:37
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MR. MARGOLIS: Objection. Vague. I I :2|:3tI

Tllli WITNESS: Explain -- to me, it means 11:2 I :3‘)

the plain and ordinary means what anybody who I 1:21:50
is skilled in the art would undclstand to be 11:21 :54

I I :21 :5?

Q. I'm just asking for your understanding. Take

a look at paragraph 19. it" you would, And the lirst

correct. Is that okay?
1 1:21:59

I 1:22:06

1 1:22:10

1 1:22:12

1 1:22:15

1 1:22:17

I 1:22:20

11:22:23

1 1:22:25

I 1:22:28

sentence says, "With respect to the level of

ordinary skill in the art at the relevant times

applicable to the subject patents, I understand that

factors such as the education level ofthose working

in the tield, the sophistication of the technology,

the types of problems encountered in the art, the

prior art solutions to those problems, and the speed

at which innovations are made may help establish the
level of skill in the art." I 1:22:31

Do you see that? I 1:22:33
A. I do. 11:22:33

Q. What is your understanding of’ the

sophistication of the technology ofthe

patents-in-suit‘?

A. Can I _iust check I've got the correct

I 1:22:34

1 1:22:36

1 1:22:38

11:22:49

Page 139

understanding? So, you're asking me whatl think of 1 1:22:52

the formulations that are contained in the patents I I :22:55

at the time of the patents? 11:23:00

Q. [think that is generally correct. l‘mjust 11:23:01

looking for your understanding because you used the 1 1:23:04

phrase sophistication ofteehnology here. So then 1 1:23:06

my question is what is your understanding of the I 1:23:09

sophistication oI‘the technology ofthe 11:23:12

patents-in~suit? I 1:23:13

A. They are relatively simple ophthalmic 11:23:15
ll:23:22

11:23:25
preparations, nothing particularly sophisticated
about the fonnulation at all. It contains standard

ingredients. 11:23:31

0. How complex are the types olprohlems

encountered in the art of the patents-in-suit‘?

MR. MARGOLIS: Objection. Vague.

THE WITNESS: Could you give me some
I I :23 :41

1 1:23:43

1 I :23:46

1 1:23:31

I 1:23:33

1 I :23:38

1 1:23:40

examples oi’ the problems?

Q. Well, I'm trying to get at your statement

here. In paragraph I9 you say the types olproblems
1 1:23:49

1 1:23:51

encountered in the art.

Do you see that?
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Page 140

I 1:23:53

Q. So, let me ask the question again just to be
clear. I |:23:56

[low complex are the types nfprohlcnts

I 1:23:53

I 1:23:56

encountered in the art ofthe patents-in—sttit? 1 1:24:00

MR. MARCIOLIS: Objection. Vague. I I :24:[I4

Tl-II5 WITNESS: I could list some examples 11:24:07
of Fomittlations that are encountered. I I :24: It) '

Q. Please do. 11:24:15

A. lf'it's a solution forrnnlation, it's I 1:24:18

important that there are no large particulate 1 1:24:25
contaminants in the t'ormulation. Ii’il's a 11:24:30

suspension fonnulation, it's important that the 11:24:34

particles or the suspension are small enough and not I 1:24:37 '2
11:24:42 i

1 1:24:47

11:24:49

11:24:52

I 1:24:56 __

11:25:03 .
11:25:03 1-

tnn large. That could he a problem due to poor

stability ofthe formulation. So that's an example

of a type of problem encottntereti.

Q. Are there any other examples‘?

A. One very practical problem is getting the

formulation viscous enough to stay in the eye but

not too viscous to come out of the eye drop bottle,

for example. 11:25:13

Page 141

1 1:25:13

11:25:16

1 1:25:24

1 I :25:26

11:25:31

Q. Are there any other examples‘?

A. We spoke about stability 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's two

types of stability. There's the shelf-life 1 1:25:34

stability, and then there's the stability once the I 1:25:39

fonnulation is opened, and they may be -- opened and 11:25:41 I
in use, and they may be different, and that is 1 1:25:44

something else that you need to consider. 1 1:25:47
1 I :25:50

1 1:25:53
You need to make sure you're not introducing

anything damaging that's going to irritate into the

eye. I I 25:56

Q. Are there any other examples?

A. I'm sure there are, but they are the ones
that I can think of at the moment.

Q. Take :1 look at the last sentence in the

paragraph, and it's going to be at the top ofpage

6. The last sentence in paragraph 19 of your

declaration at the top o|'page 6, it says, "A person

nfordinary skill in the an is also a person of

ordinary creativity, not a robot."

11:25:53‘

I 1:26:01

I 1:26:03

1 1:26:05

I |:26:09

1 1:26: I 3

I I :26: 1 6

I 1:26:18

I 1:26:20
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Do you see that? 11:26:23
A. ldo_ 11:26:23

Q. Why is it signilicant that a person of 11:26:24

ordinary skill in the art oftlic patcnts—in—suil is 1 1:26:26

definitions that any cou1'ts have adopted in other 1 1:28:16
cases‘? 1 1:28:19

A. I did not. 1 1:28:21

Q. In proposing your definition ofa person of 1 1:28:22

ordinary skill in the art, did you consider the 1 1:28:24
education level ofthe inventors ofthc 1 1:28:26

tt person of ordinary creativity, not a robot’? 1 1:26:28

MR. MARGOLIS: Objection. Lack of 11:26:32

foundation. 1 1:26:34 patents—in—suit'? 1 1:28:28

0, You may answer. 11:26:35 A. Not explicitly. 11:28:38

A. The person who is skilled in the art has to 1 1:26:37 Q. What art do you consider relevant to the 11:28:41

have some ability to problem-solve once problems are patents—in-suit’? 1 1:28:42 .

encountered with the fonnulatioii. They should also 1 1:26:47 MR. MARGOLIS: Objection. Vague. 11:28:44
be able to take ideas perhaps from one field and 11:26:52 THE WITNESS: So, "what arts" did you 11:29:01

apply it to another ‘field. 11:26:57 say? 11:29:03

Q. And when you say problem-solve, are you 1 1:26:58 Q. Yes. What art do you consider relevant to 1 1:29:03

re1'en‘ing to the problems about which you just 1 1:27:01 the patents-in-suit‘? 1 1:29:06

testitied? 11:27:04 MR. MARGOLIS: Objection. Vague. 11:29:08

A. It could be wider than that, but yes, that is 11:27:05 THE WITNESS: It's important that the 11:29:10

included. 11:27:07 person has it high level ofunderstanding o1' 11:29:13

Q. Okay. Take a look at page 6 of your 1 1:27:08 pharmaceutical science, has expertise in 1 1:29:17

declaration, paragraph 20. 11:27:12 formulating products, pharmaceuticals in 11:29:22

A. Yes. 11:27:14 general, has experience of conducting 21 11:29:29

0. Read that to yourselfand let me know when 11:27:15 research, ideally has experience of 11:29:32

‘D0--JCt'\Ul-I=vl.>-|l\)—

Page143 Page145 ?

you're ready. 1 1:27:23
A. Yes. 11:27:24

Q. Do you cite anything in support ofyour 11:27:24

proposed definition ofa person ofordinary skill in 11:27:27

the art of the patents-in-suit? 11:27:30
A. No. 11:27:33

Q. In proposing your definition ofa person of 11:27:34

ordinary skill in the art, did you consider the 11:27:36

definitions that any other experts have provided in 11:27:38
other cases‘? 11:27:41

A. I thought very long and hard about this 11:27:45

definition. It comes from having experience of 1 1:27:50

something like the pharmaceutical industry at that 11:27:56

period and the average qualifications ofsomebody. 11:27:58

Q. Okay. My question isjost a little 11:28:01

different. In proposing your definition ofa person 11:28:03

ofordinaiy skill in the art, did you consider the 11:28:05

deiinitions that any other experts have provided in 11:28:07 Q. In your opinion, would the patent examiner 11:30:17

other cases? 11:28:10 who allowed the patents-in-suit he considered 3 11:30:19

A. I did not. 1 1:28:11 person ofordinary skill in tl'te art? 11:30:22

Q. In proposing your definition ofa person of 11:28:12 MR. MARGOIJS: Objection. Lacks 11:30:24

ordinary skill in the art, did you consider the 11:28:14 foundation. 11:30:25

conducting a research program, which is why 1 1:29:36

we talk about the ordinary creativity because 1 1:29:39

somebody with a Ph.D. is proven to have those 1 1 :29:43

skills, and somebody who has experience in 11:29:47

parenteral -- ideally parenteral formulation. 11:29:52

Q. As (112003, would a person ofordinary skill 11:29:55

in the art of the patents-in-suit have been I 1 :29:59 2

generally aware ofU.S. Food & Drug Administration 11:30:01
regulations? 1 1:30:04

A. They would. 1 1:30:05

Q. In your opinion, would the inventors of the 11:30:06

patents-in-suit be considered persons of ordinary 11:30:08
skill in the art‘? 11:30:11

MR. MARGOLIS: Objection. Lack of 11:30:12
foundation. 11:30:14

THE WITNESS: 1 can't answer that 1 1:30:14

question. 11:30:16

._.._.._.
N_c\.e:oo-.tch:..n.t'.~.L.ut~.I—- §:S~.aoa-..i:ht.r-t-:»<..Jt~.>—-

m.__._._._.__ t'.':a~aeci-..Ia~tJI.t:.L.: ._.._._.._.._._._ \DDo--..l.3\i.Il-1‘-'-14-I
IN-I

I‘-I 1»-J

.-._-_;___ . . _ ...__._._--.-____.-_ --._.;-__-_-;.._-. _..-.—. .2_..;__ -._-. .._- -_--—.-'
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THE. WITNESS: I have no experience of I 1:30:29

the education level of the person working in 11:30:32

the patents oliice, so I can't answer. 1 1:30:35

Q. Would a biomedical engineer be a person of 11:30:37

ordinary skill in the art ofthe patents-in-suit? 1 1:30:40

MR. MARGOLIS: Objection. Vague. Calls 11:30:43

for speculation. 11:30:45 A. That is a very wide question. It would 11:32:42

THE WITNESS: I would have to look at 11:30:42 depend, obviously. on the particular aspect oflhe 11:32:46

his CV or her CV10 be able to answer that 11:30:50 patents you're looking at. 11:32:50

one. I'm sorry. 11:30:53 Q. What aspects could it touch on‘? 1 1:32:51

Q. Would a medical doctor he a person of 11:30:54 A. Again, that is very wide. 1 don't know what 11:33:04 ,

ordinary skill in the art of the patents-in-suit? 1 1:30:55 you mean by what aspects could it touch on‘? Sony. 1 1:33:08 1

MR. MARGOLIS: Objection. Vague. Calls 11:30:53 It's just too vague tor me to answer. You need to 11:33:11 I
for speculation. 1 1:31:00 be more specific. 11:33:14

THE WITNESS: I really can't answer that I 1:31:01 _ Q. Well, as of 2003, what is -- let me strike 11:33:14

one either. I suspect most medics won't be, 1 1:31:04 ' that. 11:33: 1 8

but then some medics could be. So [just 11:31:07 What is your understanding ofthe state of 11:33:13

can't answer. 1 don't have the infortnation 1 1:31 :10 the an as o1"2003 with respect to the 11:33:21

in front of me to do that. 1 1:31:14 patents-in—suit'.’ 1 1:33:24

Q. Do you know Dr. Robert 0. Williams, III‘? 11:31:15 MR. MARGOLIS: Objection. Vague. 11:33:27

A. No. 11:31:19 THE WITNESS: That is really hard to 11:33:34

Q. Take a look, ifyou wouid, at again page 6 of 11:31:19 answer. I'm not certain what you are asking 11:33:36

claims and put them into context ofthe correct —— 1 1:32:19

I‘m not going to explain this vety well -- in the 11:32:23

con'ect science or understanding at that time. 11:32:26

Q. And what is the correct science or 11:32:33 _.

understanding as of 2003 in your view with respect 1 1:32:35 =

to the patents—in—suit’.’ 11:32:39D0*-..10'\rK.l1-hl.-al~J-—-

Page I 4'1’

your declaration, at now paragraph 23. In paragraph 11:31:25 me. What aspect of the patents you are 1 1:33:40

23 you state, "I understand that to determine how 1 1:31 :28 asking me about. 11:33:42

the skilled person would have understood disputed 1 1:31:30 Q. Well, I'm asking you about the patents as a 1 1:33:43

claim language, courts first look to the ‘intrinsic 1 1:31 :34 whole now. What is your understanding of the state 1 1:33:46

evidence,‘ the words of the claims themselves, the 1 1:31:37 of the art as oF2003 with respect to the 1 1:33:48

patent specification and the prosecution history. 1 11:31:40 patents-in—suit? 11:33:50

understand that statements in related patent 11:31:44 MR. MARGOLIS: Objection. Vague. 11:33:53

applications can also be relevant to claim 11:31:46 THE WITNESS: It seems like you're 11:34:00

construction." 11:31:48 asking me about the sophistication and the 1 1:34:02

Do you see that? 11:31:49 technology. -1 1:34:04

A. I do. 11:31:49 Q. 15 that your understanding of the state of 1 1:34:06

Q. Do you have an understanding ofthe plain and 1 1:31:50 the art‘? 11:34:08

ordinary meaning ot‘lhe claims ofthe 11:31:53 A. That is part oflhe state of the art. It's 11:34:09

patents-in—suit? 11:31:55 not completely the state ofthe art. 1 1:34:16

A. I thought you already asked that --1 1 1:31:56 Q. So, what is your understanding oflhe state tt:34:18

answered that". I believe I do. 1 1:31:59 otithe art as of2003 with respect to 11:34:21

Q. What is your understanding ofthe plain and 11:32:01 patents-in-suit? 11:34:24

ordinary mean ofthe claims ofthe patents-in-suit‘? 11:32:04 MR. MARGOLIS: Objection. Vague. 11:34:25

MR. MARGDLIS: Objection. Compound. 11:32:02 THE WITNESS: I'm really not too sure to 11:34:54

Vague. 1 1:32:09 what you are trying to get me to answer. 1 1 1:34:58

Q. You may answer. 11:32:10 can talk about whether the patents were 1 1:35:01

A. My understanding of that is you take the 1 1:32: 14 particularly ground-breaking or whether they 1 1:35:03

V560‘:-.lO\U'I-lhI.nJ1’\J'—
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Page 150

11:35:07

11:35:10

11:35:13

were more pedestrian, whether they were

advancement in the knowledge. 1 can talk
about that. but 1 don't know i1'thal‘s what

you mean. 1 1:35: 15

Q. My question is a little bit more basic.

Do you have an understanding ofthc state of
the art as o1'2003 —— 11:35:19

A. What people were doing forinulations with

ophthalmic, yeah. 1 1:35:24
11:35:24

1 1:35:26

1 1:35:28

11:35:30

1 1:35:32

1 1:35:35

1 1 :35:3'2'

1 1:35:40

1 1:35:44

1 1:35:47

11:35:15

11:35:18 GO‘-IO‘fiL-I'I-F‘-Lo-.11‘-6"‘
1 1:35:21

Q. -- with tespcct to the patents—in-suit?

A. What people --l understand what people were

doing with ophthalmic preparations, yes.

Q. And what is your understanding‘?

MR. M!-\RGO1..1S: Objection. Vague.
TH E WITNESS: So, the state of the art

at the time, people were really staning to

look at more novel Forlitulations to improve

delivery to the eye. The 1'ormulation we have

here is not particularly exciting in temis of

novelty. 11:35:52

Q. Do you have any reason to dispute that the

fonrutlations ofthe patents-in—suit are novel‘?

11:35:53

11:35:57

Page 151

MR. MARGOLIS: Objection. Vague. 11:36:01
THE WITNESS: 1 don't know how to answer 11:36:15

11:36:]?

1 1:36:19

11:36:22

1 1:36:30

11:36:33

1 1:36:39

1 1:36:43

1 1:36:54

1 1:36:57

1 1:37:02

1 1:311:04

1 1:37:05

that. So the question was specifically do 1

have any reasons to -- at the time of the

patent, there were a large number of aqueous

continuous phase formulations that contained

surfactant, the ingredients ofthc patent and

drug. That was not — that was a fairly

typical ophthalmic preparation at the time.

Q. Let tne go back. actually, to page 6 ofyour

declaration, paragraph 23. You refer to the

specification in that paragraph.

[)0 you see that‘?
A. 23 or 22'?

Q. 23. 11:37:07

A. 23, yes, I do. tdo, yes. 11:37:08

Q. is it proper fora person ofordinary skill 11:32:10

in the art to interpret the claims ofthe 1 1:37:13

patents-in-suit in light ofthe specification? 11:37: 15

A. 1 think that would be commonly done, yes. 11:37:23

Q. Is it proper for a person ofordinary skill 11:32:26

in the art to interpret the claims ofthc 11:37:28

oo--.ta~Ln-1‘mu.ti\.r—
.-

DKDOO--:IO\Ui.t*-L>Jt~J-—
a—.

.— 1\-I

.-—-.— U'I-1’:LLa-J
—- Ch

353':
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patents-in-suit in light o|'the pI't)SCI.:t1lit1I‘I 1 1:37:30
histories‘? |1:3’r':32

A. Sorry. You have to ask that question again. 11:37:36
I 1:371:38

mentioned the prosecution -- 1 1:37:41]
A. Yes. 11:37:40

Q. —— history in paragraph 23. Do you see that‘?

13 it proper For a person of ordinary skill in the

Q. Okay, Well, actually. let me —~ you

1 1:37:41

1 1 :37:43

1 1 2:17:45

1 1:37:48

1 1:37:50

1 1:37:52

1 1:37:54

art to interpret the claims of the patents-in-suit

in light olthe proseeution|1istories':‘

A. 1 believe it is, yes.

Q. And then in the last sentence in that

paragraph you talk about related patent
1 1:3?:58

Do you see that‘? 1 1 :3'!:59
A. Yes. 11:37:59

Q. And do you understand that claims in related

applications.

patents can also be relevant to claim cottsttucliott?
A. Yes. 11:38:05

Q. Take a look now at paragraph 24. 1 want to
1 1 :38:1 1

1 1133: 13
direct your attention to the second sentence in that

paragraph, which is the tirst full sentence at the

Page 153

1 1:38:16

1 1:38:19

1 1:38:23

1 1:38:26

1 1:38:31

1 1:38:34

1 1:38:36

top of page 7. It says, "1 understand that while

courts may rely on extrinsic evidence, it is less

significant than the patent and prosecution history

in determining the meaning of claim language."

Why is it your understanding that extrinsic

evidence is less significant than the patent and

prosecution history in determining the meaning of

claim language? 11:38:39

A. That's what l‘ve been advised by the 11:38:40

attorneys. 1 1:38:43

Q. Take a look now at paragraph 25 on page '1.

The tirst sentence says, "I understand that a claim

term is indefinite, and therefore the claim is

invalid. when the claim l'eai:1in1ig_11t0l'the

11:38:44

11:38:50

1 1:38:53

1 1:38:56

1 1:38:59

1 1:39:01

1 1:39:05

11:39:08

Do you see that? 11:39:08
A. I do. 11:39:09

Q, is the standard for definitcncss whether a

claim makes sense to you or whether a claim informs

specification and the prosecution history, fail to

inform, with a reasonable certainty, those skilled

in the art about the scope ofthe claimed
invention."

11:39:10

11:39:13;
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Page 154

1 1:39:17’

about the scope of the claimed invention? 1 1:39:19

MR. MARG0l.1S: Objection. Vague. Calls 1 1:39:22

for a legal conclusion. 1 1:39:25
1 1:39:28

1 1:39:37

1 1:39:39

1 1:39:41

with reasonable certainty those skilled in the art

Q. You may answer.

A. Say it again to make sure I get it correct‘?

Q. Well, let me ask it more simply. Is the
standard for definiteness whetlier a claim tnakcs

sense to you? 1 1:39:44

MR. MARGOLIS: Objection. Vague. Calls

for a legal conclusion. 1 1:39:46

THE WITNESS: To me personally‘?

Q. Correct. 1 1:39:49

A. lfl am somebody that is -- ifl know about

the art, it should tnake sense to me, but it should
also make sense to those skilled in the art.

Q. Are you a person of ordinary skill in the art

1 1:39:45

1 1:39:48

1 1:39:51

1 1:39:55

1 1:39:59

1 1:40:01

or are you a person ofsomething higher than 11:40:03

ordinary skill in tlte art? 11:40:06

MR. MARGOLIS: Objection. Vague.

THE WITNESS: I consider myselfto be an

expert, bull have to understand —-I 11:40:13

Page 155

1 1:40:15

11:40:19

1 5:40:22

1 1:40:24

11:40:26

1 1:40:29

obviously still have to understand the terms.

Q. Well, let me go back to the original question
then. is the standard for deliniteness whether a

claim makes sense to you pBI‘St'Jl'12t11)' or whether a

claim informs with reasonable certainty those

skilled in the art about the scope of tlte claimed
invention? 1 I 140131

A. It has to inform with reasonable certainty to
those skilled in the art about the claimed

1 1:40:37

Q. Take a look, ifyou would, at page 3.

paragraph 32. 11:40:40
A. Yes. 11:40:42

Q. The first sentence says, "The patents-in-suit

1 1:40:32

11:40:35

invention.

11:40:33‘

1 1:40:43

11:40:46

11:40:49

2-amino-3-(4-bromobcnzoyl) phenylacelic acid (also 1 1:40:53

known as bromfenac), a non-steroidal 1 1:40:59

anti-inflammatory dn1g('NSA1D'}, and (2) tyloxapol, 1 1:40:59

a non—ionic surfactant, and methods fortreating an 11:41:07
1 1:41:10

are generally directed to anti-inflammatory

ophthalmic formulations containing (1)

intlarmnatory disease by administering such
formulations." 11:41:12
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Do you see that‘? 11:41:13
A. Ido. 11:41:14

Q. What does it mean that bromfenac is a

non-steroidal anti—inl1ammatory drug or NSAID?

11:41:14

11:41:17

11:41:22

11:41:26

11:41:31) -

11:41:35"?

A. That's quite a descriptive name. 11 is an

anti—in|1amrnt1tory drug, so it reduces inflammation

in the body. so it's very good for things like

muscle damage, for example. Non-steroidal means it

is not a steroid. Simple as that, 11:41 :39

Q. Do you have an understanding of the physical

and cltemical properties ofbromfenac?

MR. MARGOLIS: Objection. Vague.

THE Wl'1N ESS: It is vague. I have some

understanding of the physical properties,

yes. 1 1:42:02

Q. With what physical properties of bromfennc

are you familiar‘? 1 1:42:04
A. I'm familiar with its structute, I'm familiar

11:41:42

11:41:44

11:41:43

11:41:50

11:41:58

1 1:42:02

11:42:06

11:42:11

11:42:16
with its aqueous solubility are the main two.

Q. What is your understanding ofthe aqueous

solubility of bromfenac? I I :42:18

A. I'm just looking at that definition there, 1 1 :42:20

Page 15? -

11:42:23

11:42:29

11:42:35

1 1 :42:39

1 1:42:42

and bromfenac sodium salt is actually very water
soluble. The free acid is far less so. 1n the

literature, there's a lot of debate about the

absolute levels of those solubilities. but certainly

the free acid is very insoluble compared to the
salt. 11:42:41?

. flow many different NSA1Ds are known to exist?

. Quite a lot. 1 1:42:52

. Do you know how many? 1 1:42:53

. 20, 30, that sort ofnumber. 11:42:55

_. What are some of the different physical and 1 1:42:58
1 I :43:0I

1 1:43:05
chemical properties that di1‘fercntNSA[Ds possess?

MR. MARGOLIS: Objection. Vague. Lack
of foundation. 1 1 :43 :07

T1-1E WITNESS: That is really difficult
to talk about because there are sub-classes

ofNSA1Ds anyway. and they have different

structures. So it's slightly open-ended.

You need to be a little bit more specific.

1 1:43:03

1 1:43:10

11:43:15

11:43:21

11:43:25

Q. Well -— and thank you for pointing out that 11:43:27
1 1:43:30

11:43:32
they have different structures.

