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DfiPOS T ON - MCPfiSKfiY

Ti‘ DfiPUTY CLERK: All rise.

(OLEN COURT, Jily 14, 2016, 9:08 a.m.)

T{E COURT: Good morning.

RESPONSE: Good morning, Your Honor.

T I COURT: Have a seat.

Okay. Are we ready to continue with the deposition

testimony?

MS. PI?OHHOLO—MfiLLOWfiS: Yes, we are, Your Honor.

T E COJRT: Ms. McCleskey, come forward.

M 5Rfi TAS: Yes, Your Honor.

(Laighter.

T E COJRT: Good morning.

M bR« TAS: Good morning.

T E COJRT: Okay. Whenever you're ready.

MS. PIROHHOLO—MmLLOW«S: We 1e”L o"" at Page 140 of

the transcript.

THE COURT: Yes, thank you.

MS. PIROZZOLO—MjL;OWjS: And Ms. Waldron continues

the questioning on beha’" o" de"endants.

(Deposition read as ‘o1'ows:)

Q. Let's get back to the documents you kept when you were at

the Lombardi Cancer Center.

Did I understand you to say that you did keep

laboratory notebooks?

Yes.

United States District Court

Camden, New Jersey
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Why do you think raw data would not be on the same piece

Q.

A. It was in the l

Q. It would be pas

A.

of paper as the lab

Q.

know what your parti

Actually,

A. Well, most of t

notebook. If you ge

would paste that in

Q. Got it. Did yo

A. Yes.

Q. What did you ke

Au Well, rememberi

are now, when I got

computer, like, into

then it would draw t

the —— but the data

hopefully, as in my

Q. You didn't crea

computer?

IX. Oh, yes,

Q. Okay. see.

any, would you have

A. The dra"Ls o" L

Did you have any raw data o:

i don't know one way or the other.

but that's not data.
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any kind?

aboratory notebooks.

ted in the lab notebooks?

notebook?

i want to

cular procedure was.

he time, you're writing the laboratory

t, like, a printout or something, then you

the laboratory notebook.

1 keep anything on the computer?

ep on the computer?

ng that computers were not as good as they

data, I would have to enter it into the

a graphing program, for instance, and

Buthe graph and I would print the graph.

in the computer was the same as in my --

lab notebook.

te, Wordsay, files and keep them on a

What type o in"ormaLion or documents, i;

saved on a computer?

he paper, the —— atter entered the data

United States District Court

Camden, New Jersey

Astrazeneca Ex. 2049 p. 6



09:10AM

09:11AM

09:11AM

09:11AM

09:11AM

to ma

be th

like,

graph

 

876
DfiPOS T ON - MCPfiSKfiY

ke a graph, that would be saved, o: course, but it would

e data from the lab notebook that entered. So it's,

a copy and —— and also the graphics tile, picture a

. I don't know how you would say that, but the graph

itse"

had documents saved to a computer that had originated from

Astra

A.

that

K)E‘K)3‘K3E9K33‘
from

, " guess you would say, that was saved to the computer.

also, o: course, printed it.

Do you have knowledge as to whether anyone in your group

Zeneca?

i don't have knowledge about anybody else in my group

"I me.

Did you have any documents originating from Astrazeneca

related to Ms. Mccleskey l998 saved to a computer?

Are you speaking about data?

Anything. For example --

Saved to a computer?

like a sLa-emenL o_ proposed investigation --Yeah,

Oh, no --

—— sample requests?

—— no, no.

Did you have data that originated from Astrazeneca saved

computer?

W0.

Did you have any binders or personal notebooks separate

your lab notebooks in which you kept information

United States District Court

Camden, New Jersey
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regarding McLeskey l998?

A. I had binders with the tumor data, th

in pictures of mice.

Q. Any other places where you would have had information

related to McLeskey 1998,

A. No.

Q. Now,

believe you testified that you destroyed your technical

documents related to Mc.

June 2014; is

A. Correct.

Q. What did you mean by "destroyed?"

you mentioned,

that we haven't

if I understood y

that right?

i just threw them in the trash.

Maryland School of

them?

A.

Q. Just a regular trash bin?

A. Yeah.

Q. Where was this trash bin?

A. At my school.

Q. What school?

Au The University o;

Q. Do you know what happened to the documents after you

threw them in the trash bin?

A“ No.

Q. When you left Lombardi Center and took your

documents with you, was it your understanding that that was

Leskey l998 in the beginning o;

How did you destroy
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e tumor measurements

talked about?

ou correctly,

Nursing.

technical

United States District Court
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okay by the rules,

A.

Q.

would have

A.

Q.

NO.

will be talking about Lombardi Center.

document on a project,

or something like

When you --

DfiPOS T ON — MCWfiSKfiY

by Lombardi's policies?

had in place at the time?

i didn't have any understanding about that.

Did you know what document retention policies Lombardi

I'll just say "you" to start,

When you got a

say,

that,

something like that kept?

A. i don

The

in the lab

't know what a certijicate o_

—— we were required to keep MSDSS in

what we did.

SO MS

correct?

(Reading s

M

T

MS.

inadverten

T

Q.

correct?

topped.

(Deposition read as

3x . h'R,L‘ ,,TAS : apologize.
e
A

{* COJRT: Ask it again.

PT?OHHOLO—M?L HOWTSI

tly reread the qiestion.

{E COURT: Yes.

follows:)

a certificate o_

what did you do with it?

service is.

for all chemicals that we had in the lab,

Dss would be kept in the laboratory notebooks,

You have to read —— he

So MSDSs would be kept in the laboratory notebooks,
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and then we

service or MSDS

Where was

the notebook

so that's

United States District Court

Camden, New Jersey
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A. No, not in —— not where we had the data. We had separate

notebooé for MSJSS.

Q. MSDSs had their own notebook?

A. That's correct.

Q. What about certijicates oj analysis?

A. Didn't usually keep those.

Q. They're -- why not?

A. Didn't feel that we needed them.

Q. Who retained custody of documents as they came in on the

McLeskey l998 project?

A. i don't know what you're talking about, what documents.

Q. Do you recall how samples got shipped into the "aci‘iLy,

whether, say, they went to a mailroom or a specific sample

depository?

A. They went to the mailroom.

Q. And then that —— that would happen?

A. The mail people would bring them to us.

Q. Would you then keep the samples in your lab?

A. Yes.

Q. And did I understand you correctly that at the time you

were a postdoc in Dr. Kern's lab, you were not aware of the

policies and procedures that Lombardi Center had in place with

to retention o:regard documents; is that right?

i not aware o:A. Not only was anything they had in place,

was not aware it —— whether they had anything in place.

United States District Court
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DfiPOS T ON — MCWfiSKfiY

Q.

a certificate o_

r ccipt o_you hav r cord d th

(Reading stopped.)

T{E COURT: "Would you."

(Deposition read as

Q.

followsz)

r corded th

you received ancillary paperwork with samples,

analysis or something like that,

that document --
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such as

what would

: that document inWould you hav r c ipt o:

your laboratory notebook?

A. Wo.

Q. Did Lombardi require you to make copies of anything and

send them on to a document repository or anything like that?

A. Wo.

Q. To your knowledge, were the documents that you were

keeping in your lab the only copies?

A. As tar as knew.

Q. Are you aware of whether copies were ever made of your

laboratory notebooks?

think not.

Dr. Kern.

A.

Q.

A.

Q. Anyone else?

A. Well, the other people in

wanted it, but i don't know that they ever

(Reading stopped.)

T{E So could have.COURT:

Who had access to your laboratory notebooks besides you?

the lab would have, had they

did --

United States District Court

Camden, New Jersey
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A.

wanted it, but

ever did.

Q.

communicated with Mr.

Mr. Trock?

A” He -- I think he,

conversation,

discard

Q.

A.

(Deposition read as

MR. ERfi

Well,

the data

When who ca"

The —— the

Burke and company.

DfiPOS T

TAS:

the other people in

i don't know wha'

from --

"ed?

i believe you just said,

ON — MCWfiSKfiY

Pardon me.

follows:)

In the conversation that you just referred to,

Trock,

but he said that he had been just about to

lawyers that were doing the Teva thing, Mary

3ur<e never told you to preserve your documents

Q. I'm sorry.

ask me not to destroy documents."

A. She did not say,

that, 7 do not know.

Q. Mary

related to Mcgeskey l998?

A. Correct.

Q. Did anyone Mary

tell you that you must preserve your documen'

McLeskey l998?

A. No.

Burke worked with ever

the lab could have had they

: they ever did —— that they

what did you discuss with

T don't remember a whole lot about the

from this paper when

"Mary 3urke did not

Don't destroy documents.

tell you not to --
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when you

they called.

When she said

:s related
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1 Q. Now, I believe you said earlier that you recall speaking

2 with three people at Astrazeneca, Dr. Wakeling, Dr. Vose, and

3 a third person whose name you don't remember; is that correct?

4 A. Correct.

O9fl£AM 5 Q. Do you recall approximately how many times you spoke with

6 Dr. Wakeling?

7 A. Twice.

8 Q. Was this Via telephone or by some other means of

9 communication?

09flJAM 10 A. Telephone.

11 Q. Who called who?

12 A. I called him.

13 Q. Both times?

14 A. Yes.

O9flJAM 15 Q. Why did you call Dr. Wakeling?

16 A. The first time I called to get him to send me the drug

17 and find out how to administer it to mice. The second time

18 called to tell him we had used the drug he sent the first time

19 and that I needed more drug.

09nJAM 20 Q. Did Dr. Wakeling require you to fill out any paperwork or

21 do anything in writing before you received samples of drugs?

22 .A. Wot me.

23 Q. Did he require that someone fill out some sort of

24 paperwork before samples would be shipped?

o9wJAM .25 A. I don't know.

United States District Court

Camden, New Jersey

Astrazeneca EX. 2049 p. 13
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Q. What did Dr. Wakeling tell you in response to your

request that you wanted AstraZeneca to send you samples of

drugs?

A. He told me that should give it to the mice as it

outlined in this paper and that he would ship it.

Q. Basically, an okay—I'll—take—care—of—it type thing?

A. Jm—hum.

Q. {ow many times did you speak with Dr. Vose?

A. Once —— that —— assume that he was not the second —— the

person I don‘: know who it is, but --

Q. Right.

A. —— know I spoke with him once.

Q. Did you ever communicate with Dr. Wakeling in writing

either by e—mail or letter?

A. Not that recall.

Q. Okay. So you said you spoke with Dr. Vose once; is that

right?

A. Um—hum.

Q. Was this on the phone?

A. Yes.

Q. Did you ever have any written communications with him?

A. Wot to my —— not that I remember.

Q. On the one incident —— one instance that you did speak

with Dr. Vose, who called who?

A. called him.
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Q. Why did you call Dr.

A. Because Dr.

pre‘ormu'ated drug.

Q. Do i understand

receiving powdered C

formulated C

At separate times.

pre

A.

Q. I'm jus

—— that you

Do

Dr.

A. Correct.

Q. And the

Dr. Vose abo

A. Much la

Q. Much la

approximate dates on which you talked to

Do yoi reca'l

1 do i unders

it receiving

ter.

ter? '

i don't know.

But you know you talked to

you mean by "much later?"

A. No.

Q. Year?

A.

Q.

A. When :

the drug,

talked to Dr.

’89,780?

- -rying to understand.
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Vose?

Wakeling told me to call him to get

that you talked to

189,780 and Dr.

Dr. Wakeling about

Vose about obtaining

think " understand the

talked to these guys about

inderstand correctly that you talked to

Wakeling about receiving powdered

tand correctly that you talked to

the pre‘ormu'

That's a good point.

approximately when,

Dr.

Wakeling initially,

then we used the drug in mice and also in in vitro

Vose much later.

two di ”erenL _hings.

ICI l82,780?

ated C 189,780?

or do you recall the

Dr. Wakeling?

What do

then he sent me

United States District Court

Camden, New Jersey
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studies and we used it all ip. So I don't know how long that

took, but T would say a maL_er of months, anyway, maybe a

year. Then we needed more drug so I called Dr. Wakeling

again, that's when he told me to call Dr. Vose.

Q. And the powdered C 189,780 would have been what you --

what was dissolved in ethanol and then spiked into the peanut

oil?

A. Correct.

Q. When you spoke to Dr. Vose, what did he tell you about

shipping you samples o" pre"ormulated 182,780?

A. {e said he would.

Q. Did he say anything else?

A. Vot to my remembrance.

Q.

sent -he "iies o" pre"ormu1ate

A. Wo

Q.

any type o: paperwork before Astrazeneca would send the lab

preformulated l82,780?

A. i do not know.

Q. Who would know?

A. Possibly Dr. Kern.

Q. Okay.

this be‘ote or a‘ter you talke

A. Aj-er.

Did he require that you do anything before he sent the --

Do you know whether anyone in your lab had to complete

And now the third person that you spoke to,

d C 189,780?

was

d to Dr. Vose?

United States District Court

Camden, New Jersey
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ng with this

DfiPOS T ON - McRfiSKfiY

Q. Who called who?

A. called him.

Q. Did you have any communications in writi

third person?

A. No.

Q. And what was the purpose of calling

A. i wanted to "nd out what the —— what

because T was getting ready to publish a paper.

ready to write the paper, actually.

Q. And what did he tell you?

A. {e told me --

Q. Do you recall the words he used?

A. Wo

Q. But he told you all of the excipients and their

percentages?

A. He told me what's in the paper: 10 percent ethanol,

10 percent benzyl benzoate and 10 percent benzyl alcohol

brought to volume with the castor oil.

(Reading stopped.)

MS. PlROHHOLO—M? VITIOWV:-S: Your Honor,

was a mista<e in reading that.

THE COUQT: It ' S —— no,

down correc-ly, -haL‘s Line.

-01‘ owsz)(Deposition read as

Q.

this third person?

was in the drug

the court reporter took it

You don't recall whether or not he specified the units O;

i was getting

i think there

I)
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measure?

A. i do not recall

Q. How did you know to contact this third person?

A. called the number that was —— that I had been given for

Dr. Vose.

Q. And somebody else answered?

A. i don't know if it was somebody else or if it was

Dr. Vose.

Q. So there —— you're saying —— i‘ "'m understanding you

correctly, you believe it's possible that it was Dr. Vose that

told you the makeup o:

A.

can say about

to speak with

K)E‘K)E‘K3
that he was

A“ Either Dr. Lippman or Dr. Kern told me, but i don't know

who or when or anything.

Q. But do I understand you correctly that you —— with regard

Well, it

it.

see.

Yeah.

Dr.

Who gave you

Dr. Wakeling.

Who gave you

But you called

Jr.

Dr.

called the same number I

Vose.

Vose's p

i don't remember.

Dr.

ON — MCWfiSKfiY

the formulation but you're not sure?

was whoever answered the phone.

hone number?

Wakeling's phone number?

Do you recall generally how you knew to call

the person to call?

Vose's direct

had called previously
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That's all

line?

Dr. Wakeling
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to this third person, that it was a man?

A. Yes.

Q. When you called Dr. Vose the first time, or when you

called Dr. Vose, how did you know it was him that answered the

09uBAM phone?

A. I don't remember.

Q. But you ‘eel conjident that you were speaking to Dr. Vose

the first time?

A. Well, " certainly believed that I was.

0%23AM Q. At the time, did you believe that the third person that

you were talking to was Dr. Vose?

. I don't recall what I believed.

. What do you believe today?

. I don't believe.

O%23AM

. '%ight.

. Did you send As:raZeneca dra ,s o the study protocol

A

Q

A

Q. You have no idea who you talked to?

.A

Q

that you were going _o "ollow or -he research described in

McLes<ey l998?

09:23AM Z3. Wo.

Q. Did you ever provide your lab notebooks or raw data to

Astrazeneca?

Au Wo

Q. Did you record when you received samples from AstraZeneca

O%23AM in YOJI laboratory notebooks?
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A.

Q.

receipt of samples at the time you were postdoc in Dr.

i don't recall.

What was your general practice with regard to recording

Kern's

lab?

A. i would unpack them and if they needed refrigeration,

freezer aswould put them in the refrigerator or the

appropriate.

Q. Did you have a separate practice as to what you would

record about the samples received?

A. No.

Q. Was it your understanding from the beginning of your
I)

Kern's lab that Astrazeneca was the source o;postdoc in Dr.

182,780 or was that something you learned later in time?

A. At the beginning, i had no idea there was such a thing as

l82,780.

Q.

find out that AstraZeneca would supply l82,78O to the lab?

find out that?How did you come to How did you come to

A. :'m not sure.

Q. What do yo; —— what is your best recollection?

A. We had meetings of all the researchers, the breast cancer

researchers and it may have come up at that, one of those

meetings.

Q. From the Lombardi side of things, not the Astrazeneca

side of side o" things,but Uombardifrom thethings, was

procuring samples as simple as calling and asking for them, or

United States District Court
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was there an internal protocol that had to be followed first?

A. i was not aware of an internal protocol.

Q. Do you know how long it took in between the time you

talked to Dr. Wakeling and the Lime that you received the

powdered C 189,780?

A. think it was a matter of weeks.

Q. Do you recall how long it took from the time you talked

to Dr. Vose to then receive the preformulated C 189,780?

A. Probably about the same.

Q. And you personally do not recall filling out any forms or

signing anything in regard to samples, correct?

A. Correct.

Q. i want to make sure we're absolutely on the same page.

So before you s-ar-ed, at any time, did you send

Astrazeneca a statemen- o

OI DO,

_ proposed investigation

Dr.not

A. Wo

Q. Do you know whether or

a sLa_emenL of proposed investigation

A. Wo

Q. Wo, you do not know,

A. Yo, i don't know.

Q. Did you fill out any o

you started your work on Mc_

A. Wo

Q.

"orms-her

Kern had sent AstraZeneca

forms?

he did not?

for Astrafleneca before

forms?

Leskey 1998?

Do you know whether anyone else in your group filled out
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any other ‘orms ‘or Astraheneca?

A. i don't know.

Q. ?e‘ore starting the work on --

A. i don't know. know nothing.

Q. Did you personally ever request any samples from

Astrazeneca in writing?

A. No.

Q. Okay. So you received powdered C 187,780 from Dr. Alan

Wakeling, correct?

A. Correct.

Q. Did Dr. Wakeling send the powdered samples directly to

you?

A. i don't recall. i got them, but don't remember who

they were addressed to.

Q. You don't have a specific recollection o‘ whether they

came directly to you or whether Dr. Kern gave them to you?

A” i opened the paccage, or got the package. don't know

1: " got the package from a mailman or ‘rom Dr. Kern. ' don't

know.

Q. Okay. But you opened the package?

A. Yeah.

Q. Do you recall approximately when that was when you opened

the package?

A. No.

Q. Was it in 1997?

United States District Court
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A. Oh, no. It was way before that.

Q. Way before that? So 1996,

A. It was before 1993.

Q. Refore 1993?

A. Yes.

Q. How was the powder sample packaged?

bottle or —— how did it arrive,

A.

Q. Would the receipt of that sample have been logged in the

lab?

A. No.

Q. Now, if ' understand you correctly, Dr. Wakeling gave you

information on administration of the drug, correct?

A. Correct.

Q. Did Dr. Wakeling send you instructions on how to

formulate the 50-milligram per milliliter concentration of

C 182,780 and ethanol and peanut oil?

A. {e didn't send them to me, no.

Q. Did he send you instructions regarding making the

formulation?

A. \o.

Q. ow did you know to do that?

A. e told me over the phone.

Q. Okay. So Dr. Waceling told you how to administer it, and

he also told yoj how

DfiPOS T

1 think it was just in a little jar.

to make the

ON — MCWfiSKfiY
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1995?

Was it in a —— a

do you recall?

formulation that's recorded
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in Mcheskey 1998 concerning ethanol and peanut oil?

A. Exactly.

Q. And you testified earlier, I think, that you were

actually the person that had actually dissolved the

C 189,780 in ethanol and then spiked it into the peanut oil?

A. Correct.

Q. Why did you use a concentration o: 50—milligrams per

milliliter?

A. Because that's what Dr. Wakeling said to do.

Q. Dr. Wakeling did not discuss any sort o con"idenLialiLy

with you --

. NO.

. —— when —— when you spoke with him?

. No --

. Sorry, no.

A

Q

A

Q. Sorry, it needs to be verbal.

.A

Q . "‘ you'll turn to Page 698 o‘ ?xhibit 5, do you see a

paragraph headed, the title Drugs, and then about seven lines

down, w s C :h lin d s nt nc for the experiments depicted

in ?igure 1, 3 and C, 50—milligram per milliliter

preformulated drug in a vehicle o: 10 percent ethanol, 15

percent benzyl benzoate, 10 percent benzyl alcohol brought to

volume by castor oil was supplied by 3.M. Vose, Zeneca

Pharmaceuticals.

Do you see that?
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Yes.

Is this the preformulated drug that we were just

discussing that you procured via telephone conference with

Dr. Vose?

A. Yes.

Approximately when did you receive the preformulated

C 187,780 from Dr. Vose?

A. All can tell you is it was before 1993.

The preformed —— both —— you received both the powdered

before 1993. Is that whatC and the preformulated IC"

you're saying?

A. Yes.

Q. How do you know that it was before 1993?

A. In 1993, received a faculty appointment, and then i was

no longer a postdoc. And at that point, the animal

experiments were done.

Q. Were you the person that opened the package of the

preformulated C 187,780?

A. Yes.

Q. Do you recall how many preformulated samples were sent to

you?

A. Wo

Q. Do you recall if those samples were in vials?

A. Wo

Q. {ow were —— how were the preformulated samples packaged?
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A. I don't recall.

What documentation

C 187,780?

A. i don't recall.

Q. Do you recall whether or not there was documentation

included with the preformulated C 189,780?

A. i don‘: recall.

Q. "f you wanted to try to remember, who would you talk to?

A. Nobody. i mean, T —— there's nobody. think it's lost

to posterity.

Q. So do T understand correctly that at the time you

received the preformulated IC" ‘87,780, you did not know what

excipients were present in the formulation —— in that

formulation?

A. Correct.

Q. Did you have an understanding that the preformulated

A.

Q.

that it should not be used in humans?

A. i don't recall.

Q. Turning back

see the text that says,

percent benzyl benzoate,

volume with castor oil.

C 182,780 could not be used in humans?

Nothing we had in our lab could be used in humans.

Were you given specific instructions from Astrazeneca

to Page 698 in the drug section again,

accompanied the preformulated

YOU

In a vehicle of l510 percent ethanol,

10 percent benzyl alcohol brought to

United States District Court
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1 Do you recall who actially wrote that text?

2 A. i did.

3 Q. Did you test or analyze the formulation in any way?

4 A. W0.

09 MAM 5 Q. Were you told that the preformulated ICI 182,780 that you

6 received should not be administered intramuscularly?

7 A. I was told to administer it sibcutaneously to my --

8 Q. When the person who answered Dr. Vose's phone gave you

9 the excipients present in the preformulated C l89,780, were

09nQAM 10 you sworn to secrecy?

11 A. No.

12 Q. Why did you want to include those details in McLeskey

13 1998?

14 A. That's how I was instructed to write a paper when I was

09nQAM 15 in my predoctoral, was to include such things.

16 Q. Have you searched your personal fiiles ‘or all documents

17 relating to either the powdered C l89,78O received or the

18 preformulated C l87,78O that you received?

19 A. I don't have any personal Si es about this.

O9fiQAM 20 Q. Did I understand you correctly that you do not recall

21 whether or not the person that answered Dr. Vose‘s phone told

22 you that the percentages were in weight to volume or

23 volume—to—volume?

24 A. I do not recall.

09fiBAM 25 Q. Did you assume that th p rc ntag s wor ith r in weight

United States District Court
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to volume or volume—to—volime?

A. I don't think I ever thought about it one way or the

other.

Q. Have you thought about it since McLeskey l998 was

09uBAM published?

A. Yes, but I have no basis for knowing which way it was.

Q. So as you sit here today, you don't know whether or not

the percentages were in weight to volume or volume—to—volume?

A. I do not know.

O9KBAM Q. So what did you mean when you said "These studies

indicate that estrogen independence may be achieved"?

A. I meant that in our engineered model, we achieved

estrogen—independent tumor growth in mice through engineering

the cell to express in FGF.

Q. So in the context o: your experiment, you wanted to use
09:33AM

the aromatase inhibitors and C l89,78O to shut down any

remaining estrogen that might have been present?

A. Yes.

Q. And you wanted to shut down any remaining estrogen so

09 MAM that you could isolate or investigate the estrogen independent

cell growth; is that right?

A. Well, we wanted to demonstrate that cells as —— when

injected into mice to form tumors, were not a "ected by —— by

di""erenL ways o: shutting down the estrogen pathway.

O9uMAM Q. So you used the aromatase inhibitors to shut down the
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estrogen pathway so you coild demons-ra-e that the hormonal

independent cancer cells were not a ec_ed and continued to

grow; is that right?

A. Continued to make tumors --

Q. Continued to make tumors.

A. —— and grow as tumors.

Q. And the same thing —— so you used the C 189,780 to act

as a pure antiestrogen, shut down any estrogen receptors so

that you could see it the estrogen—independent cells would

continue to grow?

A. Correct. As tumors --

As tumors?

A. —— in —— in mice.

The reason I keep saying that is, of course, we can

but Igrow cells in tissue culture, wasn't talking about that.

I'm talking about mice.

Q.

cells,

Okay. So in order to study the hormonal—independent

you wanted to deliberately target any remaining

estrogen production or any remaining estrogen receptors first;

is that right?

A. Correct.

Q. And the reason that you used the aromatase inhibitors in

the C 189,780 to shut down the remaining estrogen is because

"etently than Lamoxiten-hey target -he body's estrogen di

does; is that right?
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1 A. Correct.

2 Q. Okay. At the time you were using the C 187,780,

3 because you understood that it would interrupt estrogen-based

4 pathways?

09mwAM 5 A. It would inactivate the estrogen receptor.

6 Q. Are you saying —— you <eep directing me to the fact that

7 this was —— these experiments were done in mice.

8 Are you saying that this work has no applicability to

9 human subjects?

O9K%AM 10 A. I don't know of any applicability to humans.

11 Q. The title says Cross-Resistant in Vivo.

12 What does "cross—resistant in vivo" mean?

13 A. "Cross—resistant" means that the cells formed big tumors

14 even in the face oj -he ICI 182,780, or the aromatase

O%36AM 15 lDhlbltOYS\ And "in Vivo," rejers to the jact LhaL we used

16 mice or an animal to test it. In vitro would be, like, cell

17 culture.

18 Q. So what does "cross—:esistant" mean here? Resistance to

19 several di""erenL types of drugs?

O9fi%AM 20 A_ It means also resistant.

21 Q. So it's basically saying resistant to several types of

22 drugs?

23 A“ Yes.

24 Q. So this -- okay.

O9fiNAM 25 Now McLeskey l998 was published in the Journal of
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Q. And yo; were the person that determined whether or not

you wanted

A. Me and Dr. Kern.

Q. Did you keep laboratory notebooks

when you —— you were at Georgetown?

A. Of course.

Q. What happened to those lab notebooks?

A. I brought them to Maryland with me and then when I

getting ready to retire, threw

Q. With the rest of the documents?

A. Mmdmm.

-o ciLe references in McLeskey 1998?

them away.

from your lab when --

W618

Q. Going back to the preformulated samples that you received

from Dr. Vose, t

correctly, you thought that

‘ understand you —— understood you

you had received the samples

first

before ’993.

A. Yes.

Q. Is it possible that you received them in the

quarter of 1993?

A. I don't think so, but I don't know really.

Q. You don't know for sure one way or the other?

A“ Well, we had finished the animal experiments by the time

got my faculty appointment.

Q. When exactly did you get your

United States District Court

New JerseyCamden,
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A. I believe it was July 1st, 1993.

Q. Okay. So you knew -- you think you received the samples

before July 1, 1993?

A. Well, you know, the experiments with the tumors were

several months ago, several months long. So it had to have

been quite a bit be‘ote Ju'y.

Q.

received the samples in early 1993?

Okay. So you do or do not think it's possible that you

A. i don't know.

Q. Okay. When you were talking to the unnamed person that

answered Dr. Vose's phone, did you ask who you were talking

to?

A. i don't recall.

Q. But you do recall that you talked to Dr. Wakeling twice?

A. Yes.

Q. And you do recall that you were the one that called him

both times?

A. Yes.

Q. And you do recall that he gave you instructions on how to

make the peanut oil formulation?

A. Yes.

Q. And you do recall that he gave you instructions on

administration of Lhe jormulation?

A. Correct.

Q. And he's the person that told you to talk to Dr. Vose
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A. Yes.

A. Yes.

Q. Okay.

A.

Q. You do

A. i don‘

preformulated drug,

I'm sure

DfiPOS

there was,

: recall.

A. Wo.

keep ,he

A. Yes,

said?

A. No.

A.

the identity o_ the

Q. After you finished the experiments that are reflected in

McLeskey 1998,

i don't remember.

done with it?

United States District Court

about the preformulation —— pre:

Q. And you remember calling Dr

correct?

ON — MCWfiSKfiY
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formulated C 187,780?

. Vose regarding the

but

1't recall whether there

received with the samples?

formulation secret,

' remember that.

was there any pre:

Q. "f there had been drug left over,

Camden,

on the preformalated drug Vials tha; you received,

i don‘:

Q. You can't remember the name of the person that told you

formulation?

Q. But do you remember that the person did not tell you to

correct?

Q. You don't remember anything else in particular that he

New Jersey

remember one.

was any paperwork that you

formulated drug left over?

what would you have

was a label

correct?

Astrazeneca EX. 2049 p. 33
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A. Discard it.

Q. low?

A. Down the sink probably.

Q. You don't recall any specific instructions from

Astrazeneca to return any unused material?

A. No.

Q. When you talked to Dr. Wakeling about the ethanol peanut

oil formulation, did he say anything other than tell you the

order of -he steps?

A. Wo_ _hat recall.

Q. Did he tell you anything about the development of the

‘ormulation within AstraZeneca?

A. No.

Q. recall asking you about Astrazeneca, and I recall

asking you about O'Melveny & Myers. just want to make sure

we're clear.

Did anyone at any time ever tell you to preserve your

documents that related to McLeskey 1998?

A. No.

Q. Did I understand you correctly that you were not privy to

any sort o" con"idenLialiLy agreement between Astrazeneca at

Lombardi, correct?

A. Correct.

Q. Dr. Wa<eling is the person that informed you of the

existence o: the preformulated drug?
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1 A. Correct.

2 Q. Dr. Mcleskey, may I direct your attention to Exhibit

3 No. 9, that is the declaration of Sandra McLeskey, Ph.D.?

4 A. Yes.

O%4lAM 5 Q. And "eel "ree, of course, to review the declaration.

6 My question is, is there anything sitting here today

7 that you wish to change or correct in this declaration?

8 A. No.

9 (Reading stopped.)

O9wMAM 10 MS. PIROHHOLO—MfiLLOWflS: The questioning now

11 continues by Ms. Pensabene and "'l' play the part of

12 Ms. Pensabene.

13 THE COURT: Okay. Well, as long as —— as long as the

14 record is clear who is doing the questioning.

O9HHAM 15 So maybe Mr. Rizzi you should do it, so the court

16 reporter knows that when you're speaking, it's Ms. Pensabene.

17 MR. RIZZ": O‘ course, Your Honor.

18 THE COUR7: Page 210.

19 (Deposition read as to’lows:)

09%2AM 20 Q. Dr. McLeskey, a- -he Lime you were doing that research

21 that led to the paper o‘ ?xhibit 5, I think it is, was that

22 early in your career as a —— as a researcher?

23 A“ Yes.

24 Q. Okay. And at that time, were you experienced with

O9umAM 25 dealing with pharmaceutical companies?
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A. No.

Q. Was Dr. Kern the head of the lab you worked in at

Lombardi Cancer Center at Georgetown?

A. Yes.

Q. And was he your boss?

A. Yes.

Q. And what was Dr. —— and was Dr. Lippman the head of the

Cancer Center?

A. Yes.

Q. And was Dr. Lippman Dr. Kern's boss?

A. Yes.

Q. Back a- -he Lime LhaL you were doing this research that

we've been talking about, were you familiar with the

statements of proposed investigations or forms or material

transfer agreements?

A.

Q.

statement of

No.

Okay. Who in the lab at that time would have signed a

material —— of proposed investigation or a

material transfer agreement with regard to samples with

Astrazeneca?

It would either have been Dr. Kern or Dr. Lippman.A.

Q. Okay. You would not have done so?

A. No.

Q. Okay. And at the time, did you —— let me back up.

Did you have one way or another —— do you know one way
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or another whether there was a statement of proposed

investigation or material transfer agreement with Astrazeneca?

A. I did not know.

Q. At the time, did you ever consider whether there was a --

some kind of an agreement or a statement of proposed

investigation or material transfer agreement with Astrazeneca

regarding samples?

A. I did not.

Q. Why not?

A. It just didn't occur to me.

Q. Okay. When you first ca "ed for samples, did you tell

Dr. Wakeling that you were ca 'ing from Dr. Lippman or

Dr. Kern's group?

A. I —— yes —— well, i don't know what I said, but I'm sure

said something like that.

Q. When —— when you first called for samples, did you

understand whether Dr. Lippman or Dr. Kern had a preexisting

relationship with Ast:aZeneca?

A. I knew that Dr. hippman knew.

Q. Now, once yo; go: the preformulated ICZ 182,780, was it

—— did you understand that its use was restricted to animals?

A. That's all i did was animals.

Q. Could you have used the preformulated C 189,780 in

people?

A. No.
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Q. Could you have sent tie preformulated C 187,780 to

anyone in the public to use?

A. No.

Q. Was it your understanding that the use of the

preformulated sample was restricted to use in the Georgetown

laboratory in animals?

A. i don't know how to answer that. That was —— that was

what T was going to use the drug for.

Q. Well, did you think that —— that you could give it to

anyone else to use in research in people?

A. No.

Q. Was the animal work in your laboratory publicly

available?

A. Not until it was published.

Q. Could members of the public have access to your

laboratory notebooks before they were —— before the paper was

published?

A. Wo.

Q. Did you send the manuscripts or the dra"L o" Wxhibit 5 to

Astrazeneca anyone at Astrazeneca to review?

A. No.

Q. Was sending the manuscript or dra"L o" Wxhibit 5 to

Astrazeneca to review have been your responsibility at the

time?

A. No.
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Q. Okay. When you called to ask

tell anyone at Astrazeneca that you planned to publish the

formulation?

A. said " was preparing a manuscript.

Q.

the formulation?

A. No.

Q. Okay. just want to ask a co

laboratory no:ebooks and materials

destroyed when you retired.

laboratory notebooks that you described?

A. Wo.

Q. Did Astrazeneca have control over those laboratory

notebooks?

A. No.

Q. Could anyone at AstraZeneca have told you what to do with

your laboratory notebooks?

A. No.

Q. When you destroyed the —— threw away the laboratory

notebooks, were —— were you aware that the litigation with

Teva was over?

A.

Q.

Yes.

ON — MCWfiSKfiY
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for the

Did you ask anyone at Astrazeneca permission to publish

At the time you threw away the laboratory notebooks,

you know about this litigation?

A. No.

jormulation did you

iple of questions about the

that I know you said you

Did Astrazeneca own those

did
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Q. Did you learn about tie litigation after you threw away

the notebooks?

A. Yes.

Q. Did you View —— with regard to the two di”"erenL

formulations o‘ C l8?,780 in your paper, did you View the

in:erchangeable?

C 189,780 in peanut oil and the pre:formulated C l89,780
as

I)

A. Yes.

Q. In your work did you do any pharmacokinetic analysis o;

the drugs that you used in the paper at Exhibit 5?

A. Mo.

Q. Did you do any blood level analysis o‘ the drugs you used

in the work that you did in the paper at Exhibit 5?

A. No.

Q. In your work at Exhibit 5 did the ICI 182,780 have any

e""ecL on tumor growth or the metastasis of tumors?

A. No.

MR. RIZZE: That's the end of Ms. Pensabene

questioning.

THE COURT: Thank you.

(The examination is continued by Ms. Waldron.)

Q. But your testimony is that you believe that Astrazeneca

has paid you less than $10,000 to date; is that correct?

A. Correct.

Q. Yeah —— let's —— actually, that's a really good point.
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in

publishing McLeskey 1998?

A.

Q.

your current consultancy with O'Melveny & Myers began in June

OI:

O'Melveny & Myers?

A.

Q.

A.

Q.

litigation ever

A. i don't know.

Q. Are you aware of being formally released from that

agreement?

A. No.

Dr.

formulation understand that you were asking in connection with
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Do you currently understand that

the late nineties at the time you were doing your postdoc,

Ellis was doing clinical trials related to fulvestrant?

i did.

When did Jr. illis come to Georgetown?

think.but it was in the Late ninetiesI'm not sire,

the ’n‘ormation about theDid the person who gave you

to'd him that T was preparing the manuscript.

_ be. ieve you -esLijied earlier that you believed that

2014; is that correct?

Yes.

Do you know the date that you signed the agreement with

Vo.

Do you know i: it was late or early June?

It was not early June.

Did the consultancy you had with regard to the Teva

formally expire?
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Q. Do you have any reason to believe that it didn't

continue -- continue on?

A. I'm under the impression that it did not continue.

MS. PIROZZOLO—M«LLOW«S: That concludes the reading.

I'd li<e Lo o""er into evidence the exhibits that

were referenced --

THE COURT: Yes.

MS. PIROHHOLO-WfiLPOWfiS: —- in the transcript. They

are DTX-5-5, DTX- 546, DTX-547, DTX- 548, DTX- 22, DTX- 552.

THE COURT: Mr. Prugo, any objections?

MR. PRUGO: I'm not sure what all the exhibits are,

your Honor, so.....

THE COURT: They are in the binder. So two of them

are the subpoenas,

value.

MR. PRUGO: No, agree.

THE COURT: The other are her declarations and

responses.

MR. PRUGO: No problem there, your ionor, that can go

into evidence. That's DTX—O552 to —— the Mcgeskey

declaration, sure.

THE COURT: What about 3TX—547?

MR. PRUGO: That seems to be another subpoena, your

Honor. There is no evidentiary value of -he subpoena.

THE COURT: Those are the responses and objections.

i don't know that they have any evidentiary
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1 MR. PRUGO: Well, if the subpoena doesn't go in --

2 guess we would maintain the objections. Rut, ‘rank'y, 1‘ we

3 haven't objec-ed to the -es-imony, then I don’: really see the

4 relevance oj -he objection to the subpoena.

09£mAM 5 THE COURT: DTX—547 is not a subpoena.

6 MR. PRUGO: My apologies, your Honor. No problem

7 with that exhibit.

8 THE COURT: Okay. So 547 and 552 are in evidence,

9 545, 546 are not in evidence.

09£mAM 10 And 22 is in, is it not?

11 MS. PlRO'.'.OT.O-M+1T.T.OW+LS: believe it is.

12 THE COURT: DTX—22 is in, is it not?

13 MR. PRUGO: Yeah, that's already in, your Honor.

14 believe that's already in.

O9flWAM 15 MS. PIROHHOLO—MmLLOW«S: And 3TX—548, additional

16 responses.

17 TiE COJRT: Yes. Any objection?

18 MR. PRJGO: Oh, of course not, no.

19 TTE COJRT: Okay in evidence.

09:51AM 20 (D?TE.NDANr_‘ EXH '9 TS DTX-545, 546 AND 548 WER? REC? V?D N

21 «v D«NC*)

22 MS. PIROHHOLO—MmLLOW«S: That conclude McLeskey.

23 We would like to read an additiona' transcript o‘ Dr.

24 Francis Kern.

O9flflAM 25 THE COURT: Okay. And are you playing the role Dr.
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Kern?

THE COURT: Okay,

(THE DEPOSITION OF DR. FRANCIS G. KERN WAS READ BY MS.

PIROZZOLO-MELLOWES INTO THE RECORD)

MS. PIROZZOLO-MELLOWES:

. Francis Gerard Kern.

. Where do live?

I live in Highland Park, New Jersey.

. Yes, I do.

honest testimony today?

A. No, there is not.

Q. Would it be okay with you if I call Exhibit 3 "McLeskey

1998?"

A. Fine.

Q. Did Dr. Gellert ask you anything about the samples that

your lab received from Astrazeneca?

A. I don't know if it was Lisa or Dr.

those —— asked those particular questions.

direct question that —— that addressed what you have just

asked, but I think it became apparent that, yes,

about us receiving some samples to accomplish this work.

Q. What did you tell Dr.

when everybody is ready.

. Could you please state your full name for the record?

. Do you understand that you are under oath today?

. Is there any reason that you cannot provide full and

Gellert who answered

Gellert about your lab's receipt of
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the samples from AstraZeneca?

A. That it was 20 years ago, I didn't remember too much

about it.

Q. Just to make sure I understand, did I understand you

correctly that you only talked to Dr. Gellert one time on the

phone?

A. Correct.

Q. Did you ever meet with Dr. Gellert in person?

A. No.

Q. Can you please tell me what your duties are, what's that

mean?

A. I am the head of the oncology scouting. We do search and

evaluation of any licensing opportunities, partnering

opportunities, the academic medical centers to acquisitions of

company, biotech companies. So it spans that range, scouting

making recommendations as to who should be a partner or who

should be —— you know, who we should license from, who we

should acquire.

Q. Going back now to Georgetown, approximately how long were

you at Georgetown?

A. I left in '97.

. Have you ever done any formulation work?

. Not personally, no.

. Do you consider yourself a formulator?

. No.
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1 Q. I assume this means you have not formulated any

2 parenteral drugs?

3 A. Personally myself? No.

4 Q. Did you have access to Dr. McLeskey's laboratory

O9flMAM 5 notebooks and data?

6 A. Access? I guess I could ask to see them if I wanted to,

7 so in that sense I had access, yeah.

8 Q. Just to be clear, you never had copies of Dr. McLeskey's

9 notebooks or data underlying the McLeskey 1998?

09:55AM 10 A. No.

11 Q. When the lab received documentation, say with samples,

12 how would those documents have been kept in your lab?

13 A. You know, it's hard to say back in 1993, or —— I guess it

14 was just put in a file and put in a file cabinet.

O9flfiAM 15 Q. Do you have any specification recollection of your

16 procedures?

17 A. No.

18 Q. Who was in charge would you say, was in charge of the day

19 today activities concerning the research that led to McLeskey

09:55AM 20 1998?

21 .A. I was.

22 Q. Would you say you directed the research?

23 A. Yes.

24 Q. What were your duties as they pertained to the research?

O9£fiAM 25 What does it mean to direct the research?
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A. You know, you'd meet maybe not daily but at least weekly

with Dr. McLeskey, go over the data that had been generated

the last week, make suggestions as to what new experiments

should be performed.

Q.

McLeskey 1998?

Who came up with the ideas for the research that led to

A. Again, it's a long time ago, so generally I came up with

the ideas for the lab, for what was going on in that lab.

Q.

drugs you would include in the research?

A.

Q.

How did you decide what drugs you would study or what

Relating to this paper or --

Yeah. Let me take a step back.

How did you decide which drugs you would study in

relation to McLeskey 1998?

Ad We had earlier found that transfection of this particular

growth factor, okay, into these breast cancer cells that

originally required estrogen for their growth made them

resistant to a drug called tamoxifen. Tamoxifen also has what

are called estrogenic actions. Even though it functions

primarily as antiestrogen, it may —— it has some agnostic

effects to the estrogen receptors.

THE COURT: Agonistic.

Ad Agonistic effects to the estrogen receptors. Others had

shown that growth factors similarly could simulate the type of

agonistic effect on a estrogen receptor. We wanted to probe
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into the question of whether the mechanism by which this

particular growth factor caused this resistance to this drug

tamoxifen was through this accentuating the agonistic effects

of tamoxifen. So we approached that question by using this

pure —— what's called pure antiestrogen, the ICI 182,780,

because that causes degradation of the estrogen receptor. So

if you could show that the cells could still grow in the

absence of estrogen when they had been treated with this drug,

that meant that the estrogen receptor was gone, okay, and

consequently they had bypassed the need for the estrogen

receptor signaling in this particular breast cancer cell.

Follow?

Q. Generally speaking, I think.

A. Okay.

Q. So, to hit the highlights, do I understand that you knew

that tamoxifen had partial agonist activity?

A. Right.

Q. But ICI 182,780 was a pure antiestrogen?

A . Right.

Q. And you new that ICI 182,780 would cause degradation of

the receptor?

. Right.A

Q. When did you learn about the resistance of ICI 182,780?

A. Hard to tell. You know, early nineties, probably.

Q . To the best of your recollection, how did you find out
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1 about ICI 182,780?

2 A. I, you know. I knew -- there were a lot of experiments

3 in the literature on precursor to this 162 something, 464,

4 perhaps. Was it 464?

O9flfiAM 5 Q. That sound right. I'm not sure either.

6 A. So, you know, there was a lot of publications on that. I

7 don't know how we became aware that that had been replaced,

8 you know, with 182,780. But when we started this work, we

9 wanted to get as close as we could to a drug that would

09£wAM 10 eventually make, or more likely to make its way to the clinic.

11 Q. When did you start this work? When was the origin?

12 A. You know, my guess it was probably in 1993. And we

13 published a paper in 1993 showing that tamoxifen resistance in

14 cancer research with FGF 4 transfected breast cancer cells, so

O9flflAM 15 it was a continuation of that work. So my guess is 1993,

16 around there.

17 Q. How did you first procure ICI 182,780 from Astrazeneca?

18 A. Yeah. I'm not clear on that.

19 Q. Was there already ICI 182,780 in the lab when you

O9flflAM 20 started?

21 A. I don't think so. You know, others at the Lombardi

22 Cancer Center may have been using it for other experiments. I

23 would assume, you know, that we would have had to request it,

24 the compound, for our particular experiments, you know. But

10mmAM 25 like I said, it was a long time ago. I noticed that Bob Dixon
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1 is an author on this paper. You know, he had much better

2 relations with Alan Wakeling and with the two people who gave

3 us the aromatase inhibitors, you know. It could have been

4 either I requested it or he requested it, you know, but I'm

10mmAM 5 pretty sure that he had to have made that particular request

6 for these particular experiments.

7 When I moved to Southern Research I did make a

8 separate request to Zeneca, I believe, at the time, you know,

9 and I had to fill out their forms and describe the experiments

lONmAM 10 that I was going to perform at Southern Research. So that's

11 what's making me think we had to do something similar when we

12 were at the Lombardi Cancer Center.

13 Q. During the telephone call in late August with Ms.

14 Pensabene, AstraZenica‘s representative, Arthur Mann and

10mnAM 15 yourself, were you asked about whether you had any documents

16 pertaining to McLeskey 1998?

17 A. I believe so.

18 Q. What did you say?

19 A. I said I didn't think so.

10wnAM 20 Q. Did you look for documents at that time?

21 A. At that time?

22 Q. Yes.

23 A“ No. I mean, I looked on a few thumb drives that I had

24 around from —— but they were actually from another —— another

IOMMAM 25 job, you know. Nothing was on those.
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Q.

teleconference?

A.

Q.

Exhibit 2?

Were you specifically asked to look for documents at that

I don't recall.

Have you ever before read the subpoena that's marked as

Have you ever received a request from Astrazeneca

or any of AstraZenica's representatives requesting documents

related to McLeskey 1998?

A.

Q.

representatives not to destroy any documents you had related

No.

Have you ever been told by AstraZeneca or any of its

to McLeskey 1998?

A. No not to destroy? I was never told that, no.

Q. Okay. So you only talked to Dr. Gellert at one time?

A . Right.

Q. Dr. Gellert asked you about your recollection of

receiving samples from Astrazeneca?

A. I don't know if it was Dr. Gellert or Lisa.

Q. What did you say on this telephone conference regarding

your recollection about receiving samples from Astrazeneca?

A. That we must have received them. I wasn't sure. I think

I said at the time I wasn't sure who was responsible at that

time.

Q.

confidentiality agreement with Astrazeneca?

Did you talk about whether or not you had a

A. I believe we did.
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Q. Did you have a confidentiality agreement with AstraZeneca

in the early nineties?

A. Well, confidentiality or material transfer?

Q. Well, let's start with confidentiality. Did you ever at

anytime enter into a confidentiality agreement with

Astrazeneca?

A. I don't recall. I don't know.

Q . Well --

A. Material transfer, or whatever, you know, they —— they

tend to call it. I don't know.

Q. Okay. Did you ever sign anything titled "confidentiality

agreement?"

A. I don't recall doing so.

Q. Do you have any reason to believe —— you have no reason

to believe that you did sign a document entitled

"confidentiality agreement?"

A” I have no reason to believe that I did not either. So,

yeah, I —— I just don't recall.

Q. You currently do not possess any copies of any

confidentiality agreements that you signed with Astrazeneca,

correct?

A. I do not.

Q. Do you have any documentation indicating that you signed

anything called a "confidentiality agreement" with

Astrazeneca?
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A. I do not.

Q. Now, you've referred to a material transfer form. Did I

understand you correctly?

A. Usually It's called a material transfer agreement, an

MTA.

Q. Okay. In your words what is an MTA? What are you

referring to?

A. You are asking a company for, you know, a portion of a

compound that is generally a proprietary compound not publicly

available, that you are asking them for a sample to allow you

to perform some laboratory experiments.

Q.

transfer agreement with Astrazeneca in relation to McLeskey

Can you say with certainty that you signed a material

1998?

A. With certainty? No, I can't say with certainty.

Q. You don't currently possess any copies of material

transfer agreements that you signed with Astrazeneca in

relation to McLeskey 1998, correct?

A. I do not.

Q. I will confess I barely remember where we just left off.

I believe you said that you did not have your own personal lab

notebooks or data relating to McLeskey 19918; is that right?

A.

Q.

notebooks or data;

Um—hum.

And did not copy for yourself Dr. McLeskey's laboratory

is that correct?
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1 A. That's correct.

2 So, your edits and contributions continued after you left

3 Lombardi Center; is that correct?

4 A. For this particular paper? Yes.

10:05AM 5 Q. So, McLeskey 1998?

6 A. Right.

7 Am I correct then that you would have had some sort of

8 documentation related to McLeskey 1998 with you at SM?

9 A. It would have been at Southern Research.

10:05AM 10 At Southern Research with you?

11 A. Maybe an electronic version of the file, yeah.

12 Q. While you were at Lombardi Center did it have a

13 specification document retention policy?

14 A. I don't know.

10:05AM 15 Q. You were not made aware of a specific document retention

16 policy while you were at Lombardi?