Can the physical and chemical properties of

40 {Pages 154 to 157}
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So il'it's in water, you may not. 11:45:54 I
There are packages for predicting pl{a 1 1 :45:56

and log P, not very reliably, but there are 1 1:45:59

an NSA1D1u: predicted from the physical and chemical 11:43:11

properties of It I:1iffercntNSA1D with a diflerent 11:43:38
cltemical strutzttlre? I 1:43:41

MR. MARGt'J1_lS: ()bjct:tion. Vague. Calls 1 1:43:42

for speculation. 11:43:43

THE WITNESS: It is very vague, but 11:43:46

somebody who is experienced in formulating 1 1:43:50

would be able to look at a drug and the Frst 11:43:53

approximation be able to expect its 11:44:00

solubility to be insoluble, soluble, very 11:44:03
soluble. 11:44:03

Q. Have you ever accurately predicted the 1 1 :44:03 preparations of NSAl D5? 1 1 :46:29

physical and chemical properties ofan NSAID based 11:44:10 MR. MARGOLIS: Objection. Lack of 11:46:31

on the physical and chemical properties ofa 11:44:13 foundation. Calls for speculation. 11:46:33 _-

di1'ferentNSAlD with a different chemical structure? 11:44:15 THE WITNESS: There may be re-purposing 11:46:37 i

A. You would not need to do that. 11:44:17 ofthe dmg. They might have decided that 1 1:46:43
Q. Why do different NS/\1Ds have different 11:44:19 the drug could be used for some other 11:46:45

physical anti chemical properties? 1 1:44:23 purpose, or repositioning. It may he that 1 1:46:48

MR. MARGOLIS: Objection. Lack of 1 1:44:25 the company wants to extend a product line. 1 1:46:52

foundation. 11:44:27 There's sort ofa whole variety nfreasons. 11:46:55

THE WITNESS: Because iftlte drug, if 11:44:32 Q. And are all ofthose part of the innovative 11:46:59

the NSAID is going to exert its effect, it's 1 1 :44:4l scientific process ofdrug companies? 1 I :47:02

packages. Based on that inforniatiou, coupled 11:46:03

with wltat your dose of the drug is intended. 1 1:46:07

wanted. desired dose of the drug, plus an 1 1 :«'l6:l I

intended route ofadminislration, you could 11:46:16
start to setect some solvents and look at 1 1:46:20

solubility. 11:46:24

Q. Why would a person ofordinary skill in the 11:46:24

art want to lonnulate new aqueous liquid 1 1:46:26

Eton:-ac.-«u-.1:t..tz~..~—
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A. They would like to think so, yes. 1 1:47:04

Q. Is there any limit ~— sorry. Let me strike 1 1:47:08

that and try again. 11:47:12
Is there at limit to the numberofclilferent 11:47:13

possible ways to fonmilate aqueous liquid 1 1 247116

preparations OFNSAIDS? 1 I :4’.-': 19

got to work at a particular site in the body, 1 1 :44:44

and some structural properties of the drug 11:44:48

may be important for that interaction. The 1 1:44:53

rest ofthe molecule might not be important. 11:44:55

Q. How would a person ofordinary skill in the 1 1:44:59

art go about fonnulating new aqueous liquid 1 1:45:01

preparations of1\lSAIDs'? 1 1:45:05 MR. MARGOLIS: Objection. Vague. 11:47:21

MR. MARGOLIS: Objection. Vague. Calls 11:45:06 THE WITNESS: It is vague, but there are 11:47:24

for speculation. 1 1:45:03 :1 large number of \vays you can try to 1 1 247:2‘)

THE WITNESS: Okay. So the question was 11:45:11 formulate, some more successful than others. 11:47:32

to look at formulating in water‘? 11:45:13 It would depend upon the dose and the route 11:47:42

Q. Yes. So, how would a person ofordinary 11:45:17 ofadministration you needed. 11:47:44

skill in the art go about forrnulating new aqueous 11:45:19 Q. Would it depend on anything else‘? 11:47:46

liquid preparations o1"NSAl D5? 11:45:23 A. Well, it obviously depends —~ well, it 1 1:47:56 _.=
MR. MARGOLIS: Objection. Vague. Calls 1 1:45:26 potentially depends upon whether you wanted a salt 11:47:58 '-

for speculation. 1 1:45:28 or a free acid or base, bttt there are other 1 I :48:CI2

THE WITNESS: Yeah, I can speculate 1 1:45:29 considerations. 1 1:48:07

vaguely, It's the same as any drug. NSAIDS 11:45:32 Q. How would it person ofordinary skill in the 11:48:08

are no different than any other drug molecule 1 1:45:37 art go about eliaracterizing the physical and 11:48: 1 1)

you would be looking at. You may have some 1 1:45:40 eltemical properties of aqueous liquid preparations 1 1:48:13 .=.

physical data such as the measured log P, Ute 11:45:46 ofNSAlDs'.’ I 1:48:16

p1(a, its solubility, for instance, in water. 11:45:50 MR. MARGOLIS: Objection. Vague. 11:48:19

DO--.'lO\Ln£a.La-J1\J—'
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Compound. 11:48:22 MR. MARGOLIS: Objection. Vague, 11:50:50

THE WITNIESS: This is —— what you're 11:48:27 T111-I WI'I'NES.'S: That is vague, and ii 11:50:57

asking me to describe etteetivcly is the I 1:48:29 would depend on the I'm-niulation route of 11:50:58

pre-formulation process. lfyou wanted to 11:43:31 administratiort anyway. so. 11:51 :00

Forrnulale your drug in aqueous solution, you 11:48:41 Q. Do you have an understanding ofthe 1 1:5 I :01

would mix the ingredients that you're 1 1:48:46 pliarmaeokinetie properties ofany aqueous liquid 1 1:51 :03

interested in and then assay it in sortie way 1 1:48:48 preparations otbrom fenae’? 1 1:51:06

generally as a function oftime to see 11:48:54 MR. MARGULIS: Objection. Vague. 11:51:09

whether the drug has remained intact, whether 11:49:01) THE WITNESS: No. I 1:5 I :10

the physical state ol'tlie fonnulation hasn't 11:49:08 Q. Do you have an understanding ot't|1e 11:51 :| I _

changed. et cetera. We’vc dismissed some of 1 1:49:11 pharmacodynamic properties of any aqueous liquid 1 1:51:12 =;
them before, basically. It's no different 11:49:16 preparations ofbromfenae? 11:51:15

than the ones we discussed before. 11:49:17 MR. MARGOLIS: Objection. Vague. 11:51 :18

Q. Any others‘? 11:49:20 THE WITNESS: No, 1 don't believe -- no, 11:51:19
A. 1 can't remernber what I rliseusserl before, to 1 1:49:21 . Ic1on't believe I do. 11:5 I :20

be honest. 1 1:49:24 Q. Do you have an understanding of the 11:51:21

Q. Okay. Why would a person ofordinary skill 1 1:49:24 toxicological properties ofbromfenae? 11:51:22

in the art want to characterize the physical and 1 1:49:29 MR. MARGOLIS: Objection. Vague. 11:51:28

chemical properties of aqueous liquid preparations 1 1:49:32 Tl-IE Wl"I'I\IESS: Again, that really does 11:51:34

oI‘NSAlDs? 11:49:35 depend upon how you're going to formulate it 11:51 :36

MR. MARGOLIS: Objection. Lacks 11:49:36 and route ofadniinistration, whether —— about 1 1:51:39

Foundation. 11:49:39 the toxicology. 11:51 :42

no-..ii::\=..nJLL..tr~.J—

Page 163 Page 165 "

NSAID or other drug with a view to getting a 1 1 :49:4'? toxicological p1'oper1ies of any fonnulation of 1 1:51 :45

marketing attthorization, you would obviously 11:49:52 brorn Fenac? l 1 :51 :47

have to have done the appropriate studies I 1:49:55 MR. MARGOLIS: Objection. Vague. 11:51:50 -

beforehand to submit to the regulatory 11:49:58 THE Wl'l'I‘~lESS: No. But I have experience 11:51:53 '._

authorities to get it on the market. So, at 1 1:50:01 of working off other steroids, and it's not a I 1:51:55 J

the very least, you have to do it from 3 11:50:03 particularly unusual steroid. I'm sorry. 1 1:52:00

regulatoiy point ofview. 11:50:05 NSAID. Sony. I didn't mean to say steroid, 11:52:03

Q. Any other reasons? 11:50:07 did 1. 1 1:52:06

A. By understanding stability or lack o1'and 11:50:10 Q. Do you have an understanding ofthe 1 1:52:06
what type oflaek ofstability, you might be able to 11:50:15 toxicological properties ofany oral formulation of 11:52:08
improve your fonnulation. 11:50:20 bromfenae? 11:52:12 it

Q. Any other reasons? 11:50:23 A. No. 11:52:13

A. 1 think it gives you an understanding and I 1:50:31 Q. Do you know the oil and water partition 11:52:14

knowledge ofthe systems you're looking at, and then 11:50:33 15 eoeflicient ofbronifextae? 1 1:52:19

that is building up your database to be able to 11:50:35 A. No. [couldn't find it in the search. 11:52:21

better formulate. That's what gives somebody skill 1 1:50:33 0. Do you hav «— I'm sorry. Were you tinishcd 1 1:52:23

in the art. 1 1:50:42 with your answer‘? 1 1 152226

Q. Any other reasons? 11:50:43 A. No. No. I searched for it and Icou|dn't 1 1:52:27

A. [can't think ofany offhand. 11:50:47 find it. 11:52:23

Q. Do you have an understanding oftlie 11:50:49 Q. Okay. Do you have an understanding oftiie 11:52:28

pharmacokinclie properties oI'hromfenac'.’ 1 1:50:51 properties of any oral forrnulatioiis ot‘ bromfenac’? 1 1:52:30

i

THE WITNESS: lfyou were formulating an 11:49:42 Q. Do you have an understanding ofthe 11:5 I :43

1
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MR. MARGOLIS: Objection. Vague. 11:52:35
THE W|‘1'Nl:I.‘a'S: Such as‘? 11:52:40

Q. Any oi‘ the properties‘? 1 1:52:42

MR. MARGOLIS: Objection. Vague. 11:52:53

T1115. WITNESS: l have some unclerstanding 11:52:54

olsome issues mound stability and of the 11:52:55

solubility as a function of pH. that sort oi" 11:53:02 0. 1-lave you ever determined the soluhilizing 1 1:55:25

thing. T1int‘s fairly obvious. 11:53:05 capacity oftyloxapol based on the liquid nature of 11:55:28

Q. Take a look. ifyou would, in paragraph 32 11:53:01‘ the micellnr core‘? 11:55:32

again ofyour declaration, page 8. We've talked at 11:53:14 A, On the liquid nature of the micellar core? 1 1:55:35

lot about non-ionic surfactants today and tyloxapol, 11:53:20 Okay. I have determined the solubility ofdrugs in 11:55:38

not Fact, but that's sorlo1‘uptn say 15, 20 1 1:55:12

percent 1ot'itticcIlcs. 11:55:16

Q. What is the critical micelle concentration of 11:55:18

tyloxapol in aqueous liquid preparations‘? 11:55:20
A. Ican't remember that. lwould have to look 11:55:23

that up. 11:55:25DO--JCr'\U1-ht.»-1l‘~J—
and you referred to tyloxapol in paragraph 32 as at 11:53:24 tyloxapol micelles. 11:55:44

non-ionic surfactant. 11:53:27 0. What drugs? 11:55:44

Do you see that’? 11:53:29 A. Particularly steroids. but a range ofdrugs, 11:55:46

A. Yes. 11:53:30 phenylbutazone. which is an anti-inflamrnatoty, 11:55:52

Q. What does it mean that tyloxapol is a 1 1:53:30 aspirin, a whole variety ofdrugs. 11:55:55

non-ionic surfactant? 1 1:53:34 Q. Have you ever done that For brorn fenac‘? 1 1:55:58

A. Surfactants are amphiphilic molecules that 11:53:36 A. No. 11:56:00

have a hydrophobic and a hydrophilic head group and Q. Does tyloxapol fomi vesicles in aqueous 11:56:01

self‘-assembling solution. They are classified on 1 1 :53:4‘) liquid preparations? 1 1:56:06

the basis and natures oI‘the head group. Two main 11:53:54 MR. MARGOLIS: Objection. Vague. 11:56:07 E

classifications are non-ionic and ionic. Ionic can 11:54:00 THE WITNESS: No, not to my knowledge. 1 1:56:12

Page 16? Page 169

be positive and negative charged. Non-ionic has no 1 1:54:08 Q. Do you have an understanding of the physical 1 1:56: 14 _

charge. Sometimes lipids are included as non-ionic 1 1:54:12 and chemical properties of tyloxapol? 1 1:56:15

surfactants. Tltese are molecules that have -- are 11:54:16 A. Yes, I do. 11:56: 18

zwitterionic, they're positive and negative charge 1 1:54:22 Q. With what physical and chemical properties of 1 1:56:19

in close proximity. 11:54:24 iyloxapol are you faniiliar? 1 1:56:21

Q. 15 fyloxapol a polyethylene oxide surfactant? 11:54:26 A. I‘m familiar with its —— 1 don't have the 11:56:25

A. Yes. it is. 11:54:31 figures in front ot'mc, but1'm familiar with 11:56:29

Q. Does tyloxapol fonrt micelles in aqueous 1 1:54:32 properties such as its ability to form micelles, the 1 1:56:31

liquid preparations? 11:54:36 size of the micelles, the viscosity, the behavior of 1 1:56:36

A. Yes. 11:54:36 those micelles, the upper limit before it changes 11:56:40

MR. MARGOLIS: Objection. Vague. 11:54:37‘ phase behavior, its cloud points. 11:56:45

Q. Under what circumstances does tyloxapol form 1 1:54:38 Q. How do those properties a1'f:ct aqueous liquid 1 1:56:53

micelles in aqueous liquid preparations? 11:54:42 preparations o1'NSA|Ds that contain tyloxapol‘? 11:56:58

A. At relatively low concentrations it will 11:54:45 MR. MARGOLIS: Objection. Lack of 11:57:02

sell‘-assemble into micelles. 11:54:48 foundation. Vague. 1 1:57:04

Q. At what concentrations will it do that‘? 11:54:50 THE WITNESS: It would be very much 11:57:04

MR. MA RGOLIS: Objection. Vague. 1 1 :54:54 looking on a case-by-ease basis. 1 1:57:08

THE WITNESS: 1 don't have that, but 11:54:56 Q. And why would it be very much looking on a 11:57:10 ;

certainly it will be -- 1 don't have the 11:54:58 easc—by—ca.se basis? 1 1:57:13 '

exact figures, but 1 can certainly make an 11:55:02 A. Because an understanding ofinteraction 11:57:16 _

estimate. It will be between point 0, 11:55:04 between surfactants and drugs is quite complex. So 11:57:20

perhaps 0 one percent, but I don't -- that's 1 1:55:09 you could predict possibly this drug's got low 1 1:57:27
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I 1:57:35

1 1:57:38
solubility, so it may solttbilize or it may coat the

drug, but you would have to check to prove it

urtatnbiguously. 11:5't':4|

Q. Can the physical and chctnical properties of

lylnxttpol be predicted from the physical and

chemical properties ofa di1'|‘crcntnon—ionic
stt11‘acta11t\vilh a di11'crcnt chctnical slt'ucttt1'c?

MR. MARGOLIS: Objection. Vague. 11:57:55

THE WITNESS: We've already discussed 11:57:57
1 1:58:01

but it would depend upon the structure you're 1 1:58:06
11:58:12

1 1:58:14

1 1:58:16

1 1:58:18

1 1:57:43

1 1:57:45

1 I 157148

1 1:57:51

this. There are certain rules you can use,

talking about. In tltc absence ofa

structure. it‘s very hard to say.

0. Have you ever accurately predicted the

physical and chemical properties of tyloxapol --

A. Why would? 11:58:18

Q. -- based on -- 11:58:20

A. Why would I need to? 11:58:21

Q. Sorry. Let mejust. Sorry. Let me ask my 11:58:23

question,jt1st so we -- 11:58:26

A. Sorry. 11:58:26

Q. -- have a clear record. No problem. 11:58:23’

Page 1?]

1 1:58:28

1 1:58:30

on the physical and chemical properties of a 1 1 :53:33
di1‘fercnt:1on-ionic surfactant with a di1TcI'cr1t 11:58:35

chemical structure‘? 11:58:38

MR. MARGOLIS: Objection. Vague.

THE WITNESS: l have used tyloxapol. 1
have measured its size, its behavior. 1 have

Have you ever accurately predicted the

physical and chemical properties of tyloxapol based

I 1:58:39

1 1 :58:42

11:58:44

11:58:48

11:58:52
never had the need to do as you suggest.

Q. Have you ever determined the membrane active

effects of tyloxapol? 1 1:58:56

A. Not lyloxapol, no. 11:58:58

Q. Are you familiar with the various equilibrium 11:59:04

phases oftyloxapol in aqueous liquid preparations? 1 1:59:07
A. Yes. 11:59:10

Q. Take it look, ifyou would, now back to your 11:59: 12

declaration, page 9, paragraph 35. 11:59:16
A. Yes. 11:59:19

Q. And you say, "EDTA. otherwise known as edctic
1 1:59:23

1 1:59:27
acid or ethylcnediaminctctraacctic acid, has the

following chemical structure:" And then you provide
a chemical structure. 1 1:59:30

PAGE 45 OF 132
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A. Yes. 11:59:30

0. Do you see that? 11:59:31
A. Yes. 11:59:31

Q. is EDTA also known as cdctic acid or

ethylcnediarrtinctctraacctic acitl? 1 1 259136
A. Yes. 11159:}?

Q. Have you accurately depicted the chemical

1 1:59:32

1 1:59:39

structure of EDTA in paragraph 35 of your 11:59:42
I 1:59:45

1 1:59:46

Q. Take a look, ifyou would. now at page 11 of

your declaration. 1 1:59:52
A. Yes. 11:59:52

0. And let's look at paragraph 42. in the lirst

two sentences you say, "When present as a salt form,

EDTA is generally referred to as an cdctate salt.

Titus, there are four different cdctate salts

consisting oFEDTA and sodium: A mortosodiutn,

diS0dl1.l1T),11‘iS0di.l11T|, and tctrasodium cdctatc salt."
Are those true statements? 12:00:15

A. Yes. 12:00:23

Q. ls EDTA 0 well-known chelating agent?

declaration‘?

A. I believe 1 have. yes.
11:59:48

11:59:53

11:59:56

12:00:00

12:00:03 <

12:00:0 ‘.

12:00:10 :'

12:00:24

Page 1?} =.

A. It is. 12:00:29

Q. What does it mean that EDTA is a ehclating

agent? 12:00:34

A. It will grab particularly ions and interact

with them. S0,il'l111t30l)t‘, it could, in theory,

interact with an ion with four positive charges on

it, but it typically is —- it's very well-known to

interact or chclate or sequester things like calcium

with two charges. 12:01:00

Q. How does EDTA act as a chelating agent?

12:00:29

12:00:36

12:00:42

12:00:48

12:00:53

12:00:56

12:01:01 '

12:01:08

12:01:10
A. You've got your ion, you've got the charges,

and the negative head groups interact with the
calcium. 12:01 :14

12:01 :15

12:01:20

12:01:23

12:01:21?

Q. [:1 EDTA sodium salt, is it the edetatc or is

it the sodium that is responsible tbr chelution?
A. In the what? In the salt? its the free

acids -- it's the acids, the ionized form.

0. The cdctatc? 12:01:28

A. The ionized form ofthe edctatc, yes. 12:01 :30

Q. Do both the disodiutn and tetrasodium salts of

EDTA function as chclating agents? 12:01:37
A. Yes. 12:01 :40
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12:01 :41

12:01:44

12:01:48

Q. With both the disodium and lt:trasodiun1 salts

of EIJTA, does the edetate liutction as a ehclating

agent by binding and sequestering certain metal ions
in soltttion? 12:01:53

A. That's one way it can act as a citelalolz

Q. What other ways can it act‘?

A. 1 don't know. l'tn just trying to think. It

doesn't have to be in solution, I think. 1‘n1 just

tzying to think about that one. That's why I

qualified that. 12:02:08

Q. What results From the ehelation of metal ions

by the disodium and tetrasodium salts of EDTA? . _

MR. MARGOLIS: Objection. Vague. 12:02: 17

THE WITNESS: Sony‘? 12:02:18

Q, What results from the chelation ofmetal ions 12:02:19

by the disodium and tetrasodium salts ol' EDTA?

A. That's really vague. 12:02:21

MR. MARGOLIS: Objection. Vague.

Compound. 12:02:26

THE WITNESS: That's really vague. I
don't know how to -- what results?

Q. Okay. I'm sorry.

12:01:55

12:01:58

12:01:59

12:02:02

12:02:06

12:02:09

12:02:25

12:02:26

12:02:27

12:02:30

Page 175

A. Sony. 12:02:31

Q. Yeah. Yeah. I apologize. l‘m -- so, let me 12:02:32

try to rephrase it for you. 12:02:36

What is the result of the chelation process 12:02:37

by the disodiurn and tetrasodiurn salts of EDTA‘? 12:02:41

MR. MARGOLIS: Objection. Vague. 12:02:45

Compound. 12:02:46
THE WITNESS: In what circumstances?

Q. In an aqueous liquid preparation.

MR. MARGOLIS: Same objections.
THE WITNESS: Yeah. Ifthere are —- if

there's calcium there, it may bind the
12:03:04

Q. Okay. I apologize, Doctor. Take a look, if

you would, at page 11, paragraph 43 ofyour
declaration. 12:03 :47

A. Okay. 12:03:43

Q. And you say, "I have reviewed the

patents-in~suit, including the specification and the
claims, and have found the terms ‘sodium edctate'

and 'EDTA sodium salt‘ used, but there is no

explanation or definition or any other indication as

12:02:47

12:02:49

12:02:52

12:02:53

12:03:02

E-..’:1::e-.:c1-tu-4=t.a1~.J—
E

Scalcium.

12:03:15

12:03:44

E

G

E

3

12:03:50

12:03:54

12:03:56 20

12:03:59

12:04:02 22

E
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to the meaning to the term besides the words 12:04:05
12:04:07

1711 you see that‘? 12:04:08

A. I do. 12:04:08

Q. is it fair to say that the plain langttage o1‘

themselves"

12:04:09

12:04:12 3

12:04:15 ‘__
12:04:20 '

12:04:24

12:04:26

the claims of the patents-in-suit does not limit the

phrases sodium cdetate of EDTA sodium salt to edetie
aeid,tetr11sodin1n salt or tetrasodium edetate?

MR. MARGOLIS: Ohjcctioli. Vague.
THE WITNESS: I believe it does because

the plain and ordinary Iatiguage is sodium 12:04:29

edetate is at panieular form of EDTA. It's a 12:04:34

particular salt o1"ED'1'A. 12:04:36
Q. Do the tenns or the -- let me strike that and 12:04:38

try again. 12:04:40

Do the phrases edetic acid, tetrasodium salt 12:04 :41

or tetrasodium edetate appear anywhere in the claims 12:04:44

ol‘ the patents-in-suit? 12:04:47
A. Do the words -- 12:04:49

Q. Do the phrases edetie acid, tetrasodiurn salt 12:04:52

or tetrasodium edetate appear anywhere in the claims 12:04:56 -

of the patents-in-suit‘? 12:04:59

Page 177 '

12:05:03

12:05:06

12:05:] 1

sorry to ask you yet again. Apologies. 12:05:14

Q. That's okay. 12:05:17

A. You're asking do the words sodium --

A. I would have to re-read them again.

Q. Take as much time as you need.

A. I'm just -- let me get this right. I'm very

12:05:17
12:05:21

12:05:26 '
Q. Do the phrases edetie acid, tetrasodium salt

or tetrasodium edetate appear anywhere in the claims
12:05:29

12:07:01

12:07:04

12:07:06

12:07:09

12:07:12

the patents-in-suit does not limit the phrases 12:07:14

sodium edctale or EDTA sodium salt to edetie acid, 12:07:17
12:07:23

12:07:26

12:07:27

12:07:30

12:07:35

12:07:37

ufthe patents-in-suit?

A. I already looked at the first two patents,

and I don't believe they do. but 1 don't see why

they would appear because you don't give the full
names of other chemicals in there either.

Q. Is it lhirto say that the specification of

tcttasodium salt or tetrasodium edetate‘?

MR. MARGOLIS: Objection. Vague.
T111-I WITNESS: I believe it does because

it is -- sodium edetate and edeiate sodium

salt means something specific.

Q. Do the parents say that‘?

45 (Pages 174 to 177]
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Page 178 Page 180 -

MR. MARGULIS: Objcetioli. Vague. 12:07:42

T111? WITNESS: But they tJun'tgivc1|1o 12:07:45

11111 names of any material. 12:02:48

Q. The patents-in-suit nowhere use the term 12:07:49

lelrasoditnn, do they? 12:0?:52

A. Well, there's no need to use the term 12:07:53

tctrasodiunt because 1 think it's very -- it's 12:07:56

Merck lndcx in Connection with your opinions in this 12:09:48
case? 12:09:49

A. Yes. 12:09:49

Q. And 1 believe it's 1'-Ixhibit 2 to your 12:09:50

declaration. lfyon could tum there‘? |l‘| refer 12:09:54

to Exhibit 2 to your tleclnration us excerpts from 12:10:00

the 2001 Merck Index, will you understand what 1 12:10:03
mean‘.’ 12‘. 10:06

A. Yes. 12:10:06

Q. Okay. Please turn to page 620 o1'Ihc 2001 12:10:07

Merck Index which bears Bates number 1.Ul‘|N0|8905. 12:10:]
Do you see entry number 3544 for cdetate 12:10: 17 I

sodium in the 2001 Merck Index? 12:10:24

A. Yes. 12:10:27

Q. Do you see t|1e Use designation toward the 12:10:27

bottom of the entry 3544 for cdctate sodium in the 12:10:40
2001 Merck Index? 12:10:44

Do you see that? 12:10:51 i
A. 1 do. 12:10:52

Q. It says, "Use: Scqucstcring agent: One gram 12:10:53

complexes 215 milligrams calcium carbonate. Usually 12:11:02

added to phannaceuticals in the form ofthe calcium 12:11:06 1

explicit what they are. 12:07:58

0. ls it a Fact that the patents-in-suit do not 12:07:59
use the tcmi tctrasodium? 12:08:02

A. But they use the term sodium edetate and EDTA 12:08:07

sodium salt, which is exactly the same nlaterial. 12:08: 12

Q. The patents-in-suit don't use the term 12:08:14

lctrasodium, do they, Doctor? 12:08: 1 7

A. There's no need to use the term, though. 12:08: 19

Q. Take a look, ifyou would, at page 1 1, 12:08:23

paragraph 44 ofyour declaration. 12:08:27
A. Yes. 12:08:29

Q. The first two sentences say, "1 have reviewed 12:08:29

the prosecution histories ofthe patents-in-suit and 12:08:33

note that during prosecution ofU.S. Patunt'No. 12:08:36

8,129,431, the Applicants stated, '[n]ote that 12:08:39

8\.’.'.10fl--1S°\Ln-D-i.nJ1*J—'
5

1.1.1

3

G

5'\

S

E

E

1‘-J3

LI

123

Page H9 Page 181

sodium tctraborate is also known as horax, and EDTA 12:08:4
sodium salt is also known as sodium edctatc.‘ This 12:08:47

statement suggests that 'EDTA sodium salt‘ is 12:08:51

synonymous with ‘sodium ede1ate,' but provides no 12:08:54

further clarification of the meaning ofthcsc 12:08:56
terms." 12:08:59

A. Um-mm. 12:08:59

Q. Does the prosecution history of the '43] 12:09:00

patent make clear that EDTA sodium salt is 12:09:02

synonymous with sodium edetate? 12:09:05

A. That's what 1 take the meaning ofthat 12:09:11
sentence to be. 12:09:14

Q. Did you sec anywhere in the prosecution 12:09:15

histories ofthc patents-in-suit where the phrases 12:09:18
sodium edetatc or EDTA sodium salt were limited to 12:09:21

the tetrasocliuru forms? 12:09:25

MR. MARGOLIS: Obieclion. Vague. 12:09:28
THE WITNESS: There was no need to 12:09:32

because it was very clear what they meant. 12:09:34

disodium salt to prevent calcium-depleting action in 12:11:09

the body." 12:11:13 1
Doyou secthat’? 12:11:14

A. ldo. 12:11:14 .

Q. The cdetate sodium entry in the 200! Merck 12:11:15

Index states that it is usually added to 12:11:20

pharmaceuticals in the form ofa calcium disodium 12:11:21

salt, contact‘? 12:] 1 :24

MR. MARGOLIS: Objection. 12:11:25
Mischaractcrizes the document. 12:] 1:26

THE WITNESS: It's talking about a 12:11:27
different form. 1tdoesn'1 mean it's at 12:11:29

E‘-DOC!--..1G‘\‘-J!-1’:nl4-J1‘~.J-—
.—.-a |‘Q—.
5 sodium edetatc. 11's not the same thing. 12:11:32

It's talking about a different material 12:11:34

altogether. 12: 1 1:36

Q. But does it say that it's talking about a 12:11:36
different material? 1211 1 :38

A. Wc1I,1 think it's quite clear that it's 12:11:38

talking about different materials because ofthc —- 12:11:40

Q. Take a look, ifyou would, at page 12 ofyour 12:09:36 they've got diffcrcnt cast numbers. They've all got 12:11:43

declaration, paragraph 45. 12:09:40 distinctly different cast numbers. 12:11:50

Are you relying on the 2001 Edition ofthc 12:09:44 Q. The statement about usually added to 12:1 1:52

.— 4:-

SE
:1

-1 90

_i \O

b-J 3
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Page 133 Page 184 '

Edetate Calcium Disotlitnn." 12:13:33

Do you see that‘? 12:13:35

A. Oh, the bottom left thing, yeah. 12:13:39

Q. Do both the edetate sodium and the cdctatc 12:13:41
disodium entries in the 2001 Merck Index refer to 12:13:44

the calcium disodium salt? 12:13:48

A. 1 think you're confusing what] think is 12:13:51

pharmaceuticals in the form ofa calcium disodiurn 12:11:53

salt is specific to entry 3544 for sotlium edctatc. 12:1 1:57
correct‘? 12: 12:00

MR.MARG0l.1S: Objection. Vague. 12:12:01

THE WITNESS: But it docsn‘t say -- it 12:12:03

docsn‘t say that they are synonymous. 12:12:05

Q. But it doesn't say that they are not 12:12:08

synonymous, does it? 12:12:09 _

A. Well, anybody looking at this would know tltat 12: 12:1 1 tcproducing similar structures, somebody who had 12:14:00

it was this particular compound that they were 12:12:13 some basic knowledge in the area would know t11e 12:14:03 ;;

talking about rather than that contpound. l'tn SOFT)’. I2: 12: 1 5 difference, the subtle differences between the 12:14:03-' I
I‘m pointing to that they would know that they were 12:12:17 various salt funns. 12:14:10

talking about the edctate calcium tiisodiurn entry 12:12:20 Q. My question is a little simpler than that. 12:14:11

3542 rather than 3544, which is the cdetate sodium. 12:12:24 Do both the cdctatc sodium and the cdetate disodium 12:14:14 I

Q. Let me ask it this way. Is the calcium 12:12:29 entries in the 2001 Merck Index refer to the calcium 12:14:17
disodium salt ofEDTA different from the tetrasodium 12:12:32 16 disodium salt‘? 12: 14:21

salt UFEDTA? 12: 12:36 MR. MARGOLIS: Objection. Vague. 12:14:23

A. It's the dicalcium salt -- or the calcium 12:12:38 Tl-IE WITN ESS: That's putting words into 12:14:24

salt. 12:12:42 my mouth because lots of these things are 12: 14:26

Q. Is the calcium disodium salt of EDTA 12:12:42 cross-referenced to each other. It doesn't 12:14:32

different from the tctrasodium salt of [3D'1'A':" 12:12:45 mean they're the same material. That's often 12:14:34

A. Yes. They're distinct different chemicals. 12:12:43 the case. 12:14:36

IX!‘-lfl‘lo*IJ’:nLn-J1-J-—~ D0--1C‘l.n-lhka-lt\J—
actually quite clear. Instead ofactually 12:13:57

Page 183 Page 185 ‘=

Q. Let me direct your attention to the edetate 12:12:50 Q. Well, I'm not trying to put words in your 12:14:37 _

disodium entry in the 2001 Merck Index which spans 12:12:53 mouth, Doctor. 1'n1just asking what the reference 12:14:39 ‘

the bottom of the Iett-hand column and the top of 12: 12:5? teaches. 12:14:41

the right-hand column on page 620. It's entry 12:13:00 Do both the edetate sodium and edetate 12:14:41
number 3543. 12:13:04 disodiurn entries in the 2001 Merck Index refer to 12:14:45 .

Do you set: that? 12:13:05 the calcium disodium salt‘? 12:14:48

A. Yes. 12:13:05 A. 1don‘t think that's a teaching. 12:14:49 '
Q. Let me direct your attention to the last 12:13:07 Q. What do you think it is? 12:14:51

K5190‘--.|O"tUI-h.l.»JI\J--t
sentence of the paragraph spanning those two 12:13:09 A. 1 think it'sjust saving space that they've 12:14:52

Ea‘ columns. It says, “For structure, see Edetatc 12:13:12 got -- why repeat -- reproduce four very similar 12:14:56
Calcium Disodium." 12:13:16 structures? 12:15:00 .

Do you see that? 12:13:17 Q. Take a look back to entry number 3544 for 12:15:00

A. Yes. Sorry. This is spanning the two 12:13:19 edetatc sodium. And I want you to look about 12:15:04 '1
columns? 12:13:24 halfway down through that entry, the line that 12:15:07

Q. Okay. Well, so, entry 3543 spans the two 12:13:24 begins with "Verscne." 12:15:07

columns. It starts at the bottom ofthe left-hand 12:13:28 Do you see that‘? 12:15:11
column -- A. Um—mrn. 12:15:12

A. That's right. Yeah. Q- The second entry says, "St:questrene." 12:15:12

Q. -- and goes to the top ofthe right-hand Do you see that? 12:15:15
column. A. Yes. 12:15:15

A. Yeah. Q. Does the 2001 Merck Index identify 12:15:15

Q. And then it says, "For structure: See 12:13:31 Scqucstrene as a synonym for cdetate sodium‘?

5

G

E

G

3
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G
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Page 186

A. Yep. 12:15:27

0. Does the 2001 Merck Index limit Sequestiene
to the tetrasodium salt? 12:15:32

A. lhclievc it does. 12:15:36

0. Do the claims of the patents -- let the strike

that and try again. 12:15:42

Do the claims o1'the patents-in-suit refer to 12:15:42
the Merck Index? 12:15:46

A. No. 12:15:41’

Q. Does the specification o1't1;e patents-in—suit 12:15:47
refer to the Merck Index‘? 12:15:50

12:15:52
12:15:55

12:15:56

12:15:27

12:15:39

A. No. This is extrinsic evidence.

Q. Do the prosecution histories ofthc

patents-in-suit refer to the Merck Index?
A. No. 12:15:59

Q. Take a look back at your declaration now, and 12:16:00

let me direct your attention to page 12 and 12:16:03

paragraph 47. 12:16:09

Are yott relying on the 2000 Edition ot'The 12:16:20

Handbook of Pharmaceutical Excipicnts in connection
12:16:26

12:16:27
with your opinions in this case‘?

A. 1 ant.

Page 18'!

12:16:27

12:16:29

12:16:32

12:16:35

12:16:38

Q. And in the first sentence you say, "Another

reference commonly used by a person of skill in the

art to identify excipients in phanuaceutical
formulations was The Handbook of Phamtaceutical

Excipionts {'Kibbc') by Arthur H. Kibbe, 911.1).

{'1<ibhc').“ 12:16:41

Do you see that’? 12:16:42
A. ldo. 12:16:43

Q. Why is it your opinion that the 2000 Edition

ofThe Handbook of Pharmaceutical Excipients was at

12:16:43

12:16:42

reference commonly ttsed by a person ofordinary 12:16:50

skill in the art to identify excipients in 12:16:52

pltannaceutical formulations‘? 12:16:54
A. It's tt book that is —— this is the third --| 12:16:58

think it's the third edition that we're talking 12:17:03
12:17:06

12:17:09

12:17:12

12:17:16

about —— and that when you're looking at formulation

and you want to formulate, there's a few places that

you will go to to ensure that those excipients are

suitable for pharmaceutical formulation, and the two

most common places sotnebody would go to would be the

SGA GRAS List and the handbook, this book. 12:17:31

Q. Have you authored any monographs in the 2000 12:17:32
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Page 188 '

Edition o1'Thc Handbook ol'Pharn1accutiea| 12:17:37

12:17:39

A. 1 think so. I think that was one ol'Ihe ones

that 1 did. And it's ajoint American, British

1-Ixcipicnts?
12:17:40

12: 1 ?:-*13

12:17:43

12: 1 7:52

12:17:55

12:17:52

12:12:59

12:18:02

publication between the American Hospital
Association -- or the American Association of

Pl‘121lTI1t3Ct:ll1lCE'l1 Industries and the Royal

P11ai1naccnticn| Society.

Q. in 2003, would a person ofordinary skill in
the art have looked to The Handbook of

Pltairnaceutical Exeipicnts -— 12:18:04
A. Yes. 12:18:04

Q. -- when thrniulating an aqueous liquid

preparation‘? 12:18:07

A. Definitely, 12:18:02

Q. in 2003. would a person oforclinary skill in
the art have considered The Handbook of

12:18:05

12:18:08

12:18:18

12:18:23

12:18:27

12:13:29

12:13:31

formulating an aqueous liquid preparation?

MR. MARGOLIS: Objection. Vague.
THE WITNESS: 1 think most formulators

would have had a copy on their desk, a

Page 189 1

12:18:35

12:18:37

12:13:39

12:13:42 f

standard reference copy.

Q. In 2003. would a person ofordinary skill in
the art have considered The Handbook of

Pharmaceutical Excipienls an important reference for

formulating an aqueous liquid preparation?
A. Yes. it would. 12:18:45

MR. MARGOLIS: Objection. Vague.

Q. Take a look. if you would, now at Exhibit 3

to your declaration. And if] refer to Exhibit 3 to

your declaration as excerpts from the 2000 [Edition

o|"'l‘he Handbook of Pharmaceutical Excipients. will

you understand what 1 mean‘? 12:19:02
A. Yes. 12:19:03

Q. Take a look at page 191. It bears Bates

number LUP1N0 I 0505. And let me direct your

attention to part '1'. 12:19:15
A. Yes. 12:19:19

Q. ln that tirst paragraph the first sentence

says, "lidetic acid and cdetate salts are used in 12:19:25 .

phannaceutical formulations. cosmetics, and foods as 12:19:29‘ '.

cliclatirtg agents: that is, they form stable 12:19:33

water-soluble complexes tclielates) with alkaline 12:19:36

12:18:47

12:18:48

12:18:51

12:18:56

12:18:59 5

12:19:05 ll
12:19:09 1

12:19:21

48 {Pages 186 to 189}
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Page 190

12:19:41

12:19:44
12:19:46

earth and lieavy metal ions."

Does this statement apply to both the
disodiunt salt o1‘ED'l‘A and the tctrasodititn salt of

EDTA? 12:19:51

A. Yes. 12:19:52

Q. The second sentence reads. "‘l'|1e chelated 1"or1/n 12:19:53
12:19:56

12:20:00

12:20:04

has few of the properties ofthc 1'rec ion, and for

this reason cltclatittg agents are olicu described as

‘removing' ions from solution; this process is also
12:20:03

12:20:10

12:20:12

called scqtte.-1tcring.“

Does this statement apply to both the
disodium salt o1‘EDTA and t11c tetrasodiuin salt of

EDTA? 12:20: 17

A. Yes. 12:20:23

0. And then the next sentence says, "The

stability of the nietal-edetatc complex depends on

12:20:24

12:20:26

12:20:29

12:20:33

12:20:36

A. It applies to all the edetate salts, yes. 12:20:39

Q. Take a look, ifyou would. at page 192. 11 12:20:42
bears Bates number LU1-‘lN0l 0506. And take a look at 12:20::

the metal ion involved and also on the pH."

Does this statement apply to both disodium
cdetate and telrasodium edetate?

Page 191

number 18, Related Substances. 12:20:55
A. Um-min. 12:20:57‘

Q. Does the 2000 Edition of The Handbook of

Pharmacetttical Excipients identify the disodium salt 12:21:03
of EDTA and the tetrasodium salt ofBD'1‘A as related 12:21 :05

12:21:] 1

12:20:59

substances to edetic acid and edetate salts‘?

A. Yes. 12:21:16

Q. Does the 2000 Edition of The Handbook of

Phannaccutical Excipients state that the phrases

12:21:17
12:21:21

sodium cdetate or EDTA sodium salt are defined to 12:21:22

exclude the disoclium salt of EDTA? 12:21 :27

MR. MARGOLIS: Objection. Vague. 12:21:31

THE WITNESS: I'm really very sorry 12:21 :33

here. It is very clearly sodium edctatc with 12:21 :35
12:21:39

12:21 :41

12:21 :44

12:21 :47

12:21:54

actually trtake that explicit in here so there 12:21:56
12:22:00

12:22:00

at particular fonrtula ofa particular cast
number that's dillcrent than another -- titan

this disodium edetate. They are clearly

diffcreitt compounds. 11' they were the saute

material or the same name, they would

would he no confus ion.

Q. Take a look back at your declaration, ifyou
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would. Let me direct your attention to page 14, 12:22:03

p:1ragrapl150. 12:22:08

Are you relying on the Burdock reference in 12:22:14

connection with your opinions in this case? 12:22:16
A. lam. 12:22: I 8

Q. lhe1icvcit's Exhibit '1' in your tabs. [F1 12:22:19
refer to Exhibit 2 -- 12:22:29

A. Yes. 12:22:30

Q. -- to your declaration as the Burdock
referettce, will you understand what 1 mean?

A. 1 will. 12:22:35

Q. Take :1 look, ifyou would, at page 916 ofthe
Burdock reference. It bears Bates number

PROLENSA00006182.

A. Yes. 12:22:48

Q. Are you relying on the EDTA disodium entry in

12:22:31

12:22:33

12:22:36

12:22:40

12:22:44

12:22:49
the Burdock reference in connection with your 12:22:55 =
opinions in this case‘? 12:22:57

A. lam. 12:22:53

Q. The EDTA disodium entry in the Burdock

reference lists a number of synonyms for EDTA
12:23:06

12:22:59
12:23:03 ‘

disodium.

Page 193

12:23:06

12:23:06

12:23:07

12:23:10

Do you --
A. Yes.

Q. -- see that? Is thata "yes"?

A. Yes. Son'y.

Q. Back to paragraph 50 now ofyour 12:23:11
12:23:16

12:23:18

12:23:28

12:23:34

12:23:32

12:23:39 .

declaration —— you might want to put a finger or a

lab or something in there. So, paragraph 50 of your

declaration, third sentence, it says, "The synonyms

1‘or'EDTA, clisodium' includes edetate disodium."

In your opinion, does the Burdock reference

state that the synonyms for EDTA disodium ioelutle
edetatc disodium? 12:23:43

A. Ask the question again? I'm sorry. 1 lost 12:23:56

you. 12:23 :58

Q. Sure. Okay. In your opinion, does the

Burdock reference state that the synonyms for EDTA
12:24:03

12:23:58

disodium include edctale diso1:1ium'?

A. Yes. 12:24:23

Q. And so tfyou go back to the EDT/\ Clisodiuni

entry it1 the. Burdock reference --
A. Yes.

12:24:30

49 (Pages 190 to I93)

202~347-3700
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12:24:24
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12:24:30

Q. —- turn now to the next page, page 912, which
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bears Bates number PRD1.ENSAOUfl116183. 12:24:33

A. Yes. 12:24:39

Q. And let me direction your attention to the
12:24:43

12:24:44

12:24:45

12:24:47

. It says "EDTA sodium"'.F' 12:24:47

. Yes. 12:24:49

. The Burdock reference states that EDT;-‘t sodium l2:24:4

is 21 synonym for EDTA disodinm. 12:24:52
A. Yes.

12:24:41]

tifth line t'r(un the top.
A. Yes.

Q. Do you see that?
. Yes.

12:24:52

Q. Do you see that? 12:24:55
A. I'm aware ofthzit. 12:24:56

0. And then down to the fourth line from the 12:24:57

bottom ofthe top section ofpage 917, the line that 12:24:58

begins with "Sequestrene sodium." 12:25:02

Do you see that? 12:25:05
A. ‘Yes. 12:25:05

Q. And the next entry, the Burdock reference 12:25:06

states that sodium ethylenediaminetetmacetate is a 12:25:08

synonym for EDTA disodium. 12:25:13

Do you see that‘? 12:25:15
A. Yes. 12:25:16

Q. Okay. Take E! look now back at -- on your

declaration. page 13, paragraph 43.

12:25:16

12:25:19

Are you relying on the Lanigan reference -- 12:25:31
12:25:34

Q. —- in connection with your opinions in this
12:25:36

And 1 apologize, Doctor, just for the court

A. 1 am.

12:25:34

case?

12:25:36

12:25:38

12:25:42

12:25:43

12:25:45

reporter, ifwe could wait until 1 am finished

asking the question. So, 1'11 try it again.

Are you relying on the Lanigan reference in

connection with your opinions in this case‘?
A. I am. 12:25:47

Q. Okay. Thank you. 111 refer to Exhibit 4 to

your declaration as the Lanigan reference, will you

12:25:47

12:25:52

12:25:53

12:25:55

Q. Take a look at page 95 ot'the Lnnigan 12:26:03
reference. It bears Bates num1:IeI‘LUP[N013913. And 12:26:1

at the top oftlie right-hand column, the first full 12:26:20

sentence starts, "EDTA and its salts (known 12:26:23

understand what 1 mean?

A. Yes. Yes. Sorry.
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collectively as F_delales.)_" 12:26:27

Are the salts of EDTA, including the disodium
salt o1‘EDTA and the tctrasodium salt o1'EDTA

collectively known as edetates?
A. Yes. '1ht1t's 1JL‘l.’|'| stated earlier.

0. And now take :1 look, ifyou would, at page
‘)6. 1| hears Bates number LUPINOIBQI4.

A. Yes. 12:26:50

Q. And toward the bottom itsays, "Tetmsodiurn
El)'I'A." 12:26:57

Do you see that? 12:26:58
A. I do. 12:26:59

Q. In connection with your opinions in this

12:26:29

12:26:32

12:26:36

12:26:39

12:26:41

12:26:44

12:26:51

12:27:01

12:27:03

12:27:06

12:27:11}

case, are you relying on the entry entitled

"’I’etrasodiurn EDTA" that spans pages 95 — sorry --

96 to 97 of the Lanigan reference?
A. I am. 12:27:13

Q. A1 page 96, the bottom paragraph says. 12:27: 14

"Tetrasodiurn EDTA is also known as Edetate Sodium.“ 12:27:t '1
And then page 97. the second line says, “EDTA 12:27:25 i

12:27:32

12:27:32

Disodium."

Do you see that?

Page 197 E

A. Yes. 12:27:33

Q. 1n the entry entitled "Tetrasodium EDTA" on

pages 96 to 97 ofthe Lanigan reference. does the 12:27:37

Lanigan reference treat edetate sodium and EDTA 12:27:42 '
12:27:46 '

12:27:49

12:27:51

12:27:58

12:27:33

disodium as one and the same?

MR. MARGOLIS: Objection. Vague.
'1‘11E W1'1'N1:'S5: Under the -- under the

heading Trisodiurn EDTA. you're directing me
to look at what? 12:28:06

Q. No. No. I'm directing you to look at the 12:28:07

second line at the top ofpnge 97. 12:28:09

Do you see that it says, "EDT/\ Disodium"? 12:28:13
A. ldo. 12:28:16

Q. And that's within the entry For Tetrasodium
EDTA? 12:28:21

A. Yes. 12:28:21

Q. Do you see that‘? 12:28:22
A. ldo. 12:28:22

Q. Okay. In the entry entitled Terrasodium EDTA

on pages 96 to 97 -- 12:28:40
A. Yes. 12:28:42

Q. — of the Lanigan reference, does the Lanigon

12:28:16

12:28:22

12:28:42

511 (Pages 194 to 197)
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refi:I'encc treat eclet-ate sodium and EDTA disoditlnl as 12:28:45

one and the same? 12:28:50

MR. M;\R(iUI,1S: Objection. Vague. 12:23:52

Tl-11‘: WITNESS: 1 ttgree with you that it's 12:28:53
12:23:50

12:28:58

12:29:11]

12:29:03

12:29:06

12:29:10

12:29:13

12:29:15

in there. But. quite clearly. it's a

typographical as it is in the other

reference, because if it wasn't a

typographical inistake, it would be really

explicit and it woult:ln'1_just be one out ofa

list, in some cases ot'30, it would be --

there wouldn't be two separate entries. So,

1 believe that is clearly a typographical
12:29:18

Q. Do you typically rely on documents that have

typographic errors? 12:29:20

A. No. it's very unfortunate. and 1 must 12:29:22

apologize. My two primary references were obviously 12:29:29

the Merck, which is an encyclopedia, and the 12:29:35
Pharmaceutical 1-iandbook. 1 could have chosen from a 12:29:3

12:29:43

12:29:46

Q. Take It look, i1'you would, at the Disodium

l'.I.'I'0r.

1 2:29: I 8

whole list of references, and 1, unfortunately,

didn't spot these at the time.
12:29:48

EDTA entry.

A. For Lannigan or tor ~—

12:29:50

12:29:53

Q. From Larmigan. Um—mm. I believe it is on

page 96. 12:30:05
A. Yes. Um. Yes. 12:30:13

Q. And do you see the bottom paragraplt of that

entry says, "Synonyms for Disoclium EDTA ine1tu:1e“'?
A. Yes. 12:30:21

Q. And then toward the bottom of that it

identifies Sequestrene? 12:30:25
A. Yes. 12:30:28

Q. Does the Lanigan reference identify

Sequestrene as a synonym for disodium EDTA?

A. [am going to say that I haven't followed

12:29:54

12:30:13

12:30:22

12:30:28

12:30:30

12:30:35

12:30:38

12:30:41

12:30:44

12:30:47

this one through, but it's been very clear when you

are talking to me in certain cases some references

have Sequestrene and a number allenvards, so it's

not straighttbrwarcl and I wouldn't like to comment.
12:30:51

Q. The Lanigan reference uses the term

I'm sorry’.
12:31:00

12:31:02

12:31:06
Sequestrene in the same way that the Merck lndex

uses Sequestrene without a number, correct‘?

PAGE 52 OF 132
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A. Just let me —- 1 will have to read that. 12:31:09

12:31:13

It's really small writing. 1 i:1idn'trea|izc

Sorry.
12:31:34

Iny eyes were this bad. The udetale sodium has 12:31:37
12:31:41

0. In Lanigan‘? 12:31 :46
A. No. In the Merck index. 12:31:48

Q. In the Merck index the eclctate sodium entry 12:31:51

has Sequestrene without a number, correct? 12:3 1 :55
12:31:57

12:32:01 '

Seqtlcstrene NA2 ttlier it.

A. In the Merck Index the sodium ectetate has

Sequestrenc without a number, but EDTA sodium has
12:32:06

12:32:13 ,j

Sequestrene 1‘-1A2, \.v1tit:11 is reproduced For -- in The
Phanrtaeeutirsal Handbook under disodium edetate.

12:32:18

12:32:24

12:32:29

12:32:31

It's really confusing.

Q. Well, let's take another look.

Is it fair to say that this really isn't as

clear as you made out in your earlier testimony‘?
A. No. I think there are -- 12:32:33

MR. MARGDLIS: Objerrtion. 12:32:33

Mischaraetcrizing testimony. 12:32:35

THE WTTNESS: -- are typographical 12:32:35

errors, unfortunately. 12:32:37

Page 201 _

12:32:37

12:32:41

12:32:42

12:32:46

12:32:48

I think it is clear. And the reason I‘m

going to say -- the reason I believe it is

very clear is because ifthey were synonyms

for each other, you would not be having

separate east numbers, you would not be

having separate identifications. 12:32:50

Q. Take a look —~ 12:32:52

A. And you can buy separate -- and when you buy 12:32:53

the material, you buy them as separate materials as 12:32:55
12:32:53

Q. You've got the documents side-by-side here,
correct? 12:33:00

A. Wel|,yes. 12:33:02

Q. And you see on page 3541 ofthe Merck index

that entry number 3544 For edetate sodium uses the

well.

12:32:53

12:33:03

t2:33:1 1

term Sequestrene with no number, correct‘? 12:33: 16
A. Coneet. 12:33:18

Q. And on page 96 of" the Lanigar: reference, the

disodium EDTA entry also uses Sequestrene in the

same way without a number, correct?
A. Correct. But then if we look at both the

Merck and the Pharmaceutical Exeipients Handbook,

12:33:19

12:33:24

12:33:28

12:33:32

51 {Pages 198 to 201)

202-347-3700
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they both have Sequestrene NA2 alter —~ have N/\2 12:33:39
12:33:46

Q, On page 96 ofthe lstnigan re1'et'encc.(1isocli1im 12:33:48

EDTA -- let me strike that and try again. 12:33:52

On page 96 of the Lanigan reference, the 12:33:55

enoy liar disodium EDTA identifies as a synonym 12:33:57
12:34:02

12:34:04

12:34:07

12:34:10

12:34:13

after the Scquestrene.

Scquesttene with no number, concoct‘?
A. That is conect.

Q. Let's take a look back at —

A. But that is obviously El typographical error

in the basis of both the Merck and the Excipient
Handbook, 12:34:17

Q. There's :1 lot o1‘ typographical errors in the

documents on which you're relying, aren't there.
Doctor? 12:34:22

A. Unfortunately, in the secondary exhibits,

yes. 1n the two main exhibits, no.

12:34: 1 7

12:34:20

12:34:22

12:34:25

12:34:27’

12:34:32

12:34:44

12:34:47

Q. Take a look, ifyou would, at page 13,

paragraph 49 o F your declaration.

Are you relying on the Lewis reference in

connection with your opinions in this case?
A. Yes. 12:34:48

Page 203

12:34:49

12:34:52
Q. lfl refer to Exhibit 6 to your declaration

as the Lewis reference, will you understand what 1
mean? 12:34:55

A. Yes. 12:34:55

Q. Turn there, please, and [ct me direct your

attention to page 438. it bears Bates number
PROLENSA00006191. And at the bottom of the

left-hand column, there's an edetate entry.

Do you see that‘? 12:35:18
A. Yes. 12:35:19

Q. Does [he Lewis reference state that edctate

12:34:56

12:35:02

12:35:0

12:35:14

12:35:20

refers to "any salt or ester ofedetit: acid"? 12:35:22
A. Yes. 12:35:27

Q. Does this statement apply to both the
disodium salt of EDTA and the tetrasodiutn salt of

EDTA? 12:35:33

A. Yes. And 1 believe that's in my -- that

that's in my report under point 42.

Q. Do the patents -- let me strike that and try
12:35:42

Do the claims ofthe patents-in-suit refer to

12:35:23

12:35:32

12:35:34

12:35:36

12:35:39

again.
12:35:42

the Lewis reference? 12:35:45
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A. No. 12:35:46

Q. Does the speci1icntiono|‘t|1e patents-in-suit 12:35:47
refer to the Lewis reference‘? 12:35:49

A. No. 12:35:51

Q. Do the prosecution histories ofthe 12:35:51

patents-in—suit refer to the Lewis reference‘? 12:35:53
A. No. 12:35:55

MR.11/\SFORD: Actually. 1'm going to go

to a new exhibit, but 1 don't know what time

it is. is this at good time for a lunch bleak

12:36:01

12:36:02

12:36:06

or are we still —~ do we still have a ways to 12:36:09

go? 12:36:] 1

MR. MARGOLIS: Well, it's probably about 12:36:12

time fora break. I guess we can go oil" the 12:36:13

record. 12:36:13 ;.

MR. HASFORD: Yeah. Why don't we go off 12:36:17 '

the record and disettss for just a second 12:36:17

because I'm going to start into anotherline 12:36:18
here. 12:36:21

THE VJDEOGRAPI-IER: The time is

approximately 12:37 p.n1., Friday, September

4th, 2015. This is the end of tape number

12:36:21

12:36:24

12:36:32

Page 2115

12:36:39

Jayne Lawrence. We are off the record. 12:36:42

(Lunch recess from 1213710 1:27.) 12:36:44
T1113 VIDEOGRAPHER: Good afternoon. The

13:25:55

13:26:05

13:26:07

13:26:10

13:26: 12

13:26: 12

13:26:13

Q. Would you please turn to page 21] of your CV

for me‘? Let me direct your attention to item 5
under Articles in Academic Journals.

MS. HASFORD: 1'rr1 handing the court

reporter what 1 would ask to be marked as
Lawrence Exhibit 2.

For the record, Lawrence Exhibit 2

corresponds to item number 5 under Anicles

three o1‘Lhe videotaped deposition of Dr.

13:25:53
time is approximately 1:27 p.m., Friday,

September 4, 2015. This is tape number four

of the videotaped deposition of Dr. Jayne
Lawrence. We are back on the record.

BY MR. HASFORD:

Q. Good afternoon, Doctor.
A. Good aflemoon.

13:26:14

13:26:17

13:26:22

13:26:23-'

13:26:29

13:26:31

13:25‘. 32

13:26:34

in Academic Journals on Dr. Lawrence's 13:26:40

13:26:41

13:26:41

curriculum vitae.