17 A. I don't recall whether I was or not.

18 As you sit here today, you don't recall a particular

19 document retention policy at Lombardi?

10:05AM 20 A. I don't recall one, no.

21 Q. Do you recall whether or not there were any rules or

22 restrictions on documents that you could take outside of

23 Lombardi, say to your new job?

24 A. I don't recall there being any, no.

10:06AM 25 Did I understand you correctly that you directed the

United States District Court

Camden, New Jersey

Astrazeneca EX. 2049 p. 54



lO:O6AM

10:06AM

10:06AM

10:07AM

10:07AM

FA

<3\otn~4OxU1antoK)Id
H H

Fl K)

H U.)

H ilk

H U‘!

H 0\

H \l

H (I)

H ‘O

K) C)

K) #1

K)R)

R) U)

N ml;

NW

 

924
DfiPOS T ON - MCPfiSKfiY

research that led to McLeskey 1998, correct?

A. Correct.

Q. And I believe you said that you managed the day—to—day

activities; Is that right?

A. To the extent possible, yeah, I guess, right.

Q. Were you responsible for designing the studies described

in McLeskey 1998?

A. Probably, yes.

Q. Were you the primary individual responsible for actually

conducting the research described in McLeskey 1998?

A. No.

Q. Who was?

A. McLeskey —— well, I mean the other authors had

contributions but the primary was McLeskey.

Q.

from Astrazeneca relating to McLeskey 19898?

What was Dr. Sandra McLeskey's role in procuring samples

A.

Q.

McLeskey procured samples from Astrazeneca related to McLeskey

I'm not sure she had a role.

Do you have any personal knowledge as to if Dr. Sandra

1998?

A. Personal knowledge? I do not. I mean, you said that I

had told her —— or may have told her to go talk to Vose and, I

don't know, whoever, Vose and Wakeling, and it's possible that

I may have done that,

Q.

right.

As you sit here today do you have a recollection of
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instructing Dr. McLeskey to do that?

A. I do not have a specific recollection, but it was

25 years ago.

Q.

call Drs. Wakeling and/or Vose?

A.

Q.

drafted,

Do you think it is possible that you told Dr. McLeskey to

It's possible, yeah.

At the time that McLeskey 1998 was being researched and

could you describe the general process within your

group for submitting documents for publication to a journal?

A. General process? It depends on who the first author was

and their capabilities with English. So Sandra was certainly

very capable with English, so she would have written the first

manuscript. She would have —— you know, the first draft. I

would have read the first draft and would have made editorial

changes, content changes, suggestions. Generally it was

between the two, first author and a senior author, that would

discuss this and then eventually would get to the rest the

authors.

Q. In this case those two people would have been Dr.

McLeskey and yourself?

A. Right. You know, it's also possible Dr. El—Ashry, who

has a very good command of English, would have written the

sections of the receptor binding assays.

Q.

AstraZeneca before it was publish?

Did you personally submit a draft of McLeskey 1998 to
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1 A. I don't have a recollection of doing so.

2 Q. Do you believe at the time -- did you believe that you

3 needed to submit drafts of McLeskey 1998 to Astrazeneca before

4 it was published?

10mwAM 5 A. Yeah. Now that I think about it, it's usually —— it's

6 typically with MTA that they will want to see the data that's

7 been generated with the compound before publication, so -— but

8 it's quite possible, given the lapse of time that occurred

9 between the time of the manuscript, the material was acquired,

IONBAM 10 who was responsible for acquiring that material and the time

11 when the manuscript was submitted that it just slipped my mind

12 that that was an obligation.

13 Q. So you have no recollection of telling Dr. McLeskey that

14 she should submit a draft to Astrazeneca; is that right?

10mmAM 15 An I have no recollection of doing so.

16 Q. Did anyone from Astrazeneca ever contact you about

17 McLeskey 1998 after it was published?

18 A. No. Well, beyond the phone call.

19 Q. In August of 2015?

10:09AM 20 A. Right.

21 Q. Has anyone from Astrazeneca ever told you that McLeskey

22 1998 violated any confidentiality provisions with Astrazeneca?

23 A“ No.

24 Q. Were there ever any penalties or reprimands imposed upon

IOHJAM 25 you by Astrazeneca for publishing McLeskey 1998?
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A. No. For publishing?

Q. For publishing McLeskey 1998?

A. No.

Q. To your knowledge were there ever any penalties or

reprimands imposed upon the Georgetown Lombardi Cancer Center

as a result of publishing McLeskey 1998?

A. Not to my knowledge.

Q. You said that you edited McLeskey 1998 before it was

published, correct?

A. Right.

Q. At that time did you have any qualms about publishing the

formulation data in McLeskey 1998?

A. I did not.

Q. Did anyone from Astrazeneca?

THE COURT: Mr. Rizzi?

MS. PENSABENE: I'm sorry. I think you just

interrupted the witness.

MS. PIROZZOLO-MELLOWES: I'm sorry.

A. Right. I mean at the time I thought it was probably just

something that was a formulation for animal studies.

Q.

keep the formulation secret?

Did anyone from AstraZeneca ever specifically tell you to

A.

Q.

showing that you entered into a confidentiality agreement with

NO.

Am I correct that you do not have any documentation
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Astrazeneca?

A.

Q.

showing that you signed a material transfer agreement for

You are correct.

Am I correct that you do not have any documentation

Astrazeneca?

A.

Q.

samples you received from AstraZeneca; is that correct?

You are correct.

Am I correct that you have no paperwork pertaining to the

A.

Q.

of the samples that led to McLeskey 1998;

You are correct.

But again, you are not the person that actually procured

is that correct

will?

A.

Q.

that procured the samples from Astrazeneca?

I don't know if I was or was not, right.

Do you have any reason to doubt that it was Dr. McLeskey

A. I don't think she procured the samples, it was either

myself or Dr. Dixon,

Q.

1998 was being done, you had no knowledge of Dr.

right.

So, at the time that the research leading to McLeskey

McLeskey

calling Alan Wakeling; is that correct?

A. I don't recall. You know, I would probably had —— had to

have been —— it would have either had to have been myself or

Dr. Dixon who signed the forms, right? It could have been we

told her, call up Dr. Wakeling and see, you know, if he'll

send this to us.
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Q. So you are saying if there was a form signed it would not

have been Dr. McLeskey?

A . Right.

Q. But do you have any reason to doubt that Dr. McLeskey did

call Dr. Wakeling to procure samples of ICI 182,780?

A. I have no personal knowledge that she did, but she could

have, yes.

Q. Do you have any reason to doubt that Dr. McLeskey called

Dr. Vose for preformulated ICI 182,780?

A. Again, I have no personal knowledge that she did, but

it's quite possible that she did.

Q. Did you have any particular restrictions on Dr. McLeskey

as far as her comunications with Astrazeneca?

A. No.

Q. Did you give Dr. McLeskey any specific instructions

regarding the confidentiality or secrecy of the samples

received from Astrazeneca?

A. Confidentiality? I'm not sure what you mean by that.

Samples aren't confidential.

Q.

A.

What do you mean?

Well, I mean information is confidential but samples

themselves,

Q.

about keeping her work at Lombardi Center confidential?

so I —— I don't quite understand your question.

Did you ever give Dr. McLeskey any specific instructions

A. I don't know if I gave her specific instructions, it's,
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you know, sort of implied that you don't publicly announce

your work until it's published or ready for presentation.

Q.

you were

Did Dr. McLeskey —— let me take a step back. At the time

doing the research leading to McLeskey 1998, did you

know the components of the preformulated ICI 182,780 received

from the lab, received from Astrazeneca?

A. No, I don't think so. No. No reason for me to know.

Q. Can you turn to Exhibit 3, which is a copy of McLeskey

1998.

A. The paper?

Q. Yeah. Okay. So in the journal page 698 --

A. Right.

Q. —— which is marked SAN.FUL 641, the second column there's

a paragraph headed "drugs."

A. Right.

Q. Do you see that?

A. Yeah.

Q. Seven lines down we see the sentence: For the

experiments depicted in Figure 1 B and C 50 mg per mL

preformulated drug in a vehicle of 10 percent ethanol,

15 percent benzyl benzoate, 10 percent benzyl alcohol brought

to volume with castor oil was supplied my B. M. Vose,

Astrazeneca Pharmaceuticals?

A.

Q.

Right.

Do you see that?
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A. Right.

Q. Did I read that correctly?

A. Yes, you did.

Q. Do you know where the information that the preformulated

drug, 10 percent ethanol, 15 percent benzyl benzoate and

10 percent benzyl alcohol brought to volume with castor oil --

A. I have no personal knowledge of where that information

came from.

You know, at the time I probably assumed it was

information that was provided when it was provided to us.

That would have been my logical assumption when reading this.

Q.

to publish the details of the formulas,

A.

Q.

beginning."

So, am I correct that you did not tell Dr. McLeskey not

correct?

Correct.

At some point we mention the phrase "the research

To the best of your recollection, when did you

begin the research that led to McLeskey 1998?

A. Well, like I said, I assume it was following original

publications on this kind of —— line of work that appeared in

Cancer Research in 1993. So, around that time.

Q. 1993/1994?

A. '92, '93, '94, in that range probably.

Q. Do you think it's possible that your lab received the

samples that are discussed on page 698 of McLeskey 1998 in the

first quarter of 1993?
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A. Do I think it's possible? Yeah, it's possible.

Q. Do you think it's possible that those samples were

received by your lab in the second quarter of 1993?

A. You know, I don't —— I don't know. I —— you know, I

can't tell if it's first quarter, second quarter. I can't

tell if we, you know, ran out of stuff or needed to get more,

you know,

Q.

it states that preformulated drug in a vehicle of 10 percent

right.

We've already discussed that on page 698 of McLeskey 1998

ethanol, 15 percent benzyl benzoate and 10 percent benzyl

alcohol brought to volume with castor oil was supplied by B.

M. Vose.

A . Right.

Q. Do you have any reason to doubt that those particular

samples were received by your lab in early 1993?

A. I have no reason to doubt that, no.

Q. Were you aware that it ws AstraZeneca or one of its

predecessors that was supplying ICI 182,780?

A. Yeah. One of its predecessors probably at the time.

Q. Do you believe that this research was important at that

time?

A. Yes.

Q. Why was it important?

A. You know, it showed that growth factors could get around

the need for estrogen receptors in a cell line that was
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originally dependent on estrogen.

Q. McLeskey 1998 was published in the Journal of Clinical

Cancer Research; is that right?

A. Um—hum.

Q. To your understanding, who are the people that read the

Journal of Clinical Cancer Research?

A. In 1998? So, it's Volume 4, so it was a relatively new

journal. People engaged in what's called translational

research,

Q.

Lombardi Cancer Center,

I guess you would say.

Just so I understand, I guess, the structure with the

am I correct that Dr. McLeskey was a

postdoc, you were her supervisor and Dr. Lippman was your

supervisor in some way?

A.

Q.

Astrazeneca ever contact any of your coauthors regarding

Yeah, I guess you could put it that way.

To your knowledge after McLeskey 1998 was published did

McLeskey 19698?

A.

Q.

particular forms for Astrazeneca before you started your work

Not to my knowledge.

Do you have a specific recollection of filling out any

on McLeskey 1998?

A.

Q.

today, but I know I didn't actually ask you about the receipt

No specific recollection.

Dr. Kern, I know we have been talking about samples a lot

of the samples themselves. Were you actually the person that
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received the physical samples from AstraZeneca relating to

McLeskey 1998?

A. I don't know for certain but it's quite possible I was.

Q. Do you have any recollection of what the packaging looked

like for the preformulated ICI 182,780 that was received?

A. No.

Q. Do you recall if there was any documentation that

accompanied the samples of the preformulated ICI 182,780?

A. There usually is but, you know, a packing slip at least.

Right?

Q. Do you have any specific recollection of what was

included with the samples?

A. No.

Q. What is your best recollection of the documentation that

was accompanying the preformulated ICI 182,780 samples?

A. My best recollection is no recollection at this point.

Q. So am I correct that you don't know if the Lombardi

Center received a certificate of analysis with the

preformulated drug samples?

A. Yeah, I don't know. I do not know if they did or not.

Q. Am I correct that you do not know if the Lombardi Center

would have received MSDS sheets with the preformulated drug

samples?

A. Usually that comes with it, yeah, an MSDS sheet.

Q. An MSDS sheet for each excipient?
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A. I don't know. I don't —— I don't know what's on the MSD

sheet, yeah.

Q.

understanding of whether those percentages were in

At the time McLeskey 1998 was published, did you have an

weight/volume or volume to volume?

A. Weight/volume or volume to volume, I think they're all

liquids, so probably would have been volume to volume.

Q. Do you know one way or the other?

A. I mean, looking at it, I would say they're liquids, so

it's volume to volume. I'm not sure about benzyl benzoate,

whether that's a liquid or --

Q. Did you test the samples yourself?

A. No.

Q. And as I understand you earlier, that you do not consider

yourself a formulator; is that correct?

A. That's correct, right.

Q. Have you had any formulation classes?

A. No.

Q. When vials containing preformulated ICI 182,780 were

received at Lombardi Cancer Center, would they have been

logged or recorded in some way?

A. I

Q.

talked to anybody at Astrazeneca regarding the components of

—— I don't know.

And did I understand you correctly earlier that you never

the preformulated ICI 182,780 received by Lombardi Cancer
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Center?

A. That's correct.

Q. And you're not paying for any of the lawyers that are

here representing you, right?

A. No.

Q. And neither is Daiichi?

A. Not that I know of.

Q. You had referenced earlier, I think, something called an

MTA

A. MTA, material transfer agreement.

Q. And I think you referenced one specifically in connection

with some work you did at Southern Research —— at SRI,

Southern Research Institute?

A. Right, yes.

Q. Now, were you referring to a specific MTA that you

recall?

A. Yes.

Q. Was that with Astrazeneca?

A. That was. Well, I don't know if it's Zeneca.

Q. When I say Astrazeneca, I mean any predecessor.

A. Right.

Q. Have you seen that particular MTA recently?

A. No.

Q. You haven't seen it?

A. No.
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Q. What made you recall that?

A. Just when the issue came up, I remembered that I did

contact Vose in order to get more compound because I needed it

to continue the work, once I moved institutions.

Q. This was after you had moved to SRI?

A . Right.

Q. So you recalled specifically making a request to

Dr. Vose?

A. Right.

Q. Has anyone shown you actual —— you an actual material

transfer agreement that you entered into with --

A. No.

Q. —— Astrazeneca?

A. No.

Q. In that laboratory at that time, in let's just say '93 to

'98 time frame, approximately how many other research projects

were going on at that time?

A. In?

Q. In your laboratory.

A. In my laboratory, four or five, in that range, something

like that.

Q. And these were all projects that you were responsible

for?

A. Yeah. You know, each postdoc kind of had a project, so

yeah.
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1'10 ‘-
Q.

for people who worked in the Cancer Center or in your

You may have answered this before, but there was

lab,

there was no confidentiality, general confidentiality

agreement they had to sign in order to do work in the lab?

A.

Q.

at the time in terms of sharing --

I don't recall, no.

Would you say it was sort of a collaborative environment

A. Yes.

Q. —— information with colleagues?

A. Yes.

Q. So you would discuss with colleagues projects you were

working on, you would share what you were working on?

A.

Q.

Yeah.

Prior to the research —— sorry, let me back up.

Throughout the course of your career, just roughly, on

how many occasions do you recall, in connection with research

you were doing, making a request for a drug, whether from

AstraZeneca or anybody, in order to conduct research?

A. Not too often. A lot of —— I mean, a lot of times,

things were commercially available, and that's sort of the

first preference, so you don't have to go through that type of

paperwork. So, you know, I've had people approach me for cell

lines, where we would have to send them Georgetown's MTA.

Q.

A.

Okay. Going in the other direction?

Going in, mostly going in the other direction, yeah.
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Q.

occurrence that you would enter into an MTA in order to obtain

Okay. Well, so you're saying it wasn't a regular

a drug for you to conduct research?

A. No, I don't think so, no.

You know, we would ask for plasmids. Again, we would

have to ask for an MTA for those from other academic

laboratories.

Q.

the record was clear.

Specifically, with regard to McLeskey 1998, I'm not sure

Maybe you weren't asked.

Approximately for how many years did the research go

on?

A. For this particular paper?

Q. Yes.

A. Hard to estimate, but, you know, my guess is it started

around '93, '94, in that range, and went to the time that it

was finally accepted, which was November, '97, I think.

Q. So you believe that for that entire time, there was

research going on towards this?

A. Related to this paper, yeah.

Q. And during that time, is it fair to say that you would

discuss with colleagues the nature of that research?

A.

Q.

or restriction on you doing that, did you?

Yeah, it would be fair to say that.

And you didn't understand that there was any prohibition

A. Not within the Lombardi Cancer Center, certainly, there
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was no —— no restriction.

Q. Before the paper was published, in that time frame that

the research was going on, did you give any talks or report

progress to anyone?

A. You know, it's possible some of this work may have been

presented at the annual meeting of the AACR as a poster or

possibly as a talk. I just don't recall.

Q. Okay.

A. There would be records of abstracts with those people.

Q. Approximately what time frame are you talking about?

A. Same time frame. Well, it would be before it was

published, yeah.

Q.

A.

What is the AACR?

American Association of Cancer Research. That's most

likely where it would have been presented, if it was.

Q.

research project at Lombardi, you would do so with the hope

And is it fair to say that when you undertook to begin a

and expectation that the work results in a publication?

A. Yes.

Q. And that's true with McLeskey 1998?

A. Yes.

Q. Sorry, just going back to relationship with Ms. Pensabene

and her first, which is O'Melveny and Meyer, for the record.

Is there an actual engagement agreement in place between you

and O'Melveny?
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A. No.

Q. When did O'Melveny actually start representing you in

connection with this case?

A. I think after Arthur —— after the subpoena was delivered,

Arthur sent me an e—mail saying that Lisa had offered to

represent me, and I think that —— the day after I received the

e—mail, the day I received —— I forget which document here --

the request for documents subpoena.

Q.

needed counsel in connection with the subpoena?

A.

Q.

information as to why O'Melveny was offering to represent you

Before that, did you have any reason to believe that you

No, I guess not.

Did Mr. Mann explain to you or provide you any

in this case?

A.

Q.

Was there any control on access to the actual facility

NO.

Going back to the Lombardi Center when you were there.

starting in 1993?

. Where the animals were?

A. Control on access to?

Q. To the building.

A. To the building? The doors were locked, yeah.

Q. Well, was --

A. Certainly, the animal facilities were locked up.

Q

.A . Yeah.
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. So the animals couldn't get out?

. Well, so other people couldn't get in.C)WIO

. No animals, human or otherwise, okay.

Who actually had access to the lab itself? Did you

have to be a employee or somebody working for the Cancer

Center to be able to get into the building?

A. Yes. I mean, you know, students could be —— come down

because there was —— the faculty at their offices in the

proximity of the laboratories.

Q. So if you were a student of undergrad or the medical

school --

A. We had some undergraduates who were working in the

laboratories, right.

Q. Was there some sort of special ID issued to those

students so they could get access to the laboratory?

A. I don't think so, but I don't recall.

Q. Beyond student ID, was there any other ID that had to be

shown to get access to the lab?

A. Yeah, I just don't recall. I'm fairly certain that there

were guards there, right. You know, so anybody just coming on

and off the street would have difficulty going down into the

laboratories.

Q.

you needed to get into the Cancer Center lab?

There was no ID issued by the Cancer Center itself that

A. I don't recall there being so.
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Q.

that were used in McLeskey 1998, did you have any prior

Before making the request to AstraZeneca for the samples

dealings with Astrazeneca in terms of requesting samples for a

research project?

. No.

. And since that time, you referenced the occasion at SRI?

. Right.

Any others besides that?

. I don't think so, no.

. At any time when you working on the project, McLeskey

1998, did you have any understanding that you would not be

able to publish the results of the work?

A.

Q.

is described in McLeskey,

No. I mean, I thought I had freedom to publish the work.

During the time you were working on this project, which

1998, did you have any understanding

that there was any restriction on publishing the formulation

of ICI 182,780 in any publication resulting from the work?

A. Okay. Yeah, I would say if I were —— if I was the one

that signed the MTA, I probably would have understood that

they wanted to see the paper, the manuscript, before it was

submitted, right. That would have been the only limitation

that I would have been aware of, right. And I think in there,

they usually would have said they're not going to block

publication,

Q.

the publication itself, right, yeah.

Okay. So the only —— and, again, you have no
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recollection of actually signing anything in connection with

this particular project, do you?

A. No.

Q. You're saying hypothetically, if you had, the only

restriction you were aware of --

A. I think what I said was it was probably either me or

Dickson, we signed that form. If it was Dickson, I might not

have been aware of limitation. If it was me, I would have

read those terms and, you know, would have been aware of that

limitation.

Q.

A.

And what terms specifically?

You know, usually, there's —— when a company gives you

something that's not publicly available yet, they'll ask to

see the manuscript before you submit.

Q.

aware of?

And that was the only restriction you might have been

A. Correct.

Q. Okay. And, again, you have no knowledge that the

manuscript or any version of the manuscript was sent to

Astrazeneca?

A. I have no knowledge that it was.

Q. Let me ask you this. So, I know you looked at this

before and you saw that it was submitted originally --

A. July 3rd.

Q. '97.
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A. Yeah.

Q. What's your best understanding as to when a first draft

would have been prepared, I believe you said probably by

Dr. McLeskey?

A. Two to three months previous, probably. That would be my

estimate. Could have been earlier, little earlier, in that

range.

Q. So, for the work at SRI, you said you do recall there was

an MTA .

A. Yeah.

Q. And you do recall that the MTA obligated you to provide a

manuscript to Astrazeneca.

I don't recall that.

You don't recall that?

NO.

So you're not sure if there was an obligation?

Not at that time.

But if there was, it didn't happen?

Yeah. Somebody screwed up.

(DE‘K)E‘K)$‘K3I>
Was there any other occasion, besides the two we have

talked about at Georgetown and SRI, where you received

material potentially under an MTA from Astrazeneca?

A.

Q.

recollection of any occasion where you sent a draft manuscript

No, I don't think so.

Well, throughout the course of your career, do you have a
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to a drug supplier?

A. Throughout my career? No, I guess not.

Q. Well, wasn't your objective to clearly convey to the

research community the work you did; is that fair? That was

part of the purpose of the paper, no?

A. That's correct, right.

Q. And the formulation is there, right? So the formulation

is there for what it's worth?

A. The formulation is there, right. Somehow or other, we

got that information.

Q. And isn't it fair to say that if any of the authors

thought that it was important to be more explicit in

describing the formulation for purposes of conveying that

research, then that would have been done in the paper?

A. I —— I'm, you know, fairly certain that we felt we met

our obligation for materials and methods section.

Q. And that you had clearly conveyed to the research

community what the formulation was?

A. That we had clearly relayed to the research community

what the formulation was?

Q. Yes.

A. You know, like I said previously, at the time I didn't

really know what a formulation was, to tell you the truth.

Okay? So it's —— this is information that was conveyed to us

and, you know, that's what we put into the paper.
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1 Q. And you were the one who was ultimately responsible for

2 signing off on the final version of the paper, right?

3 A. Yeah.

4 Q. You didn't have any reason to believe when you read it

lOfi%AM 5 and signed off on the final version —— you read it carefully,

6 didn't you?

7 A. Yeah.

8 Q. And you didn't have any reason to believe that there was

9 anything unclear or incomplete about the description of the

lOKfiAM 10 formulation?

11 A. I had no reason to believe that.

12 Q. Sorry. You didn't have any reason to believe that the

13 description of the formulation would in any way prevent

14 researchers in the field from making full use of the results

lOKfiAM 15 that were —— that you were publishing?

16 A. No, I didn't have any reason to believe that.

17

18 MS. PIROZZOLO—MELLOWES: That concludes Dr. Kern's

19 testimony.

lOfi%AM 20 THE COURT: Okay.

21 (The read in concluded.)

22 MR. RIZZI: Your Honor, the next witness is a live

23 witness.

24 THE COURT: Okay.

10:36AM 25 MS. PETERSON: Dr. Mehta.
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THE COURT: Thank you. You may step down.

MR. RIZZI: Can we take a short break?

THE COURT: Yes, why don't we take a five—minute

break. Okay?

THE DEPUTY CLERK: All rise.

(A recess was taken at 10:36 a.m.)

THE DEPUTY CLERK: All rise.

THE COURT: Okay. Be seated.

MS. PENSABENE: Your Honor, I understand that there

was a question about PTX—6, 7 and 8. They are the prosecution

histories.

THE COURT: Are they in evidence?

MS. PENSABENE: The parties have agreed that they

should be in evidence. Happily, I can say the parties have

agreed.

THE COURT: That's nice to hear.

So what are the document numbers? 6, 7, and 8?

MS. PENSABENE: PTX—6, 7, and 8.

THE COURT: Okay.

MS. PETERSON: And I think there is a corresponding

set of exhibits on JTX—6, 7, and 8 as well. They were

produced —— one set was produced by the plaintiff and one set

was produced by the defendants.

THE COURT: Yes. So which are the exhibits coming
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MS. PETERSON: I think we should agree's it's the JTX

numbers since that's the joint list.

MS. PENSABENE: That's absolutely fine, Your Honor.

They are the certified file histories that come from the

Patent Office.