{Whc-reupon, Plaintiffs Deposition

52 (Pages 202 to 205)
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tixtribit No. Lawrence 2 was rnarkcd For 13:22:04

ldentit'reation.] 13:23:05

Q. Is Lawrence lixlribit 2 publication number 5 on

your curriculum vitae‘? 13:27:09
A. Yes. 13:27:12

Q. Are you the M.J. Lawrence who co-aulltored
Lawrence Exhibit 2'? 23:23:16

A. Yes. 13:27:13

0. Please turn to page |5«1ol'Lawr'encc Exhibit 13:27:12
13:22:26

13:27:30

13:22:36

l3:2?:05

13:27:12

2. Let inc direct your attention to the lirst

sentence of the second paragraph. Would you read

that to yourself, please, and then let me know when

you're ready. 13:27:32

A. Okay. 13:27:51

Q. In Lawrence Exhibit 2 you use the term EDTA
13:27:57

Do you see that? 13:27:59

A. Yes. To ret‘erence 47, yes. 13:28:00

Q. Turn. their, to page 167 of Lawrence Exhibit 2 13:28:03
and take a look at ret'erencc 47. Read that to 13:28:08

yourself, ifyou would, and let me know when you're
13:28: 17

13:27:52

and you cite to footnote 4?.

ready.

Page 20'?

A. Yes,1'm ready. 13:28:17

Q. Reference 47 in Lawrence Exhibit 2 is a 198? 13:28:19
13:28:26

13:28:31

13:28:34

13:28:39

13:28:43

journal article by Yarnashita, et al, entitled
"Eltects ofdiclofcnac sodium and disocliinrr

etliylenediaminctctraacctate on electrical parameters
of the mucosal membrane and their relation to the

permeability enhancing effects in the ratjejunurn."

Do you see that‘? 13:28:49
A. 1 do. 13:28:49

Q. 15 disodiurn cthylenediarninctctraacctatc the 13:28:49
disodium salt of EDTA? 13:28:54

A. Yes. 13:28:57

Q. In Lawrence Exliibit 2 do you use the term

EDT/\ broadly to refer to the disodium salt of EDTA?
13:29:05

Q. Okay. Take a look now -- actuaily, let me 13:29:07
mark a new document. 13:29:09

MR. HASFORD: 1'm handing the court 13:29:19

reporter what 1 ask to be marked as Lawrence 13:29:20
Exhibit 3. 13:29:22

For the record, Lawrence Exhibit 3 is a

A. 1 think 1 used it incorrectly.

13:29:22

copy oftbe article cntit1cd,"EfTects of 13:29:24

DO--.'IO'\UI-lb-L511‘-1--'
Page 208

13:29:27’

13:29:30

diclofcnat: sodium tintl disodiurn

ethylenediaminctetraaectatc on electrical

parameters ofthc niucosal membrane and their
13:29:31’

13:29:40

13:29:45

13:29:48

13:30:13

13:30:13

relation to the permeability entrancing

clT‘ccts in the rat_icjunum" by Yamashita,

ct al, in the J. Pltarm. Plrarrrracol. 198?,

volume 39. pages 621 to 626.

(whereupon, P|ainti1'1‘s Deposition
Exhibit No. Lawrence 3 was marked for

Identification.) 13:30:14

Q. 15 Lawrence Exhibit 3 the 1987 Yarnasltita

article that you cite in reference 417 of Lawrence
Exhibit 2'? 13:30:21

A. It looks like it, yes. 13:30:22

Q. Take a look at the first sentence of the 13:30:23

second paragraph ofthc body. It starts, "1n on 13:30:30

earlier report"? 13:30:34
A. Yes. 13:30:41

Q. Does Lawrence Exhibit 3 use the broad term

EDTA interchangeably with disodiurrr

ethylcrrediaminetctraacetate which is the disodium
salt o1'1€DTA? 13:30:54

13:30:18

Page 209 ;

MR. MARGOLIS: Objection. Vague. 13:30:56

THE. WITNESS: It's defining -- it's 13:31:03

saying it‘s going to define disodium -- you 13:31 :05
13:31:08

13:31:12

13:31:12

can say it better than me --

ctlrylerrediaminetetraacctate as EDTA.

Q. You may put this document aside.

A. Okay. 13:31:15

Q. Take a look now, ifyou would, back at your 13:31:15

declaration, and let me direct your attention to 13:31:18

page 15. 13:31:23
A. Yes. 13:31:25

Q. And, in particular, paragraph 58. Are you

relying on the 2000 Edition oF Remington's The

Science and Practice ul"Pharrnacy in connection with

your opinions in this case’? 13:31 :40
A. Yes. 13:31:42

Q. And in the second sentence in paragraph 58 of

your declaration it starts, " For example. the 2000

13:31 :26

13:31:33

13:31:43

13:31:42

13:31:50

13:31:53

13:31:56

edition o1'Ren1ington's. a reference that would have

been well-known to the person ofordinary skill in

the art, provides the following definition of’

stability." 13:31 :59

13:29:34

13:30:14 I

13:30:42

13:30:47
13:30:5 :'_

13:31:38"

53 (Pages 206 to 209)
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Does the 2001) edition ni'Ren1ir1gIon's provide 13:32:00

a definition olstabilily oftr pharmaceutical 13:32:03

product‘? 13:32:06
A. Yes. 13:32:09

Q. Does the 2000 edition n1‘Reinington's provide 13:32:09

understanding to a person olordinary skill in the 13:32:13

art ofthe meaning ofstabilily ofa plrarinaeeuliczrl 13:32:15 Exhibit 8 to your declaration as the Vadas 13:34:50

product? 13:32:13 rcfer'ence, will you understand what 1 mean‘? 13:34:53

A. Let rnejusl read the —~ can you ask me the 13:32:18 A. Yes. 13:34:55

question again. please‘? 13:32:44 Q. Now, go back, ifyou would, to your 13:34:56

Q. Certainly. 13:32:44 declaration. Please look at paragraphs 53 through 13:35:00 _.
A. Yes. 13:32:44 72 ofyour declaration. They span pages 14 through 13:35:04 :

Q. Does the 2000 edition of‘ Remington's provide 13:32:44 21. Let me know when you're ready. 13:35:18 1

understanding to a person ofordinary skill in the 13:32:47 A. Okay. 13:38:42 1

art of the meaning o|' stability of :1 pharrnaccutical 13:32:51} Q. Do paragraphs 53 through 72 ofyour 13:38:43
product‘? 13:32:53 declaration set forth your opinions in this case on 13:38:47

MR. MARGOLIS: Objection. Vague. 13:32:55 the claim term "stable" and the phrase "in an amount 13:33:50

T1-[E WITNESS: lt defines —— it gives :1 13:32:59 srtfficienl to stabilize said first component"'.’ 13:38:54

good practical definition of stability with 13:33:04 A. Yes. 13:38:58

somebody skilled in the art in my opinion. 13:33:08 Q. [n connection with your opinions in this case 13:38:59

Q. Okay. And now read the rest of the sentence 13:33:10 21 on the claim term "stable" and the phrase "in an 13:39:01

to yourself, that sentence in paragraph 58 of your 13:33: I2 22 amount sufficient to stabilize said first 13:39:04

adrninistr'ation"? 13:34:21

A. Thal‘s administration into the body by any 13:34:22
other route than enteral. So it includes 13:34:25

ophthalmic. intravenous, intramuscular, ct cetcra. 13:34:30

Q. Turn, ifyou would, to Exhibit 8 to your 13:34:34
claim construction declaration. Ifl refer to 13:34:39OC'-JU\Lft-BL»-iI\J—‘

I

2

3

4

5

6

7

8

 Page 21 1 Page 213

component," do you cite any item of extrinsic 13:39:07 '1
evidence other than the Vedas reference? 13:39:] 1 t

A. No, 1 don't". 13:39:21

Q. Take a look, ifyou would, back at the Vedas 13:39:25

reference, and let me direct your attention to page 13:39:29 ,

987. That bears Bates number LUPlN018965. I know 13:39:'3§_
Q. Do microbiological specifications deal with 13:33:36 the type is kind oi‘:-trnall. 13:39:43

bacterial and firngal counts? 13:33:41 Let me direct your attention to the 13:39:51

A. Amongst other things, yes. 13:33:44 right-hand column. 13:39:53

Q. Does the concept ofstability ofan aqueous 13:33:45 A. Okay. 13:39:54

liquid preparation encompass microbiological 13:33:48 Q. Does the Vedas reference discuss 13:39:55

stability? 13:33:51 pharmaceutical product stability? 13:40:00

MR. MARGOLIS: Objection. Vague. 13:33:52 A. Yes. 13:40:05

'1‘lIE WITNESS: It depends what type of 13:33:54 Q. Under that subheading or that title Product 13:40:05

liquid formulation. 13:33:56 Stability, could you read that first paragraph 13:40:09
Q. Under what circumstances does the concept of : 1 beginning "Many Factors," and let me know when 13:40:11 1

stability ofan aqueous liquid preparation encompass : : you're ready. 13:40:13

microbiological stability? 13:34:05 A. Okay. 13:40:27 I

A. It would be ofpartieular importance ifthc 13:34:10 Q. Does the Vadas reference state that, "Many 13:40:28

formulation was intended for parenteral 13:34:14 factors affect the stability ofa pharmaceutical 13:40:31

administration. 13:34:18 product, including the stability of the active 13:40:34

0. What do you mean by "parenteral 13:34:19 ingredient or ingredients; the potential interaction 13:40:36

declaration that spans pages 15 and 16, and let me 13:33:16

know when you're ready. 13:33:21

A. I'm ready. 13:33:31

Q. You mention microbiological specifications. 13:33.32

Do you see that’? 13:33:35
A. Yes. 13:33:35 ::c«-..rcrtt..n.J:xt..~Jr~..>-—-

.1
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T1113 WITNESS: In theory. :1 researcller 13:42:40

could decide any conditions, but to do that 13:42:45

they must be certain that the degradation 13:42:49
instabilities are the some at the 13:42:54

temperatures they're mcasu ring it at as the 13:42:56

one they predict it to he -- as the ones at 13:43:00

lierwecn active and inactive ingredients; the 13:40:40

rnanufacturing process; the dosage form; the 13:40:44

container-Iiner—c|osure system; and the 13:40:43

environmental conditions encountered during 13:40:51

shipment, storage, and handling; and length oftime 13:40:54

between mantlfacturing and usage"? 13:40:57
A. it does. 13:41:00 use —- of use. 13:43:04

Q. Do you agree with that’? . 13:41:01 Q. Take a look, ifyou would. at page 990 ofthe 13:43:05

A. They are potential factors affecting 13:41:04 Vedas reference, and look at the second full 13:43:10 _

stability. yes. 13:41 :03 paragraph. The first two sentences read, "Oxidation 13:43:22

Q. Take a look now at the bottom ofthe 13:41:09 may be inhibited by the use ofantioxidants called 13:43:25

right-hand column on page 987 ofthe Vedas 13:41 :1 1 negative catalysts. They are very effective in 13:43:28

reference, and let me direct your attention to Table 13:41:16 stabilising pharmaceutical products undergoing at 13:43:32
52-1 entitled Stability Protocols. 13:41:19 free-radical-mediated chain reaction." 13:43:35

A. Yes. 13:41:22 Do you see that? 13:43:38

Q. Do you see that‘? 13:41:22 A. ll -- sorry. I do. 13:43:39

A. 1 do. 13:41:23 Q. Does the term stabilizing in this context 13:43:41

Q, Does the Vadas reference provide various 13:41:24 refer to chemical stability’? 13:43:44

stability protocols for testing the chemical 13:41:27 A. ll could be physical as well. 13:43:51

stability ofa pharmaceutical product’? 13:41:29 Q. Does the term stabilizing in that context 13:43:53

A. it does. 13:41:32 encompass chemical stability? 13:43:56

Q. Are the stability protocols disclosed in the 13:41:33 A. It does. 13:43:58

DO‘-JONLI1-bi.»-ll‘-'i—

Page 215 Page 217

Q. Are antioxidants added to pharmaceutical 13:44:00

products to prevent chemical degradation? 13:44:03

MR. MARGOL1S: Objection. Vague. 13:44:08 _

THE WITNESS: To some products they may 13:44: 1 l
be, yes. 13:44:12 3

Q. Take a look, ifyou would, at the fourth full 13:44:t2

paragraph. 13 :44: 1 7
A. Yes. 13:44:17

Q. And the first sentence says, "The commonly 13:44:18

used antioxidants for aqueous systems include sodium 13:44:21
sulfite, sodium metahisutfite, sodium bisullitc, 13:44:25

sodium thiosul fate, and ascorbic acid." 13:44:30

Do you see that‘? 13:44:36
A. 1 do. 13:44:36

Q. Do you agree with the Vedas reference that 13:44:37

sodium sulfite is a commonly used antioxidant for 13:44:39 "f

aqueous systems‘? 13:44:43
A. That's not actually what the reference is 13:44:48

saying. it's saying what the most frequent used 13:44:51

Vedas reference the only stability protocols that 13:41:37

can be used for testing the Cl1t3I‘1‘l1t::£llS1.ii1J11lly 01‘ 13:41:39

the pharmaceutical product? 13:41:39
A. The chemical? 13:41:39

Q. 1'11 repeat it. Are the stability protocols 13:41:50

disclosed in the Vadas reference the only stability 13:41:50

p1‘o1tJCOlS that can be used for testing the chemical 13:41 :51

stability ofa pharmaceutical product? 13:41:54

MR. MARGOLIS: Objection. Vague. 13:41:57
THE‘. WITNESS: There are standardized 13:42:00

International--1C1-I -- International 13:42:07

Conference and Harmonization guidelines, 13:42:09

which tend to be used by most -- a lot of 13:42:12

regulators and a lot ofrcsearcliers. 13:42:}5

So. you are correct that there were the 13:42:18

conditions, but nonnally people would use the 13:42:21
standardized conditions. 13:42:24

Q. What other conditions besides those disclosed 13:42:26
in Table 52-1 ofthe Vadas reference can be used for 13:42:30

testing the chemical stability ofa pharmaceutical 13:42:35 antioxidants are. 1t's not saying antioxidants are 13:44:53

product? 13:42:38 commonly used, in my opinion. 13:44:58

MR. MARGOLIS: Objection. Vague. 13:42:33 22 Q. Well, it says, "The commonly used 13:44:59

EU§:'<5\ooa~.:I:~t.n..i=.i.ai~.i-—-
._u U1

_i Q

.— --I

00

E

15-?3
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antioxidants for aqueous systems include sodium 13:45:01
.-;ull'ite." 13:45:01

Do you see that‘? 13:45:05

A. That it is one ofthe more lrcqucntly used. 13:45:05
13:45:08

13:45:11
What I'm saying is it doesn't tell you that lots of
fornttllatioiis have antioxidants in it. That's

different. 13:45:14

Q. When, il'tlla1l, would 2! person ofordinary 13:45:15
skill in the art be motivated to use an antioxidant 13:45:18

in an aqueous liquid preparation? 13:45:23

MR. MARGOLISI Objection. Vague. 13:45:27

THE WITNESS: [fthey suspected their 13:45:31

formulation was going to be unstable in its 13:45:34
13:45:39

Q. Take a look, if you would, at page 992 of the

Vadas reference. And let me direct your attention

absence.

13:45:41)

13:45:46

to the right-hand column and, in particular, the 13:45:50

last full paragraph and the first three sentences. 13:45:53

It states, "According to the Arrhenius relationship, 13:45 :58

faster degradation occurs at the higher 13:46:01

temperatures; hence, assays for the liiglrtemperaturc 13:r-16:0

data usually are run more oficn but for a shorter 13:46:08

Page2I9

period of time. The effect ofsimple least-squares 13:46:] 1

analysis ofthis type ofdata is to force the 13:46:17

Arrhenius equation through the low temperature data 13:46:20

and essentially ignore the high temperature 13:46:24

information. Thus, much more credence is placed in 13:46:27

the point estimates of the low temperature than is 13:46:30
warranted." 13:46:34

Do you see that‘! 13:46:34

A. Just let me re-readthis. Sorry. 13:46:38

Q. Take as much time as you need to read it to 13:46:41

yourself and tell me when you're ready. 13:46:44

A. Okay. 13:46:57

Q. Does the Vedas reference state that in 13:46:58
13:47:01

13:47:04
chemical stability testing much more credence is

placed in the point estimates of the low temperature
than is warranted? 13:47:06

A. No, it doesn't. 13:47:08

Q. Does the Vedas reference teach that chemical

stability testing results are more reliable at high

temperatures or low temperatures?

MR. MAR(iOLlS: Objection. Lack of
13:47:23

13:47: 12

13:47:14

13:47:18

13:47:22

foundation.
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THE WITNESS: lt explains that you can

misinterpret your data by using the wrong

analysis. 'l'l'1at's what it's telling you.

Q. Based on the teachings ofthe Vadas

reference, would a person of ordinary skill in the

13:47:24

13:47:29

13:47:32

13:47:35

13:47:37

13:47:39

13:47:42
art understand that chemical stability testing

results are more reliable at 11 ighcr temperatures or

lower temperatures‘? 1 3:47:45

MR. MARGOLIS: Objection. Lack of
foundation. 13:47:49

THE WITNESS: That's not possible to

answer because you're basing that on clearly

13:47:48

13:47:50

13:47:54

13:48:00

13:48:04

13:48:07

13:48:10

incorrect or deficient analysis of the

Arrhenius equation.

It goes on to say that it's better to

have a weighted least-squares analysis so you
avoid this effect. 13:48:13

Q. 1'm just asking in general. Based on the 13:48:15
13:48:17 :

13:48:20

13:48:22

13:48:25

teachings of the Vedas reference, would a person of

ordinary skill in the art understand that chemical

stability testing results are more reliable at

higher temperatures or lower temperatures?

Page 221
13:48:27

13:48:29

13:48:32
13:48:36 _

13:48:40 ""
13:48:41

13:48:43

13:48:45

A. Idon't believe it teaches that. I'm sorry.

Q. Okay. Does the Vadas reference state that
the term stable is an indefinite tenn‘?

MR. MARGOLIS: Objection. Vague.

THE WITNESS: It doesn't use legal

language to define stability, no.

Q. Does the Vadas reference state that a

particular threshold under ~- let me strike that and

try again. 13:43:49
Does the Vedas reference state that a 13:43:50

13:48:51 -3

13:48:54

13:48:58 5

particular threshold under particular measurement

conditions must be specified to permit distinction
between fonnulations that are stable and those that

are not? 13:49:00

MR. MARGOLIS: Objection. Vague.

THE WITNESS: Ask the question again?

Q. Sure. Actually, before 1 ask that question.

let me go back to one of your previous answers

because you mentioned legal language.

Do you t'emcmber that? 13:49:33
A. Yes. 13:49:33

Q. Does the Vadas reference state that the term

13:49:02 _

13:49:22 __

13:49:23
13:49:25

13:49:30

13:49:34
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stable is a scientifically indefinite lenn? 13:49:38

MR. MARGOLIS: Objection. Vague. 13:49:45
THE WITNESS: 1 don't understand what —— 13:49:45

scientifically indefinite term is not at 13:49:48

phrase l't11 familiar with. 13:49:50

0. Could there be a circumstance under which a 13:49:53

that a particular threshold under particular 13:52:12

measurement conditions must be specilied to permit 13:52:15
distinction between 1'ormu1ations that are stable and 13:52:17 _
those that are not‘? 13:52:20

A. To remain within its physical, chemical. 13:52:20

mierobiologic, therapeutic and toxicological 13:52:23

tet'm has no scientifically definite meaning‘? 13:49:57 specilicalittlls, 1 believe docs answer that -- docs 13:52:26

A. There are cases where the science perhaps is 13:50:22 address it. ' 13:52:28 I.

in a debate and people might argue about the 13:50:25 O. The Vadas reference doesn'tst:1tc that 13:52:29 1

definition, yes. 13:50:28 ' though, does it‘? 13:52:31 i

Q. Does the Vedas reference state that the term 13:50:29 MR. MARGOLIS: Objection. Vague. 13:52:33 ,_

stable is an unclear or incornprcltensible tertn? 13:50:33 THE Wl'1'N ESS: I'm confused now by your 13:54:00

A. No. 11 docs clearly state, however, that you 13:50:38 question because the comments 1 have in -- in 13:54:04 '1

have to dcline what you mean by stability in the 13:50:41 quotation marks here, which ljust quoted to 13:54:10

pharrnaceutical context. 13:50:44 you from about remaining within physical, 13:54:14

Q. And in your previous answer you talked about 13:50:47 16 chemical, microbiologic, therapeutic and 13:54:18

circumstances under which a term might have no l3:50:5 1'.’ toxicological specifications is a direct 13:54:21

scientifically definite meaning. 13:50:53 quote from Vadas. 13:54:25

Does the Vedas reference state that the term 13:50:55 Q. Does that quote in the Vadas reference state 13:54:29

stable has no scientifically definite meaning? 13:50:57 that it panicular threshold under particular 13:54:32

MR. MARGOLIS: Objection. Asked and 13:51:02 21 rrteasurernent conditions must be specified to permit 13:54:34 '
answered. 13:51:04 distinction between lbrniulations that are stable and 13:54:31’

;\DDO--.IGHLn-!=LnJ1\J—- 90"-ilO"|U'I-.b1-I-ll‘-3'—
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THE WITNESS: In as far as it tells you 13:51:05 those that are not? 13:54:41]

that you have to define it yourself, your 13:51:07

particular conditions required. So that 13:51:13

means that stability will have apotentially 13:51 :15

different meaning fora different 13:51:20

pharmaceutical context. 13:5 1:23

Q. Take a look, ifyou would, at -— oh, sorry. 13:51:25

Let me go back to another question that I asked you. 13:51:30

You asked me to reask it. 13:51:33 yourself, if yott would, and let me know when you're 13:55:15

Does the Vttdas reference state that 3 13:51:35 ready. 13:55:13

particular threshold under particular measurement 13:51:38 11 A. Okay. 13:55:30

conditions must be specified to permit distinction 13:51:41 Q. Are chemical stability and physical stability 13:55:30

between fonrtulatlons that are stable and those that 13:51:46 the same or different types ot'stability'? 13:55:33

are not? 13:51:43 A. They're generally considered as different 13:55:40

MR. MARGOLIS: Objection. Vague. 13:51:50 types ofstability. 13:55:44

THE WITNESS: I believe that's what that 13:51:53 Q. Does the concept ofchemical stability deal 13:55:44

lirst definition is telling you, that you 13:51:55 with the propensity toward chemical degradation? 13:55:46

have to have a capability ofa particular 13:51:58 A. Yes, but it may influence the physical 13:55:55

formulation and you define its 13:52:02 stability as a result. twas going to give the 13:56:00 ,

stability and —— and 1 think that answers the 13:52:05 example ofliposomes when they're oxidized they may |3:S6:0

question. 13:52:09 become unstable. So, it's very hard to totally or 13:56:07
Q. Does the Vadas reference explicitly state 13:52:09 to totally divorce them. 13:56:12

1

1
1
1I

1

l
1

i
I

A. Why would you have —- otherwise, why would 13:54:43 1

you have speeitieations‘? You're defining your 13:54:46 1
stability and specifying it. And it goes on to give 13:54:52 1

other examples ofthis. 13:54:57 1

Q. Take a look back at your declaration, if you 13:55:01 5

would, page 16, paragraph 59. And let me direct 13:55:04 Iyour attention to the second sentence. Read that to 13:55: 10
I

l
i
1l

1
I

1

S\.t::oo-.JchI./u.t‘.xt.~Jt~..1—
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13:56:12

13:56:15
Q. Generally. does the concept ofchcmical

stability deal with the propensity toward chemical

degi'adation’_F' 13:5 6: 1 7
A. It does. 13:56:18

Q. Generally, does the concept ofphysical 13:56:19

stability deal with the propensity toward changes in 13:56:21

appearance or other physical properties‘? 13:56:25
A. It does. 13:56:27

Q. Take a look, ityou would. at page 17 ofyour

declaration. paragrapli 61. 13:56:32
A. Yes. 13:56:36

Q. The lirst sentence states, "The specification

does state that an object otthe invention is to

provide a thnnulation that is ‘stable within a pl-I

range giving no irritation to the eyes‘ and that the

preservative effect ‘does not substantially
dcteriorate."' 13:56:54

You're referring to the specification ofthe 13:56:57

patcnts—in—suit, correct‘? 13:56:58
A. Yes. 13:56:59

Q. Is that a true statement? 13:57:00

A. From -- from thepatents‘? Yes. 13:57:03

13:56:28

13:56:37

13:56:40

13:56:45

13:56:49

13:56:52

Page 227

13:57:06

13:57:12

13:57:15

13:57:19

13:57:26

13:57:28

Is that a true statement? 13:57:30

A. Yes. 13:57:33

Q. Take a look now at paragraph 63 of your

Q. Okay. Take a look now at paragraph 62 in

your declaration. And the first sentence states,

"Experimental Examples 1 and 2, entitled ‘Stability

Test of Sodium 2-amino—3—{4-brorriobenzoyl)

p1icnylacetatc,' disclose specific conditions under

which stability may be measured." '-Dx'-.lONLl'I-Po-Lutt~J—-
13:57:34

13:57:38

13:57:47

13:57:49

13:57:53

13:57:58 14

13:58:03 15

13:58:1

-- Ctdeclaration on page 13. You state, "Experimental

Example 1 tested four formulations with identical
.—_. [\Jv—Icompositions except for variations in the type and
n—- Ln-Jamount ofstirfaetant. Comparison Example 1 used

015 grams of polysorbate 80, sample A~02 used 0.15

grams otpolyoxyl 40 stearate, sample A—02 used 0.15

grams ottyloxapol, and sample A-03 used 0.02 grams
13:58:14

15 that a true statement‘? 13:58:16

A. Yes. 13:58:20

Q. Does Experimental Example 1 test against the

ofty1oxapo1."

13:58:20

closest prior art for comparison purposes? 13:58:23

MR. MARGOLIS: Objection. Vague. Calls 13:53:26 22
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for a legal conclusion, 13:58:29

THE WITNESS: What do you consider the
13:58:35

Q. What do you consider the closest prior art‘?

M It. MAR(}O|.lFi: Oliicction. Vague.
1111:’ WITNESS: 1 don't have all that

information to hand, so 1 cannot answer.

13:58:33

closest prior art‘?
13:58:37

13:58:40

13:58:44

13:58:46

13:58:41 -

13:53:51
Q. Do you know whetlier F..‘tpt!t‘llTIt:I‘Il81 Example 1

tests against the closest prior art for comparison

purposes‘? 13:58:54

MR. MARGOLIS: Objection. Vague. Calls

For a legal conclusion. Asked and answered.
THE WITN ESS: 1 don't have that

information to hand to make that comparison.

13:53:55

13:58:56

13:59:00

13:59:01

l_'1:59:t14

13:59:09

13:59:13

13:59:17

drop was stable in the order oftyloxapol-containing 13:59:20
13:59:24

13:59:27

13:59:29

Q. Take at look, 11' you would, at page 18 ofynur

declaration, paragraph 64. And the first sentence

says that, "'l'he discussion after Experimental

Exaniple 1 states that the bromfenac ‘in each eye

preparation greater than polyoxy140

stearate-containing preparation greater than

polysorbate 80-containing preparation.“

Page 229

Is that a true statement‘? 13:59:32

A. It is. 13:59:34

Q. And then in the next sentence you say.

"Experimental Example 1 also states that the

13:59:35

13:59:37

13:59:40

13:59:44

13:59:47

composition containing 0.02 percent weight per

volume tyloxapol is ‘more stable‘ than a composition

containing 0.15 percent weight per volume
13:59:51

15 that a true statement‘? 13:59:52

A. It is. 13:59:53

Q. Take it look now at page 19 ofyour 13:59:54

declaration. paragraph 65. You state, “Experimental 13:59:57

Example 2 has a similar design where the formulation 14:00:02 :

remains constant except for the surfactant: Sample 14:00:05

A-04 used 0.02 grams ottyloxapot, sample A-05“ —— 14:00:08

in paragraph 65 of your declaration you state, 14:00:21

"Experimental Example 2 has a similar design where 14:00:2 ‘
the formulation remains constant except for the 14:00:29 '

surfactant: Sample A—04 used 0.02 grams of 14:00:33

tylo.-tapol, sample A—05 used 0.05 grams oftyloxapol, 14:00:39
sample A-06 used 0.03 grams of tyloxapol, sample 14:00:47

A-07 used 0.02 grams ofpolyoxyl 40 stcarate, and 14:00:52 ;

tyloxapul."
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Page 230

sample A-08 used (1.05 grams ofpolyoxyl 40 14:00:59
14:01 :05

Is that a true statement‘? 14:01 :05

A. Yes. 14:01:07

0. Take a look now at paragraph 19 -- I'm

sorly — page 19, paragraph 66. The first sentence

slates, "1~Ixperin1cnta| Example 2 states that, with

stcarate. "

14:01:08

14:01:12

14:01:16

certain t'on11u1ations, the amount ofbrom|'enac in the 14:01 :20
14:01:24

14:01 :28

14:01 :33

14:01:35

t'ortnn|ation is not less than 911 percent after

storage at 60 degrees Celsius for four wceks, which

‘indicates that [the tested} cotnpositions have

suflicient stability for eye drops.'''
15 that a true statement? 14:01 :33

A. It's a reproduction from the -- yes. 14:01 :42

Q. Take a look, ifyon would, at page 20 ofyour 14:01 :46

declaration, paragraph 67. In the first sentence 14:01 :50

you write, "That preparations having a loss than 90 14:01:54

percent‘ remaining rate may also qualify as ‘stable’ 14:01 :57

is confinned by the results ofExpcrimenta11:‘.:tamp|c 14:02:01

I, discussed above." 14:02:04
Is that a true statement? 14:02:06

A. That's the implications ofwhafs said, yes. 14:02: 12

Page 231

14:02:14

14:02: 17
Q. In the next sentence you say, "All of the

results of Experimental Example 1 were less than 90

percent, and the applicants pointed to this example 14:02:20

to support their claims to stable‘ preparations 14:02:23

during prosecution." 14:02:26
13 that a true statement? 14:02:27

A. Yes. 14:02:29

Q. Now, look at paragraph 69 on page 20. And 1

want you to read to yourselfparagraphs 69, 70 and

'11 spanning over to page 21. 14:02:41

A. Okay. 14:02:44

Q. Let me know when you're ready.

A. Okay. 14:04:33

Q. In paragraph 69 through 71 of your

declaration, do you set forth and respond to

plaintiffs‘ proposed constructions of the term 14:04:41

"stable" and the phrase "in an amount sufficient to 14:04:45

stabilize said first component”? 14:04:48
A. 1 do. 14:04:51

Q. In paragraph 69 through 71 of your

declaration, do you cite any document?

A. Ifl cite a document to support my claim?

14:02:30

14:02:36

14:02:45

14:04:34

14:04:38

14:04:51

14:04:54

14:04:58
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0. Correct. 14:05:05

A. No. 14:05:07 ,

Q. Did you ever ask anyone whether Lupin has any 14:05:08
patents using the claim term stable like the 14:05:12 i

14:05:14

A. No. Bccausc,1didn't feel it was relevant
patcnts—in—suit'?

14:05: 18

because 1 was considering only these patents. 14:05:21

MR. IIASFORD: l'In handing the court 14:05:24

reporter what 1 would ask to be marked as 14:05:26
Lawrence Exhibit 4. 14:05:29

For the record, Lawrence Exhibit 4 is 21 14:05:31

copy ofLInitcd States Patent No. 8,192,755. 14:05:33

twltercupon, Plaintiffs Deposition 14:05:59
Exhibit No. Lawrence 4 was marked For 14:05:59

Identification.) 14:06:01

Q. If] refer to U.S. Patent No. 8,192,755 as

the ‘755 patent, will you understand what 1 mean?
A. Yes. 14:06:11

Q. On the front page ofthe ".155 patent do you

see that the ‘755 patent is assigned to Lupin
Limited? 14:06:19

A. Yes. 14:06:20

14:06:01

14:06:08

14:06:12

14:06:15

Page 233 5

Q. Are you providing opinions in this case on 14:06:20

behalfof Lupin Limited‘? 14:06:23
A. 1 am. 14:06:24

Q. Turn to column 21 of[.upin's ‘"155 patent.

Let me direct your attention to claim 16. Claim 16

14:06:25

14:06:31 .

14:06:31 E

14:06:42 "'
14:06:47

composition comprising a hydrophilic matrix and an

reads, "A stable improved pharmaceutical composition
For controlled release o1'Beta—lactarn arttibiotic or

its pharmaeeutically acceptable salts, the

14:06:56

14:07:02

14:07:07

14:07:10

14:07:15

adjuvant, the adjuvant comprising probenccid,

wherein the hydrophilic matrix and the adjuvant are

compressed together into a tablet dosage Forrn or

compressed separately into tablets and packed in a

way to be administered simultaneously."

Do you see that? 14:07: 17
A. Ido. 14:07:18

Q. Ciaim 16o1‘1.upin's’755 patent is directed

to a stable improved pharmaceutical composition.

Do you see that? 14:07:25

A. Claim 16, you said? Yes. 14:07:26

Q. Correct. 14:07:29
A. Yes. 14:07:30

14:07: 1 8

14:07:22
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Page 234

14:07:30

14:07:33
Q. Does 1.upin's use o1'tl3ctc1‘1n stable in claim

16 1:11‘ the '755 patent make that claim invalid for
indclinileiicss? 14:07:37

MR. MARCIIJLIS: Objection. Lack of 14:07:38

l‘o11n1Jatio11. Calls for a legal conclusion. 14:07:40
THE WITNESS: Unless I read the whole 14:07:42

14:07:44

14:07:47

14:07:52

14:07:55

14:07:57

patent and all the claims, 1 really can't

comment on just one claim taken from the

patent. Obviously, that would have to be

examined, but I can't comment defiiiitively

one way or anotlier because I have not seen it
before. 14:08:00

Q. Well, take as much time as you need to read
it. 14:08:02

/1. Okay. Okay. 14:08:03

Q. Does Lupin's use of the term stable in claim

16 o1'the'755 patent make that claim invalid for
indetinitencss? 14:13:58

MR. MARGOUS: Objection. Lack of

foundation. Calls for a legal conclusion.
Q. You may answer. 
 

14:08:00

14:13:48

14:13:53

14:13:59

14:14:01

14:14:05

A. Well. I've got a couple ofgeneral comments 14:14:08

Page 235

14:14:13

14: 14:18

14:t4:2l

from my quick reading ofthe patent. It nonnally

takes me :1 lot longer to read the patents.
First ofall, 1 don't believe it's a main

claim, is it’? The main claim ofthe patent. But 14:14:27

they do specifically define [CH storage conditions. 14:14:31

They do compare before and after. 14:14:39

So, while 1 agree it's not a perfect patent, 14:14:42
it does have a lot more information than the ones 14:14:46

we're considering today. 14:14:51

Q. Did you see any definition of stable in the 14:14:53

patent‘? 14:14:56

MR. MARGOLIS: Objection. Vague.

THE WITNESS: "The pharrnaceutical

composition ofclaim 1, Further comprising a

14:14:57

14:15:08

14:15:12

14:15:15

14:15:19

14:15:29

14: 1 5:34

14:15:38

14:15:43

14:15:46

14:15:51

matrix stabilizing agent; wherein the
in vitro dissolution characteristics ofthe

composition are essentially maintained upon

storage for one month under accelerated

stability conditions of40 degrees and 75

percent relative humidity."

1 agree it's not the most obvious

definition ofstability, but there is some

PAGE 61 OF 132
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Page 236

14:15:53

Q. Take a look again at claim 16. Does l-upin's

'755 patent provide a delinilion oi" stahie as that
claim lenn is used in claim 16?

MR. MARGOLIS: Objection. Lackof
lbtindalion. Asked and answered.

‘1‘1 IE WITNESS: Could you repeat the

question, please? 14:16:13

Q. Sure. Does Z..upin‘s '755 patent provide a 14:16: 14
definition ofthe term stable as th:1t term is used 14:16:18 .

in claim 113? 14:16:21
MR. MARGOLIS: Objection. Asked and 14:16:23{

answered. Calls fora legal conclusion. 14:16:24

THF. Wt‘1‘N1£SS: 1 think to make any more 14:16:50
conclusions, 1 wo111rt need to take some legal 14:16:53
advice as to what takes precedence over what. 14:17:00 1

So, I don't feel qtialilied at the present 14:17:03 i
1

in1”o1'malion in there.

14:15:54

14:15:59

14:16:03

14:16:07

14:16:08

14:1 6:1 1

time having read this so quickly to make :1 14:17:06
detinilivc comment. 14:17:09

0. And I'm not asking you for a legai 14:17:11
conclusion.

A. No. No.

14:17:13

14:17:13

Q. I‘m just asking whether Lupin's '755 patent 14:17:14

provides a definition ofthe term stable as that 14:17:18
term is used in claim 16'? 14:17:20

MR. MARGOLIS: Objection. Vague. Asked l4:17:2 -
and answered. 14:17:30

THE WITNESS: I believe there is some an

attempt at a definition. 14:17:35

Q. You can put that document aside. 14: 17:37

A. Okay. 14:17:39

Q. Did you ever ask anyone whether Innopharma

1

i
1

1

Page 237 H
1

14:17:31 1

14:17:40 %
14:17:43

14: 17:46
has any patents or patent applications using the

claim term stabilize of the patents-in-suit‘?
A. [did not. 14:17:49

MR. HASFORD: 1'm handing t|1c court

reporter what 1 ask to be marked as Lawrence
Exhibit 5. 14:18:07

For the record, Lawrence Exhibit 5 is a

copy of U.S. Patent Application Publication
No. 201370210878. 14:18:14 .

(whereupon, P|ainti11“s Deposition 14:18:45 1
ExhibitNo. I.a\-vrertce 5 was marked for 14:18:46 '

ldenti 1ication.} 14:18:47

14:18:04

I 4: 1 8:05

14:18:10
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Page 238 Page 240

Q. 11'] refer to 1.1.3. Patent Application 14:18:47
Publication No. 201100210878 as the ‘S78 14:18:52

application, will you understand what I mean‘? 14:19:00
A. lwill. 14:19:02

0. On the front page o1'tlie'878 application, do 14:19:03

you see that it is assigned to lnnopharma. lnc.‘.5" 14:19:07

A. 1 do. 14:19:10 iwhereupon, Plaintil1‘s Deposition 14:22:16

Q. Are you providing opinions in this case on 14:19:10 Exhibit No. Lawrence 6 was marked for 14:22:]?

bcltalfoflnnopltarlna? 14:19:13 Identification.) 14:22:44 .

A. 1 am. 14: 19:14 Q. Does Lawrence Exhibit 6 correspond to item 14:22:44 i

Q. Tum to page 6, claim 10. Read that to number 6 in the Chapters in Books listed on page 19 14:22:47
yourself and let me know when you're ready. of your curriculum vitae? 14:22:52

A. Claim 6'.’ 14:19:51 A. It does. 14:22:54

Q. Claim 10. 14:19:51 Q. Take a look at page 74 of Lawrence Exhibit 6. 14:22:55

A. Page 6. Sorry. Okay. 14:19:53 Read that page and let me know when you're ready. 14:23:16

Q. Claim 10 oflnnoplia1'n1a's '8'r'8 application 14:20:21 16 A. Yes. 14:24:15

states that, "The precipitating amount ofchloride 14:20:26 17 Q. Let me direct your attention to the first 14:24:16
is effective to stabilize Bendamustine in the 14:20:29 scntcncc under Table 3. 14:24:19

mixture." 14:20:32 A. Yep. 14:24:20

Do you see that? 14:20:33 Q. You write, "The vesicles have been shown to 14:24:21

A. I do. 14:20:34 be very stable with respect to time over periods of 14:24:25

Q. Does Innopharma's use of the [elm stabilize 14:20:34 22 several months (Table 3}." 14:24:29

reporter what 1 would ask to be marked as 14:21 :52
Lawrence Exltibil 6. 14:21 :55

For the record, Lawrence Exhibit 6 14:21:56

corresponds to item number 6 in the Book 14:21:51’

Chapters identified in Dr. Lawrence's 14:22:01

curriculum vitae. _ 14:22:03GO‘-.lG"U'|-bl;-J!\l—

Page 239

in claim 10 ofthe ‘S78 application make that claim 14:20:38
invalid for indcfiniteness? 14:20:41

MR. MARGOLIS: Objection. Lack of 14:20:44

fottndation. Calls for a legal conclusion. 14:20:45
THE WITNESS: ldon'tcveu know what the 14:20:48

forrntllatioti is. 1 don't really, i['l'm 14:20:50
honest, even understand that claim. 14:20:54

Q. You can put that document aside. 14:20:55
A. Good. 14:20:53’

Q. Did you ever tell Lupin's or lnnopharma's 14:21 :02

counsel in this case that you have used the term 14:21:05

stable in your peer-reviewed publications‘? 14:21:03
MR. MAIIGOLIS: Hold on one second. I 14:21 :12

just want to caution the witness not to 14:21 :14

reveal communications between yourself 14:21:16
and counsel -- 14:21:18

MR. HASFORD: 1'rnjust asking for yes or 14:21 :13
no. 14:21:20

MR. MARGOLIS: Okay. Just take it 14:21:20

carefully. You can answer it yes or no. 14:21:21

A
1

1

1
1

Do you see that? 14:24:31 l
A. I do. 14:24:32 |
Q. And then the title of'I'ab1e 3 is "Stability 14:24:32

of vesicle preparations with respect to size." 14:24:37 i
Do you see that‘? 14:24:40 l

A. tdo. 14:24:41 I
Q. In Lawrence Exhibit 6, do you define 2: 14:24:41 |

particular numerical value at which the vesicles are 14:24:45 1

no longer stable‘? 14:24:49

A. No. This is interesting because the 14:24:51

technique it's measured -- this is 11 paper that is 14:24:54 f
actually -- I'll start again. Sorry. 14:24:58 1

These sizes are detennincd using PCS, but 1 14:25:14 F

don't know whether I can find that -- people who use 14:25:20 :

PCS would know automatically what this meant, but! 14:25:24
can't see any methodology. I'm assuming you do know 14:25:11 '1
that these are not peer-reviewed book chapters. 14:25:39 I

That's why they are not rated as well in the -- as 14:25:43 I-
a -- 14:25:43 '

Q. You authored Lawrence Exhibit 6, correct? 14:25:48
A. 1 did. 14:25:54

\DDO--JG'\LJI-b-LaJt\J--
_

¢\o:o--.:a\t.-i.a=.:.aw-—-»
._
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3

E
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THE WITNESS: 1 believe I have. 14:21:26
MR. 1-IASFORID: I'm handing the court 14:21 :49 Q. You can put it aside now. 14:25:55 1

1‘-J

61 (Pages 238 to 241)

866-928-6509 Ace-Federal Reporters, Inc. 202-347-3700

PAGE 62 OF 132



PAGE 63 OF 132

M. Jayne Lawrence September 4, 2015

Senju Pharmaceutical Co., LTD.. et at. v. Lupin, LTD._. and Lupin Pltaunaccutical, Inc.,

A. Yes.

25.

Do you see that’?
A. 1 do.

51-93@-.l'J‘\Ut-I-‘-t.»-It\.t—
Let me go to page 22 ofyour declaration.

14:26:01

Q. And paragraph 74, it says, "The phrase

'satis1ied the preservative efficacy standard...‘

appears in claims 25 to 29 ofthc ‘I31 patent.

Claim 25 is copied below." And then you copy claim
14:26:21

P:1ge242

14:25:57

14:26:01

14:26:10

14:26:13

|4:26:1

14:26:22

14:26:23

Q. And then in the first sentence of paragraph

75 you write, "While the claim states that the

preparation must satisfy the U.S. Pharmacopeia

standards {‘USP'} ‘as follows,‘ the standards that

follow actually appear to reflect the European

Phamiacopeia ('EP') criteria—B standards."

Do you see that?
A. ldo.

14:26:24

14:26:27

14:26:29

14:26:33

14:26:36

14:26:39

14:26:43

14:26:44

Q. Earlier today you talked about typographical
errors.

Do you remember that‘?
A. 1 did.

Q. And you relied on certain documents that had

typographical errors in them.

Do you remember that‘?
A. ldid.

European Pharmacopeia?ZE,.'~ooo-.:a~m-1:-ww-
six consecutive times, though.

5

o—- Lo-I documents that you reviewed today.

Do you remember that?
_a_. Ln-Rx
..t O\ error. They were spasmodic.
-- --I

E

the ‘S290 patent in connection with your opinions in
this case, correct?

A. Yes.

866-928-6509

PAGE 63 OF 132

14:26:47

14:26:45

14:26:48

1 4:26:49

14:26:52

14:26:54

14:26:55

Q. Would this suggest to a person of ordinary

skill in the art that the words U.S. Pharmaeopeia in

claims 25 to 29 of the '13 1 patent are typographical
errors that should read EP criteria 13 of the

14:27: 10

MR. MARGOLIS: Objection. Vague.
THE WITNESS: One moment. It was made

14:

Q. You relied on multiple typographic errors in

14:26:49

Page 243

14:26:55

14:26:58

14:27:01

14:27:05 \DCtO-.?U'\l..l'|-bko-11*-.I-—
14:27:13

14:27:22 10

28:03

14:28:05

14:28:09

14:28:] 1

A. A slight difference. It wasn't a consistent
14:

Q. Let‘s go to the '290 patent, shall we‘? lt's 14:28:17

going to be Exhibit 13,] believe, to your

declaration. You reviewed claims 26 through 30 of

14:28:41

14:28:49

14:28:11

23:14

14:28:21

14:28:24

14:28:33

Ace—Federal Reporters, Inc.

Page 244

14:28:50

14:28:53

14:28:57

Q. Do claims 26 tlnough 30 of the '290 patent

refer to the preservative efficacy standard of 15!’

criteria B ofthe European Pliarmacopcia‘?

A. They do. 14:29:01 _
Q. Why do you believe that claims 29 through 36 14:29:01

of the '290 patent refer to the preservative 14:29:05

efticacy staudand ol‘ 1&1’ criteria B oftlie European 14:29:08

Plutnnacopeia? 14:29: 12

MR. MARGOLISI Objection. Vague. Calls

for speculation. 14:29:16

Q. You may answer. 14:29:17
A. Because I checked them. 14:29:22

0. How did you check them‘? 14:29:29

A. By going and getting the Phannacopcia 14:29:31
standards. 14: 29:34

Q. Does the plain language ofclaims 26 through

30 ofthe '290 patent refer to the preservative

efficacy standard of EP criteria 13 of the European

Pharinacopeia? 14:29:43

A. Could you repeat the question, please?

Q. Sure. Does the plain language ofclaims 26

through 30 of the '290 patent refer to the

14:29:14;

14:29:35

14:29:39

14:29:42

14:29:51

14:29:52

14:29:57

Page 245

preservative efiicacy standard ot‘EP criteria 13 of 14:30:00

the European Pharmacopeia? 14:30:04

A. ln terms ofwhat it says, yes. 14:30:08

Q. Is the language ofclaims 26 through 30 of 14:30:11

the '290 patent that refers to the preservative 14:30:14

efficacy standard ofEP criteria B ofthe European 14:30:18

Pharinacopeia consistent with the specification of 14:30:22

the '290 patent? 14:30:24

MR. MARGOLIS: Objection. Vague.

THE WITNESS: I'm very sorry. I'm not

too certain what you're asking me.

14:30:27

14:30:30

14:30:37

14:30:39

14:3-0:4 i‘
Q. Take a look at Experimental Example 3. You

reviewed Experimental Example 3 in connection with

your opinions in this case, correct? 14:30:46
A. Yes. 14:30:43

Q. Take a look at it and tell me when you're

ready. 14:30:53

A. I'm ready. 14:30:56

Q. ls the language ofclaims 26 through 30 of

the '290 patent that refers to the preservative

eftieacy standard of EP criteria B of the European

14:30:49

14:30:57

14:31:01

14:31 :03

Phannacopcia consistent with the specification of 14:31 :08
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Page 246 Page 2411

Q. Well, my question is a little c1i1Tercnt. 14:33:39

Would a person olordinaiy skill in the art consider 14:33:41

the specification ofthc patents—in~sui1whcn 14:33:43

interpreting the claims? 14:33:46

A. They would consult, did you say? 14:33:56

Q. Consider, 14:33:59

A. 1 guess so, yes. Yeah. 14:34:08

Q. When you reached your conclusion that the

preservative efficacy claims ofthc '131 patent were

indefinite. you did not indicate that you had looked

at the specification, correct? ' 14:34:19

MR. MARGOLIS: Objection. 14:34:20
Mischaracterizes her decimation. 14:34:21

THE WITNESS: The specification would 14:34:29 2
not have made it any clcarcr. 14:34:34

Q. So, when you reached your conclusion that the

prescwativc efficacy claims of the ‘131 patent were

indefinite, you did not look at the specification,
correct? 14:34:48

MR.MARGO1.1S: Objection.

Mischaracterizes her testimony.

THE WITNESS: I didn't say that, no.

the '290 patent‘! 14:3 1 :1 1

MR. MARGOLIS: Ob_i::t:tion. Vague. 14:31:13

THE WITNESS: Why did you ask me to read 14:31:27

Example 3‘? 1'11: sorry. I'm confused. 14:31:31

MR. MARGOLIS: 1 think she's looking at 14:31:39

Example 3 instead of Experimeiital Example 3. 14:31:41

Q. You need to look at tixperinicntal Example 3 14:31:44
14:31 :4?‘

14:31 :50

14:31:51

14:31:51

14:31 :53

14:31:56

14:32:00

14:32:04

14:34:10

14:34:12 -

14:34:16 i

which spans column 8 through 10.

A. Sorry.

Q. No problem.

A. Now ask the question‘?

Q. Certainly. Certainly. 15 the language of

claims 26 through 30 ofthc ‘I290 patent that refers

to the preservative efficacy standard o1'E1’ criteria

B of the European Pharmacopeia consistent with the

specification ofthc '290 patent? 14:32:08

MR. MARGOLIS: Objection. Vague. 14:32:11

Q. You may answer. 14:32:13
A. Yes. 14:32:13’

Q. Does the specification of the '290 patent

inform a person ofordinary skill in the art that

claims 26 through 30 of the '290 patent that refer

;EG,j:E~coe-..ic~u-.r~.mtx.s--
14:34:39:

14:34:41
14:34:45

3

._._.—- MDDO--..'l
14:32:18

14:32:20

14:32:24

1&33 14:34:48

14:34:49

14:34:53

ts-3

Ix-I Id

Page 249 i

Q. Your conclusions regarding the preservative 14:34:56

efficacy claims ofthc '1 31 patent are based on less 14:34:59

than all ofthc intrinsic evidence, correct‘? 14:35:03

MR. MARGOLIS: Objection. 14:35:06
Mischaracterizes the document. 14:35:02

THE WITNESS: No, not correct. 14:35:08

Q. You just testified that the specification of 14:35:09

this patent informs a skilled artisan that the 14:35: 14

claims refer to the preservative efficacy standard 14:35:18

of E1‘ criteria 13 of the European Pharmacopeia. 14:35:21

Do you remember that‘? 14:35:24

MR. MARGOLIS: Objection. 14:35:25

Mischaracterixes the testimony. 14:35:26 .

T1119. WTTNESS: Anybody who is skilled in 14:35:28 1,

the art would be irresponsible not to go and 14:35:29

check out with the Phannacopcia which ones 14:35:35

were correct. I wouldn't rely on the -— just 14:35 :39

on the patent. 14:35:53

Q. Take a look again at claims —- at the claims

o1the'131 patent, claims 25 through 29. The test

conditions set forth in claims 29 through 29 —— let

me try again. 14:36:24

Page 24'?

to the preservative efficacy -- sony. Let me 14:32:28

strike that and try again. 14:32:32

Does the specification o1'thc'290 patent 14:32:32

inform a person ofordinary skill in the an that 14:32:37

claims 26 through 30 of the '29(.1 patent refer to the 14:32:41

preservative efficacy standard of EP criteria B of 14:32:44

the European Pharrnacopeia? 14:32:49

MR. MARGOLIS: Objection. Vague. 14:32:54
THE WITNESS: Yes. On the condition 14:32:57

that they got it correct in the 14:32:59

specifications, obviously. 14:33:03

Q. And earlier today you continued that the 14:33:04

Specification ofthc '290 patent is essentially the 14:33:11?

same as that ofthc other patents-in-suit, including 14:33:10

that ofthc '131 patent, correct? 14:33:13

A. It is essentially the same. yes. 14:33:16

Q. Would a person of-ordinary skill in the an 14:33: I 3

consider the specification of the patents-in-suit 14:33:20

with interpreting the claims‘? 14:33:23
A. Yes, but the cortfusion would mean that 1 have

to search the primary sources to try and understand

definitively w|1a1'sthe situation. 14:33:32

"xi--Jd"1t.J’I-1}-l4Jt\-3-'

14:35:56

14:35:59

14:36:24

14:33:27 20

14:33:33 21
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14:36:31

14:36:35

14:36:42

14:36:46

14:36:49

14:36:53

The test conditions set forth in claims 25

through 29 oft11e'13l patent correspond to the

preservative efficacy standard ofEP criteria B of

the European Phannacopcia, correct‘?

MR. MARGOLIS: Objection. Vague.
T1—lF. WITNESS: Well. [checked them out.

Yes, that was correct. 14:36:55

Q. Take a look now, ifyou would. at page 23 of 14:36:56

your declaration, paragraph 76. 111 the first 14:37:01

sentence you write, "While similar, the USP 14:37:16

standards differ in some respects {horn the EP 14:37:19
standards." 14:37:21

Is that a true statement? 14:37:21

A. Yes. 14:37:22

Q. 1n the second sentence you write, "The USP
standards likewise differ from the standards recited

in these claims in several ways, including the

organisms tested, the times at which data are

collected, and the permissible limits."
ls that a true statement‘? 14:37:37

A. It is. 14:37:38

Q. In the next sentence you write, "For example,

oe~.J€J\t.n:.t..-.at~a—

14:37:23

14:37:25

14:37:28

14:37:32

14:37:35

14:37:38 22

Page 25 1

14:37:40

14:37:43

14:37:48

the claim-recited standards require that the

bacteria count decrease to 1/ 1000 at day 7, while

the USP standard requires onty a 1710 reduction by

day 7." 14:37:52
Is that a true statement‘? 14:37:53

A. it is. 14:37:54

Q. In the next sentence you write, "As another

example, the USP requires that 15. coli be among the
bacteria tested, while the claim-recited standards

do not." 14:38:04

Is that a true statement? 14:38:05

A. It is. 14:38:06

Q. In the next sentence you write. "Yet

another -- the USP requires no increase in fungi 14:38:09

counts at days 7, 14 and 28, while the 14:38:13

claims—reciteL1 standards require a 1710 reduction in 14:38:18

fungi counts at day 14, but do not require any 14:38:21

earlier testing." 14:38:25
Is that a true statement? 14:38:26

A. It is. 14:38:27

Q. Did you consider how claims 25 ihroug1129 of

the '13| patent were added during prosecution‘?