THE COURT: Okay. So JTX—6, 7, and 8 are in

evidence.

MS. PENSABENE: Yes. Thank you, your Honor.

THE COURT: Okay.

(JOINT EXHIBITS JTX-6, JTX-7, AND JTX-8 WERE RECEIVED IN

EVIDENCE.)

THE COURT: Okay.

MS. PETERSON: The defendants call Dr. Mehta to the

stand.

THE COURT: Okay. Come forward.

THE DEPUTY CLERK: Good morning.

THE WITNESS: Good morning.

THE DEPUTY CLERK: If you could please take a step in

the witness stand, place your left hand on the Bible and raise

your right hand.

(DIVYESH MHTA, HAV NG ?**N DULY SWORN/Art RM*D, T«ST E *3 AS

FOLLOWS:)

T E WITNESS: I do.

T fl D%PUTY CLERK: Can you please state and spell

your full *ame for the record.
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1 T E WITNESS: Divyesh Mehta.

2 T‘ +1 iD~'.PUTY CLERK: Will you please spell it.

3 T E WITNESS: Divyesh, 3- -V-Y-fl-S-H, Mehta,

4 M-E-H-T-A

lOflfiAM 5 T « DEPUTY CLERK: Thank you.

6 T‘ E COURT: O<ay. Doctor, have a seat, make yourself

7 com‘ortab' e .

8 T E WITNESS: Thank you.

9 C‘ E COURT: Please speak loudly into the microphone,

lO:55AM 10 please. O<ay.

11 MS. P+'.T41RSON: May I proceed?

12 THE COURT: Yoi may.

13 (D RMCT EXAWINAT ON Ob D VYESH MMHTA QY MS. PMThRSON:)

14 Good morning.

10:56AM 15 A. Good morning.

16 Can you please start by introducing yourself to the

17 Court.

18 A. My name is Dr. Divyesh Mehta. i am a medical oncologist

19 and licensed to practice medicine in the State of Arizona.

10:56AM 20 Q. And do you hold any other titles?

21 A. I am the chie" o" oncology services at the Maricopa

22 Integrated Health Services, which is the County Hospital for

23 Phoenix, Arizona.

24 Anything else?

10:56AM 25 A. "'m also pto"essor o‘: medicine at the University of
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College o:Arizona, Nedicite in Phoenix.

Q.

background?

A. So

And can you tell us a little bit about your educational

India.f graduated in 1971 from Baroda,

came to the United States in 1972. Before that,

had done a year ot internship in "ndia and another internship

in Chicago, a residency in internal medicine, and then a

inoisfellowship at the University o‘ "1" in Chicago, in

hematology and oncology.

Q. And are you currently a practicing physician?

A. Yes, am.

Q. In what areas do you practice?

A. 1 practice in hematology and oncology, specializing in

breast medicine.

Q.

A. Hematology is diagnosis and treatment of blood diseases,

And you mentioned hematology. What is that?

including blood cancer.

Q. And what portion o‘ your clinical pract’ce is devoted to

oncology and, in particular, the treatment of breast cancer?

A. It has varied over the last 15 years.

While I was in Chicago, from 2003, most all of my

clinical practice was breast cancer.

When since coming to Phoenix, Arizona in 2011, 60

percent of what see are breast cancer; the rest is assorted

also see.tumors and some blood conditions which I
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Q. And how many breast cancer patients have you treated over

the course of your career as a clinician?

A. The number must be in thousands.

Q. And how many patients do you see a month?

A. At the moment see about ten new breast cancer patients

a month, and maybe 30 to 50 patients in follow—up or in

hormonal or chemotherapy.

Q. And what other prior academic positions have you held?

A. So, T was assistant pro‘essor o‘ medicine in —— from late

'70s to 1985.

i was associate pro‘essor o“ medicine in Chicago from

2003 to 20ll. :orAnd during that time, i was also the chair

Division o:the Hematology and Oncology at the University o;

was also the director o“ clinicaland IIllinois, oncology

services, which means ran the chemotherapy services for the

University Hospital for the entire program.

Q. And what did you do during the time period from 1985 to

2003?

A. So T returned to India to my hometown, where graduated

from and where grew up.

set up a practice as well as set up three tertiary

care hospitals which would provide cancer care. I set up a

breast clinic, and I also set up a mammography unit for —— one

o: the first in Western India.

One of the problems we found when we did that was that
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most breast cancers came late in

mammographies,

spread.

learned that women were somewhat shy and not

that this would no

were worried that

an education program o: why it

And by that time,

done. So

program

that was in

DfiPOS T

we s-arted _

the init

for breast cancer patients,

diagnostic setups going.

And then I

So

Network.

set up in Mumbai,

And what is

ICON,

set up ICON.

ICON?

I—C—O—N, stands

This is a cooperative group,

lo_s of patients who could bene it

had no funds

There

all kinds of

to access them.

were a hundred plus physicians

cancer,

ON — MCWfiSKfiY

and women would come with a lump that had

And so we tried to introduce mammography,

: be photographed or something,

there would be man technicians,

was important, how

o educate people

ial part

Besides starting a hormonal and chemotherapy

"O?

and the whole idea was this:

including breast cancer.

know how to put these patients on trials.

And there were drug companies and universities across

trials.

the world who wanted large number o.

India because there were no

of my re-urn

I was involved in getting

"ndian Cooperative Oncology

a mentoring group,

"rom new drugs,
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and we

really trusting

and they

so we began

it was done.

-o ge- that

-o India.

treatment

we

There were

but they

in India treating

They did not

_ patients for their
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-reSo we became fulcrum that brought

the universities to tte physicians and

We also then had to set up education programs,

set up programs for doctors to be able

research, human rights and research,

what was there, being ' oated between

the doctors, and we moni

transparently carried out.

So

'90s and now it's in full force. It's become

linked up 300 di"erent institutions in India

population of about 750 million people.

access to modern drugs,

methods o: research.

to do good clinical

consenting.
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the pharma and

the patients.

SO we

We ‘oca'ized

the drug companies and

tored it was ethically and

this was basically a process that started in mid

a force that has

and covers a

So now they have

and the doctors have access to modern

you engaged inQ. And over the course of your career, have

any clinical research activities associated with the treatment

of cancer?

A. So, we just finished a study on impact o:

negative breast cancer.
r1 '~u

L COURT: In what?

HPV in triple

T E WITNESS: HPV is an injection

female cervix, and it seems to be responsib e

-ha_ is present on

‘or cancer o;

cervix, certain genital cancers, lung cancer,

and we had a feeling that it may be linked to

breast cancer, which is
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negative,

_o treat breast cancer.di"”iculL

And we wondered, there was some ev

the PR negative, tie HER2 negative,
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the most

idence in the

literature that suggested that it may be related to HPV

infection, so we basically studied the la

data.

oncology meeting.

We also studied --

r1
L*_i COUQT: Doctor, can you slow

7 E WITWESS: Sure.

E COURT: Thank you.

3 WITWESS: We also studied br

Hispanic women and presented

San Antonio

impac- o_ access, impact of insurance,

that was ofobvioisly,

and outcomes.

st 15 years of our

The data are basically being presented next month at an

down just a little?

east cancer in

two abstracts last year at the

Breast Cancer Conference which kind of looked at

And,

major interest because at County

Hospital,

insurance, and we try to give them modern

keeping their

we have maybe 30 to 40 percen- o_ women who have no

treatment while

financial needs in our sight.

And, o" course, ’ was the part o_

a new molecule called p78.

and one ofUniversity of Illinois,

working with us.

underwent Phase l trial,

toxicity and dosing setup trials.

United States District

Camden,

-he team that brought

"t's a molecule licensed by

the researchers who was

It's a molecule that's a novel molecule,

which means we did safety and

The data was presented at

Court
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inicalthe American Society o‘ C"

in 20ll.

Q.

And that molecul

Thank you.

fiSKfiY

_e is now into its Phase

956

Oncology meeting in Chicago

trials.

And have you been involved in any clinical trials

cancer?

A. So the major one was

anastrozole to tamoxiten.

and I

investigator for the site

enrolled pa_ien-s on it,

for the —— involving endocrine therapy

ATAC

And

and I

o" Universi

the trial

WEIS

ty o‘

trial which compared

the principal

"llinois in

Chicago. The

versus combination.

for a Tailor RX trial,

woman has a early

require chemotherapy?

ER cause to breast

“nd i‘ all o“

chemotherapy,

hormonal treatment alone,

also was the principal investigator

which basically asked

cancer,

the question i;

do all of

trial looked at anastrozole versus tamoxiten

for Chicago site

them

them don't require

some can be simply cured by surgery followed by

how would we detect that these are

the patients who can be spared chemotherapy?

And so the trial looked at the genomic makeup of the

tumor cell and distinguished who had a high lethal score and

would bene lL "rom chemo,

like turtles that were going to keep going

and who were slow—growing tumors

results are just coming out.

United States District Court

Camden, New Jersey

chemo would really not have any impact on it?

for years and the

So those trial
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was a national trial,
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1 And then participated in a Phase III trial looking at

2 avastin versus chemotherapy, a Phase trial o‘ a new

3 molecule called ?pithaIone %. t was a negative trial, didn't

4 work in breast cancer.

11mwAM 5 And, of course, as I mentioned, the Phase " ‘or p78.

6 Q. {ave you been involved in any animal research studies

7 over the course of your career?

8 A. So, during my ‘el'owship at UIC, my boss used to have a

9 lab where we worked. This was a lab that basically worked on

IINMAM 10 mice. And the idea was to look at impact oj removing kidneys

11 and how they a"ecLed the blood of the -- the animal.

12 And subsequently during that time of my fellowship, I,

13 along with other trainees, would also look after the dogs who

14 were going through experimental bone—marrow transplants, and

11mmAM 15 we would come in over the weekend and week and basically

16 manage the dogs.

17 Over the time I was the chair for the oncology program

18 at the Univecsity o‘ "llinois, Chicago, I was instrumental in

19 directing the Ph.D.s which were under my division. " wou d

11mmAM 20 approve their funding. 1 would approve —— look at the

21 research that is basically going up jor further ”unding.

22 would look at and mentor them about the animal research that

23 was going on to be published. And my team acted as a liaison

24 between the lab research and what the clinicians wanted the

IIMWAM 25 question to be answered in the lab. This was during the
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period I

Q. And over the course of your career,

published on topics o_

A. Yes.

all my li:e,

audiences which some‘

breast cancer across United States and abroad,

l5O docs on treatment o:

cancer,

So I have been a speaker all my life and a teacher

breast cancer.

Q. And Dr.

sitting in

3TX—276. I: should be your first binder.

A. Absolutely.

MS PmNSA%«N«: Counsel, do you have a copy for us?

7 E WITWESS: 276? Got it. 276?

U E COURT: It's about -he "i",h one, tab in.

MS PLTLRSON: is it no: in yoir binder?

U E COURT: It's about -he "i",h tab in.

T 3 WITWESS: 276, right? Yeah. Got it.

BY MS. PfiT.?SON:

Q. Sorry for that, Dr. Mehta. Can you identify 3TX—276?

A“ Yes.

Q. And what is this?

A. It's my copy of my CV.

Mehta,

jront o_

the last
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was in Chicago.

have you presented or

ER positive breast cancer as well as chemotherapy o:

can you please take your binder that's

you and

treatment oj breast cancer?

15 years,

:imes included nurses and pharmacists on

: breast cancer,

i have addressed physician

approximately

management o: breast

-urn to the tab that's marked

United States District Court

Camden, New Jersey
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1 MS. PfiTHRSOk: YOJE Honor, defendants move to enter

2 DTX-276 into evidence.

3 TTE COJRT: Any objection?

4 MS. P«WSA+«N«: No objection.

ll:O9AM 5 "THE COJR7: In evidence.

6 (D*.J:*.NiZ‘l\l'_" *.XH % "T DTX-276 WAS R*.C*. Vt) IN *.V D*.NC*.)

7 MS. PflT£RSON: At this point, defendants proffer

8 Dr. Mehta as an expert on the clinical treatment and research

9 of breast cancer.

11mmAM 10 THE COURT: Any objection, any voir dire?

11 MS. P%NSA%%N%: No, Your Tonor.

12 THE COURT: Okay. Subject to Rule 702, Dr. Mehta

13 will be permitted to testify in the areas identified by

14 counsel as an expert.

11mmAM 15 BY MS. P«T«RSON:

16 Q. Now, Dr. Mehta, are you here to testify today about the

17 opinions you have o""ered concerning invalidity o" the patents

18 in suit?

19 A. Yes.

11mmAM 20 Q. And were all of the facts and data that you considered in

21 forming your opinions in this case disclosed in your expert

22 reports?

23 A“ Yes.

24 Q. Dr. Mehta, can you just briefly explain for the Court

11mmAM 25 what the primary options are for treating hormonal—dependent
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breast cancer?

A. So this is a tumor that is fed and nourished by

and one ofestrogens, the main strategy was to withdraw

estrogen either surgically by removing ovaries or chemically

producing menopause. Then the same concept progressed to have

agents which would be blocking the estrogen receptors which

are like switches on the cells, turning the cells on and

egging the cell on for division and —— and of course, all

strategy that would reduce circulating estrogen around the

cancer cell.

Q. And what types of drugs would fall into the antiestrogen

category that you described?

Au So principally, th r wor thr cat gori s. First were

the drugs that were selected to be modified, the estrogen

receptors were concerned, tamoxifen being the principle

example. Other categories were aromatase inhibitors which

block the enzyme aromatase and made estrogen non—available to

the cell. And the third category where your antiestrogen or

estrogen down regulators, Ekjs, and the example being

Faslodex.

Q.

treatment option

And as of the 1990s, how did clinicians determine what

to use for a patient?

Since mos- o_A. the tumors werethe tumors, since most of

estrogen receptor positive, the strategy largely had to decide

it the estrogen was —— the manipulation was the first
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treatment to go to, ard il not,

chemotherapy, why.

So as the algorithm on

a li

symptomatic involving some

chemotherapy was

fe—threatening disease
Or

would go that route.

proceed to options that were listed on the left side of the

colum

Q.

therapy available in

A.

premenopausal versus postmenopausal.

tamoxi:

Dr.

So

decade,

aromatase inhibitors that arrived and Anastrazole as an

example.

progest

tamox

OVGI

the androgens by just I

sometimes responded and hetero testing was androgen blocking

1 where you begin your

Mehta, were

it look ayou

sort o:

GIODE

i en ai ure,

fr

And there was also knowledge that if you could block

om ear"

Last, i-

there di

ier part 0“

these slides suggest,

the patient was extremely

important

would control

But otherwise,

il you actually wanted

it you had

vital organ then

the tumor and one

almost everybody would

jirs - line hormonal therapy.

the 1990s?

fen was still a major drug which was

dominated the breast cancer therapy.

Megestrol which used the mechanism to block the

receptor was a standard o“

and this was an old drug and sor_

was an option.

On the other end,

"erent options

: the slide again,

the decade.

_ike hetero

in the premenopausal,

for endocrine

talking about the

In the postmenopausal,

for the entire

The

care 1" the ‘E was

of left

tested, breast cancer

bulk of the

United States District Court

Camden, New Jersey

Astrazeneca EX. 2049 p. 92



llfl3AM

llflAAM

llflAAM

llflAAM

llflAAM

H

to\otn~4OxU1umtoK)nu
F1 F1

h: K)

#1 Q)

#1 K

F: U1

FA 0\

F: \J

F: (D

FA ‘O

K) C)

K) #1

K)R)

R) U)

K) oh

NW

 

962
DfiPOS T ON — MCWfiSKfiY

strategies were around tamoxifen or making a woman menopausal.

To do -- to put a woman in menopause, the options included a

drug that would interrupt the pathway between pituitary and

ovary or actually physically taking the ovaries out, so called

oophorectomy.

And of course, down the line, the products that were

coming were looking at the fact that the post —— the

premenopausa; woman couldn't be given the aromatase inhibitor

if she was made to resemble a postmenopausal woman by using

Anastrozole.

Megestrol and androgen, as i had mentioned in the

postmenopausal, they were leftovers from earlier part of the

decade were still options being used but less and less so.

Q.

the screen,

And just to be clear, looking at your demons-ra-ive up on

-heDTX—lOO6, think you were referring to

treatments for postmenopausal which are on the left side --

AJ Right.

Q. —— is that right’?

A. Yes.

Q. And then the right—hand side of the screen?

A. Is the premenopausal.

Q. Were other candidate drugs and developments under

consideration at that time as well in the late 1990s?

A. So, on one hand, the aromatase inhibitors were already on

their way and they were successfully headed for clinical use,
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Q.o

antiestrogen,

were under development
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I)

ther than the aromatase inhibitors and the pure

were there any other categories of drugs that

for hormone—dependent breast cancer?

A. There was more an attempt to also create better

tamoxi

dominated breast cancer care,

create

e "ects,

fens.

a better tamoxifen,

the question was,

higher e

and those were some o:

As tamoxifen was a drug that had basically

could you

"icacy or lower side

: the products also being tried.

Q. So out of those three categories of drug candidates, did

any of

promising as a potential new

breast

A. So the prior art during that time identi”ied

the candidates within

cancer at the time?

as a Very promising candidate.

Q. Why do you say that?

those ca

therapy

tegories appear to be

for hormone—dependent

"ulvestrant

A. Because there was strong preclinical data suggesting that

it was

mechanism of action,

had

that i

sugges

that would come if we were using tamoxi:

failed.

e "icacious,

endometrial and other changes.

: did work when tamoxifen had

it was a novel product,

:ed that it being pure antiestrogen had no side e

failed.

in terms of a new

so it was likely to work when other drugs

The preclinical and clinical data was showing

The data also

"ects

such asfen,
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mechanism o“

art was suggesting that this was going to be delivered by a

mechanism or a me"

is compliant and

Q. Now, you mentioned one of

that it had been shown to work

What's the significance of

A. So one of the important

been tha_ if you go from one

other, if the next one is e’

by prior treatment,

patient.

the next paradigm and next paradigm and next paradigm.

because something works and

resistant,

five,

So it

action,

the

That's how --

ten,

something

non—cross—resistant.

tamoxi:

Q.

category that

there were no approved drugs within that category,

And I think you

right?

A. That is correct.

DfiPOS T

had promise i

:hod which would make sure that the patient

you added life and survival to the

So as you —— even though one drug

15 years with Stage 4 disease and are doing well

fen was a major attribute here.

fulvestrant belongs
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1 terms o“ being novel,
new

e "icacy and safety, and also the prior

drug is in, based on the injections.

"ulvestrantthe properties o

when tamoxifen had failed.

-hat?

lessons of hormonal treatment has

success u" treatment to _he

'ective and not basically negated

fails, you go to

i have had patients who have survived

then the cells s-ar- to become

else works. That's what cross-resistant,

So not being cross-resistant to

mentioned tha- fulvestrant was —— or the

to, the pure antiestrogens,

is that
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Q. And what about tre otler two ca: gorios, w r th re

already approved drugs witqin those two categories?

A. So, the premenopausal group of course had tamoxifen and

a1" of the options of depriving ovarian outputs, such it LHRH

antagonists or removal --

T E COURT: Or what? Wait, slow down.

" E WITNESS: LHRH antagonist, the injerpreter —— the

interrupter of pi-uiLary Lo ovary access. On -he o-her end,

in the postmenopaisal group, there were —— one agent was

already there,

On

Q.

there any one candidate or —— within that group,

their way, which was very,

Now,

demonstrated more promise than

A“ i would say that would be

Q. And why do you say that?

Ad The prior art o"

this bef

particular slide.

pow—wow of

pa

in

0;

Your Honor,

breast cancer

So l999,

research on breast cancer o

ON — MCWfiSKfiY

which was a group in

V

within the category of

"ulvestrant and the excitement about

_ng a new novel molecule can be illustrated by this

the San Antonio

focused physicians,

fient care groups arrive and everybody has a way o;

feracting and learning what's coming new.

there were 440 studies presen
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Europe and two more were

ery promising.

the pure antiestrogens, was

that

the others?

fulvestrant.

3reast Conference is a big

researchers, even

-ed of all kinds

which the mos: prominent, most
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promising 40 abstracts were chosen

which meant that

DfiPOS T ON — MCWfiSKfiY

everybody who came to San An‘

likely to aL-end

break out in smaller rooms.

hormonal therapies —— studies.

_he general sessions before

And o: those,

So there were

eight

 

966

for a general session,

:onio would be

the sessions

focused on

a GW 0 these

studies as abstracts presented to this general audience that

Came

and o:

from all over the world, including from United States,

all those studies presented, there was only one new

novel product at that time introduced and that was Faslodex.

Q.

presented at that general session,

The other seven hormonal therapy s

did

or novel products?

A.

methods. Some o

inhibitors.

was not yet in the approval process,

about it.

"n ‘act,

product was from

So some o: them are comparing

Jr.

Dr. Robertson,

tudies that were

those not involve new

tamoxifen to some other

: them had also tal<ing about aromatase

Some had —— but none o: them had any product that

and there was excitement

Robertson in his presentation on this

and he categorized the product

as the most advanced pure antiestrogen available in the

research community at that time.

Q.

JTX—l3 in your binder.

end.

Can you identify JTX—l3

' believe

for the record?

United States District Court
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A. Yeah. It covers the abstracts from the general sessions,

Page 31.

Q. This is the Robertson abstract that you just referenced

in your prior demonstrative?

A. Yes.

Q. Marked 33x—10—07:>

A. Yes.

Q. And how did Dr. Robertson describe Faslodex in his

abstract?

A. Simply the first line, he says that Faslodex is the most

advanced, of a new class of drugs, a non—agonist, which means

a pure steroidal antiestrogen currently in clinical trials in

postmenopausal women in the United States, guess.

MS. P«T«RSON: first.Can you go back to JTX—l3

think it was asking for the "irsL "ew sentences.

THE WITWESS: Correct.

MS. PfiTfiRSON: Keep going. Yep. 3low that up.

Right where it starts, Faslodex.

THE WITWESS: It says, i was seeing the most advanced

of the new class of drugs, the non—agonist pure steroidal

antiestrogen currently in clinical trials in postmenopausal

women with advanced breast cancer.

He was reporting on a randomized, partially blind trial

of this particular product in three di""eren- dose categories,

50 milligrams, _25 and 250 milligrams in association with

United States District Court
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tamoxifen or tamoxifen placebo

value to tamoxifen and several

ON - Mcl

were also measured in that trial.

BY MS. PfiTfiRSON:

Q. Now, Dr. Mehta, are you

of ordinary skill in the art?

A. Yes, am.

Q.

characteristics of that —— of

A. Yes, T have.

Q. "s it referenced here up

3DX—l0—08? Can you explain?

A.

educated, having, for example,

training and experience in the

hormone—dependen: diseases of

who would understand that the

teamwork that requires input

various background.

in the art would have

For examp

such expertise to collaborate.

Q. And

person o“ ordinary ski1'

Dr. Mehta,

A. Yes.

to see if

:herapeu_ic e

fiSKfiY

And have you provided an opinion as to the

that person?

on your demonstrative,

So this person is a hypothetical person bit highly
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this drug added any

"icacy biomarkers

familiar with the term a person

I)

a Ph.D. or an M3, many years or

field of treating

the breast. This is a person

drug development process is a

from various

le,

would you consider yourself

a person OI

familiarity with the pharmaceutical

formulations or would call on a colleague or a team member

in the art as of 2000?

United States District Court
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1 Q. Now, prior to 2000, would a person of ordinary s<ill in

2 the art have been interested in developing a new treatment

3 method with fulvestrant for treating hormone—dependen: breast

4 cancer?

ll:25AM 5 2%. Yes.

6 Q. And I see you've prepared a demonstrative timeline here,

7 33X—10—09.

8 Can you explain?

9 A. So this looks at a stage of —— stages of drug development

1L25AM 10 "or "ulvestrant, in terms of preclinical, c"inical and some

11 corroborative evidence that came subsequently. For

12 preclinical, 2002, the evidence that then begins to look at

13 actual patient drugs.

14 Q. And when you said some corroborative evidence that came

1m25AM 15 subsequently, what was the date of those publications?

16 ZX. '97, '98, '99.

17 Q. So they followed the preclinical and clinical studies

18 that you referenced?

19 A. Yes.

llfl5AM 20 Q. But they occurred before 2000, is that right?

21 A. They did.

22 Q. Now, who was authoring this literature in the 1990s?

23 A. So there was a group of physicians and researchers who

24 were very focused on estrogen receptor positive breast cancer.

1L26AM 25 Some of these people were originally being part of the team
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ll:27AM

ll:27AM

ll:28AM

that developed tamoxifen, and now we're on to a new product.

This is the team -- lot ot -- each ot these initial studies,

subsequently Zeneca, Astrazeneca.

mentoring and testing a novel compound with a new mechanism o;

action.

Q. And why is that significant, who these authors were?

A. "t sort o‘ --

the preclinical and clinical had input or team members

the Imperial Chemical
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from

the team membersIndustry, C ,

It was a group that was

I)

are the people you

research from their preclinical work which is handed on to

clinical work and

phase talking abou

Q. And where were these results being published?

A. In various, very prestigious journals.

Q. And what was the typical audience

A. These were breast cancer clinicians, breast cancer

academicians, breast cancer experts, surgeons, pathologists,

the same group is now in the corroborative

i‘ you, it you like that work and it these

follow, there is a linear progression o‘

- _he same product.

for these journals?

entire group oj doc-ors who would be interested in treatment

ot breast cancer.