14:37:55

14:37:57

14:38:01
E~.noo-..1a\t.n.t=.L..».1t»..1--
5

14:38:07 S

E

G

.— |:1‘\

.— --..'l

14:38:30

14:38:34
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MR. MARGOLIS: Objection. Vague. 14:38:40

T1115 WITNESS: 1 read the prosecution 14:38:49
histories. but I didn't discuss that 14:38:52

obviously in my report. 14:38:56

Q. Take a look, ifyou would, at Exhibit 5 to 14:38:57

your declaration. lfl refer to Exhibit 5 to your 14:39:06

declaration as the Moser reference, will you 14:39:39
understand what 1 mean? 14:39:42

A. Yes. 14:39:43

Q. Are you relying on the Moser reference in

Corineclion with your opinions in this case‘?
A. lam. 14:39:47

Q. Does the Moscr reference prior art to the

patents—in—suit? 14:39: 50

14:39:43

14:39:46

1 4:39:43

14:39:54MR. MARGOLIS: Objection. Calls fora
14:39:56

14:39:58

14:39:59

14:4u;115t

legal conclusion.

THE WITNESS: No, it's not.

Q. Take a look at page 226 of the Moser
reference. It bears Bates number LUPl'l-101 8800.

A. Yes. 14:40:11

Q. And take :1 look at the Conclusion and read

the first sentence of the Conclusion to yourselfand

14:40: 13

14:40:17

Page 253

let me know when you're ready. 14:40:20
A. Yes. 14:40:55

Q. Does the Moser reference teach that

preservative efficacy testing for pharmaceutical

products measures antimicrobial effectiveness?

A. Well, preservative effectiveness, yes.

Q. Does the Moser reference state that the

antimicrobial effectiveness or preservative efficacy

test is described in the U.S. Pharrnacopeia, the

European Pharmacopcia, and the Japanese

Pharmacopcia? 14:41 :23
A. It does. 14:41:24

Q. Are the US. Pharmacopeia, the European

Pharmacopcia, and the Japanese Phannacopeia the

three compendia identified in the Moser reference?

A. They are. 14:41:36

Q. Take a look at the last sentence ofthe

Conclusion and let me know when you're ready.
A. Yes. 14:41:44

Q. 1n the last sentence ofthe Conclusion, the

Moser reference states that one preservative

efficacy test can be performed that satisfies all of

14:40:56

14:40:59

14:41:02

14:41:07

14:41 : 10

14:41 :12

14:41:16

14:41 :20

14:41:24

14:41:27

14:41:31 I

14:41 :36

14:41 :39

14:41:45

14:41:47
14:41:50 -11'.

.1
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the eoiitpetidia and their acceptance criteria. 14:41 :54

Do you see that‘? 14:41 :57
A. 1 do. 14:41:57

Q. Take a look now, ifyott would, at the '|3|

patent --actually, I apologize. Take a look, if

yott would, at page 24 ofyour decltttation, paragraph
78. 14:42:24

In paragraph 78 of your declaration, do you

set forth and respond to plaintiffs‘ position

regarding claims 25 through 29 o1Ihc'131 patent‘?
A. 1 do. 14:42:40

Q. In paragraph 73 ofyour declaration do you

cite any document‘? 14:42:43
A. No. 14:42:52

MS. I-IASFURD: Let's go 011‘ the record.

We need to do a tape change. And I think

we're fairly close to being wrapped up.
THE VIDEOGRAPHER: The titnc is

approximately 2:44 p.m., Friday, Sepletnber 4,

2015. This is the end oftape number four of

the videotaped deposition of Dr. .1 aync
Lawrence. We are o[T the record.

14:41 :58

14:42:03

14:42:12

14:42:30

14:42:33

14:42:36

14:42:41

14:42:53

14:42:54

14:42:57

14:43:00

14:43:02

14:43:1 1

14:43:15

14:43:18

Page 255

(Recess from 2:44 to 3:00.) 14:43:20
T1-IE VIDEOGRAPHER: The time is 14:58:44

approximately 3:00 p.n1., Friday. September 4, 14:59:22

2015. This is tape number live ofthe 14:59:28

videotaped deposition of Dr. Jayne Lawrence. 14:59:32
We are back on the record. 14:59:35

BY MR. IIASFORD: 14:59:36

Q. 1 want to direct your attention back to 14:59:36

Lawrence Exhibit 6, which was item number 6 in the 1415953 '

Book Chapters on your CV. Tum, ifyou would, to 14:59:43

page 66 and let me direct your attention to the 14:59:43"

second paragraph under heading 2,1 Previous Work. |4:59:5
A. Yes. 14:59:58

Q. Okay. ltsays, "At about the same time as

the studies perfonnetl by Elworthy and co-workers,

14:59:59

15:00:02

15:00:06

15:00:09

15:00:13

other researchers were investigating an alternative

approach to increasing micellar solubilization,

which involved replacement of the usual

polyoxyethylene hydrophile present in most non-ionic

surfactants with a heterocyclic amine-N-oxide group.

Drug solubilization in the micelles produced by 15:00:28

these amine-N-oxide surtactants showed a significant

PAGE 66 OF 132
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17 judgment.
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15:00:37-’ .

15:00:42 '
enhancement. sornclinies by tip to tenfold, over that

achieved using the more conventional polyethylcrte
15:00:45

15:00:49

15:00:52

15:00:55

15:00:59

15:01:03

15:01 :06

15:01:09

oxide s-.tr1'aetants."

Does the art teach that tnninc-N-oxide

surlactants are preferable to polyethylene oxide

surfactants for drug solubilization?

MR. MARGOLIS: Ol:)_ie-ction. Vague.
THE WITNESS: On the basis ofthal

statement, it's not possible to say. You
would want more inforniation. 1 would iilte to

15:01:12

Q. What more information would you want‘?

explain why.
15:01:12

15:01:15

15:01:19

15:01 :24

15:01:28

A. For example, are they sensitive to

electrolytes? What is their CMC? So, there is
other extraneous in forrnation there —— there‘s other

extraneous infonnation required to make that
15:01 :31

Q. Is there any other information you would
15:01:35

A. Effect oftemperature on these systems.

Q. How about pl-1?

A. Yes, pH as well.

15:0 i :32

want‘?

15:01:38

15:01:42

15:01:45

Page 257
15:01:43

15:01:50

15:01:57

15:02:04

15:02:07

15:02: to

Q. Anything else?

A. pH, temperature, dilutability would be

related to the CMC, electrolyte -- have 1 said that,

the presence of electrolyte? That may affect ——

they would be the main infonnation.

Q. You can put that document aside.

MR. HASFQRD: I'm handing the court 15:02:21

reporter what I would ask to be marked as 15:02:23
Lawrence Exhibit 7. 15 :02:24

For the record, Lawrence Exhibit 7 15:02:26
15:02:28

15:02:31

15:02:51

15:02:52

corresponds to item number ‘.7 in Chapters in
Books on Dr. Lawrence's CV.

(Wltereupon, Plaintiffs Deposition
Exhibit No. Lawrence 7 was marked for

Identification.) 15:02:53

Q. Are you the M.J. Lawrence who co—authored
Lawrence Exhibit 1"‘? 15:03:00

A. lam. 15:03:01

Q. Does Lawrence Exhibit '1' correspond to item

number 7 in the Chapters in Books on your curriculum
15:03:09

15:03 :09

15:02:53

15:03:02

1520320‘ :

vitae? I
A. 11 does.
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Page 258 Page 261.1 '2

curriculum vitae? 15:05:42

A. It does. 15:05:43

Q. Did Lawrence [~jx|1ibit 8 publish in 2000? 15:05:44
A. Yes. 15:05:48

Q. Take a look, ifyou would, at page 10 of 15:05:49

l,awrence Exhibit 8. Let me direct your attention to |5:05:5

the first full paragraph. And the frst sentence 15:05:58

says, "Sadly, our understanding is not yet 15:06:01

medicines are not simple tablets or syrups, but 15:03:46 suffcicntly advanced that we are able simply to 15:06:04

consist ofhighly sophisticated systems designed to 15:03:49 take the covalent structure ofa surfactant and from 15:06:07

deliver drugs to specific sites and to regulate the 15:03:53 this then to predict the 3D structure and properties 15:06:11

dose ofdrug to the patient." 15:03:57 ofthc vesicles it will form." 15:06:15

Are ophthalmic forrmtlations highly 15:04 :00 ln 2000, was the state of the art not 15:06:17

sophisticated systems designed to deliver drugs to 15:04:03 sufficiently advanced to simply take the chemical 15:06:19
specific sites and to regulate the dose ofdrug to 15:04:07 structure ofa surfactant and from this then predict 15:06:22 I
the patient? 15:04: 10 the three-dimensional structure and properties of £1 15:06:26

MR. MARGOLIS: Objection. Vague. 15:04:11 surfactant? 15:06:28

THE WITNESS: 1fwc‘rc talking about the 15:04:13 MR. MARGOLIS: Objection. 15:06:29

ophthalmic preparations we're discussing 15:04:15 Mischaracterizes the document. 15:06:30

today, they're not highly sophisticated. 15:04:19 THE WITNESS: 1 think it was trivial at 15:06:32

Q. And I'm asking you generally, are ophthalmic 15:04:22 that time to predict it would form vesicles. 15:06:35

tbrmulations highly sophisticated systems designed 15:04:26 22 That was fairly routine. What this is 15:06:40

Q. Turn, ifyou would, to page 325 in Lawrence 15:03:10

Exhibit 7. Let me direct your attention to Section 15:03: 13

11,]. And in the second paragraph it begins, 15:03:18

"Phartnaccutics is an extremely broadly based 15:03 :26

discipline which takes input from areas as diverse 15:03:30

as molecular biology, thermodynaniies, and materials 15:03:34

engineering, in order to convert plianrtacologieally 15:03 :39
DO--JG\Ln-bL-Jtt-J—'

active chemicals to medicines. lncreasiugiy, these 15:03:43
ND

K000--lChl.J'n-51431‘:-3'-"
S

>—

E

E

1... all‘-

3

E

S

E

Page 259 Page 26! '

to deliver drugs to specific sites and to regulate 15:04:29 specifically talking about is the 3-D 15:06:44

the dose of drug to the patient? 1 5:04:32 structure and resulting properties. That was 15:06:47

MR. MARGOLIS: Objection. Vague. 15:04:34 harder. And it's particularly dealing with at 15:06:49

THE‘. WITNESS: 1t’s really not possible 15:04:36 particular system that demonstrated some 15:06:53

to answer that. There are some sophisticated 15:04:38 quite unusual properties. 15:06:57

formulations. Then: are some very pedestrian 15:04:42 Q. When. ifever, did the state ofthe art 15:06:58

type formulations. 15:04:46 become sufficiently advanced to simply take the 15:07:01
Q. You can put that document aside. 15:04:48 8 chemical structure ofa surfactant and from this 15:07:04

MR. HASFORD: I'm handing the court 15:05:01 then predict the three-dimensional stntcture ofthc 15:07:07

reporter what I would ask to be marked as 15:05:02 properties of the surfactant? 15:07: 1 1

Lawrence 8. 15:05:03 MR. MARGOLIS: Objection. Vague. And 15:07:13

For the record, Lawrence Exhibit 8 15:05:04 mischaracterizes her testimony. 15:07:25 '

corresponds to item number 8 in Chapters in 15:05:06 Q. You may answer. 15:07:27

Books on Dr. Lawrence's curriculum vitae. 15:05:09 A. 1 think great leaps forward have been made 15:07:30

(Whereupon, Plaintilfs Deposition 15:05:31 with the combination of experimental work coupled 15:07:35

Exhibit No, Lawrence 8 was marked for 15:05:32 with molecular dynamic simulations, which have 15:07:40 ’

Identification.) 15:05:32 probably been increasingly available from I guess 15:07:45

Q. Are you the 1121.]. Lawrence who co—aut11ored 15:05:32 around the time of this abstract -- this report. 15:07:53

Lawrence Exhibit 8? 15:05:35 Q. When did the great leaps forward take place‘? 15:07:58

A. 1 am. 15:05:36 A. When computing power got sufliciently 15:08:04

Q. Does Lawrence Exhibit 8 correspond to item 15:05:36 2] advanced to be able to perform the ditlicult 15:08:08

number 8 in the Chapters in Books section ofyour 15:05:39 22 calculations that are required, diltieult and 15:08:10

66 (Pages 258 to 261]
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time—consuming calculations nequircd to do the 3-D 15:08:15
15:08:19

Q. Do you remember what year that was’?

A. No. And to be hottest with you, it probably

rnodeling.
15:08:19

15:03:23

15:08:23

15:08:31

that or doing them on a little 1ap—based computer. 15:03:33

Q. You cart put that aside. 15:08:36

MR. 1|/\SFOR D: I'm hemding the court 15:09:00

reporter what 1 would ask to be marked as 15:09:01
15:09:02

15:09:03

15:09:05

15:09:09

varied depending whether somebody had access to :1

Super Contpttter and was doing the calculations on

Lawrence Exhibit 9.

For the record, Lawrertce Exhibit 9

conesponds to item number 14 in Chapters in
Books on Dr. Lawrence's curriculum vitae.

15:09:32

(Whereupon, Plaintiff's Deposition 15:09:32
Exhibit No. Lawrence 9 was marked for 15:09:33

ldentitication.) 15:09:34

Q. Are you the M. Jayne Lawrence who co-authored
15:09:37

15:09:38

Q. Does Lawrence Exhibit 9 correspond to item

Lawrence Exhibit 9'?

A. 1 am.

15:09:39

Page 263

number 14 in the Chapters in Books section ofyour 15:09:41
curriculum vitae? 15:09:45

A. 11 docs. 15:09:46

Q. Did Lawrertce Exhibit 9 publish in 2006‘?
A. 11 did. 15:09:50

Q. Take a look, ifyou would, at page 137. Let

me direct your attention to the third Full

paragraph. It states, "Perhaps the most widely used

non-ionic surfactants in pharrnaceutical formulations

are the polyoxyethylenc sorbitan n-aeyl esters,

1.13., the Twcens and in particular, Tween 20 and

Tween 80. both of which are used parenterally and

orally." 15:10:28
Was that a true statement as o1‘2006'.? 151 10:29

A. I believe so, yes. 15:10:34

Q. As of 2003, was it also true that the most

widely used non-ionic surfacttlitts in pharmaceutical

formulations were the polyoxyethylene sorbitan

t1-ttcyl esters, i.e., the Tweens. and in particular
Tween 20 and Tween 80'? 15:10:50

A. Taking -- 15:10:51

MR. MARGOLIS: Objection. Lack of

15:09:47

15:09:52

15:09:59

15:10:05

15:10:08

15:10:12

15:10:18

15:10:23

15:10:35

15; 10:38

15:10:43

15:10:47

15:10:51
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Fottttdation. 15: |(1:52

T1-115 W['1'N1'ISS: Yeah, taking all

fonnulations, including intravcttous

15:10:53

15:10:55

15:10:59

15:11:02

formulatiotts For which these sttrfaetanls are

parlicttlnrly suitable, I believe that to be
15:1 1:05

0. You can put tl1atdoct1111e11tt1side_

MR. HASFORD: 1'1n handing the court 15:11:31

reporter what I would ask to be marked as 15:11:33
Lawrence Exhibit 10. 15:11:34

THE WITNESS: |'n'1imprcss1::d you got
that. 15:11:39

Q. I'm glad you are. 15:11:39
MR. HASFORD: For the tecord, Lawrence

Exhibit 10 corresponds to item number 15 in

Chapters in Books on Dr. Lawrence's CV.

A. No, it doesn't. 15:11:51

Q. Oh, sorry. Did 1 get that wrong‘? 15:1 1:52

A. Yes, you did. it's not 15 at all. 15:11:54

Q. Oops. Which one is it?‘ Well, let me -- let 15:1 1:57
me mark it and then -- 15:12:00

A. Okay. 15:12:02

true.

15:1 1:05

15:11:36

l5:11:40;:
15:11:42 "
15:11:43

Page 265 ;

15:12:02

15:12:12

15:12:17

Q. Oh, I apologize. So, we‘re on ~— we're on

item — we're on Lawrence 10. Okay. I know what 1

did. I skipped one. I pulled the wrong thing out

of my folder. 15: 1 2:27

MR. MARGULIS: It happens.

MR. HASFORD: ['n1 handing the court

reporter what I'd ask to be marked as
Lawrence Exhibit 10.

(whereupon, Plaintift‘s Deposition

15:12:28

15:12:30

15:12:31

15:12:33

15:12:33

15:12:42Exhibit‘ No. Lawrence 10 was marked for

Identification.) 15:12:42

0. Does Lawrence E."t1‘111Jlt I0 conespund to item

number 15 in Chapters in Books on your cuniculum
vitae’? 15:12:49

A. It does. 15:12:49

Q. And you are —- you are the M. Jayne Lawrence
who co-authored Lawrence Exhibit 10. correct?

A. lam. 15:13:02

Q. Turn. ifyou would, to page 1054. and look, 15:13:05

it'you would, at the section entitled 15:13:13
Surfactantfwater Mixtures. 15:13:23

15:13:28

15:12:42 3
15:12:41-’;

15:12:50
15:13:00 5

111 the lirst sentence you write, "Surfactants

67 (Pages 262 to 265)
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are amphiphilit: molecules which, when dispersed in a 15:13:31] paragraph you write. "Taking a drug molecule from 15:15:38

solvent, spontaneously se|f—asscmh|c to form a wide 15:13:34 concept through forrnulation. clinical trials, 15:15:43

variety ofslructures, including spherical and 15:13:38 manufacture and the strict regulatory process to its 15:15:47

asymmetric micelles, hexagonal, |aInel|ar_ and at 15:13:41 ultimate use as a medicine by the patient is an 15:15:50

plethora ofcubic phases." 15:13:46 expensive, complex and lengthy process with a great 15:15:54

Is that a true statement? 15:13:48 many hurdles at which a potential drug may Fall." 15:15:58
A. Yes, in the absence ofadditives. As 1 15:13:51 Is that a true statement? 15:16:01

demonstrate, that will change things. 15:13:54 MR. MARGOLIS: Objection. Vague. 15:16:03

Q. In the next sentence yott write, "Willi the 15:13:56 Q. You may answer. 15:16:04

exception ot'the Iatncllar phase, each ofthese phase 15:13:58 A. I betievc so. 15:16:05

structures can exist in both normal and reverse 151142112 Q. Turn, please, to page 14, and let me direct 15:16:06

orientations with the hydrophobic chains on the 15:14:05 your attention to Selection of Drug Molecules. In 15:16: 12

exterior ofthc aggregate, in contact with solvent 15:14:08 the first sentence you state, "The range of 15:16:15

or vice versa orientation." 15:14:13 potential drug molecules is enormous." 15:16:18
Is that a trttc statement? 15:14:15 . Is that a true statement? 15: 16:20

A. Yes. 15:14:16 A. Yes. 15:16:22

Q. In the next sentence you write, "The range of 15: 14: l 7 Q. And then let me direct your attention to the 15:16:23

structures a particular surfactant Forms and the 15:14:19 section entitled Medicines Development and 15:16:26

concentration range over which they form, depends 15:14:21 Preclinical Testing. You state, "Once a lead 15:16:28

upon the molecular architecture of the surfactant, 15:14:25 compound has been identified, a decision has to he 15:16:33

its concentration. and the solvent in which it is 15:14:28 made as to whether it is possible to develop the 15:16:36

dispersed." 15:14:31 molecule into a safe, effective medicine." 15:16:38

DD‘-.'lG‘~Ut-IhloJI‘-J—

Page 269
Is that a true statement? 15:14:32

A. Yes. 15:14:32

Q. You may put this document aside. 15:14:33

MR. HASFORD: Now, l'm handing the court 15:14:41

reporter what 1 ask to be marked as Lawrence 15:14:43
Exhibit 11. 15:14:45

For the record, Lawrence Exhibit 11 15:14:46

corresponds to item number 12 in Other 15:14:48

Outputs on Dr. Lawrence's CV. 15:14:51

(Whcreupon, Plaintiffs Deposition 15:15:08
Exhibit No. Lawrence 1 1 was marked for 15:15:09

Identification.) 15:15:10

Q. Did I get it right this time, Doctor? 15:15:10
A. That's correct. 15:15:10

Q. Does this cornzspond to item number 12 in 15:15:12

your Outputs? 15:15:13
A. Yes, itdoes. 15:15:14

Q. Very good. Thank you. And you are the Jayne 15:15:15

Lawrence who authored Lawrence Exhibit 11, correct? |5:15:1

A. Well, 1 was one ofthe team. 15:15:20

Q. Okay. Let me direct your attention to page 15:15:23

13, and in particular section 1.2. In the second 15:15:28

15 that a true statentent? 15:16:41

MR. MARGOLIS: Objection. Vague. 15:16:44

Q. You may answer. 15:16:45
A. Ibelieve so. 15:16:47

Q. In the next sentence you state, "To do this 15:16:48 =

the compounds physiochemicai properties as well as 15:16:50

its fate and behaviour in the body all have to be 15:16:55 I
assessed." 15:16:58

ls that-a true statement? 15:16:58

A. Yes. 15:16:59

Q. In the next sentence you state, "Particular 1 5: 1 7:00

attention is given to the efficacy and toxicity of 15:17:02

the lead compound as these are the main reasons for 15:17:05 -

failure ofa compound to progress beyond this 15:17:09

stage." 15 : 1 '1: 12
Is that a true statement? 15:17:12

A. Yes. l5:1':':14

MR. MARGOLIS: Objection. Vague. 15:17:14

Q. lfa compound were demonstrated to have liver 15:17:15 '

toxicity, would that compound be an attractive 15:17:18

E~t:aoo~..i»:nt.n.c.t.ut«.t—-
._

:1

.— LA

3

G

E

C}

5

E

M i=2

Ix) ._¢ candidate for use in a new ophthalmic Formulation or 15:17:21

would it be better to select a di|'f‘erent compound? 15:17:24t\J K)
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MR. MARGOLIS: Objection. Vague. Calls 15:12:27
15:17:28

Q, You may answer. 15:12:30
A. You'd need ‘d. lot more informatiort to decide

Ihanjust that statement. 15:17:36

0. What more intbrniatioii would you need?

for speculation.

15:17:32

15:17:37

15:17:39

15:17:45

15:17:49

15:12:54

15:17:58

15:18:01

15:18:03

15:18:07’

much is going to be absorbed into the body, how long 15:18: 14
15:18:21

15:18:26

A. A variety ofinforination. For example, it

might be a particularly nasty eye condition that

there are no drugs for, and it might be worth the

risk of some liver toxicity ifyou were going to

perhaps save somehody's sight or something. So it

really isn't a comment 1 can answer.

Q. What other infonuation would you need?

A. The frequency of use, the dose ofuse, how

it's going to be used, ifl have not said that, if‘

there are any other ways in negating the toxicity.

. Are there any other -- 15:18:31

. Probably, but -- 15:18:33

. «— items of‘ information you would need‘?

_ Probably. b1tt-- 15:18:35

. Sitting here today -— 15:18:38

15:18:33

Page 221

15:18:38

15:18:41

15:18:44

15:18:48

15:18:49

15:18:52

15:18:55

15:18:58

15:19:02

15:19:05

ophthalmic tbrmnlation? 15:19:08

MR. MARGOLIS: Objection. Vague. Lack
15:19:12

15:19:14

15:19:15

A. I summarized a reasonable amount.

Q. Take a look at the section on page 14

entitled Fonnulation Challenges. In the first

sentence you state, "There can be considerable

challenges encountered in the preparation of an

appropriate formulation or delivery fonrt ofa drug,

with the fbnrtulation being used for pro-clinical

studies unlikely to be the fonnulation used in man."

What are some of the considerable challenges

encountered in the preparation of an appropriate

15:19:10

of foundation.

Q. You may answer.

A. I believe 1've already answered this question
15:19:17

Q. Could you summarize them, please?

MR. MARGOLIS: Same objections.

THE WITNESS: There would be ~- what you

would need to understand what the close was,

earlier.

15:19:18

15:19:22

15:19:27

15:19:31

15:19:32

15:19:41
the dosing frequency, physieochemieal

properties of the drug, how those properties

PAGE 70 OF 132
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15:19:44

15:19:48

15:19:50

15:19:53

15:19:58

are affectetl by the likely cxcipienls that

you're going to add to the liirtnulation. the

e1'1‘ecto1'teu'tpemture on that lormulation. 1

think p11 is obviously included in there as

well because that may he -— may it |‘1'ect the

stability ofthe drug, how it's likely to be 15:20:02

degraded, what's the best fot'tnt:|ation, what's 15:20:04
15:20:07

15:20:10

15:20:12

15:20: 15

15:20:18

15:20:22

15:20:30

15:20:34

15:20:36

15:20:38

15:20:41

the best solvent yott're going to add.

Q. Anything else‘?

A. 1 think I've given a reasonable start.

Q. Take ":1 look, ifyou would. at page 31 of

Lawrence Exltibit 11. And let me direct your

attention to the section entitled Pliysicocheniical

Properties and their Influence on Formulation.

1n the first sentence you write, "in order to

determine whether it is possible to successfully

formulate a drug as a medicine, it is essential to

determine the drug's basic physicochemieal

properties, including its water solubility, its 15:20:46 .

partitioning between oil and water and its behaviour 15:20:48

in dificrent pl-l environments." 15:20:51
15 this a true statement? 15:20:53

Page 2?3

15:20:55

15:20:57

15:20:59

MR. MARGOLIS: Objection. Vague.
Mischaraeterizes the document.

Q. You may answer.

A. I believe I've told you this infonnation is

important in fonnulating a drug.

Q. Take a look,i1‘yo1t would, at page 32, and 15:21:15

let me direct your attetttiun to the third sentence. 15:21:22

It starts, "A successful drug." 15:21 :24

Do you see that? 15:21:26
A. Yes. 15:21:30

Q. It says, "A success ful drug requires at

15:21:02

15:21:09

15:21:31 ..

balance to be struck between potencylselcctivity and 15:21 :33

its phannacokirtetic properties." 15:21:37 '5
Is that a true stateinent? 15:21:40

A. It is. 15:21:41

Q. Take a look now at the tilth sentence. It

says, "To achieve successful delivery and therefore

optimal exposure of the drug to the body, however,

requires an appropriate balance ofoil and water

solubility." 15:21 :55
ls that a true statement? 15:21:56

MR. MARGOLIS: Objection. Vague.