Q. And let's move on to your next demonstrative,

Can you —— can you

A. So in a broad

that basically looked at rational

antiestrogen. The

Uni

DDX-lO-l0.

describe this for us?

ov rvi w, w s pap r from Wakeling and

for this product o: a pure

testing was in mice and this was a single

ted States District Court
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dose given every

DfiPOS T ON - McRfiSKfiY

four weeks.

Moving on to Wakeling further, it was again looking at

rational testing in mice and the dose every four weeks. Dukes

data was in monkeys, long—acting castor oil tormulation. "M

injections,

then Wakeling and

o:

again,

area.

Q.

what you were re:

A.

Q.

your list.

Wakeling study

A.

Dukes

Okay.

Can you

these treatments in hormone—dependent breast cancer,

So does this demonstrative, DDX—lO—l0,

That is correct.

Well, let

So this study basically looks at

describes it as being

estrogen action,

growth suppressive e

cancer.

Q.

A.

Q.

A. Dr.

4 milligrams per kilogram every

Duke again revisiting the dose and

'93 going on with

ferring

This is Wakeling

tell us actually a little bit about the

from l99l?

and it states that it demonstrated excellent

 

971

four weeks and

frequency

and

‘urther research in the same

does this describe

to as the preclinical phase?

‘s take a look at the "irst re"erence on

_99l.

“u'vestrant and

a potent and specitic inhibitor ot

'ecLs in both cells and animals in breast

And what journal was Wakeling 1991 published in?

This was published in Cancer Research.

And who were the aithors?

Wakeling, Dr. Dukes and Jean 3owler.
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Q.

A. They we

Q.

A. The mos

cell line, i

:0 see one O

stimulating

subsequently even endometrial cancer.

showing an an

utero means UIZGJCUS ,

lining.

tamoxifen;

secretion.

except as a pure anties

they're described on your demonstrative, D3X—lO—l2?

Q. And the

A. Yes.

Q .

A. This es

mechanism of

with

uncomfottab'e side e

tamoxifen and

namely,

And why were these

tamoxifen,
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And does the article indicate where they worked?

re all part of IC" Pharmaceuticals.

t results does Wa<eling l99l report?

t relevant part of the study was that

t compared the new product,

the uterine I

It showed excellent anti—uterotrophic action,

this was achieved without having other side e

It was not really working in any other

se results

on breast cancer cell lines,

; the critici

:i—uterotrophic action.

trophic means stimulation o;

body weight and impact on gonadotrophic

trogen.

that you were just referring to,

findings important?

this, in a

fulvestrant, to

and it also tried

_sms of tamoxifen was that it was

_ining and led to problems,

So it was basically

So anti means against,

iterine

and

GC .,S 0..

fashion

tablished

action with

-he

have an improved e

fact LhaL yoi have a potent new

a product that can —— in comparison

"icacy and without the

improved Lhe e "icacy,

"ects Lhat you worried about.

reduced toxicity.

So you saw

The therapy index
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sort of

this product would have

ability.

Q.

A.

cell

many advances

goes up

DfiPOS T

So he used MCF—7 cell lines,

lines that have been nur'

in hormone trea

were these ce1'

which was the e

particular product, he also showed that

cornification,

suggest that there was an estrogenic stimulation o

absent and he a:

then see --

So

believe he also worked on I

these MCF—7 cell lines,

saw how the

T think the -- all

"icacy.

which was one of

__u'

ON — MCWfiSKfiY

and so it points towards the possibility

that kind of improved treatment

And what animals were studied in Wakeling 1991?

:ured,

:ment of

'ines on which he tested the

He also used rats

_so showed in nude mice where he took

created a xenograft on the animal and

vestrant acted

they were basically looking a

demonstrated that if

o_ _he uterus did not

you use

happen,

-ected from

THE

you said.

.|.
THE

they used.

COURT:

WITNESS:

the u

ionkeys.

Macaca,

three models

So the

fulvestrant,

which means

-erotrophic action.

Can you just spell what type of

these are the

and are responsible

breast cancer and

the vaginal

the changes

to see the efficacy.

that he describes,

: the same action.

the weight increase

the uterus was

M-A-C-ArC-A.
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that

famous human

for so

these

first hypothesis,

, and giving this

they described to

U-€YUS was

these --

Macaca monkeys,

He basically

monkey

It's a species
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T E COURT: low do yo

7 E WITNESS:

BY MS. PfiTfiRSON:

Q. Were the animals that Dr.

animals that were studied in Wakeling l99_,

ovariectomized?

A. Yes.

Q. What does that mean?

A.

that is, simulating postmenopa

THE COURT:

MS. P«T«RSON: Ovarie

TEE COURT: Thank you.

.?SON

Dr. Mehta, did Wa<eling l

the preferred method of admini

A. So it looked at bioavaila

works in its injectab'e form,

very poor bioavailability, and

demonstrated, had a potential

ON — MCWfiSKfiY

u spell it?

M-A-C-A-C-A.

Wakeling studied —— were the

It basically means you created a physiological condition,

usal women.

What was the word you said?

ctomized.

991

stration of

bili-y of

and found

preparation in the nude mouse that were implanted with the

xenografts.

Q. And what is a depot formulation?

A. So it's usually a drug given as a —— it's part of an oil

depot and depot meaning it sort of stores the drug, releases

teach any information about
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were they

fulvestrant?

the drug in all the

_his drug to have a

this study also then

e 'icacy of a depot oil
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it slowly so you have blood levels in a sustained long—term

Q.

A.

injection, it would also give a very sus

contto' of timor.

fashion,

themselves.

In the typical route,

"n teal—li

it would reduce the

And why would a depot formulation be desirable?

fe setting for patients,

basically means that patient

be monitored with much more e

compliance

would know

it's working,

Q. And does Wakeling 1991 demonstrate the

treatment with the oil depot

A“ It was given once every

Q.

art about using

cancer?

A. So if you look at the last

it says that data available

antiestrogens may

cancer.

So it kind of carries it

research to the co

Q.

it's working.

would have come less

"icacy and the problems

the injection is given and it's in there.

formulation?

four weeks.

fulvestrant to treat hormone—positive breast

This product will

And you're referring to

find a valuable place in

be used to

forward and o

lleagues as well as

or ”uivestrant

test

frequency o;

And what does Wakeling l99l tell a person of skill in

rather than immediately rising and dissipating

I)

tained dependable

that

frequently,

O:

that we see with pills would not exist, because we

So if

frequency of the

the

’ine o“ what is put up there,

indicate that pure

treatment of breast

this proposition.

"ers it or "urther

their own lab.

DEX-lO-l4?
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Yes, am.A.

Q. Did Wakeling 1991 indica

fulvestrant would continue?

A. Yes, it did. The last 1

be used to test this proposit

would continue.

Q. Thank you. Let's move on to Wakeling's next publication

in 1992. And can you explain what was disclosed in Wakeling

1992?

A. Wake'ing ’992 was a summary of what his findings were

from Wake'ing 991, being presented in sort of a review

fashion so that it was a —— his attempt to capsulize what they

found, his attemp_ -o also disseminate information so other

researchers in the

research with this product,

care for what was available, known about this product at that

time.

Q. Okay. Let's go on to the next piece of litera-ure, then,

Dukes 1992. And in what journal was Dukes 992 pub’ished?

A. It was published in the Journal of ?ndocrinology.

Q. And who were the authors?

A. Authors again were Dr. Dukes, Dr. Miller, Dr. Wakeling

again and Waterton.

Q.

I)
And would the Journal o‘

ON — MCWfiSKfiY

field would also move on wi-h

and sort o_
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te whether further study with

ine again states _ha- this would

ion, which means fur-her studies

-heir

set the s-andard or

indocrinology be reviewed by

breast cancer researchers?
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A.

breast cancers were endocrine positive,

Yes,
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it was a major journal to look at because bulk or

ER positive and lo_ o_

endocrine related research was appearing in the journals that

were dealing with endocrinology. So

these teams were being laid out.

Q. And

the art who would be interested in developing a treatment

what does

hormone-positive breast cancer

A.

e""icacy

and, in

used a novel technique which was an MRI

actually

the growth of

MRI 5/

attained

uterus in a dose-dependent manner

He also demonstrated that repeated inject

4 milligrams per kilogram at

e 'ective blockade

So this study jur,her exp

OI:

fact, on the uterus 0:

have to weigh the ute

fulvestrant by studying t

Dukes 1992 indicate to a person o‘ ski1'

?

lored t

these

rus, th

and this was important study in

it was a major area where

in

for

he -- for potency and

he ovariectomized monkeys

monkeys. They basically

scan. So they didn't

ey would simply estimate

the lining of the uterus by doing sequential

its own way because it

sustained blockade e "ect o_

‘or uterine

estrogen on monkey

for

proli'

-hree to six weeks.

ions o;

four weekly intervals provided an

eration.

This was an extension of what Dr. Wakeling had

suggested, but in a slightly more sophisticated technology.

This was

And

confirming what had been seen earlier.

Dr. Mehta, jus-

here, i_ they have a question,

for the aid o:

i: you

the court reporters

can just --
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New JerseyCamden,

Astrazeneca Ex. 2049 p. 108



llfiMAM

lL4OAM

lk4OAM

lL4OAM

lL4OAM

H

<3kotn~4OxU1umtoK)nu
F1 F1

h: K)

#1 Q)

#1 K

F: U1

FA 0\

F: \J

F: (D

FA ‘O

K) C)

K) #1

K)R)

R) U)

K) oh

NW

A.

answering.

utter each word,

TH

it to study the u

Ti

study the i

administration,

Macaca mon<ey is a larger animal and easier to study than

practices

here,

simulation was no longer happening with, because of this

product,

TH

Absolutely,

I speed up sometimes and "

-144

-1-14

terine issue but

for mice,

one was that,

-1
4.|.

COURT:

WITNESS:

the dose,

COURT:

DfiPOS T

I'm answeri

no problem.

and I

YGSI

So it

to the Lrea

THE WITNESS: "“

towards the side e""ecL,

TIE COURT: Yes.

BY MS. P%T£RSON:

Q. And what

having been

A. And so

physiological

then being given estrogen means that

estrogen, but these powerful

Camden,

ON — MCWfiSKfiY
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mg, l'm

Was the objective of the

terine issue?

So it basically,

it also

the injectability.

think the two things we established

he proved again that the uterine

and he showed that this was

seems that it wasn't

-menL oj breast cancer, b

the treatment was e

right.

was the significance o:

reated with estrogen?

hey were ovariectomized, which means there's a

model resembling a postmenopausal woman,

antiest

looking at them, I'm

will s'ow down and

Dukes 1992, was

yeah, i- wanted to

wanted to study the

So it wasn't --

the way it could happen.

really related

ut more so towards --

"icacious

the monkeys in the study

and

they were challenged with

rogen could block that and
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not let

lining of uterus.

ON — MCWfiSKfiY

the estrogens create increase in the size of the

It would basically prove
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the hypothesis

that this was a product that protected the u-erus.

Q. And was your testimony just now,

the record, that was in relation to

A. Yes.

Q. And what other results did

A. So basically, the

brought the dose of

that there could be

this dose,

relevant in

Dukes,

and this dosing interval is

therapeutic studies of

from the abs-ract itsel

into monthly visits and monthly injections.

Q. And you're referring to the language on DDX—l0—l7?

A. Yes, I am.

Q. Can you determine how the 4—mil;igram per kilogram

formulation tested in

breast cancer patients?

A. So, in '90s,

the ruling paradigm was,

And ifwoman.

280 milligrams of dose.

than 250. So it sort o:

come in future.

I

Dukes l992 woui

when we calcu

you say 70 kilo,

we would say

If you do 60,

again,

4 milligrams per kilogram and also showed

a sustained blockade for one month with

largely because this would translate

: approximates the dose that was to

that was a —— just

DDX-lO-Ol6?

Dukes 1992 report?

from my vantage point,

likely to be clinically

breast cancer.

_d compare to a dose

lated dose or ordered drugs,

for a 60 to 70 kilogram

then you're coming to

then it's slightly less

IOI

This is

1
:Or
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Q. And does Dukes l992 report on the duration o‘ action o‘

fulvestrant?

A. Yes, it does, it says that the blockade continued for

four weeks.

Q.

o: skill in the art about the use o

And how would that four week time period inform a person

"ulvestrant ‘or treating

breast cancer?

A. It would translate into a depot injection once every

month.

Q.

overview,

Let's move on to the next preclinical study from your

Wakeling l993.

Did Wakeling 1993 report on another animal study?

He summarized the available sLaLe o_ art a- San AntonioA.

Symposium o_ -his new pure antiestrogen that got eventually

published in Breast Cancer Research and Treatment.

Q. And what does Wakeling 1993 report?

A. It again goes over these studies we have covered, it

looks at the —— can i have the available piece? Okay.

So Wakeling goes on to say -haL -he oil base

'u1vestrant studies in ratstormulation o in experimental

:0]?
showed that the antiestrogen activity could be sustained

long periods with single injection.

Q.

administration o

And what does Wakeling mention is described about the

"ulvestrant?

A. So it's basically describing an oil depot injection, a

United States District Court
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single injection intramusc

weekly intervals giving an e

duration,

Q.

person o:

o: administration should be

A.

woman,

So again, as

four weeks.

skill in the art as to what

DfiPOS T ON — MCWfiSKfiY

ilarly —— single injection at

And does Wakeling 1993 provide any in:

"ective blockade o:

the dose and

indicated earlier,

or "uivestrant?

a 65, 60,

the dose starts to approximate 250 milligrams,
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four

the same

formation to a

frequency

70 kilo

it's

given in a once a month oil depot injection and it allows you

-he

preclinical science.

Q.

A. Tha'

Q. Wha

art abou'

A.

reaction o‘

And this is in re:

is correct.

to have a sustained blockade

-hings that are starting

for about a month.

ference to your demonstrative D

So those are

to become somewhat clear in the

DX-l0-l9?

does Wakeling 1993 tell the person of skill in the

the mechani SH1 O"

' this part‘

Basically it talks about very power:

cular product,

sustain 100 percent bl

which argues for the superiority o‘

finally concludes by saying that there is a power:

_ockade o:

antiestrogen over other treatments.

L-Hi COURT:

L*_i WITNESS:

BY MS. Pfi_ fiRSON:

Antagonist.

Antagonist.
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ful antiestrogen

which can probably
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the

-reaLmenL o_ hormonal dependent breast

Q. Did Wakeling L993 provided any teaching as to

sequence in which fulvestrant could be used as a po_ential

endocrine agent for the '

cancer?

A. It do s, b caus th s. w r

the treatment o

what Wakeling in

there's a sound r

relapsed on adjuv

antiestrogens.

Q.

testimony here?

A.

Q.

A.

And you're r

Yes, am.

So summarizi

found impressive

goes on to say th

in patients with advance breast cancer who have

tamoxifen.

Q.

your overview. C

Let's go to

Dukes 1993?

A. So again,

antiestrogens on

choice

tamoxifen was becoming an increasingly important subject.

his particular article sirmises

oophorectomized patients and

for patients who had relapsed after

So

is that

ationale for treating patients who have

ant tamoxifen therapy with the pure

ng the

for potentially this group of

eferring to DDX—lO—2l in connection with your

What other conclusions did Wakeling 1993 provide?

fact that this was the results that he

patients, he

at an initial therapeutic trial has started

the last of the preclinica'

failed on

publications from

an you tell me what genera"

looks at an antiuterotrophic e

ly is reported in

"ect o_ pure

female monkeys with sequential MRI 's.
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Q. What would a person interested in developing a treatment

for hormonal dependent breast cancer take away from _his

article?

A. So basically it's agair validation of the earlier idea

that this was an important rew mechanism o: action. think

the only difference about ttis particular group was that these

were not oophorectomize aninals.

Q.

A.

And what does that meat?

That basically means ttat this particular physiological

system tried to resemble a premenopausal woman.

Q.

A.

And what were the results?

The results were described as being unpredictable and
I)

variable, which means that they did not produce the kind o;

results one saw in a postmenopausal mortal, these results were

not very,

Q.

what do they te" a person o‘ ordinary ski'1

very predictable and reliable.

looking at all o: these preclinical studies,Now, overa"

in the art

looking

A.

for new treatments for hormone positive breast cancer?

That there was a new agent, that it had a new mechanism

o: action. That it did not have cross—resistance with the

tamoxitei.drug in question, That it was wor<ing very well in

postmenopausal women. That there was a way of administering

it at 4 milligrams per kilogram dose and in an oil based depot

for sustained blockade orinjection that could be given our

weeks.
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So leQ.

Wha

t's talk now abo

DfiPOS

t is depicted in

clinical studies?

A. So

pharmaco

with primary breast cancer.

formulation.

nanogram per

Howell,

dosing in some owes.

patients who had relapsed on tamoxifen.

pharmacokinetic,

breast cancer.

long—acting.

éinetics, and short term biological
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3eFriend basically looked at tolerance,
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it your clinical study slides.

this slide as it relates to the

e "ecLs in women

This was a short—acting

They were able to reach plasma levels of 27

mL.

going on

Again,

Use 250 milligrams per month.

patients responded.

Q.

Can you iden-i

A.

we have Anthony Howell,

Let's take a cf

We can see _:am_' “ _'

from there,

as well as therapeutic efi

having used a cas

_oser look at

ar DEIIHES .

we have Nicholson,

And was very well tolerated.

fy who the authors were o‘

we have Alan Wakeling,Dowsett, we have Dr. Robertson,

of the researchers

team from Astrazeneca.

Q. And what does Lhe fac- LhaL

fulvestrant, what does that mean

A.

United States District Court

Camden, New Jersey
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Beside that o;

And 13 out of

DeFriend l994.

These were all very leading authors in their

Dr.

established safety in

Howell went on to look at this in actual

So he looked at

fects in advance

:er oil base injection

l9

DeFriend 1994?

DeFriend,

we have Mitch

several

from that time in the UK and several of the

_hese authors were studying

field with
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good track records,

terms of bringing it

definitely meriting a-Len-ion.

Q. Now,

study?

A. So he had

group of 37 pa

how many pa-ien-s were included in the
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so they were focused on this product in

_o "irther in its research, the product

DeFriend

a control group of treatment19 patients and a

:ients, they received daily intramuscular

injections of

and 18 milligrams

surgery.

Q.

women?

A. They were

postmenopausal.

Q. And what does

administered?

A.

a short—acting

Q. And what

fulvestrant in two dose settings, 6

And did the study include postmenopausal or premenopausal

{e gave as an intramuscular injection in the buttocks of

milligrams

IOI
for seven days and then they were taken

for the study if the women wereonly considered

3eFriend tell us about how the product was

formulation.

is do s D Fri nd t ll us about the

short—acting formulation?

A.

so 6 milligrams versus 18 milligrams,

measure impact

biochemistries,

Q.

So he gave it

And what was the dose that was

for seven days and he used it in two doses,

and he was able to

in terms of clinicalestrogen receptors,

and serum levels of certain hormones.

administered?
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Camden, New Jersey

Astrazeneca Ex. 2049 p. 116



11:54AM

11:54AM

11:54AM

11:54AM

11:55AM

H

to\otn~4OxU1umtoK)nu
H H

h: K)

H U.)

H ilk

H U‘!

H 0\

H \l

H (I)

H ‘O

N 0

K) #1

K)R)

R) U)

N ml;

NW

 

986
DfiPOS T ON — MCWfiSKfiY

A. Two kinds of dose, 6 and 18.

Q. I meant the concentration.

A. 20 milligrams per mL.

Q. And what were the results of this trial reported in

DeFriend 1994?

A. So one of the things reported were the blood levels he

got with the lower dose and the higher dose. And, as you can

see in the demonstrative, the higher dose, those levels go all

the way up to 25. So when we have 18 milligrams for seven

days, the end point seems to be ending at 25 and when we have

6 milligrams for seven days, the end point seems to be under

10.

Q. And is the 3 Fri nd refer nc you're referring to

33X—10—27?

A. am.

Q. And does DeFriend report any information concerning the

biological activity of the drug?

A. He does. He found --

Q. Go ahead.

A. He found significant reductions in the estrogen receptor

levels in estrogen positive tumors in the group both at the 6

milligram level and l8 milligram level but very profound

reduction a- -he 18 milligram level. And the 18 milligram

level was s-a-isLica'ly very significant, 0.01, and it brought

the .73 tolevel down from .01, which is an extremely low
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level and impressive.

T E COURT: What dose levels, the 6 milligram and --

E WITWESS: l8.

3 COUQT: l8.

3 WITWESS: Only those levels, so we have the

highest possibly is there.

%TfiRSON:

It would translate into e

multiple,

reduction o: receptor expression a measure o;

I)

?

"icacy because it you have less

s, there's less switches to turn on this cancer and

T E COURT: Can you explain that, please?

“ you have less receptors —— eachL-Hi WITNESS:

is like a switch on a tumor cell and it turns on the

the chemical messages start to go to the cell to

and having less number o:spread, estrogen

s would basically mean that it would be that much less

chance

DidQ.

the patients?

A. Wel

for

BY MS. P

-he tumor to progress and grow.

ET_*.i QSON:

DeFriend report any information about side e "ects in

l, it was a seven day study and they saw no adverse

side e

because o:

"ects, no patients were withdrawn from the study

drug toxicity.

United States District Court
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1 Q. What does 3eFrierd 1994 teach a person of skill in the

2 art who would be interested in developing a treatment for

3 hormone positive breast cancer?

4 A. So this was a Phase II —— Phase I study in my mind, it

11fl%AM 5 looked at the doses, it looked at safety, and it established

6 safety and established some guidelines for doses, and went on

7 to say that this was a new generation of potent pure

8 antiestrogens and is the first therapeutic agent to be

9 investigated in clinical trials with a potential so completely

11£flAM 10 to deprive breast cancer tumors of estrogenic stimulation.

11 And he goes on to say that Phase trials with a long-acting

12 formulation of this agent are now in progress.

13 Q. Now, DeFriend 1994 used a short—ac-ing formulation that

14 was administered once a day. Would that be "easible for

11flWAM 15 further clinical studies in humans?

16 A. In actual patient care that would be absolutely difficult

17 to administer because you cannot expect for months for a woman

18 to have daily injections, so this was impractical. For a

19 presurgica; seven day trial it was okay.

11wmAM 20 Q. Okay. ;et's move on to the next piece o” literature "rom

21 your clinical study section.

22 This is the Howell 1996 article?

23 A“ Yes.

24 Q. And what type of study was conducted in Howell 1996?

11flmAM 25 A_ It was a pharmacokinetic, pharmacological in studying
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in women with advanced breast

cancer.

Q. And do you recognize the authors of Howell l996?

A. They're all very well known. Dr. Howell, Dr. 3eFriend,

Dr. Robertson, SuLcli””e, Walton, several jrom -he labs of

Zeneca Pharmaceuticals.

Q. Would you refer to this as a Phase II clinical trial?

A” It was.

Q. Aid what journal is {owell l996 published in?

A. It was published in the prestigious British Journal of

Cancer.

Q. Is that a journal read by breast cancer researchers?

A. Absolutely.

Q. What was the purpose of the study in L996.

Au So this was -he jirst investigation of an antiestrogen

fulvestrant in patients with breast cancer, and the

demons-ra-ive Lha- predicted levels of the drug from animal

experiments can be

I"! ‘-14.4

r1 '~u4.4

Following intramuscular injections o:

formulation.

Can I

Q. Okay.

COURT:

WITNSSS:

achieved and maintained

Are you saying predicted?

Predicted.

have the next?

BY MS. PfiTfiRSON:

Right.

How was the study designed?

for one month.

the long—acting

United States District Court

New JerseyCamden,
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women who had either become re.

being given tamoxi

stabilization and

WITWESS:

fiPOS T

Next slide.

So these were again postmenopausal
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fen in an adjuvant setting or had disease

then subsequently progressed and so now they

were not responding to tamoxiten.

THE COURT: Schooch the microphone away just a little

bit.

T{E WITNESS: Yeah.

BY MS. PfiTfiRSON:

Q. How many patients were in the study?

A» The study, i believe, had —— I'm having a block for a

second.

19 patients.

Q. And what does Howell say about the dosage that was

administered?

A. So they gave a 5 mL depot intramuscular injection, which

was a castor oil base vehicle, and he started "irs- "ive

patients at 100 milligrams

toxicity.

-hat,

dose and started the new group o_ pa

dose.

Q.

A. Yes,

And you're re:

And at the end o:

they upgraded all those pa

am.

iractory

to make sire there was no new

the month when they did not see

to tamoxi en a ter

_ien-s to the 750 mi" igram

ferring to D3X—lO—32?

-ients on 950 mi"igram
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Q. What were the results reported in Howell 1996?

A. So all 19 pa

and 13,

durational response of 25 months,

Q. Were some o:

responders,

a partial

A. So

69 percen'

for a Phase 1:.

did

' think six o“

tients were evaluated,

responded.

the

six were unresponsive

And they had a median

which was pretty impressive

13 patients that were designated as

:hey all show progression or did they all show

response to the drug?

showed actual

Q. And would it be

change being an actual

A. So,

even now basically consider no news is good news,

progression in the disease,

responding.

would be progression and there would be proo o

stable disease at this moment is considered a very e

shrinkage o:

number one,

Because i:

indicator o e "icacy.

o: tumor evidence.

one category but people who were stable were sort o:

them had stable disease and the rest

tumor.

typical to categorize results, a new

response to the drug?

the group that published this, and we

there's no

that means the patient is

the patient is not responding, there

Lha-, so

"ective

One would obviously hope for shrinkage

Patients who actually responded were in

lumped

with people who responded.

Q. So i understand, you're saying the authors categorized

the patients who were stable or no change as also being

responders to the drug?

United States District Court
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A. That is correct.

Q. The reference you're referring to is DEX-l0-33, is that

right?

A. Yes.

Q. What does Howell say about the side e""ecLs of the dose

that was administered to the patients?

No side e’

And you are referring to
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serious side e’fects were seen in the 19fects,

DTX-lO-34?

am.

{owell make any conclusions with respect to the

They were all either mLs in the buttock.

A.

patients.

Q.

A. Yes,

Q. Does

volume of

A.

ta"

e "ects,

worry about with large injections in that site.

lking about the side e

_he drug that was administered?

And again,

"ects there were no local side

no pain, no sciatica, no abscesses, things that we

the authors ultimately conclude about the

‘ted in Howell?

Q. What do

clinical tria' results repo

A. So, this is a pure antiestrogen in

It seems

advanced breast cancer who have relapsed previously on

tamoxifen.

Q. And

A. am.

Q. Now,

long term treatment.

to be active as an antitumor agent in patients with

DTX-l0-35?for reference you are referring to

what is the significance of Howell l996‘s conclusion

United States District Court
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that

who had previously relapsed on tamoxifen?

A.

tamoxifen. P60

this drug.

group and somet

Q.

earlier as

Let's

the

the first one i

A. So, Robins

Howell, the pat

who were on met

Let me digress and give a little idea of

acetate.

arrive on the horizon when people

megestrol aceta

line drug.

second line drug,

the same or bet

these people we

trial, which he

his be patients

And he came up wi-h

those who were

remission, whet

fulvestrant is active as an antitumor agent in patients

It tells you that

That basically mean it's active in that particular

take a look now,

So until that point before

And so we said okay, i_
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there is no cross—resistance with

ple who failed tamoxifen will still respond to

hing worth exploring.

shift to what you had referred to

corroborative studies, T believe. Turning to

n the group, Robinson 1997. What is that?

on 1997 was a study where he took the da_a from

ients —— 19 patients and he took his patients,

rozole acetate.

metrozole

-hese other drugs were to

failed on tamoxifen,

te was considered to be standard of care second

-his is the standard

let's compared i_ -o Lhis new product, is it

ter or what. But this was not the same trial,

re not in the same trial, he took {owe;l's

was part of, and he took ano-her -ria; where

failed on negestrol and he compared efficacy.

that in case 0;the findings

the duration o;treating with "ulvesttant,

her they have partial remission or stable
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was 26 months. And if
I)

disease, you went to the standard o;

Ol’
care a_ that time ailire, which was megestrol, it was

So it was an almost doubling ofl4 months. the duration. And

this —— basically they concluded, this particular study in the

paper by saying that these finding suppor, "urther clinical

comparisons between established estrogen therapies and

fulvestrant.

Q. What journal was Robinson l997 published in?

A. The Breast.

Q. And would breast cancer researches in the nineteen

nineties have been following that journal?

A. Absolutely.

Q. For reference, you've been referring to 3TX—lO—37 as part

of your testimony just now?

A. Yes, am.

Q. Now, did Robinson l997 describe the Howell l996 in any

other way?

A. He goes on to say that a —— number one, he calls it Phase

study, so he's basically looking at efficacy. And he goes

onto Say rather surprisingly for a second antiestrogen not

only did most patients respond, but the median duration was

longer than suspected. So they were basically taken by

surprise that this drug suddenly was far better than what they

failedwere using in clinical practice to treat women who had

on tamoxifen. Rather surprisingly, it's just their major

United States District Court
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comment.

Q. And you are referring to your demonstrative DDX- l0-3?

A. Yes, I am.

Q. In what your

person o: ordinary skill in the art about the use o;

A. It basically again confirms

It cone "icacy.

agonist activity

sets up the stage

exciting new product and seems to be working in patients who

have progressed on tamoxiten.

Q. Andfifi

actually a real study between two —— between the two drugs,

right?

A. So,

half would be on one and halt would be on the other.

would be the standard o:

new drug.

was better than the other.

He did do a comparison to standard o: care, but not

within the umbrel

pa-ien-s and looked at their response and then looked at other

pa_ien-s that were in his trial on megestrol and compared it.

That's called cross—trial comparison and it's used basically

fulvestrant to treat hormone positive breast cancer?

firms that there is —— there are no signs O;
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opinion, what does Robinson l997 teach the

that there is an antitumor

I)

that one sees with tamoxiten.

think yoi had explained earlier that this wasn't

the classic Phase I

And then this would then be tested to see if one

"- sort o

for him being able to say that this was a

study would be randomized where

The one

care and the other arm would be the

la o" single trial. He used Howell's

United States District Court

Camden, New Jersey
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to see if the hypothesis seems to be working.

Q. Now, earlier this week Dr. Robinson testified that there

were several questions remaining about the use o ’uivestrant

to treat hormone positive breast cancer after the results of

iowell 1996 were reported. Do you recall his testimony?

A. Yes, I do.

Q. Chris, could you bring up slide number 45 from Dr.

Robinson's direct testimony?

COURT: Were you here when he testified?

r1
L*_i

WITWESS: Yes.L*_i

MS. '?%NSA%%NVH 'm going to object to this as not

having any no-ice from the defendan-s that -hey were going to

use this slide with this witness.

MS. P«T«?SON: Well, it's not one of our

demonstratives, it's one your demonstratives.

MS. PfiNSA%fiNfi: Your Honor, the pretrial order is

really clear, the demonstratives that are going to be used on

direct examination have to be identified prior to the witness.

This is a demonstrative, it's being used on direct examination

with their witness.

MS. P«T«RSON: We can do the examination without the

demonstrative.

TEE COURT: Okay.

BY MS. PfiTfiRSON:

Q. So, Dr. Mehta, you were here when Dr. Robinson testified

United States District Court

Camden, New Jersey
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on Monday, right?

A. Yes, T was.

Q. Do you recall Dr. Robinson _esLijying that there were

several questions remaining about the use 0" "ulvestrant to

treat a hormone—positive breast cancer, right?

A. Yes.

Q. Did Dr. Robinson reference Howell 1996 containing a group

o" "avorabiy selected patients? Do you recall that?

A. Yes, he did.

Q. Do you agree with Dr. Robinson that that was a concern

with the Howell results?

A. i don't.

T E COURT: Was it the patients the 19, were favored?

T E WITNESS: Highly selected group. Highly, that's

what he said.

T E COURT: What was the word he used, biased or --

T E WITNESS: Highly selected or, you know, the ones

they were p

responses might not have come.

selected group."

L-Hi WITWE

L*_i

L*_i WITVE

T E COURT:

SS:

COURT:

SS:

Yes.

do.

Why?

So,

robably likely to respond and so subsequently they

felt that maybe in a more generic group the similarly

So his words were "highly

Do you disagree with him?

the drug paradigm we were looking

United States District Court
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.:OT, in this time

taken tamoxifen,

highly selected in a way,

negative.
I"! ‘-1

L-Hi

ones that tad fa’

and that's all these women were.

L COURT:

second 'ine tria' O.

.:.ra-IT

WITNESS:

DfiPOS T ON - Mcl fiSKfiY

e would be postn

but yes,

They were not what?

Triple negative.

led other compounds.

this drug,

Like,

it is likely to

successful, but

exposed to aromatase

subsequently criticism was

inhibitors which were

that, okay,

group because yoi pick patients who had just

and they were not down the

:-

admission,

tamoxifen.

it's sort ol

looked

several lines of

introduced.

agree.

treatment where

That's what I understand.

tamoxifen and progressed or they s

the disease had come back and now

-he classic pa

That's what

in trial.
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enopause women that had

They were

they were not triple

They are highly selected in the way --

They were also not

i: this was a

be quite

not third for people who had not yet been

So,

this is a selected

failed tamoxifen

But the group was basically,

literature explained what they meant by high:

line in terms of 'ines of therapy.

Nobody has actually in the

_y selected.

by Howell's own

And these were women who were —— ei

they had progressed.

for but certainly not a patient who has been

think he meant and I

postmenopausal women who had progressed on

lher failed on

topped tamoxifen and then

So,

tient where such a drug would be

failing

this drug would have been

think I don't
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BY MS

Q.

Howell l996's categorization of

respo

A.

Q.

findi

A.

stage

not show progressive tumor and the tumor is stable,

stability means you are controlling the growth.

controlling growth is what we are trying

patients without symptoms and without any

Q.

to?

The r

DfiPOS T

. PfiTfiRSON:

And do you also recall

nders?

Yes, i do.

Would you have

Dr.

ON — MCWfiSKfiY

found that to be a clinically relevant

ng?

think no change is response.

four disease no news is good news.

What about tamoxifen withdrawal?

THE C C) C RT:

MS. PfiTfiRSON:

THE (3 C) C RT:

MS. PfiT%RSON: Oh.

THE COURT:

esponders?

MS. P«T«RSON: Yeah, sure.

MR. PRUGO: You are

THE COURT: Yes. Could I

So, you disagree with how

Sure.

Can we put up that chart?

From Howell?

Isn't that the chart he's referring to?

referring to Table 2?

Dr.

Robinson's testimony about

patients with no change as

Because in

So i;

to do.

:hing is good news.

What does that refer

That would --

just see it?

Robinson broke down the
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oncology in

a patient does

achieving

So

And stable
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responders and no

THE WITNESS:

with no change sa

responders. But

in metastatic bre

shrinkage o: tumo

increasing symptoms basically means

control and you w

THL-‘J

category?

BY MS. PETEESON:

Q. Just for cla

category did they

A. They put it

they had buncued

Q. And was Dr.

A. Yes, he was.

Q. Okay. I thi

withdrawal.

A. Yes.

. Are you famiQ

A. Yes, I am.

Q. What does th

Un

COURT:

T E WITNESS:

T E COURT:
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aresponders, is that's what you are saying?

That's correct. He took away the six

ying that should not be counted as

in classic oncology teaching, stable disease

ast cancer is control. You don't always see

r, but not growing tumor, not having

that the tumor is under

ould accept that.

And you would put it under a response

i would.

Thank you.

the authors o: Howell, whatrity as well,

put the no change patients in?

as part of the 69 percent that responded. So

it with the responses.

Robinson one o: authors on that study?

nk we were going to talk next about tamoxiten

liar with that term?

at refer to?
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1 A. So, patients who are fai'ing on tamoxifen, there is one

2 small group that is -- actually, tamoxifen is ‘ueling the

3 growth of the tumor because it also has the estrogen

4 stimulating faculties. And it does that. And in that case,

l2fl6PM 5 if you withdraw tamoxifen, that small group, you will see a

6 short response as the stimulators disappear and then the tumor

7 would start to grow again.

8 Q. Now, do you agree with Dr. Robinson's conclusions about

9 Howell 1996 and the e""ec- of tamoxifen withdrawal?

12fl6PM 10 A. So, I don't thin< one can quantify it because, again,

11 when you have tamoxifen withdrawal, this is a short—lived

12 phenomenon, can't really use i- for -herapeutic action.

13 mean, yes, you can stop tamoxifen, there may be some time

14 during which the tumor may stop progressing, but soon tumor

l2flJPM 15 will start to grow again. So I'm not exactly sure how it

16 impacted the numbers. The overall numbers are small, so,

17 again, I'm not sure how much impact it would have had. It's

18 sort of conceptual.

19 Q. And are you familiar with the term "estrogen

l2flJPM 20 sensitivity?"

21 A. Yes, I am.

22 Q. Can you explain that?

23 A. So, to prolong life a woman in stage four breast cancer,

24 as you proceed down the treatment line, first line, second

12flJPM 25 line, third line, it's important that the tumor cells retain
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endocrine sensitivity.

then the tumor becomes un

Q.

regarding the endocrine seisitivi

A.

responding to megestrol a_-er Lhe antiestrogen

used and he wondered at that time that —— whether that would

mean that i:

DfiPOS T

And do you recall what Dr.

He was worried that it 10 patients,

ON — MCWfiSKfiY

"‘ tie endocrine sensitivity goes way,

responsive.

Robinson's

you used

o; any further treatment options.

Q. So, was Dr. Robinson —— is the suggestion —— stri<e that.

Is the siggestion that if you take someone o" o’

fulvestran- that -hey would become sensitive to all other

endocrine therapies?

A. No. The suggestion was that would fulvestrant cause a

situation where subsequent treatments would

fulvestrant would the woman be deprived

his main concern that he voiced.

Q.

what drug was that?

A.

Q.

the patients who

acetate, that would mean

That was megestrol.

And the subsequent treatment at issue in Robinson 1997,

And so do you agree necessarily with

later became insensitive

that they have demonstrated an

endocrine sensitivity profile overall?

A.

Q.

Again, T don't agree.

Why not?

:y that was reported?

patients stopped

the hypothesis
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testimony was

fulvestrant was

That wasfail.

that

to the megestro;
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1 A. So, you already rave proven by also prior art that the

2 fulvestrant is a far more powerful agent. And what we are

3 finding on quality is if you use a powerful targeting agent to

4 block a target such as an endocrine receptor, the agents which

l2fl9PM 5 were of an earlier era, which were much weaker, would now not

6 work. You could only use the most powerful weapon. And if

7 the disease progresses, you canno: go back to drugs which were

8 inferior to that.

9 THE COURT: {old on a second.

12fl9PM 10 MS. PfiNSA%fiNfi: Your Honor, we've been really patient

11 with this outside the scope, but this is way outside of the

12 scope of the expert reports here.

13 MS. P«T«RSON: " think "'m almost done with this. We

14 can move on.

l2fl9PM 15 MS. P«NSA%«N«: move to have this testimony

16 stricken, your Honor.

17 THE COURT: I don't know what's outside the scope.

18 The last answer?

19 MS. P%NSA%%N%: His whole last answer, this last two

l2fl9PM 20 answers.

21 MS. P«T«RSON: The ones on the endocrine

22 insensitivity.

23 MS. P«NSA%«N«: This witness never testify about

24 that, never expressed such an opinion in his expert reports.

122oPM 25 THE COURT: Okay.
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objection

scope o:

go back and strike testimony because much o:

intertwined.

to --

DfiPOS T

: the expert report.

So,

guess it's the endocrine sensitivity issue,

all outside the scope?

Robinson and discussed the Robinson

expert reports,

MS. PfiT £RSON:

with megestrol acetate.

mentioned

he certainly did discuss the Robinson 1997 article and the

the words

impact o_ i-.

insensitivi

THE
.|.

COURT:

-y

MS. PfiNSPy%fiNfi:

never discussed in --

THE COURT:

MS. PRNSARRNR:

THE COURT:

MS. PfiT «RSON:

Do you agree with t

So,

So that

I'm assuming that it's a:

Well,

the objec

That is correct,

Okay.

—— Dr. Mehta's report.

And j

about the endocrine sensitivi

BY MS. P

TTE COURT:

«I'4RSON:

Apparently,

ON - Ncl

tat? I H
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Dr.

don't know it

-o the megestrol acetat

YGS .

1st to con:

ean,

_l relevant and within the

It's much harder

do you agree that his opinions relating

Mehta did include the

'97 publication in his

and in particular the subsequen_

"endocrine sensitivity"

tion goes to

e?

testimony will not be considered.

:y testimony?

unless there is an

for the court to

it becomes

those are

_reaLmenLs

he specifically

in his report, but

the

Is that the issue?

your ionor, that was

irm, you are talking
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DfiPOS T

Q. Okay. Moving or. Are you

0"" target effect?

A. Yes, am.

Q. And do you recall criticism by

Yes.

What does that mean, this 0‘

ON — MCWfiSKfiY

familiar w

Dr.

fulvestrant relative to impacts on other o

t target

cancer,

target.

particular agent on other organ systems,

etcetera.

Q.

A.

And what he was re:

suggestion
I"!

M

Q.

R

a cliniciar

drug?

A. So,

has to see what you are trying

to achieve efficacy

bringing the disease in control,

And wren yo

hat

COUQT:

WITVESS:

ferring

On what?

the target is the estrogen recepto

then all other organs outside that domain would be o

:0 was

And had that already been reported in the prior art?

There is reference in the prior art where

-here is no impact on bone health.

On bone health.

1 have potential downsides like that,

weigh those in view of the oth

‘or long Ti

all new therapies have obviously some drawbacks.

to achieve.

‘e and prov

e "ects that did not seem to be as impor

and ij th

Robinson about

bones,

tant as controlling
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I)
ith the term o; an

target tissues?

11
e"ect?

r positive breast

"ect of thisthe e

heart,

there is a

how does

er bene i the

One

“ you are trying
I)

ide one more mode o;

ere were some side
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the disease,

to accept as

e "icacy and

In your

administered

study, would

A. No.

Q. Why not?

A. Because I

compliance, c

O:

good way o:

Q. And anot

volume.

A. Yes.

Q. In your

that

rou-e oj

A. No.

Q. Are you

dose?

A“ Yes,

Q. Can you

A. So, when

dealing with a Very di

And there were no side e

DfiPOS T

that would be a ttadeo

the therapy index.

you accept this much o_

ON — MCWfiSKfiY
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You

that one would be able

have this much o;

-oxicity.

opinion, would the Sac

as an intramuscular injection in the Howell

that have dissuaded a person of skill in the art

from continuing work with fulvestrant?

think intramuscular is the route that ensures

lose physician Visits and takes away the chance

patients missing their oral pills.

-hat fulvestrant had been

So it's actually a very

her aspec- o

Do you recall that?

opinion,

administration?

_ Howell was the five mL injections

would a 5 mL injection volume,

have been too large to have been considered as a possible

icult s-age o: disease.

would

am.

describe what that is?

you are doing Phase I

familiar with the concept o:

that.ects reported o_

maximum tolerated

studies, one of the
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objectives is to say what's the maximum tolerated dose, and

what kind of toxicities it will produce. And based on the

toxicities, a dose is set which is then moved on to Phase

sometimes maximumtrials to see e ”icacy. In oncology,

tolerated doses is what you want to use because underdosing

can lead to tumor resistance and progression. Underdosing can

lead to a tumor line to evolve and get out o: control, and

then subsequently not respond to even higher doses. So

maximum tolerated dose basically insures that you have

DO emergence OI: late emergence o: resistance andresistance or

that's what you want to administer to get maximum benefit tor

what you are doing.

Q. Is that concept applicable to treatments for breast

cancer?

A“ Yes, it is.

Q. And is it also applicable to treatments —— hormonal

therapy treatments?

A. Yes, it is.

Q. Why is that?

A. Because for every drug there is a optimum dose. And when

you are trying to set a dose, if the evidence suggests, like

in Howell it was 250 mg and it was tolerated without major

side e "ects and showed efficacy, i would stay with that dose

because in subsequent studies i would not like to tinker with

the possibility that the efficacy would drop.
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THE COURT:

dose?

THE WITNESS:

lower doses, yes.

BY MS. PfiTfiRSON:

But do you agree that he taught a lower

The Howell does say that one should try

Q. But despite that, did researches, including Howell and

Dr. Robinson, continue testing the 250 mg dose?

A. They did. And that went into the Phase tria's.

Q. And the suggestion in Howell tiat you should be lower

than 250 mg, would that have motivated researches to not even

look at the 250 mg dose anymore?

A.

l25 and 250,

Because you would base your

The most impressive prior art was Howell's one study at

and so why would anybody try to change that?

further clinical studies on most

e ective dose at a Phase I:

Q.

with that 250 does?

A. it doesn't negate the results.

Q. Was

dose "or "ulvestrant?

MS. PfiNSA%fiNfi:

this witness‘

MS. PfiTtRSON:

disclosed in his reply report.

THE
.L

COURT: Do

Does it negate the results that were reported in Howell

the 250 mg dose in Howell l996 the maximum tolerated

Objection.

expert reports.

We disagree.

T have it?

trial.

That's outside the scope

This opinion was
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Okay.

his report.
-1
4.L

L

that the question?

MS. MORAN:

COURT:

COURT:
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HRSOR: Paragraph l6.

E COURT: Do you recall rendering that opinion?

E WITWESS: Yes, I do.

MS. «RSON: Would you like a copy?

THE COURT: Yes. I don't think I have it up here.

in his binder?

MS. ERSON: It's not in his binder, your Honor.

THE COURT: Okay, thank you.

What was the question that was asked? Was the 250 mg

dose in Howell the most tolerated dose or "ulvestrant? Is

aximum tolerated dose.

Excuse me, maximum.

«RSON: Yes, that was the question.

I'm sorry, your ionor, actually it's paragraph

Would you like a copy? May I approach?

Yes, please.

'thdraw

K) C)

K) #1

K)R)

R) U)

K) u H

Nm H

'—u4.4
COURT:

there is another objection.

ENSAEENE: Now that counsel submits that, your

the objection.

It seems it was. I'll keep it up here i;
‘I

Thank you.

think we're going to brea< it there. Why don't you

WITNESS:

COURT:

answer the question and we'll break for lunch.

I'm sorry?

Continue to answer the question.
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I)
T?R WITNESS: remember the question correctly,

was that tte maximum tolerated dose or not?

TEE COURT: Was the dose that is disclosed in Howell,

which what was the 250 mg, was that the maximum tolerated dose

o "ulvestrant?

THE ieve it
.|. .|.

be"WITNESS: No. I you consider the

3eFriend trials, they had gone with 6 mg versus 18 mg dose.

That was given once a day for 7 days. If that was given once

for 7 days and i:a day you take a 4-week interval where it

could be repeated and extrapolate to a 28-day cycle and

multiplication of 28 by l8 leads to a dose that is closer to

500 mg. So the dose disclosed in the Phase trial seems to

have no side e "ects in that particular tria' o‘ DeFriend.

So, the dose disclosed seems to be around 500 milligrams of

fulvestrant.

TIE COURT: Okay. We'll leave it at that.

We'll break for lunch. And if counsel many recall,

will see yoi back at 2 o'clock. Okay? Thank you.

Tifi DfiPUTY CLERK: All rise.

Lincteon Recess l2:3O p.m.)

T fl DEPUTY CLERK: All rise.

T E COURT: O<ay. Great. Thank you. You may be

seated.

So, my criminal matter has been adjourned, and I

thought we would make use o: the time. So we'll go about an

United States District Court
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1 hour—ish or so, and tren we will take our afternoon break.

2 Okay? So we can continue on.

3 MS. P%T%RSOW: Actually, your Honor, before we

4 continue, upon farther review, we did go back and look at

OlflQPM 5 Dr. Mehta's expert reports with respect to the objection about

6 whether he had disclosed testimony concerning the endocrine

7 resistance, and we do think that it was properly disclosed in

8 his reply report, which you do have a copy o" in "ront of you,

9 at Paragrapt 15.

01£QPM 10 THE COURT: Did you share it with Ms. Pensabene?

11 MS. P%T%RSON: We have not yet.

12 THE COURT: You didn't talk to her about this?

13 us. P«T«RSON: No.

14 But in Paragraph 15, he does —— Dr. Mehta does refer

OlflQPM 15 to this portion of Robertson 1997 and the possibility of

16 fulvestrant resistance precluding further endocrine treatments

17 as a cause for concern. And then throughout the paragraph, he

18 discusses the benefits and down sides in the analysis that

19 would apply there. So we would ask for a reconsideration of

oizanm 20 your ruling.

21 MS. P«NSA%«N«: Your Honor, that is not about this

22 further endocrine insensitivity that's discussed in Robertson

23 _997. Robertson 1997 is not cited here; nor are the opinions

24 that were provided by Dr. Mehta on further endocrine

Ol:EfiM 25 insensitivity. So I would stand by my objection that this is
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C

he was testifying to,
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report.

OURT: So it doesn't seem to be within the scope

but " would preter to have the

bene l, o

questioning?

MS.

and the wi

T{E

reconsider,

Dr.

discussed in your overview timeline.

l998.

published in

A.

Q.

Is that some

COURT: Okay. So there is a motion to

and I'll reserve.

PfiTfiRSON: Okay. Thank you, Your lonor.

?

the transcript.

P

tness was through with his answer,

fendants will recall and resume the

BY MS. PfiTfiRSON:

Mehta, if

Can you tell us what journal McLeskey 1998 was

Clinical Cancer Research.

And tell me about

thing that

interested ii?

A. Yes.

Association o: Cancer Research,

o "ered just

doing bench
a

to clinicians,

id animal research.

So were you through with the

tT «RSON: T was through with the questioning,

as well.

I]

testimony o;

we could move on to the next publication

This would be McLeskey

the Clinical Cancer Research journal.

breast cancer researchers would be

journal o" the American"icialis the o

I)
isand something that sort 0;

researchers, and people who are

So it's kind o: a place
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where all research streams come together.

Q. And what was -- and, for the record, Dr. Mehta's

testimony here, he is referring to 33X—lO—O40.

Dr. Mehta, what was the purpose o: McLeskey 1998?

A. So, Mcgeskey had a very unique idea. She basically was

looking at the MCF—7 cell line, which was until then the most

estrogen—sensitive cell L Na ‘or experimentation. She changed

it in an —— she changed it in her laboratory, in her lab, and

created a cell line.

T E COURT: In her laboratory.

7 E WITNESS: In her laboratory, and went on to

create a cell line that was totally independent, she thought,

o: endocrine manipulation.