15:21:42

15:21 :45

15:21:52

15:21:58
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15:22:00

15:22:03

T111-I WITNESS: That is taken out of

context. lt needs to be read with the

previous sentence. 15:22:04

Q. Is it a true slatcmcnt'.’ 15:22:05

MR. MARGOLIS: Objection. Vague. 15:22:07
1111;‘ WITNESS: 1n the context ofthc 15:22:08

15:22:10

15:22:15

15:22:20

15:22:22

15:22:25

previous statement, yes.
D9"-..l5‘-LJ'I-hi.»-|1’\J—

Q. And the previous statement says, "In

particular, there is often a lack ofappreciation
that a molecule will not become a successful

medicine ifit is not adequately distributed within

the body." 15:22:28
is that a true statement‘? 15:22:29

A. 1’m confitsed. You asked me, "To achieve

successful delivery and tlterefore optimal exposure

of the drug to the body." The previous statement
15:22:39

Q. lapologize. Go ahead. You can read it. 15:22:39

A. Okay. "The focus ofthc hit-to-lead 15:22:41

optimization programmes is to drive for potency at
15:22:48

15:22:52

15:22:50

152253

15:22:37

is --

the in vitro level, which often translates to

increased lipophi lici ty."

Page 275

So, this is all talking about a story. 1 15:22:54
don't think it can be taken -- some statements are 15:22:57

obviously independently con'ect, but other 15:23:00

statements relate to the previous sentence, so you 15:23:04

have to be very careful how you read it. 15:23:06

Q. Certainly. Let me direct your attention to 15:23:03

the very bottom sentence of the lctl-hand column. 15:23:] 1

it says, "The search tlierefore goes on for 15:23: 14

technologies to overcome the soltibilityfpermeability 15:23: 1?

problems encountered with the formulation ofdrugs 15:23:21
15:53:23

a\t'.')oO--10'\Ln-ht..-4lN—‘I-—
-—tas medicines."

Is that a true statement‘? 15:23:24

A. Yes. 15:23:25

Q. Was it true as of 2003 that the Search was

still ongoing for technologies to overcome the

solubility and permeability problems encountered

with the formulation ofdrugs as ntedicines?

MR. MARGOLIS: Objection. Vague.

Q. You may answer. 15:23:40
MR. MARUOLIS: Lack of Foundation. 15:23:41

THE WITNESS: Oncofthe limitations of 15:23:44

15:23:47

1-- [U

—I Lul

15:23:25

15:23:29

15:23:32

15:23:36

15:23:39

E

u—- UI

-—-h—l ---.IO\
.— DO

.— so

IN-IG

I9

15-‘! Ix)drug delivery is getting. the optimal
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15:23:52

15:23:55

being -— that's been the case for a while and 15:23:59
will continue to be the case. 15:24:02

Q. Was that true as oF2003'? 15:24:03

MR. MARGOLISI Objection. Vague. 15:24:07

THE WITNESS: My locus ofrcscarclt since 15:24:09 '

I started as an academic was looking at ways 15:24:13

of increasing the solubility of poorly 15:24:16

watcr«-soluble drugs to improve their 15:24:29
15:24:32

15:24:40

15:24:41

15:24:44

15:24:44

15:24:44

15:24:45

15:24:41’

15:24:47

solubilily and tliereforc permeability of the

drug across the membrane, and unless it's

delivery. So, this is something that's been

a problem for a long time.

in your opinion as 012003 --
Yes.

-- was the --

Sony.

—— search still ongoing‘?

MR. MARGOLIS: Objection.
THE W1TN ESS: The Search was in

progress, yes. 15:24:43

Q. Okay. Take a look, if you would, at the top

of the right-hand column on page 32. And 1 direct

Q.
A.

Q.
A.

Q.

15:24:49

15:24:53

Page 2??
15:25:00

15:25:04

15:25:09

15:25:] 1

15:25:14

15:25: 1 7

15:25:18

15:25:20

your attention to the last sentence in the first

paragraph. 11 says, "For example, ifa drug is

intended For the treatment ofa simple headache,

then the expense associated with the preparation of

an injection would not be justified." I apologize.
That was the second to last sentence.

The last sentence is, "In order to forrnulate

a drug for delivery, other than by the oral route,

significant advantage needs to be demonstrated over 15:25:24

the oral route ofadministration or else the drug 15:25:26
needs to be the first in its class." 15:25:29

15 that a true statement? 15:25:32

A. I believe it to be, yes. 15:25:35

Q. Take a look, ifyou would, at page 35. The

first statement says, "The phamtaceutical scientist

is always searching for new and safe materials that

can be used to improve the formulation ofa

15:25:36

15:25:51

15:25:53

15:25:56

medicine. These are known as cxcipicnts." 15:25:59
Are those trite statements? 15:26:02

A. Yes. 15:26:04

Q. Take a look, ifyou would, at page 39. 1

direct your attention to Section 2.4

15:26:04

15:26:10
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15:26:13

15:26:17

15:26:19

to be assessed before a decision can be made whether 15:26:22

15:26:25

Pharmacokinetics and Pharmacodynantics. It says,

"Once a potential drug cuntlidate has been

identified, its fate and beltttviour in the body have

it is possible to develop the molecule into it safe,
effective medicine." 15:26:28

13 that a true statement? 15:26:30

M1-LMARCIOLIS: Objection. Vague.
THE WITNESS: Ibelicvc it is.

Q. In the next sentence you write, "in

15:26:31

15:26:35

15:26:36

15:26:38

pharmacokinctic, phamracodynamic and toxicological
15:26:46

15:26:47

15:26:49

15:26:49

15:26:52

15:26:54

sections of these documents vtrr.-.rc written by 15:26:58
15:27:01

particular, the drug's physicochemicai,
15:26:11

properties all have to be established."
Is that a true statement‘?

MR. MARGOLIS: Objection.

THE WITNESS: Can I just -- sorry.

Sorry. Can I just clarifir? This (lL1t.:tIn1cnt
was written as a team, and the various

experts in their particular fields. Just to

clarify. 15:27:04

Q. And this document went out under your name, 15:27:05

Page 279

correct’? 15:27:08

A. No. 11 went out under the name ofthc 15:27:08

pharrnaceutieal sciences advisory panel, of which 1 15:27:14

was part of the team. 15:27:16

Q, You're identified as a co-author on this 15:27:17
15:27:19

15:27:19
document, correct?

A. 1 am, yes.

Q. You can put this document aside.

MR. HASFORD: I'm handing the court 15:27:46

reporter what 1 would ask to be marked as 15:27:47
Lawrence Exhibit 12. 15:27:49

For the record, Lawrence Exhibit 12 15:27:51
15:27:55

15:27:59

15:27:20

corresponds to item number 1 in Articles in
Academic Journals on Dr. Lawrence's

15:28:01

15:28:14

(whereupon, P1aintiI1“s Deposition
Ex hihit No. Lawrence 12 was marked for

Identification.) 15:28:15

BY MR. HASFOIUJ: 15:28:16

Q. Are you the M. Jayne Lawrence who co-authored
I.awrI:t'tce Exhibit 12? 15:28:19

ctrrricttlutn Vitae.

15:28: 14

15:28:15

PAGE 72 OF 132
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Page 280

15:28:20

Q. Does 1_uwrence Exhibit 12 correspond to item

A. lam. .

15:28:20 =

number 1 in Articles in Academic Joumals on your 15:28:22 :
curriculttm vitae‘? 15:28:26 '

A. It does. 15:28:27

0. ‘Take a lnokat page 1903. The Iirstsentencc

oltlte body ofthe docttnient states, "Pnzvious
studies olthc el1'ccts of structural variation of

15:28:28

15:28:32

15:28:35

15:28:38

15:28:42 :

15:28:46

non-ionic surfactants on micellar properties and

solubilization have emphasized the importance of the

liquid nature ofthe micellar core in dctenniniug
15:28:49

15:28:51

15:28:52

15:28:53

solubilizing capacity."
Is that a true statement

A. I believe it is.

Q. You can put that document aside.

MR. 1-IASFORDE 1'm handing the court 15:29:05

reporter what 1 would ask to be marked as 15:29:07
Lawrence Exhibit 13. 15:29:09

For the record, Lawrence Exhibit 13 15:29:09

corresponds to item number 2 in Articles in 1522921 1
Academic .1tJurnals on Dr. Lawrence's 15:29:14

curriculum vitae. 15:29:16

Page 231 f

15:29:35

15:29:35

(whereupon, Plaintiffs Deposition
Exhibit No. Lawrence 13 was marked for

15:29:36

Q. Are you the M). Lawrence who co-authored
Lawrence Exhibit 13? 15:29:39

15:29:40

Q. Does Lawrence Exhibit 13 correspond to item

ldenti fication.]
1 5:29:36

A. lam.

15:29:40

number 2 in Articles in Academic Joumals on your 15:29:42
curriculum vitae? 15:29:46

A. It does. 15:29:47

Q. Take a look at the first page and the first

sentence. It says, "Previous studies“ —~ and then

15:29:48

15:29:51

15:29:53

15:29:59

15:30:00

there's a citation -- "have reported that the

lengthening" -- I apologize -- "that lengthening the

alkyl chain ofa series of n-alkylpolyoxyethylene

glycol mono ether surfactants [general fonnulzt 15:30:06 3

Cmfil-25m] above n1 equals 16, although causing an 15:30:]
15:30:17

15:30:20

increase in micellar size did not result in the

enhanced solubilization ofa range ofdrugs."

Do you see that? 15:30:23
A. ldo. 15:30:24

Q. 15 it fair-to say that dilierent non-ionic 15:30:24
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Page 282 Page 284

Is it fair to say that cyclodextrins 15:32:44sttrfaetattts having ditlerent chemical S1t‘uC1ttt'CS 15:30:27

exhibit dilleient solubilizing abilities? 15:30:31

MR. MARGOLIS; Objection. Vague. 15:30:34
T111-I WITNESS: Not from that statement 15:30:36

it‘s not, no. 15:30:37

Q. Is it fair to say that in general? 15:30:39

MR. MARGOLIS: Objection. Vague. 15:30:41

'[‘1[F. WITNESS: No- 1 think you're taking 15:30:45
that statement out ofcontext. 15:30:48

Q. Well, then pretend I didn't show you that 15:30:50

statement. is it fair to say that different 15:30:53

non-ionic surfactants having dillerent chemical 15:30:57

structures exhibit different solubilizing abilities? 15:30:58

MR. MARGOLIS: Objection. Vague. 15:31:02

T1-117. Wl'|NliSS: I1 is vague. And 1 will 15:31:03
reiterate what I believe 1 said earlier in 15:31:06

materially impact the solubility uftlrttg molecules 15:32:47

in aqueous liquid preparations‘? 15:32:49

MR. MARGOLIS: Objection. Vague. 15:32:53

Tl [E WITNESS: lt so much depends upon 15:32:55

the dmg and which cyclndextrin you're 15:32:58

looking at. They're not necessarily very 15:33:02
cfficicnt for fomtttlation or used as 15:33:06

l'ot'mulation cxcipients. 15:33: 11

Q. Is it fair to say that eyclodextrins can 15:33:13

materially impact the solubility of drug molecules 15:33:16

in aqueous liquid preparations’? 15:33:20

MR. MARGDLIS: Objection. Vague. Calls 15:33:22

for a legal conclusion. 15:33:23
THE WITNESS: For a limited number of 15:33:26

drugs that may be the case, yes. 15:33:29

Q. You can put that document aside. 15:33:32 '

MR. HASFORD: I‘m handing the court 15:33:42

reporter what 1 would ask to be marked as 15:33:43
Lawrence Exhibit 15. 15:33:45

For the record, Lawrence Exhibit 15 15:33:46

corresponds to item number 9 in Articles in 15:33:48

 
the proceedings, that would depend very much 15:31:08

on the similarity or the difference in 15:31:13
structure. 15:31:15

Q. Okay. You can put this document aside.

MR. HASFORD: l'm handing the court

reporter what I would ask to be marked as

Page 233 Page 285

Lawrence Exhibit 14. 15:31:34

For the record, Lawrence Exhibit 14 15:31:35

corresponds to item number 8 in Articles in 15:31:37
Academic Journals on Dr. Lawrence's 15:31:41

curriculum vitae. 15:31:44

Academic Journals on Dr. Lawrence's 15:33:53

curriculum vitae. 15:33:54

[Whereupon, Plaintiff's Deposition 15:34:31
Exhibit No. Lawrence 15 was marked for 15:34:31

Identification.) 15:34:31
THE WITNESS: I can't believe that 15:34:31

15:34:31

(Discussion offthe record.) 15:34:32

(whereupon, P1ainti1't‘s Deposition 15:32:09

Exhibit No. Lawrence 14 was marked For 15:32:09 picture.

Identification.) 15:32:10

Q. Are you the M. Jayne Lawrence who co-authored 15:32:10
Lawrence Exhibit 14‘? 15:32:13

A. lam. 15:32:15

Q. Does Lawrence Exhibit 14 correspond to item 15:32:15

number 8 in Articles in Academic Joumals on your 15:32: 18
curriculum vitae‘? 15:32:22

A. It does. 15:32:23

Q. Take a look at first page, page 27. 15:32:24
A. Yes. 15:32:26

Q. The bottom of the tell-hand column, second to 15:32:27

last sentence reads, "For example, eyclodextrin 15:32:29

complexes have been used for increasing the apparent 15:32:33 20

aqueous solubility ofdrug molecules and also ibr 15:32:37

reducing their surface activity." 15:32:40
. —_-. :.._.z.-=«. 2-._ -_

866328-6509
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Q. Are you the M. Jayne Lawrence who authored 15:34:32
Lawrence Exhibit 15‘? 15:34:40 '

A. lam. 15:34:41

Q. Does Lawrence Exhibit 15 correspond to item 15:34:41

number 9 in Articles in Academic Journals on your 15:34:44
curriculum vitae‘? 15:34:47

A. It does. 15:34:43

Q. Turn, il'you would, to page 423, and let me 15:34:49

direct your attention to the conclusion. About 15:34:52 i

halfway through the first paragraph o|'the 15:34:58

conclusion you write, "Belt:-re attempting to 15:35:00

formulate a drug the limitations ofeach type of 15:35:03 '_
system need to be thoroughly understood." 15:35:07 i

is that a true statement‘? 15:35:09 ‘I

'12 {Pages 232 to 285)
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Page 286 Page 2815 _

15:37:33

15:37:36

15:37:41

15:37:42

15:33: 14

15:38:14

MR. MARGOLIS: Objection. Vague.

THE WITNESS: [tithe context of using

surfactant systems to solubilizc drugs. yes.

15:35:11)

15:35:13

15:35:15

Q. In the next sentence you write. "1~'orexamplc, 15:35: 19

it is no use trying to increase the aqueous 15:35:21

solubility eta water-soluble hydrophilie drug in an 15:35:24

aqueous-based sttrfaetant system." 15:35:29
15 that a true statement? 15:35:31

MR. MARGOLIS: Objection. Vague.

THE WITNESS: Yeah, it's vague. 11

isn't the best written. There are some drugs

that are quite water soluble and will

For the record, l_:iwI'enCe Fxltibit 16

corresponds to item number 12 in Articles in
Academic .1ourna|s on Dr. Lawrence's

curriculum vitae.

(Whereupon, P|ainti11‘s Deposition
Exhibit No. Lawrence 16 was marked for

Identitication.) 15:38: 15

Q. Are you the M. Jayne Lawrence who authored
15:3 8:31

15:38:31

Q. Does that correspond to item number 12 in

15:38:15

15:35:33 Lawrence 16‘?

15:35:34

15:35:37

15:35:39

15:35:41}

15:35:43

A. 1-am.

15:38:32

Articles in Academic Journals on your curriculum 15:38:35 ‘
vitae’? 15:38:37

A. It does. 15:38:38

Q. Take a look at page 258, please, and let me

direct your attention to the Introduction, the last

full sentence in the left‘-hand column. 1t says,

"When dispersed in water surfactant molecules

actually form mi:-ted aggregates with

surfactants, which I didn't know about at the
15:35:45

Q. Did you qualify your statement in any way in
Lawrence Exhibit 15? 15:35:48

A. 1n Lawrence Exhibit 15? 15:35:50

Q. The document we're looking at. 15:35:53
A. Oh. No. No. No. This is the document -- 15:35:55

when I wrote this, I believed that to be true. I've 15:35:57

subsequently realized that's not true because 15:36:01

15:38:38

15:38:43

15:38:46

15:38:49

15:38:52 =

phase structures in which the hydrophobic chains are 15:38:57

15:39:00 ‘
15:39:02

time.

15:35:45

self-associate to form a wide variety 01' equilibrium

removed from contact with water."

15 that a true statement?

Page 287

15:36:04

Page 289 '

A. Yes. 15:39:03

Q. Is it fair to say that the aggregate that

would be formed by tyloxapol in an aqueous liquid

preparation is different from the aggregate that

would be forrned in the same aqueous liquid

certain dnigs can be quite soluble, but have some
15:36:09

15:36:10

15:36:12

15:36:19

15:39:04 3
15:39:06"

15:39:10 =

15:39:12

preparation by a dillercut non-ionic surfactant with 15:39:15
15:39:18

amphiphilic nature.

Q. When did you realize that‘?

A. Probably -- just let me -- I have to look at

that. When were the Olympic Games in Barcelona‘?

Q. You're asking the wrong guy. 15:36:38

A. I remember 1 had a student who was Spanish 15:36:41
15:36:41

:1 diflieteltt chetttieal structure‘?

MR. MARGOLISZ Objection. Vague. 15:39:21
THE W1TNESS: Yes, 1 don't understand 15:39:22

how you mean is different. 15:39:23

Q. Would tltere be any difference‘? 15:39:24

MR. MARGOLIS: Objection. Vague. 15:39:28

THE. WITNESS: Polymeric surfactants 15:39:31

sel 1‘-assemble into micelles. That's very 15:39:33
well-established with surfactants such as 15:39:37

Pluronic. They, as far as 1 know, Form into 15:39:39

traditional micelles with the hydrophobic 15:39:47

core and with the polyoxyl chains on the 15:39:51

outside. There'd be no thermodynamic reason 15:39:54
for them not to. 15:39:56

Q. Would the aggregate that would be formed by

tyloxapol in an aqueous liquid preparation be any

and brought me back a mug and she was doing the work
15:36:48

15:36:51

15:36:55

15:36:59 12

15:37:02

on it at the time. So I realized probablyjust
after I'd written this review when 1 realized that

you could form with some quite hydrophilie

compounds, and sodium diciofenac is one of them, you

can form mix with micelles, and I didn't know at the
15:37:05

Q. Do you remember about what time that was when
1 5:37:07

A. 11 would have been not mtteh difference from

time.

15:37:06 15

you came to that realization?
15:37:09

15:37:I 1

15:37:13
this. 1 can't remember the exact time. though.

Q. You can put Exhibit 15 aside.

MR. HASFURD: I'm handing the court 15:37:29

reporter what 1 would ask to be marked as 15:37:30
Lawrence Exhibit 16. 15:37:32

15:39:57 '.
15:39:59
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Page 290 Page 292 E

r[i1TerenI in any way |'rot'n the aggregate that would 15:40:03 Q. Take it look, ifyou would, nt‘1”ab1e 3. Is it 15:42:27

be formed in the same aqueous liquid ptcparalion by 15:40:06 2 fair to say that there are a wide vat'icty of 15:42:31
:1 different non-ionic surliictant with a different 15:40:10 non-equilibrium surfaictuut systems that can be used 15:42:34

chemical structure‘? 15:40:13 in aqueous drug forinttlations’? 15:42:37

MR. MARGOLIS: Objection. Vague. 15:40:14 MR. MARGOLIS: Objection. Vague, 15:42:41

T1-1E WITNESS: Potentially. Potentially 15:40:16 T1 IF. WITNESS: There are. yes. 15:42:43

not. It depends how tliffcrcnt the structures 15:40: 18 Q. You can put this document aside. 15:42:44

are. 15:40:21 MR. I-IASFORD: 1‘m handing the court 15:42:52

Q. Why does it depend on how di1'1'erent the 15:40:22 reporter what I would ask to be marked as 15:42:58
structures are‘? 15:40:24 Lawrence F:<|tibit 17. 15:43:00

A. A number of parameters affect the 15:40:25 For the record, Lawrence Exhibit 1? 15:43:01

sc1f—assembly c-fthc micelles. The hydrophobic 15:40:31 corresponds to item nutnher 16 in Articles in 15:43:04

chain, the ratio, the balance ofthe hydmphobic 15:40:39 Academic Journals on Dr. Lawrence's 15:43:08

chain in the head group, and concentration they're 15:40:44 curriculum vitae. 15:43:10

at, salt concentration. pl-1, all ofthose will 15:40:50 (Whereupon. P1ainti1‘t‘s Deposition 15:43:35

affect--Ic1on'l think 1'tn answering the question. 15:40:53 Exhibit No. Lawrence 1'1‘ was marked for 15:43:36

What was your question again‘? I think I've got 011' 15:40:54 Identification.) 15:43:37 _

the point. I'm Sony. 15:40:57 Q. Are you the M. Jayne Lawrence who co-authored 15:43:31

Q. Well, 1 might need the court reporter to read 15:40:58 Lawrence Exhibit 17'? 15:43:41
it back because now 1 can't see it on the screen. 15:41:00 A. lam. 15:43:43

CC‘-J|O‘U’I.1h.1.aJI‘\-|—‘

A. Sony. 15:41:00 0. Does Lawrence Exhibit 17 correspond to item 15:43:44

(Question read back as fo11ows:] 15 :41 :00 number 16 in Articles in Academic Journals on your 15:43:47

Page 291

"QUESTION: Why does it depend on how 15:40:22 curriculum vitae? 15:43:51

different the structures are?" 15:40:24 A. It does. 15:43:52 .

MR. HASFORD: The previous question. 15:40:24 Q. Take a look, ifyou would, at page 58. and in 15:43:53 I
A. ll predominantly depends on the ratio between 15:41:16 the section entitled Discussion, the first full -- 15:44:02

the hydrophobic chain and the hydrophobic head 15:41:19 the lirst sentence, rather, states, "The non-ionic 15 24-4206

group. The relative driving force is —- the driving 15:41:24 surfactants used in the present study have 15:44:17’

force for aggregation from the hydrophobic chain and 15:41:28 structural featttres in common with 15:44:20
the head groups providing the repulsive force to 15:41:31 phospliatidylcholines, but the vesicles they form 15:44:22

stop the aggregation. 15:41 :40 have physicoehemieal properties that differ 15:44:26

Q. Would the resulting solutions need to be 15:41:43 significantiy from those ofthe phospholipid 15:44:30

tested to determine the differences between them? 15:41:46 |iposo1'nes." 15:44:34

A, They would. 15:41 :49 Is that a true statement? 15:44:34

Q, Take a look, ifyou would -- actually, take at 15:41:50 A. Yes. 15:44:36

1ook,i1'you would, at Table 2 on page 258 of 15:41:55 Q. 15 it also fair to say that ditferent 15:44:40

Lawrence Exhibit 16. Tell me when you're ready. 15:42:01 non-ionic surfactants may have structural 15:44:43

A. Yes. 15:42:10 similarities, yet have physicochemical properties 15:44:46

Q. Is it fair to say that there are a wide 15:42:11 that differ significantly? 15:44:49

variety of equilibrium surfactant systems that can 15:42:14 MR. MARGOLIS: Objection. Vague. 15:44:51

be used in aqueous drug formulations? 15:42:18 TIIE WITNESS: It's —— this is part -- 1 15:44:54

MR. MARGOLIS: Objection. Vague. 15:42:22 think there's a —— to understand that 15:45:14

THE WITNESS: Potentially there are, 15:42:26 statement you need to appreciate the 15:45:18

15:42:27 di1Terencc between having a zwitterionit: 15:45: 19

74 (Pages 290 to 293)
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Page 294

15:45:24

15:45:21?
pliospliolipid head group and the polymeric

non-ionic head group. And I think I've

stated earlier that very dill:-:I'ent structures 15:45:30

would have very difli:t'cntcf1't:cts. So, the 15:45:35
15:45:38

15:45:42

15:45:45

15:45:51

15:45:55

15:45:51’

15:45:59

15:46:03

15:46:07

similttrily in this case is its two

hydrophobic chains and what we call (1

backbone, a semi-polar backbone. The head
09‘-10\l.a'I.b.LaJl‘-3-‘

groups are very different. So, those are
some structural similarities. There's also

some quite big dil‘t"ercnces.

Q. 111 general, is it also Fair to say that

different non—ionic surl'actants may have structural

similarities, yet have physicochemical properties

that diller significantly‘? 15:46:10

MR. MARGOLIS: Objection. Vague. 15:46:12

Tl-IE WITNESS: You would really have to 15:46:14

look at that on a case-by-case basis. 15:46:18

Q. Would you have to test the ditlcreut 15:46:20
surfactants to determine that? 15:-16:22

MR. MARGOLIS: Objection. Vague. Calls

for speculation. 15:46:25

THE WITNESS: No, not necessarily. 15:46:27

Page 295

Q. You can put this document aside. 15:46:28

MR. HASFORD: 1‘rn handing the court 15:46:44

reporter wbatl would ask to be marked as 15:46:46
Lawrence Exhibit 18. 15:46:47

For the record, Lawrence Exhibit 18 15:46:48
15:46:50

15:46:54

15:46:55

15:47:18

15:47:19

corresponds to item number 18 in Articles in
Academic .lounn11s on Dr. Lawn.':uce‘s

curriculum vitae.

(Whereupon, Plaintiff's Deposition
Exhibit No. Lawrence 18 was marked for

Identification.) 15:47:20

Q. Are you the M. Jayne Lawrence who authored
Lawrence Exhibit 18? 15:47:42

A. lam. 15:47:43

Q. Does Lawrence Exhibit 18 correspond to item

number 18in Articles in Academic Journals on your
curriculum vitae‘? 15:47:50

A. lt does. 15:47:51

Q. Take a look, ifyou would, at page 827. Let

me direct your attention to the right-hand column.

About halfway down it says, "'1'herel‘ore, the addition

E\t':lOO--.JG\1-r'I-t‘.‘sLnJb-J-—
._.

15:47:20 12

15:47:44

l5:4'r':4':' 16

15:47:52

15:41:58

15:48:02 21

ofone extra unit causes a considerable increase in 15:48:04

866-928-6509
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Page 296 '

15:48:08

15:48: 12

15:48:15

15:48:20

15:48:22

15:48:26

15:48:30

15:48:33

15:48:37

the hydropliilic nature olthe stlrthctant and. as a

consequence, it is made harder to achieve the

correct balance of the hydropliobic and hydrophilic

portions ot‘ the sttrfactaitt required For production
ofa microcmulsiun; instead this balance has to be

achieved by the use ol'a cosut'Factatit."

Is it fair to say that small structural
Llitlerences in non—iortic surlactaiits can cause

considerable changes in their physical and chemical

properties? 15:48:40

MR. MARGOLIS: Objection. Vague. Calls

for speculation. 15:48:42

Q. You may answer. 15:48:44

A. You need to read the previous statement which 15:48:44 "
15:48:47

15:48:58

15:49:04 -.