Now, to test her hypothesis, what she needed to do

was to try and bring two to three most powerful antiestrogenic

agen-s of -ha- Lime, and what she chose were three agents that

she would -es- on the cell line and see i: it retains its

ind p nd ncc, b caus h r further research depended on showing

it, because this cell line was not manipulatable by changing

anything about the estrogen receptivity.

Q. So, it " could just make sure that we all understand,

Dr. McLeskey had taken a —— a cell line that was typically

hormone --

A. Sensitive.

Q. —— sensitive, and what did she do to it?
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A. She changed it ir her lab to mace it a hormone

independent cell line. It's called fransfection. And it was

basically a app ication o“ a growth factor, which then created

a cell line that would not respond to hormonal manipulation.

Q. And then what was the purpose for which she used the

fulvestrant on that cell line?

A. To prove that —— her hypothesis that this was not a

hormone manipulative cell line.

Q.

A.

And what other compounds did Dr. McLeskey use?

So she used a —— two aromatase inhibitor and one pure

antiestrogen. So she used letrozole, which was then

to be one ofconsidered the powerful aromatase inhibitors; she

used formestane which, until mid—90s, was proved in Europe and

shea major aromatase inhibitor; and for the antiestrogen,

chose Faslodex® which was, in her mind, a very powerful new

antiestrogen agent.

Q. And, for -he record, in your testimony, were you

referring to D3X—lO—4l and -42?

A. Yes.

Q. Does Dr. —— or does McLeskey l998 describe the

formulations of Lhe fulvestrant that were used in this study?

A. She does. She uses two kinds o" "ormulation. One is

a —— is a injectable in warm peanut oil, and she uses a second

formulation which is a injectable in castor oil. And these

are the two things that she basically is using as a source
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material for fulvestrant.

Q. And does McLes<ey 1998 provide any further description of

the composition of -he castor oil formulation?

A. Yes, it does. It basically says it was a 50 milligram

in a vehicle ofper mL preformulated drug, 10 percent ethanol,

15 percent benzyl benzoate, 10 percent benzyl alcohol, and

brought to volume with castor oil.

Q. And who supplied the formu'ation, the castor oil

formulation, to Dr. McLeskey?

A. This was supplied by Wr. 3.M. Vose of Astrazeneca.

Q. And, for the record, Dr. Wehta‘s testimony -- was your

testimony related to DDX—l3—O43?

A. Yes.

Q. Now, why would McLeskey 1998 be relevant, in your

opinion, to a person of skill in the art who would be

interested in treating hormone—positive breast cancer?

So ifA. you are looking for options in women who had

basically progressed on tamoxifen, and the prior art has

suggested that there was a powerful new antiestrogen, and you

were loo<ing for validation that that was considered to be a

new agen- with fairly reproducible e "icacy, this particular

this particular article in this particular experiment goes on

to prove that Dr. Mcheskey and her group also considered among

the three major agents to use to try and prove a hypothesis

that they had cell line that were resistant to hormone
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fulvestran'

manipulation.

:, and this kind o",

my interes

interested in treating
I"!

: in this product as being something I

art ident’

the hypo

manipulate with a hormonal treatment, i

independent, because there is a theory

eventually develop a cell line that is completely hormone

independent.

chemotherapy because the hormonal manipulations eventually

ai'

Oh

this —- basically,

ar

-o do anything.

to chemo when tamoxi:

DfiPOS T

So, o:

ON - Mct
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the three agents she chose,

"or me,

Eventually

ind p nd nt b caus

the most interesting and powertu'

ER—positive breast cancer.

3 COURT: Coild you try that

E WITNESS: So, think this

ties and sort of says, okay,

fiSKfiY

would,

if you were to choose

she chose

again, reinforce

would be

again?

particular piece o;

ER—po

And even then,

thtr

And

pathway,

they are being driven by a di

SO,

start to grow,

receptor by any kind o‘

to any kind o

if the es

the tumor grows,

e "icacy.

And, to prove that point,

:rogen manipula'

thesis that we have a cell line

sitive cancer requires

fen and subsequent drugs tail.

she —— her hypothesis was that

is another pathway in progress.

agents o_

t will still remain

that you must

they are basically moving

that time to test

that if we try to

So

these cells

the cancer cells find a way and keep growing because

:ion blocks one

' pharmacological

"erent pathway.

and now,

she selected three major

So when they

manipulating estrogen

agent would not lead

Unired Srares Disrricr Courr
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that time. One was letrozole, which was a very

Another was formestane. And

what an-ies-rogen did she choose? Fulvestrant. And all three

failed -o

interest is that she picked “u vestrant as one o_

questions

that she had an independent ce'i Tine.

MS. PfiTfiRSON:

_{E COURT:

affect her independent cell line, proving her point

Qut poin- for me or

-he Lhree.

could ask a tew toliow-upMaybe

to maybe clarity.

Okay.

BY MS. Pfi_ fi§SON:

Q. So woild you expect an antiestrogen like fulvestrant to

block the

A. Yes.

Q. Now,

block the

A. No.

Q. Now,

cell line?

A. That is correct.

Q. What was she trying to prove?

A. That it was estrogen independent.

Q. And so was she trying to prove a hypothesis that —— or

strike that.

So what was she using the ‘ulvestrant ‘or as part o;

that hypothesis?

tumor activity in an estrogen—dependent cell line?

would you expect an antiestrogen like fulvestrant to

tumor activity in an estrogen—independent cell line?

had Dr. McLeskey created an estrogen—independent

I)
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A. So she was basically saying a

power"u' antiestrogen, cannot stop the grow

fulvestrant,
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which is a

_h of this

particular cell line, and so it's not a_iec

its independence from that agent.

THE COURT:

line.

THE
.|.

WITNESS: Right.

before she went on with the cell line.

THE COUQT: So i:

hormone—dependent breast cancer, what would

you?

TEE WITNESS: Basically, again, al

you is that

-ed by it, proving

But it was a hormone—independent cell

She had to prove that point

you were interested in treating a

McLeskey say to

l it would say to

among the three agents she chose, o: her time,

which was considered very powerjul Lo test -his hypothesis,

Faslodex® had made the grade, and so it mus

Astrazeneca to simpressive enough ‘or C ,

other side, but not to supply the letrozole

fulvestrant —— the formestane is the third aromatase

already in the market in Europe,

third agent to s . 3 cais th s ar

hypothesis is Lha, i” Lhis ce'1 line indeed

DOUG O:
these three powerful agents,

line will slow down.growth of the cell

was wanting to show,

Q. So would a person of skill in

them will

And

_ have been

Apply, from the

O:
, and, course,

inhibitor

so they are using that as a

all again —— the

is independent,

show Lha- -he

that's what she

and that's what she ended up showing.

the art reading McLeskey
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that Cunderstand 187,78

recognized to be an e

A. Chosen because it

yes.

Q. And did she prove

A” She did.

Q. So does that mean

success?

A” From the viewpoint o:

"ective antiestrogen?
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3 was chosen because it was

was novel and a powerful antiestrogen,

her hypothesis?

that McLeskey's study was actually a

what she was trying to prove, YES.

Q. And so do you consider McLeskey l998 to represent a

treatment failure, in your opinion?

A. No.

T E COURT: Were you here for Dr.

T E WITNESS: Yes. No. i was here

Dr. Robertson.

THE COURT:

Dr. Kern's?

7{E WITNESS:

BY MS. P%T%RSON:

Q. So woild a person

interested in using

breast cancer,

A. That if you are looking

antiestrogen category,

deserved attention and

Were you here this morning

No.

—— a person 0:

what would such a person learn

skill in the art

for a new power"u'

Kern's testimony?

IOI

_Or

fulvestrant to treat hormone—posi:ive

from Mcleskey?

agent in the

you had an interesting

further studies.

agent that
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And whatQ.

from Mcheskey

formulation?

A. So, Mcges

castor oil formulation.

DfiPOS 7

would a person

Oh - MCWfiSKfiY

of skill in t

with respect _o

key

with -he o_her

same :ime that

comes McLeskey,

or Astrazeneca

product was in McLeskey's article,

Howell's results are published,

and to me,

supplied Dr.

follows Howell,

_he castor o

and Howe

And McLeskey gives that

fill—in—the—b;anks agents.

it would suggest that i

Howell his produc-,

and so

o ’ulvestrant at that time in use.

Q.

1996 study?

A. She does.

that article,

Q. And you are re:

A. Yes.

Q.

dissuaded a pe

;ong—acting,

cancer?

A“ No.

Q.

One of th

And did McLeskey l998 cite to and reference the Howell

: r nc s she
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he art understand

il-based

ll talks about a

formulation

And it's around the

subsequently

f see C

then -he same

tha_'s the formula

cit s is exactly
rm

Reference 19.

ISOH OI skill in the ar-

ferring to your demonstrative,

is there anything in McLeskey l998 that would have

50 milligram per milliliter,

fulvestrant formulation to treat hormone—dependent breast

Let's move on to the last publication

This would be the Robertson l999 abstract.

from pursuing a

DDX-10-O44?

castor oil—based

from your overview.
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And can you just briefly tell us again what does the

Robertson

A.

scheduled

protocol was given.

50 or 125 or 250 intramuscularly,

and in the

was to --

it

particular

Q.

for surgery,

the most advanced of

And is this

DfiPOS T ON — MCWfiSKfiY

'99 abstract teach?

So these are the postmenopausal women.

The women were gi

comparator group tamoxifen placebo.

the new class

two category, you see what

your testimony?

A.

preliminary session of

1999,

particular

Q.

time?

A.

O:
drugs,

This is the same

a non—agonist,

the San Antonio

selected out of 440 abstracts pr

conference.

And what does Robertson 1999 say about

He goes on to call it the most advanced o_

and to quote,

antiestrogen.

to go

A lot of

Qefore we move o this topic of

back and fo'

United States Distri

Camden,

and before surgery,

with tamoxi:

the same abstract you identi:

-- do you recall a lot of

a treatment

ven

OI:
drugs.

happens.

abstract that was presented to the

esented at that

fulvestrant

"pure," steroidal

all the prior art,

low up on one point.

ct Court

New Jersey
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3reast Conference in
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These were being

fen in one group,

And his idea

that group's idea was to test this —— and he calls

fied earlier in

relative to other pure antiestrogens under development at the

-he new class

i do

the papers you had
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discussed involved researc

o

A. Yes.

Q.

looking

A. So,

important

very use:

was that it was no

instances i

Why would tha

And

increase the uterine lining.

menorrhagia and excessive blood loss.

women, the incidence o:

And the worst o:
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"ulvestrant?

: be relevant to a breast cancer researcher

treatment?

- was prevalent at that time.

"ects1 discussing anti—utertropic e

The most

::en .time was tamoxi And while it was

for a new

think ol wha

drug at that

ul in mos- of

: a pure estrogen blocker.

: stimulated like a estrogen.

the one other it stimulated was uterus.

up was noted.

say ‘s

So one o_

it E
‘ficac’ous,

preclinical phase that on the cell line,

there was efficacy.

But, simultaneously,

equally important was:

side e

very strong anti—utero

it did not have Lhe at

"ecLs?

-he ways you start looking at a drug is

And it came up with this not have it being a

tropic agent,

-he women, where it created problems

In some

It would

There are problems with

it was that in a small number of

the lining o: the uterus cancer going

":0

and the prior art shows in the earlier

in the xenograft,

the second question that was
I)

Does it have any advantage in terms o;

which basically meant that

ribute Lo stimulate the lining o;
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uterus, and thereby,
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it was possible that the side e

uterine cancer could be prevented.

So you have a drug that has a promise o e

promise of

agent you are trying to

probably the way

MS.

next area o;

evidence the

not having the side e

PfiTfl?SON:

Dr. Mehta's

exhibits that he has discussed thus

defendants move to enter ?TX—392, DTX—285, JTX—l3, DTX—39,

DTX-48, JTX-l6, DTX-49, JTX-l7, JTX-l5, JTX-ll, JTX-L4, and

JTX—lO.

THE COJRT: Okay. Any objections?

MS PmVSA%«N«: No objection, your Honor.

THE COJRT: Okay. In evidence.

(D+EfiND“WT «XH % ts‘ PTX—392, DTX—285, JTX—l3, DTX—39, 3tx—48,

JTX-l6, DTX-49, JTX-l7, JTX-l5, JTX-ll, JTX-l4, and JTX-_O

E U W H Wn (3 H < H N LV DjNCj.

Dr.

skill in the art have been motivated to select "u"

Mehta,

P%T%?SON:
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"ect o_

'icacy and a

Your Honor,

testimony,

in your opinion,

find an alternative.

this science then progressed.

treat hormonal dependent breast cancer?

A“ Yes.

Q. Why?

A. Because the prior art had a sort of

"ects of the prevailing main

before we move into the

T would like

would a person of

And that's

to move into

far. The

ordinary

vestrant to

seamless transition
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”icacy, safety,

" administering it, which

'evel and require less frequent
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administration, and the Phase

and the Phase trial

was really efficacious.

us to the corroborative pieces agai

other articles, _ha- basically at

the most advanced of615

certainly make it

Q.

the art have been

And, in your opinion,

hormonal dependent breast cancer over candidates in other

categories of antiestrogens?

A.

OD.

for aromatase inhibitors,

way to approval.

In case of -he SERMS,

the principal agent,

tamoxifen or safer tamoxifen,

the level ofsurpass or better

In some O_ -hem,

not rea'ly ef‘icacious,

side-e "ecL profile,

And so all

motivated to select

but they were

trial showed that it was safe,

again confirmed in himan beings that it

n, with

the antiestrogen,

a very interesting subject

would a person of

fulv

So the candidates in other category were already moving

“ you had a postmenopausal woman and the development was

three agents are already on their

the category where

there were attempts to develop better

except really no agent came to

tamoxifen.

which were similar to tamoxifen,

foun

and moved on to get approved

that woild basically bring

that time heralded this drug

Dr. Robertson and

and that would

to pursue.

ordinary skill in

estrant to treat

tamoxifen was

but

d to have better

:0]?
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something like preventing osteoporosis like Raloxifene.

was a novel mechanism category,

was fulvestrant.

something at that stage would say,

But in the third category o:

okay,

: pure antiestrogen, which

the most promising compound

And somebody who is interested in developing

I realize they are on

their way to approval and are already doing very well.
I-

to be

would lead you then

Q.

cross—resistant,

In your opinion,

Tamoxifen is the centerpiece or

This is interesting because a di

would a

to develop that

and I'm in-eres-ed.

person o:

"eren- mechanism,

further.

this particular mechanism.

not likely

And the prior art

ordinary skill in the

art have been motivated to develop a long—acting

A. Yes.

MS. PfiTtRSON:

BY MS. PfiTfiRSON:

Chris,

Dr. Mehta's demonstrative DEX-

Q. So, 3

A. So, basically,

time and vid nc

on cell lines of MCF—7,

surgery, given every day

I- -akes us to a Phase

for seven days,

fulvestrant—based breast cancer therapy be:

lO-O9.

this product was e

study in

that is a seamless transition in terms o“

fore 2000?

it you could pull back up again

you could just explain your opinion.

Th Wak ling and Dukes data tells us that

”icacious.

Z- -ells us that on rats and monkeys,

DeFriend where be:

the side effect

ot stimu'ating uterine lining was not present.

the product was seen
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to be safe and had e

receptors.

In Howell, in Phase II,

tamoxifen, were postmenopausal,

improvement in a

i:And, to go on,

were evidence and praise

authors o: the preceding

the most advanced of the

coming in

"icacy in terms o:

‘airly impressive duration o:

antiestrogens.

from some o:

ON — MCWfiSKfiY

it proved that it was

e "icacious in actual patients who have resistance to

that evidence is not enough,

trying it in their own patients

standard o: care, megestrol, or

saying preoperatively,

tamoxifen which is a product,

go.

So not only did it impress

they are proceeding with further

which were on their way to Phase

Q. And, in your opinion,

breast cancer?

A. Yes.

:-

Again, same argument.

studies progressed in a logical lockstep,

Ol’ ’urLher Lrials wi'

fulvestrant formulation would work

jur -her trials where

let's look a

plus placebo,

: the product,

these investigators,
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reducing estrogen

and produced 69 percent

response.

there

the principal

papers who were now saying this is

And they were already

:h

they were

plus

and see where we

but

studies and clinical studies

would a person o:

the art have had a reasonable expec

trials.

ordinary

:ation o:

The preclinical,

and come to
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where you see the e

which was resistant

that suggests that it

Q.

ordinary skill

And would

success that a

treat hormonal

A. So Howell

IIIOI1

be

th and showed his results,

the principal

”icacy of

to tamoxifen,

your opinion be the same

in

castor oil—based

dependent breast cancer?

used a castor oil—based

and, yes,

formulation of interest.

Q.

opinion?

A.

Fas;odex® as a

to -esL

wor< in -ha

THE

who was loo

breast cancer,

THE

interesting from Howell,

group of inves

And what does the teaching of

It basically tells me that that

-heir hypothesis that th

- independent cell

COUQT:

<ing

WITNESS:

i have enough evidence about

principal representative o_

and you have othe

will basically be a produc- o

for a person o;

the art having a reasonable expectation of
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69 percent in this population,

: evidence

_ promise.

formulation would work to

formulation once every

I would expect that to

McLeskey 1998 add to your

group also considered

-he antiestrogens

strog n

line.

Which would be more va

for a LreaLmenL for

correct?

and itThat,

:igators chose that drug to tes

somebody was saying,

here was another proo:

hypothesis tha

cell line. So

: such a powerful drug would no

th rapi s do not

luable to someone

hormonal independent

okay,

fulvestrant that it seems

E that another

their

modulate this

it sort of identifies and stamps the product
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from another set of invwith approval estigators.

And McLeskey was not part o_

complex. She was an independent inve

having brought this product for their

created one more impression which, in

corroborative, saying okay, it's a fr

and with the formestane, that this is

So even though the cell lines didn't

were not supposed to. The fact that

basically tells you that she also eva

O:
was assisting them and said, okay,

going to use this to prove my hypothe

THE COURT: When you said ea

treatment failure, is that what you m

THE WITNESS: i meant that i

failure because she was not looking

estrogen—positive breast cancer.

Her study had a hypothesis tha

and she was successfulcell lines, in

a positive study. She would report a

you can't go and say it's a treatment

wasn't treating estrogen—positive hormone cancer.

THE
.|.

COURT:

:or treating

So let me see if "

ICI_he Astrazeneca

stigator. So her group,

experiment, sort of

my mind, is

ont runner with letrozole

the product she chose.

respond to them, they

she chose t1at, it

luated the prior art that

the antiestrogens, I'm

sis.

rlier that it was not a

eant?

t is not a treatment

t these are independent

proving it. And so it's

s a positive study. And

failure because she

can summarize what

heryou're saying. It was a SJCCGSS,

because it proved her hypothesis that

study was a success

the line that she was
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developing was hormonally independent.

T E WITNESS:

E COURT:

treating it

antiestrogen.
I"!

L-Hi WITNESS:

L*_i COURT:

disease itselt.

Right.

And she proved

Yes.

with Faslodex® and powerful,

that relate to a method o;

that hypothesis by

to use your word,

But it did not deal with treating the

the hypothesis
I)

T E WITNESS: No.

T E COURT: Okay. Thank you.

BY MS. P%T%RSON:

Q. Dr. Mehta, just to make the record clear,

that Dr. McLeskey was teaching, did

treatment or was it just —— or was it

whether a cell line was independent?

A. So

powerful product would not

cell line, but the

with the best working

fact tha_

formulation means that she thought

nave any e

she used

related to establishing

T think what it basically established is that this

formu ation ot that time,

Astrazeneca supplied,

had shown success in Howe:

would she use something e;

Q.

se?

then she would use the

_l which came before her.

Was it unexpected that an antiestrogen like

ec- on her independent

_ha_ particular

-ha- if she had to test

that the

formulation that

So why

fulvestrant

would not work on her estrogen—independent cell line?

United States District Court
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1 A. So, if it was truly independent, then it should not work.

2 Q. And that's why she successfully proved her hypothesis?

3 A. She did.

4 Q. Do you recall Dr. Robertson's testimony about several

02unPM 5 hormona' therapies ‘rom the 1990s that failed to receive

6 approval?

7 A. Yes, I do.

8 Q. In your opinion, does -he Iact .hat a drug fails to

9 receive FDA approval indica-e that i- was not e""icacious?

02:21PM 10 A. No.

11 Q. Why not?

12 A. Because so many drugs don't reach FDA approval. Some are

13 e""ec-ive but may not complete all the trials. Some, the

14 pharmaceutical industry that's sponsoring it may lose

02:zmM 15 interest. There are a lot of products that don't complete the

16 entire journey, but they may be otherwise quite relevant.

17 Q. Now, Dr. Mehta, you're familiar with the patents—in—suit,

18 right?

19 A. Yes.

OZQQPM 20 Q. Can we put up demonstrative DDX—lO—46.

21 Do you recognize this claim from the 'l22 patent,

22 generally representative of the claims asserted in this case?

23 A“ Yes, I do.

24 MS. PfiNSA%fiNfi: Your Honor, this claim is not at

02uQPM 25 issue in this case.

United States District Court
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RT: Okay.

flRSON: I'm only trying to establish --

RT: Background?

THE COU

MS. PfiT

THE COU

MS. PET «RSON: Yes, just background. I'm only trying

to establish what elements ot the claim, in general,

Dr. Mehta's testifying to.

MS. PfiNSPy%fiNfi: Your Honor, it's not representative.

The assertion

representative ot

just not true.

that's being made is that this claim is

the claims at issue in this case and that's

MS. PfiT %RSON: And, your Honor, we provided notice o:

they did not

it. We could have prepared a di

one (3:

THE

questioi.

this demonstrative

the asserted claims.

COUET:

BY MS. EETERSON:

Within these claim elements,

COU

and_o AsLraZeneca I think two days ago,

indicate that they had any objection to us using

"erent demonstrative using

3ut --

What is the question? Let me hear the

which portion are you

Method of treatment.

Q.

opining on?

A.

THE

MS. PmT

THE

relevant claim?

COU

QT: "Method oj Lrea-menL" he said. Okay.

«RSON: And that's it.

RT: Okay. Are you going to show him the

United States District Court

Camden, New Jersey
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1 MS. PfiTHRSOk: I can, sure.

2 Tifl COURT: Okay.

3 BY MS. PfiT%RSON:

4 Q. Can yoi pull up JTX—l? Actually, pull up JTX—4, please.

mh24PM 5 Go to the claims. "‘ you could go in on —— go to Claim 1,

6 which is the original independent claim on which one of the

7 asserted claims—in—suit depends from.

8 Dr. Mehta, looking at Claim l, can you tell me what

9 element of the claim you're primarily opining on?

OZQBPM 10 A. The one where it says the method for treating hormonal

11 dependent benign or malignant disease of the breast or

12 reproduc-ive Lrac- comprising administering intramuscularly to

13 a human in need of such a -rea-menL a jormulation comprising

14 of 50 milligrams o" "ulves-ran_, and then the description of

OZQSPM 15 ethanol benzyl alcohol, benzyl benzoate, and su””icient amount

16 of castor oil vehicle.

17 Q. Okay. And you just read the entire claim.

18 A” Right.

19 Q. I was just asking you which portion of the claim are you

OZQEPM 20 opining on?

21 A. The method.

22 Q. And then if we could go down to Claim 10 now.

23 TEE COURT: Ms. Peterson, if you want to use your

24 prior char-, -ha-'s fine. I just didn't know if you were

O2fl5PM 25 going to get to it but —- what was the number?
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MS. PfiTfiRSOk: The demonstrative?

THE COURT: Yes.

MS. PfiT%RSON: It was Number 46.

TEE COURT: Yes, i don't see any harm in using it.

BY MS. PfiT«?SON:

Q. Dr. Mehta, you're not —— oh, excuse me.

TTE COURT: Yes, okay. Go ahead.

BY MS. PfiTfiRSON:

Q. So yoi're primarily responding —— you're primarily

opining on th m thod of tr atm nt aspects of the claims,

right?

A. Yes.

Q. Are you o""ering opinions as to the formulation or

pharmacokinetic aspects of the claims?

A” No, am not.

Q. Okay. You could take that down.

3 you could pull back up Demonstrative Number 47.

3:. Mehta, can you summarize for us the patient
I}

populations and animal models that were used in the studies o;

fulvestrant that you described earlier today?

A. So, all the studies except one basically looked at either

ovariectomized animal systems or postmenopausal women.

Q. And, again, what are the ovariectomized animals?

A. So they are the physiological model for a postmenopausal

woman.
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A. So
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there a study in this group of studies that is a

_ienL population?

Dukes 93 had intact ovaries and similar testing to

other hypothesis was done.

Q. And wha

A. So, tha

Women .

Q. Now, do

animal popul

indication

treat?

A. Yes.

Q. Now,

reviewed the speci-

A. Yes.

Q. And,

patents—in—sui-

that

hormonal dependent breast cancer in premenopaisal women?