15:49:09

15:43:41

is talking specifically about sucrose esters and

polygiyccrol Fatty acid esters. They are very
dillerent molecules than the non—surt'actanls we're

talking about here. A sugar has a much more —- one

sugar is much more hydrophilic than several 15:49:14

polyoxycthylene chains. So, in this case, it makes 15:49:18

:1 huge difference in the properties. 15:49:20

Q. In general, is it fair to say that small 15:49:23

Page 29'?
15:49:27

15:49:30

structural differences in non-ionic surfactants can

cause considerable changes in their physical and

chemical properties? 15:49:33

MR. MARGOLIS: Objection. Vague.
THE WITNESS: For normal common

polyoxycthylene ester surfactants and

15:49:34
15:49:35

15:49:37

15:49:42

15:49:45

15:49:43

unrelated molecules, no, it doesn't make at

huge differetice. There's a very gradual

difference, and 1 state that in a number of

papers. 15:49:50

Q. You may put Exhibit 18 aside.

MR. HASFORD: I'm handing the court

reporter what 1'd ask to be marked as
Lawrence Exhibit 19.

For the record, Lawrence Exhibit 19

15:49:52

15:50:16

15:50:18

15:50:20

15:50:21

15:50:23

15:50:27
corresponds to item number 20 in Articles in
Academic Joumals on Dr. Lawrence's

15:50:28
15:50:53

15:50:53

curriculum vitae.

{Whe1‘cupon, PlaintifPs Deposition
Exhibit No. Lawrence 19 was marked for

15:50:54

Q. Are you the M. Jayne Lawrence who co-authored

Identification.)

15:50:15 _-

75 (Pages 294 to 297]
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Page 298 Page 3011 "_

Lawrence 1.€x1'lil1Iil 19? 15:50:52 the Clftlg-S()1llb111?_111g eapaeityo|'lI1os1oI'the 15:52:56

A. 1 am. 15:50:59 commonly used surfactants is too low to be of 15:52:59

Q. Does Lawrence Exhibit 19 correspond to item 15:50:59 widespread practical use’? 15:53:02

number 20 in the Articles in Academic Jotunais on 15:51 :02 M1{.M/\RCi()L|S: Objection. Vague. 15:53:05

your eurricultnn vitae? 15:51 :06 T1113. WITNESS: I believe so, yes, 15:53:10

A. 11 does. 15:51:07 Q. ‘lake a1ook,ifyou would, at the next page. 15:53:13

Q. Take a look at the first sentence in the body 15:51 :08 It's going to be page 299. In the lirst t‘u11 15:53:18

ofthe document. You state, "11 is well-esttlblished 15:51 :11 paragraph it says, "The physicochemieal 15:53:27

that the molecular geometry of a surfactant 15:5 1 :14 characterization and solubilization behavior of 15:53:30

influences the nature ufthe aggtcgate it forms when 15:51:17 DDCPNO are reported here. The properties ol'this 15:53:34

dispersed in aqtteous solution at low 15:51 :20 surfactant are compared with those ofa 15:53:38

concentrations." 15:51 :24 nnnbiodegradable I‘\|—oxide derivative of comparable 15:53:43

ls that a true statement’? 15:51:25 hydrophobic chain length (namely, N, 15:53:47

A. Yes. 15:51:26 N—dimethyldodecy|amine—N-oxide (DDNO) to investigate 15:53: "I

Q. You can put this document aside. 15:51 :26 the consequences 01.171-Sttrting a propoxy linker 15:53:58

MR. HASFORD: 1'm handing the court 15:51 :33 moiety between the hydruphobe and head group." 15:54:02

reporter what 1 would ask to be marked 15:51 :34 Do you see that‘? 15:54:05
Lawrence Exhibit 20. 15:51:37 A. Yes. 15:54:07

For the record, Lawrence Exhibit 20 15:51:33 Q. In Lawrence Exhibit 20, did you report the 15:54:07

corresponds to item 33 in Articles in 15:51:39 results ofadding a propoxy linker to a non-ionic 15:54: 10
Academic Journals on Dr. Lawrence's CV. 15:51:42 surfactant? 15:54:14

(whereupon, Plaintiffs Deposition 15:52:08 A. Yes, 1 did. 15:54:16

O0--.10'\UI-lbLn.1t\.3—

Page 299 Page 301
Exhibit No. Lawrence 20 was marked for 15:52:08

Identification.) 15:52:09

Q. Are you the M. Jayne Lawrence who co-authored 15:52:09
Lawrence Exhibit 20'? 15:52:13

A. I am. 15:52:14

Q. Does Lawrence Exhibit 20 correspond to item 15:52:14

number 33 in Articles in AeademicJo1tma1s on your 15:52:17
curriculum vitae? 15:52:20

A. 11 does. 15:52:21

Q. Was Lawrence Exhibit 20 published in 2000'? 1 5:52:22
A. It was. 15:52:26

Q. Take a 1ook,ifyou would. at the 15:52:27
Introduction? 15:52:30

A. Yes. 15:52:30

Q. And the first two sentences read, 15:52:31

"Surfactants have been investigated as agents to 15:52:35

soluhilize poorly water soluble drugs in 15:52:37

Q. Does a property linker have three carbon atoms 15:54:18"
and an oxygen atom? 15:54:21

A. Yes. 15:54:27

Q. Would you characterize adding a propoxy 15:54:22

linker to a non—ionic surfactant as a major chemical 15:54:30

change or a minor chemical change? 15:54:34
MR. MARGDLIS: Objection. Vague. Lack 15:54:37 '

effoundalien. 15:54:42 '

THE WITNESS: 1 think you should look at 15:54:42

the results here because it's actually very 15:54:44

interesting. You highlighted before in one 15:54 :46

ofrny papers about adding a unit making a big 15:54:52

change, and 1 stated that's because it was :1 15:54:56

alOD0---JU\|.J1.:h.t.nJI\J—'
_.

E

E

3 sugar moiety. You have to remember with 15:55:00
non-ionic -- non -- N-oxide su rfactants, that 15:55:03G

S is an all-or-nothing change. You have ahead 15:55:11

group. an oxide head group, or you don't have 15:55:13

an oxide head group. So you find any changes 15:55:15

making with this type ofne-n-ionic surfactant 15:55:18

capacity of most ofthc commonly used surfactants is 15:52:46 20 greater than the polyoxycthylene surfactant, 15:55:21

too low to be of widespread practical use." 15:52:50 and I've stated that in a number of my 15:55:26

As of 2000, was it understood in the art that 15:52:53 papers. 15:55:27

3

Epharmaceutical formulations for many years. 15:52:40
Sllnfonunately, however, the clrug-solubilizing 15:52:43

76 (Pages 298 to 301)
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Page 302 Page 304

So, there are changes, but actually 15:55:27 MR. IIASFORD: l'nt handing the court 15:57:33

thcy'rc not as much as you might expect. 15:55:29 reporter what 1 would ask to be marked as 15:57:34

Tlierc were less than 1 expected. 111 some 15:55:33 1.awrence Exhibit 21. 15:57:36

cases it behaved very similarly. but it was 15:55:35 For the record, Lawrence Ex1tibil2I 15:57:37

what we expected. 15:55:39 corresponds to item number 47 in Articles in 15:57:40

Q. And would you cliarncterizc adding a propoxy 15:55:40 Academic Journals on Dr. Lawrence's 15:5 7:43
linker to a non-ionic sur-I':1e1antzIs :1 minor chemical 15:55:43 curriculum vitae. 15:57:45

change‘? 15:55:47 (wlrereupon, Plainli11‘s Deposition 15:58:09

MR. MARGOLIS: Objection. Asked and 15:55:47 Exhibit No. Lawrence 21 was marked for 15:58: 10
answered. Vague. 15:55:49 Identification.) 15:58: 1 1

THE WITNESS: It would depend on what 15:55:49 Q. You are the M. Jayne Lawrence who co—:iutl1orcd 15:58:11 5

type of non-ionic surfactant. 15:55:51 Exhibit 21'? 15:58:14 I
Q. Take a look at the Conclusion ofyour paper. 15:55:53 A. lam. 15:58:15

In the first sentence you state, "The introduction 15:55:58 Q. Does Lawrence Exhibit 21 correspond to item 15:58:15

ofa linker moiety into a surfactant containing ‘<1 15:56:01 number 47 in Articles in Academic Journals on your 15:58:18 j

small head group has been shown to greatly alter the 15:56:04 curriculum vitae? 15:58:21

plrysicoclreniieal and solubilization behavior ofa low 15:56:07 A. It does. 15:58:22

molecular weight surfactant." 15:56:10 Q. Tum, ifyou would. to page 866, and look at 15:58:23

ls it fair to say that a structural change in 15:56:13 the first full paragraph. The first sentence reads, 15:58:30

a non-ionic surfactant can greatly after the 15:56:16 "From the discussion just presented, it is clear 15:58:35

physicochemical and solubilization behavior of the that the membrane-active effects ofa surfactant arc 15:58:38

surfactant? 15:56:22 :1 complex interplay of several competing effects." 15:58:41

Page 303 Page 305

MR. MARGOLIS: Objection. Vague. 15:56:23

THE WITNESS: I've said all the way 15:56:25

through this by looking at the structure and 15:56:27

understanding the behavior it's possible to 15:56:31

predict these changes. With this type of 1515633

moiety, sorry, this type ofhead group, it's 15:56:37

at very small head group, 1 would expect the 15:56:42

linker to have at big change. til then 15:56:44

transferred that to it polyoxycthylene 15:56:47

surfactant or some other polymer head group, 15:56:49

lwould expect the change to be minimal. 15:56:51

Q. In general. is it fair to say that at 15:56:53

structural change in a non-ionic surfactant can 15:56:55

greatly alter the physicochemieal and solubilizalion 15:56:58

behavior of the surfactant‘? 15:57:02 corresponds to item number 49 in Articles in 15:59:22

A. it would depend on -- 15:57:03 Academic Journals on Dr. Lawrencc’s 15:59:27

MR. MARGOLIS: Objection. Asked and 15:57:03 17 curriculum vitae. 15:59:28

answered. 15:57:04 18 (Whereupon, Plaintiffs Deposition 15:59:52

Q. You may answer. 15:57:04 19 Exhibit No. Lawrence 2?. was marked for 15:59:53

A. It depends on the surfactant you're looking 15:57:05 20 Identification.) 15:59:54

at. 15:57:08 21 Q. Are you the M. Jayne Lawrence who co-authored l5:59:5 '

Q. You cart put this document aside. 15:57:08 22 Lawrence Exhibit 22'? 15:59:57

Is that a true statement‘? 15:58:44

MR. MARGOLIS: Objection. Vague. Calls 15:58:46

for speculation. 15:58:47

THE WITNESS: 1haven't read this paper 15:53:50

for a long time, so 1 hope it's correct‘. But 15:58:52

without re-reading it -- 15:58:57

Q. Do you have any reason to believe that it's 15:58:58
not a true statelnent? ,1 15:59:01

A. I would hope it would be correct. 15:59:02

Q. You can put that document aside. 15:59:03

MR. HASFORD: I'm handing the court 15:59:15

reporter what 1 would ask to be marked as 15:59:17
Lawrence Exhibit 22. 15:59:19

For the record, Lawrence Exhibit 22 15:59:20

E‘\DOO-~.l:'1'N'.J't-ha-Ln-'11‘-.'|—
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Page 306

15:59:58

Q. And does Lawrence Exhibit 22 correspond to
item number 49 in Articles in Academic Journals on

your curriculum vitae? 16:00:08
A. it does. 16:00:10

Q. Tum to page 82, please, in Conclusions. and 16:00: 10

look at the right-hand column. About halfway down 16:00: 19
16:00:23

16:00:25

function oftentperature. whereas the solubility of 16:00:3(1
16:00:32

15 this a true statement‘? 16:00:35

MILMARGOLIS: Objection. Vague.
T111’-I WITNESS: [can't even see it.

Sony. 16:00:41

Q. it's about halfway down. right below the

acronym LTPB. 16:00:45

A. Okay. 16:00:47

Q. Let me know ifyou need me to read it again.
A. 1f1'm honest, 1'm not too sure about the

first part, but certainly the second part is right.

Q. Which part is the second part that you're

15:59:59

16:00:04

it says, "The differences arise because the

solubility of ionic surfactants increases as a

non-ionic surfactants decreases."

16:00:37

16:00:39

1 6:003‘-1 1

16:00:48

16:01 :02

16:01:04

16:01 :0?

Page 30'?

referring to? 16:01 :09

A. The solubility ofnon-ionic surfactants
16:01 : 12

Q. Would you expect non-ionic surfactants to

have greater solubilizing capabilities at higher or
16:01 :20

1 6:0! :21

16:01:09

decreases, correct.
16:01:14

16:01 :17

lower temperatures?

A. Higher.

Q. You may put this document aside.

A. That would be ~— you have to he very careful

l6:0t:23

16:01 :26

which non-ionic surfactants because some non-ionic 16:01:30

surfactants don't exhibit that behavior in their 16:01 :35

16:01:36

16:01:46

solubilizing effect of non-ionic surfactants 16:01 :50

predictable or unpredictable? 16:01 :54

MR. MARGOLIS: Objection. Vague. Calls

for speculation. 16:01:58

THE WITNESS: What was the question‘? 15

the solubility ~~ 16:02:01

Q. Is the temperattire dependency -- 16:02:02
A. Ah. Yeah. 16:02:02

Q. -- ofthe solnbilizing effects ofnon-ionic

phannaceutieally accessible temperature regime.

Q. is the temperature dependency of the

16:01:57

1 6:02:00

16:02:04
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stirfacttlnts predictable or unpredictable’? 16:02:06

MR. MARGOLIS: Objection. Vague. Calls 16:02:09

for speculation. 16:02:10

THE W1'1T~lF.SS: It is vague because the

solubility properties ofsome drugs will

16:02:] 1

16:02:14

16:02:15

16:02: 1 3

16:02:21

increase and decrease. some will become polar

and non-polar as a litnction oi’ tt:I11pct'atIJt'e.

Q. Take a look —- l'I11 sorry. Let the mark a new
document. 16:02:36

MR. HASFORD: l'm handing the court 16:02:41

reporter what 1 would ask to be marked as 16:02:43
Lawrence Exhibit 23. 16:02:45

For the record, Lawrence Exhibit 23 16:02:46
16:02:50

16:02:55

16:03:22

16:03:22

corresponds to item number 87 in Articles in
Academic Journals on Dr. Lawrence-'5 CV.

(whereupon, Plaintiffs Deposition
Exhibit No. Lawrence 23 was marked for

16:03:23

Q. Are you the M. Jayne Lawrence who co-authored
Lawrence Exhibit 23'? 16:03:30

A. lam. 16:03:32

Q. Does Lawrence Exhibit 23 correspond to item

Identification.)
16:03:2 '

16:03:33

Page 309

number 87 in Articles in Academic Journals on your l6:03:3
curriculum vitae‘? 16:03:40

A. It does. 16:03:42

Q. Take a look, ifyou would, at the second

sentence. It says, "This wide usage is due to the

fact that surfactants display diverse structures in

aqueous environments depending on their 16:03:53

concentration, the temperature, pH, and the presence 16:03:56

of other species in the system [i.e., ions and 16:03:58

oi|s}." 16:04:02

is it [me that surfactants display diverse

1 6:03:42

16:03:45

16:03:49

16:04:02

16:04:06

16:04:09

16:04:] 1

16:04:14

16:04: 16

structures in aqueous environments depending on

their concentration, the temperature, pH, and the

presence of other species in the system?

MR. MARGOUS: Objection. Vague.

THE WITNESS: Can you repeat that
16:04:18

Q. Certainly. Is it true that surfactants 16:04:18
16:04:21

16:04:24

16:04:27

16:04:31

question?

display diverse structures in aqueous environments

depending on their concentration, the temperature.

pH, and the presence of other species in the system?

MR. MARGOLIS: Objection. ‘Vague.

i
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Page 310 Page 312

THE WITNESS: It is vague. You have to 16:04:33 journal. So, it's actually dating from 2000 and -- 16:06:55
remember the nu mber ot‘surtactant-strttctuI'es 16:04:37 from 2000. 16:06:55

possible is absolutely huge. So, il'you take 16:04:41 . 0. Okay. Thank you For that clarification. 16:07:33

surfactants as at whole, ionic, cationic. 16:04:46 (whereupon, P1ain1il1‘s Deposition 16:07:33

anionic. zwitterionic. non—ionic, that 16:04:54 lixhihit No. Lawrence 24 was marked for 16:07:34

statenrcnt will be true. 16:05:12 Identification.) 16:07:34

Q. is it true that stttfactants display diverse 16:05:14 0. Are you the M. Jayne l..awrcnce who co—authored 16:07:36

properties in aqueous environments depending on 16:05:19 . Lawrence Exhibit 24‘? 16:07:37

their concentration, the temperature, the p11, and 16:05:22 A. 1 am. 16:07:38

the presence ofotltcr species in the system? 16:05:25 Q. Does Lawrence Exhibit 24 correspond to item 16:07:38

A. How are you defining -- 16:05:27 number 102 in Articles in Academic Journals on your 16:07:41

MR.MARCiU1.IS: Objection. Vague. 16:05:27 curriculum vitae? 16:07:45

THE‘. WITNESS: Yeah. How are you 16:05:29 A. Yes, but 1 do want to stress that this is a 16:07:46

defining properties? 16:05:30 re-publication, an exact copy of the paper that is 16:07:49

Q. Well. let me say it this way. is it true 16:05:31 39 on this refereriee, and I think should be viewed 16:07:54

that sttriactants display diverse physical and 16:05:33 in that context. This is it special issue ofthe 16:07:59 .

chemical properties in aqueous environments 16:05:36 journal, which is why it's a supplementjust for at 16:08:03 '

depending on their conccnttatiort, the temperature, 16:05:39 few papers that were very highly cited. 16:08:06

the p11, and the presence otothcr species in the 16:05:42 Q. ls there anything else you would like to 16:08:11
system? 16:05:46 explain about that paper? 16:08:13 'sj

MR. MARGOLIS: Objection. Vague. Calls 16:05:47 21 A. No. That's fine. 16:08:14

22 for speculation. 16:05:48 Q. Please, ifyou would like to. 16:08:15

Page 31 I Page 313

THE WITNESS: Yes. Remember, we're 16:05:49

talking here in this context from anything 16:05:51

from naught to :1 hundred percent of 16:05:55

surfactants. So, we're not talking about 16:05:58
concentrations of surfactants that will be 16:06:00

routinely used in pharmaceutical 16:06:03

formulations. So, 1 think that's slightly 16:06:06
out ofcorttext. 16:06:07

Q. You can put this document aside. 16:06:09

MR. HASFORD: l'm handing the court 16:06:18

rcponer what 1 would ask to be marked as 16:06:20
Lawrence Exhibit 24. 16:06:22

For the record. Lawrence Exhibit 24 16:06:23

Take a look, if you would, on page 176, and 16:08:17

let me direct your attention to the left-hand 16:08:20

column. The last fitll sentence says, "On dispersal 16:08:22

in water, surfactants self-associate into a variety 16:08:27

of equilibriurn phases, the nature of which stems 16:08:31

directly from the interplay ofthe various inter and 16:08:34

intermolecular forces as well as entropy 16:08:38
considerations." 16:08 :42

Is that a true statement? 16:08:43

MR. MARGOLIS: Objection. Vague. 16:08:45
THE WITNESS: In the context ofthat 16:08:52

paragraph, yes. 16:08:53

Q. You can put that document aside. 16:08:54

corresponds to item number 102 in Articles in 16:06:25 What did you do to prepare for your 16:08:59

Academic Journals on Dr. Lawrence's 16:0631 deposition today? 16:09:00

curriculum vitae. 16:06:32 MR. MARGDLIS: Ijust ask you not to 16:09:05

A. Can ljust point something out about that 16:06:33 reveal the communications between yourself 16:09:07

refcrenee? 16:06:37 and the attorneys, but you can otherwise 16:09:09

Q. Oh, you certainly may. Otcourse. 16:06:38 answer his question generally. 16:09:11

A. That reference was iirst published in 2002 16:06:39 THE WITNESS: I did re-reading ofthe 16:09:13

and is reference 39 on my list. It was re-published 16:06:45 21 relevant material that I used to prepare the 16:09:]?

because it was a very highly cited paper by the 16:06:50 declaration in the first place. 16:09:22

KDOU--lD‘~U't-F3-LnJ|*J—' :S\r:soa--.'tO\Ur-t=-L.~.at~J--
.—-.—- t.o-IINJ
E
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Page 314

16:09:24

16:09:26
Q. Which material was that?

A. Well, it was obviously the patents. the

patent histories, I looked at the ieiercnces that 1 16:09:30

had cited and tried to, you know, basically remember 16:09:33

what 1 had written and why I'd written it. 16:09:41
16:09:43

16:09:45
Q. Did you review any documents other than those

that you cite in your declaration in preparation |'or
16:09:49

A. 1 did read some related infonnation that 1
today's deposition‘?

16:09:51

16:09:57

16:1 11:02
thought might be useful. For example, I remember 1

refreshed my memory of'the last patent case 1 did
16:10:07

16:10:08

16:10:] 1

16:10:24

16:10:29

16:10:33

16:10:35

and information like that.

Q. What other materials did you review?

A. Other patents that 1‘d read at the same time

that aren't in here for various reasons, papers that

I‘d read that supported the work. ljust did quite

a bit of reading, general reading around looking

back to what 1 was reading at the time that 1 made
the statements. 16:10:38

Q. When you reviewed the opinions you provided

in those other cases, did it refresh your 16:10:41

recollection as to what those opinions were? 16: 10:43

Page315

A. Oh, no, I didn't read all the opinions. 1 16:10:45

just read some ofthe information around it. 16: 1 0:48

Q. Did any ofthat -- 16:10:50

A. -- so. Sorry. 16:10:51

Q. Go ahead. Did any ofthat refi'esh your

recollection as to the opinions you provided in
those other cases? 16:10:57

A. No. I didn't go that far into it. 16:10:59

Q. Okay. Did you review any documents that

contradicted any ofyour opinions set forth in your
16:11:08

A. To be honest, no. 16:11:14

Q. With whom did you meet in preparation for

your deposition today? 16:11:18

. I met with the attorneys yesterday. 16:1 1:20

. Which attorneys? 16:1 1:22

. The two people sitting here. 16:11:25

. These two gentlemen? 16:11:27

. Yes. 16:11:29

. Okay. How long did you meet with 1.upin's and 16:1 1:29 20
16:1 1134

16:10:52

16:10:55

16:] 1:02

1621 1:05

declaration?

16:11:16

Innopharmzrs counsel in preparation For your

deposition today? 16:1 1:36

PAGE 81 OF 132

A. Just the day.

Q. Do you remember how many hours it was‘?
A. I didn't count.

Ace-Federal Reporters, Inc.

Page 316 .
16:1 1:36

16:1 1 :37

16:1 1:39

MR. IIASFORD: We have nothing further at

this point. 16:11:47

MR. MARGOLIS: 11"we could just go o1T

the record for a couple of l'1't1I!1l1(:S and we
could talk. 16:11:53

T11E VIDEOGRAPI-IER: We only have about

live minutes le11 on the tape. 16:11:53

MR. MARGOLIS: That should probably be 16:1 1:53

line. You know what, 1et'sjust go otfthe 16:11:53
record. 16:11:55

T1117. VIDEOGRAPHER: The time is

approximately 4:13 p.m. We are offthe
16:12:09

16:16:59

16:16:59

16:17:37

16:11:46

16:11:50

16:11:52

1621115 2

16:1 1:55

16:12:03

record.

[Recess from 4:13 to 4:18.)
THE VIDEOGRAPHER: The time is

approximately 4:18 pm. We are back on the
record. 16:17:41

MR. MARGOLIS: Lupin doesn't have any 16:17:42

questions. I'm just going to designate the 16:17:45

Page 317 I

transcript confidential. 16:17:48
MR. HASFORD: On what basis? Because we 16:17:5

didn't go into any confidential information, 16:17:51 i
1 don't think. 16:17:53

MR. MARGOLIS: Yeah, I'm sorry. I
haven't had a chance to look back to make

sure that there wasn't. 1 don't recall

16:17:54

16:l'?:55

16:17:57

anything specifically right now. 16:18:00

MR. HASFORD: Okay. Well, why don't 16:18:02

you -- why don't you look at it afler we're 16:18:02
offthe record and e-mail it because I‘d 16:18:04

prefer that we don't designate it 16:18:07
conlidential ab initio. Look back at it once 16:18:10

16:18:13

16:18:14

16:18:16

16:18:18

it comes out. If you see anything in there,

give me a cat! or shoot me an e—mail and we

can talk about it or we can do portions. 1

jnstdon'1 want us to blanket designate the

whole. thing -- 16:13:20

MR. MARGOLIS: Okay. 16:18:20
MR. HASFORD: —- because that's kind of 16:18:21

contrary to the protective order, you know. 16:18:21

MR. MARGOLIS: That's fair. AS10113 as 16:13:23

81} (Pages 314 to 317)
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the —— 16:18:23

MR. 11/\S1"O1{1): I won't argue that you

waived anything. 16:18:27

MR MARGOLIS: Okay. As 1ongast11at's

line. 1 can'lreca11 right now, 16: 18:30

MR. HASFORD: I won't argue that you

waived anything. 16:18:33

MR. MARGOHS: Okay, 16:18:34

MR. t-IASFORI): lnnophanna, you got 16:18:34

anything’? 16:18:36

MR. ABE: l have nothing further.

MR. HASFORD: Okay. All right.

Q. Well, thank you, Doctor.

A. Thank you. Some ofthose papers I've not

seen for years. 16:18:45
THE VIDEOGRAPI-IER: The time is

approximately 4:19 p.r'n., Friday, September 4,

2015. This is the end oftape number five

and completes the videotaped deposition of

Dr. Jayne Ltiwrencc. We are offthe record.

(whereupon, the deposition was

concluded at 4:19 pm.)

16:18:25

16:18:21?

16:18:31

16:18:36

16: 18:39

16:18:39

16:18:40

16:18:47

16:18:52

16:19:00

16:19:03

16:19:06

Page-319

I HEREBY CERTIFY that I have read this transcript o

my deposition and that this transcript accurately

states the testimony given by me, with the changes
of corrections, if an, as noted.

X

Subscribed and sworn to be before this

2014
day of

866-928-6509 Ace-Feticral Reporters, Inc.
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PLEASE ATTACH TO THE DEPOSITION OF DR. JAYNE LAWRENCE

DATE TAKEN: September 4, 2015

CASE CAPTION: Senju Pharmaceutical C0,, Ltd. V. Lupin Lld. And Lupin Pharmaceuticals,
Inc.

ERRATA SHEET

PAGE LINE CH ANGE REASON

6! I ”or using” should be “non-ionic” transcription error

84 1L’it” should be ‘‘I’‘ transcription error

167 I ”positive and negative” should be “positively or negatively” transcription error_

16'? 4 ”thcy’re” should be “their” transcription error

__I 87' 21 “SGA" should be “FDA" transcription e11'or

2 I 7 I9 freguent” should be “f1'eguentl}g” transcription error

 

I have read the foregoing transcript of my deposition and except for any corrections or

changes noted above, I hereby subscribe to the transcript as an accurate 1'ccord of the statements

made by me.

Executed this _8th_ day of _October, 2015.

® auarnncn.
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1 I HEREBY CERTIFY that I have read this transcript of

2 my deposition and that this transcript accurately

3 states the testimony given by me, with the changes

4 of corrections, if an, as noted.

5

6

& autumn.

9 Subscribed and sworn to be before this _3th_ day of

10 October. 2015

11

12

13

14

15

16

17

18

19

20

21

22
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