A. No.

Q. Why not

A. Because

chart there,

a

the inven'

?

does that patient population represent?

patient population re:

switching back to

the postmenopausal women and ovariectomized

tions in your demonstrative rejlect

for which Faslodex® was originally approved to

=ication ot the patents?

in your opinion,

in

there's no data.

the only par

premenopausal women were

that the —— when the drug was used, the results were variable

jorm a person o:

Dukes 93,

tors were in possession of a me_hod

ticular group

and

fers to the premenopausal

the patents in the case,

does the specifica

ordinary s

The data that you have on the

that even simulates the

there

-he

you have

tion of the

<ill in the art

for LreaLing

the outcome was

United States District Court

Camden, New Jersey

Astrazeneca Ex. 2049 p. 165



02:29PM

02:29PM

02:29PM

02:29PM

02:30PM

FA

‘D‘O‘M‘J03U1IAt»K)#1
F1 F1

K: K)

FA Q)

#1 is

F: U1

FA 0\

F: ‘J

P4 00

FA “D

K) C)

K) #1

K)R)

R) U)

K) at

NW

 

1035
DfiPOS T ON — MCWfiSKfiY

and unpredictable, so really you can't translate that into

clinical e "icacy in any way.

Q. bimiting your analysis just to the patent, does the

speci”ica-ion o‘ the patent inform a person of skill in the

art -haL -he inventors were in possession of a method for

treating hormonal dependent breast cancer in premenopausal

women?

A. No.

Q. Why not?

A. There is no —— no evidence or data supporting that

contention.

Q. There is no evidence or data supporting that contention

where?

A. In these patients.

Q.

for a drug has been demonstrated in postmenopausal

Do you agree or disagree that once a scientific rationale

women, that

could be applied to premenopausal women? Do you agree with

that?

A. No, T don't.

Q. Why not?

A. These are two di””erenL models in terms of what's

happening in their systems.

The premenopausal hormonal system is a tsunami of

theestrogen hormone. So throughout the menstrual periods,

estrogens rise and fall; throughout lactation, they rise and
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fall;

and the ovaries produce a very large number o:

throughout pregr

DfiPOS

ancie

estrogen.

Compared to -ha-,

ovaries are gone. In terms

have dropped. Slowly,

diminish to the point where all o;

signs are taking over.

And these two —-

cancer happens have tota'ly di

So,

even to a tiny amount o:

for example,

the

65

5/

ON - Mcl fiSKfiY

there is a very sustained surge,

in a postmenopausal woman,

0

the ovarian

se

unc_iona1ity,

two models are —— when breast

trogen,

androgen by enzyme aromatase.

estrogen are high,

But in the case or

and hence,

"erent applicability.

a postmenopausal woman will respond

that is

premenopausal woman,

the same system,

function is starting to

the menopausal symptoms and
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I)
-- amount o;

the

estrogen levels

converted from

these surges

same idea o;

control, does not usually work.

So these are -— ‘or a'l th tim s w hav

the premenopausal milieu, M— —L— —j—U,

entity, and has di”"etenL e""icacy ‘or difterent drugs.

Q. Now, in your opinion, could a person of

the art use fulvestrant to treat hormonal dependent breast

cancer in premenopausal women without undue experimentation?

A“ No.

Q. Why not?

A” Because, again,

is a total'y difterent

tr ated them,

there is no data to suggest how it is to

ordinary skill in
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be used or whether it will be useful, and so

a new experimentation to prove that point.

Q.

premenopausal women?

A.

Q.

Does the patent provide any examples o:

No, it does not.

And what does the prior art say about treating
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it would require

how to treat

premenopausal women with hormone dependent breast cancer?

A. Until that time, nothing. And the oily report

which sort othave is from Dukes 93, suggests that i

that we

: probably

is not a good idea because the resu'ts are variable and

unpredictable.

Q. In your opinion, does the specification, the patent

specitication, intorm a person o‘ ordinary ski'i in the art

that the inventors were in possession of a method jor treating

hormone dependent breast cancer in men?

A. No.

Q. Why not?

A. So, male breast cancer arises in a totally di""erenL

environment. While it is a cancer in the breast as a

location, the male's predominate hormone is estrogen —— is

androgen, the ogesterone, and these tumors have arise in a

testosterone resistant manner. While they are ER/PR positive,

they also express androgens. Just because there are no trials

in men, you can't automatically presume that everything that

has been proven

United States District Court
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apply to men.

di"

even the estrogen recep'

to be

"erent prognoses,

functional.

DfiPOS T

These are di

di"

Th pr s nco o.

0;

suggest that male breast cancer has similar treatment outcomes

a hormonal model and I

as

Q.

fulvestrant

A. No, it

Q.

A. Wo.

Q. Dr. Mehta,

demonstrative 48.

you had already explained about the teachings o;

that you are aware of

A. So, one o:

value

premenopausal breast cancer.

Robinson's opinion in 2007,

female breast cancers.

doesn't.

before we move on,

So,

respect to premenopausal women, were there any other teachings

ON — MCWfiSKfiY

"erent sensitivity,

They express proteins in a di

s-rog n rtc ptor makes them a di

i

fulvestrant in premenopausal women?

"erent characteristics,

even the hormones,

:ors in the male breast are taught not
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they have

"erent way.

to treat breast cancer in men?

the importan

Dowsett and he says in 1995

: voices of

would say that there is nothing to

And does the patent provide any guidance on using

And does the prior art say anything about using

fulvestrant to treat hormone—dependent breast cancer in men?

: we could go back to

just wanted to ask you again,

Dukes with

in the art with respect to the use or

"erent kind

think

that time was Mitch

to determined the effect o "ulvestrant on

And if you go on to

United States District Court

Camden, New Jersey
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he goes on to say that
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250 mg has no e

prol

cancer measured aC

from

a di

proq

Q.

A.

Q.

A.

those exhibits into evidence.

"erent

rams.

3TX—433 and Robinson

Yes,

Are you also relying on the

3TX—32O Clark re:

Yes,

MS.

-he mid nine‘

In support o:

DfiPOS T

"ect, zero,

anima' requiring

am.

am.

PMT* .?SON: Your

confirm you were relying on

your opinions concerning treatment of

Al

and

Yes,

MS.

DTX-3l8.

" we could move

MS PtWSA%«N«:

THE COJRT: Okay.

(DfiEfiNDANT fiXH % TS DTX-433,

RLCL V33 V jV WLNCL)

BY MS. ?%T%RSON:

i was.

PfiTfiRSON:

14 to 21 days.

:ies and beyond,

yoir opinion,

ference and the

No objection,

DTX-3l7 and

ON — MCWfiSKfiY

on hormone sensitivity and

iferation in premenopausal women with

So,

di""erenL kinds of

DTX-881?

DTX-311 Wi

the prevailing wisdom

and even today,

are you relying on Dowsett

3TX—309 Potter reference,
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primary breast

is that it's

treatment

the

LL'i te'erence?

Honor,

In evidence.

881, 309, 320

forward to DTX—49.

brea

Defendants move into evidence

we would move to enter

your Honor.

DTX—3l8 in support o;

AND 311 WfiRfi

Dr. Mehta, can you

I)

st cancer in men?

DTX-3l7

United States District Court
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fiXH

BY

Q.

WS.

NO

responding to

secondary considerations.

A.

Q.

Ye

Robinson has relied on is that Faslodex® has received acclaim

and pra

article

A.

Q.

A.

label change and the company needs to bring it again to the

PflTfiRSOW:

W;

S.

And one o:

ise

S.

i don‘

Around the launch o:

Dr. Wehta,

Dr. Robinson's

from the industry

Do you agree with

Why not?

attention the oncologists, a

announcement at

the dru

more as part o:

praise.

newsletters about the new product

there

community that such a change is happening and in case they

g. Also

meetings,

And a lot of things

to basically bring it to the attention o:

No objection.

In evidence.

DTX-317 AND

you also provided opinions in this case

Do you recall that?

: those secondary considerations that Dr.

products,

press releases start to talk about

review articles start to appear. see that

marketing than actually sort of industry
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DTX-318 WfiRfi RfiCfi IN

testimony concerning certain

based on certain industry

Dr. Robinson's opinion?

as well as when there is a

lot of pharma newsletters,

that are appearing in pharma

or a new indication are put

the treating
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Q. So, in your opinion are reports from practitioners better

indicators of industry recognition?

A. They are.

Q. Now, earlier we talked a lot about Dr. Howell and his

clinical study in the nineteen nineties. Right?

A. Yes.

Q. Has Dr. Howell commented on the performance of

launched in the

A.

therapies,

nothing better.

Q. Now, Dr.

received acclaim and praise

on the inclusion of

the performance of

Robinson also

fulvestratt compared to other hormonal

two thousands?

agree with that?

Faslodex® in clinical

formidable American guidelines o;

guidelines.

therapies since it was

Howell's opinion was compared with other hormonal

Faslodex® was equivalent,

testified Lhat Faslodex® has

from those in the industry based

Do you

major NC:

A. No, 7 don't.

Q. Why do you not agree with that?

A. So, let's take the most

NCCN. NCCN is sLa""ed by oncologists from al'

designated cancer centers, and these are the

in their area of interest, and

and add new indications or new drugs as they see

they are obligated to add an agent to the list of

leading experts

they look at all the evidence

_:_it. Qut

agents

United States District Court

Camden, New Jersey
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1 approved for that indication if FDA gives an approval.

2 Because FDA approval is one of the stamps saying okay, for

3 this particular paradigm you can use this particular drug.

4 So, it's almost automa-ic -hat guidelines will adopt

mh41PM 5 a drug into their algorithm oj _rea-ment when it receives FDA

6 approval, because when a physician opens up those guidelines,

7 he needs to know the drugs listed there have been approved by

8 FDA for the disease.

9 Q. Are you aware of any instances where a guideline has

O2%2PM 10 failed to recommend Faslodex®?

11 A. There is a British guideline which is very well respected

12 in the industry which ruled otherwise.

13 Q. And which guideline was that?

14 A. The N Cm one. I think it's the next one. That's

O2%2PM 15 correct.

16 Q. And what is N C«'.?

17 Ad So, this is the National Institute of Health and Care

18 Excellence, it's based in the UK. And drugs, as they enter

19 -he -reatment Iormilation in the National Health Service and

02%2PM 20 otherwise, the N”C? takes a position on whether a new drug

21 with all its claims o‘ improvement, etcetera, is something

22 they recommend for their patients. And as late as 9011 N Ca

23 basically said that fulvestrant is not recommended within its

24 licensed indication as an alternative to aromatase inhibitors

O2:£fiM 25 jor treatment oi estrogen in a separate positive, locally
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DfiPOS T

advanced or metastatic diseases in postmenopausal women.

Q.

FaslodeX® has received acclaim

based on its use as a control

agree with that opinion?

A. No, i don't.

Q. Why not?

A. So,

the control arm.

product and they basically are looking at saying okay,

a product and we're going to compare it against something

else.

help it they will choose a drug where the company

marketing the competitor arm,

joins into the research,

th s ar vory xp nsiv

was used as a control arm is

that Astrazeneca was pretty

used their control

on that is that that basically is larg ly b caus

become trials where the drugs

patients,

and the drug companies try to

competitor drug is supplied.

Q.

One other opinion that Dr.

trials.

arm in this trial.

Is your testimony based on

ON — MCWfiSKfiY
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Robinson o "ered was that

and praise

arm O"

think one has to understand why a drug gets into

A drug company wants to bring in a new

And they would choose a drug —— sometimes i_

a drug that

joins into the expenditure,

from the industry

a clinical trial. Do you

this is

-hey can

that is

is used as control,

because

And the

'argely recognition o_

forward in making sure that it

And

-ha- Faslodex®jact

the jact

that's a -- my take

are supplied

and these are expensive drugs, s

find partner

DTX-l0-53?

those th n

free to the

till under patent,

s where the
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A. The NCCN, yes.

Q. I'm sorry.

back. So the

A. 10-53.

Q. And i: we could go back to

about whether Faslodex® was incl

was :hat re:

A. Yes.
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DTX-l0-53.

DTX-10-52?ference to

Did we have the wrong slide up? Okay, go

DTX—l0—52. Your testimony

ided in the N Ca guideline,

Q. And the opinions that you've just offered with respect to

whether FaslodeX® has received industry praise, were your

opinions

prior to 2000?

A. Yes.

Q. Just so I

con‘using,

secondary considerations were

skill

opinions,

in the art o:

A. Yes.

Q. Now, Dr.

unexpected results as well,

A. Yes.

Q. Do you agree with i

has unexpectedly improved side e

A. No.

from a perspective o;

didn't —— don"

' wasn't meaning jus

from the perspective o: one o;

E 2000, and

correct?

Robinson has also o

right?

Camden,

a person o: skill in the art

want to make anything

: your opinions relating to
I)

that applies to all or your

'ered opinions regarding

Robinson's opinion that Faslodex®

"ects profiles?
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January 2000,

summarized on

long—acting administration o‘

without any p
I"!

H

H

A.

associated with any increased side e

Howell again stated that the product was associated with high

response rate and long experienced d

previously

then I

analysis o:

any deleterious e

So,

to Howell and

notes is that

then should no

quote Wakeling,

DfiPOS T ON — MCWfiSKfiY

this slide

roblems.

COURT: Was

WITNESS:

"ects.

all of the prior art we have looked at that comes

beyond,

its side e

the prevailing works,

Wi

Howell again said that the grea

treated with tamoxiten.

one of the

tolerated local

thout any prob;

1 are looking at the prior art before

Howell is again saying that the

who basically went on to say

bone density in rats on Faslodex® did not

Q. And, for

DTX-10-O54?

A“ Yes.

Q.

A. Yes.

the record,

And is it based on JTX—ll and

I come as a surprise DOW.

is your testimony in relation to

DTX-49?

the major research are

‘ 4 mL was tolerated locally

ly?

ems.

:er exposure

"ects or e

iration in patients

But even down to —— and

remarkable things everybody

"ect profile is very good and that
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was not

”icacy.

that

reveal
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Dr.Q.

we covered before.

Mehta,

a long—acting castor oi;-based

treat hormone dependent breast cancer before 2000?

fiPOS T

Woui

ON — MCWfiSKfiY

just going back to a topic one more time that

formulation

_d there have been a motivation to use
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o ’ulvestrant to

A. Yes.

Q. And can you explain why?

A. So, the linear progression of preclinical to clinical

studies which showed that there was e""icacy, there was

safety,

de'

The Phase

estrogen receptors,

safety,

these things lead you to the point where you say okay,

drug has promise and a person of

basically consider it as something that would be interesting

enough to explore

Q. And likewise,

long—acting castor oil-based

there was a method of

_ivery was a once a month

Phase II

delivery.

type of injecta

studies showing safety and effi

"icashowing e

all the 19 women had hardly any side e

skill in 0

further.

would there have been motivation to use a

The method of

bility possible.

I]

cacy in terms 0;

cy and again

"ects, all

the

rdinary art would

formulation o ”ulvestrant to

treat hormone—dependent breast cancer befor

administered intramuscular by 5 mL injections?

A. Yes.

Q. And why is that?

A. So, again,

results. And that's a

Howell uses that formulatio

formu'ation that is

e 2000 as

n and brings his

Unired Srares Disrricr Courr

Camden, New Jersey
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THL*J

what?

THE

described.

having a therapeutic agent that can be administered monthly by

intramuscular depot progressions and reducing

IHOIG

MS.

PTX-432, DTX

THE

MS.

COURT:

WITNESS:

And he basically brings up the possibility of

PfiTfiRSON:

-282,

COURT:

DfiPOS T

DTX-287,

Fe uses that f

3rings his e

ON — NCWfiSKfiY
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ormulation and brings his

”icacy that we have

frequent injections.

Defendants

following exhibits into evidence:

Any objection?

PfiNEHX%fiNfi: Let me jus

exhibits that were discussed here?

MS.

section on secondary considerations plus the patents.

PETERSON:

MS. PfiWSA%fiNfi: No objection, your Honor.

THE COJRT: Okay, in evidence.

(DEFENDANT EXH j TS JTX-l, JTX-3, JTX-4, ?TX-432, DTX-282,

DTX-287, DTX-306 and DTX-30/ WfiRfi R%Cfi Vfifl N 4V DfiNC*)

MS. P?T?RSON: Pass the witness.

THE COURT: Okay. So this is a good time to take our

break. so i was in the middle of a sentencing. don't think

it will go maybe 20 minutes.

DTX—306 and

They were discussed in

the need for

also move to enter the

JTX-1, JTX-3, JTX-4,

DTX-307.

t ask, are these the

the last

So if '- can ask you to just --

we'll take about a 20-minute break,

in and see in we're done. So, don't get too comfortable.

You can sort ofokay? pop
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Okay. We'll pick right back up. All right?

Tifi DfiPJTY CLERK: All rise.

Brief Recess at 2:52 p.m.)

T{E COURT: Whenever you're all ready. Sorry for the

delay.

Ms. Peterson, can I give you back the reply report?

MS. PfiNSA%fiNfi: Thank you, your ionor.

THE COURT: As indicated, counsel, we'll go to

about 5:00.

MS. PfiNfH&%fiNfi: Thank you, your Honor.

THE COURT: Okay?

MS. P«NSA+«N«: Thank you, your Honor.

(CROSS-wXAM NAT ON Oh DR. Mfl{TA %Y MS. PfiNSA%«NM:)

Good a_-ernoon, Dr. Mehta.

Good a_-ernoon, counselor.

Q.

A.

Q. It's nice to see you again.

A. Same here.

Q. Dr. Mehta, you said that McLeskey had a very unique idea,

right? You remember that?

A. Yes.

Q. And you said she had success from the viewpoint she was

trying to prove. And that's hormonal independence, right?

A“ That's correct.

Q. Now, you used the term "powerful antiestrogen agent”

several times during the discussion o: McLeskey. She never

United States District Court

Camden, New Jersey
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used those words,

A.

termino

had suggested that

tamoxifen resistant breast cancer patients,

No,

MEHTA - CROSS — PfiNSA%fiNfi

right?

logy saying the most advanced.

this was power:
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subsequent and proceeding prior art had used

And the evidence also

ful enough to be used in

it was a powerful

new agent.

Q. That's your interpretation?

A. Yes, it is.

Q. That's not the interpretation of Dr. McLeskey's paper, is

that right?

A. No.

Q. Now, you talked about Dr. McLeskey's paper using a

particular formu ation. So to be clear, there were two

formulations o" "ulvestrant in LhaL paper, isn't that right,

and she used both of them?

A. Yes, she did.

Q. And she doesn't distinguish between them, does she?

A. No.

Q. And so your point is -- i want to make sure I'm getting

this right.

Your point is that she selected the compound for study

not the formulation, right?

A“ think she selected the formulation.

Q. You agree that she used two formulations interchangeably,

don't you?

United States District Court

Camden, New Jersey
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1 A. She has mentiored both formulations, yes.

2 Q. And you agree she used then interchangeably, right?

3 A. I'm not sure what you mean by "interchangeably."

4 Q. She doesn't distinguish between one from another?

O3%2PM 5 A. She used both phrases, yes.

6 Q. And you'd agree with me there's nothing in the paper --

7 no data in the paper that compares the two formulations, no

8 data in the paper that says that one —— or statement in the

9 paper that says one formulation is better than the other

@%43PM 10 that's right?

11 A. That is correct.

12 Q. And you would also agree with me that al' of the

13 formulations in that McLeskey paper are anima' formulations,

14 right? You'd agree with me on that?

03:43PM 15 A. Yes.

16 MS. PfiWSA%fiNfi: Okay. And let's put --

17 BY MS. PfiNSA%fiWfi:

18 Q. So you'd agree with me --

19 MS. P%NSA%%N%: Let's put up that McLeskey methods

&%43PM 20 section.

21 Thank yoi, Mr. Hoy.

22 BY MS. P«NSA%«N«:

23 Q. So you'd agree with me that McLeskey's is four different

24 antiestrogen compounds. And for the letrozole formulation,

&%43PM 25 that's not a commercial formu'ation, right?
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. No.

r
. That's a research formulation for use in animals, right?

A

Q

A. That's correct.

Q . And for her experiments with tamoxifen, McLeskey used a

preformulated pellet that's only sold for animal research and

that's not the formulation for humans either, right?

A. That's correct.

Q. Okay. That's an animal formulation, right?

A. Yes.

Q. Okay. And you would agree with me that the peanut oil

formulation that McLeskey uses similarly is the animal

research formulation that's used in the early preclinical

research that you discussed during your direct testimony,

right?

A. Yes.

Q. And I think you already agreed with me, let me just be

sure, McLeskey is about hormone independent pathway?

A. That is correct.

MS. ?%NSA%%N%: You know what, just want to keep

track of stuff, so do you mind if ’ write some things down on

the board?

Your Honor, may I approach and use that chart?

THE COJRT: You may.

BY MS. PfiNSA%fiNfi:

T hope you will indulge my handwriting. T apologize.

United States District Court
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It's —— “"1 tr

So

independent. Y

A.

Q.

fulvestrant,

Yes,

Okay. Now, if

MEHTA - CROSS — PfiNSA%fiNfi

y to be neat.

ou'd agree with that?

i would.

method sec-ion

correct?

A. That is co

Q. Okay.

chart then.

And you‘

the fulvestrant

I'm just

for the

IKGCC.

d also agree with me,

the twoformulations,

were both administered once weekly?

A.

Q.

That is co

So i‘

rrect.

' write "weekly" on the chart,

we just agreed upon?

A.

Q.

Agreed.

You would

-he

tamoxifen,

also agree with me that in the MCI

u'VesLran-

is that right?

Say that again?

In the Mcleskey system --

MS. PfiNSA%fiNfi:

you would agree with me that both of

formulations were administered subcutaneously,

right,

fulves

formulations were cross—resistan'

Dr.

you could take a look, please,

formulations that were used o;

is
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I've written here McLeskey and under it hormone

at the

those

Mehta,

that

going to write that down here on this

that

-ranL

We can pull up the title,
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Mr Hoy?

THE WITNESS: That's okay. Go ahead.

Can you repeat the question?

BY MS. PfiNSA%fiNfi3

Q. In the Wcgeskey system the fulvestrant formulations were

cross—resistant with tamoxifen, is that right?

I'll just read the title for you, Dr. Mehta, and maybe

that will help.

THE COURT: Were tie formulations that she used

cross—resis

THE WITNESS:

:ant with tamoxifen?

think basically sa

cross—resistant. Where does it say it is c

tamoxifen?

BY MS. P«NSA%tN«:

Q. Let's read the title together. Okay?

A. So read for you.

Tamoxifen resistant FGF—transfected

cross-resistant

approach.

not tamoxi

So

I611 .

independent c

title.

Q. Okay.

cells are resistant to both

A.

So you don't interpret this title to mean that the

in vivo to the —— Faslodex

-ha_ means they don't respond

fancy way ofIt's a saying

ell line, that's how I interpr

C 189,780 and

3asically she's talking about cell lines being

ys the cell line is

ross—resistant to

MCF—7 cells are

is the other

to these products

this is a hormone

et this particular

tamoxifen?
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cross—resistant in terms of these three products she used,

which is another way of saying these are independent of these

three hormonal manipulator drugs.

Q. So

want to be accurate in what your opinion is.

f can write here on my chart cross—resistant? I just

A. Yes.

Q. Okay. I'll go back over here so I'm not leaning over

your shoulder, Dr. Mehta. Sorry about that.

Okay. Now, you would agree with me that the McLeskey

paper doesn't give any data on the eX_ent o_ estrogen pathway

suppression for any o; the compounds -ha- were used in any o;

the formulations, correct?

A. Correct. Yes.

Q. And yo; would agree with me, too, that the McLeskey paper

doesn't gave any pharmacokinetic data for any of the

treatments that were used, right?

A. That is correct.

Q. Also the McLeskey paper doesn't give any data on

antiestrogen e ecL "or any compound used, right?

A. Yes.

Q. Now, the only results that are given for the formulations

with C 189,780 "or ”u'vestrant is that it is a treatment

failure, right?

A. Wo.

Q. Do you disagree with me that McLeskey describes the

United States District Court
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results with ICI

A.

independent cells that are not possible to be manipulated by

Q.

her paper is "treatment

three powerful antiestrogens.

the question,

MEHTA - CROSS

Basically it's one way o:

agree.

And those are the words that were used by Dr.

right?

A.

Q.

Yes.

And you'd also agree

that treatment with

right?

A.

Q.

these

preven- me-astasis o:

A.

Q.

dependent breast cancer is indeed to slow growth and prevent

metas

doesn

That is correct.

And you'd also agree that Dr.

tumors,

Tiat is correct.

And your goal in treating a patient with hormonal

tasis, is that right?

By and large, yes.

And I

't use the word "successful"

United States District Court

New JerseyCamden,

182,780 as a treatment failure?

saying

And if

failure,"

that Dr.

julvestrant does not inhibit tumor growth,

-rea-ments did not slow estrogen independent growth or

right?

think you used the term "successtui."

strant formulations within her paper,

iat it basically means is she was testing that these are
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that these are

that's what you mean by

McLeskey in

you'd agree with that,

McLeskey in her paper says

McLeskey says in her paper

aut Mcgeskey

about the use o: any o: the

does she?

Astrazeneca Ex. 2049 p. 186



03:51PM

03:52PM

03:52PM

03:52PM

03:53PM

H

<3kotn~4OxU1umtoK)nu
F1 F1

F1 kn

FA Q)

#1 is

F: U1

FA 0\

F: ‘J

P4 00

FA “D

K) C)

K) #1

K)R)

R) U)

be is

NW

 

1056
MEHTA - CROSS - PflNSA%fiN1

hormone independent cell lines, which norma

and she has cresensitive because of MCF-7,

which are totally independent than using these drugs and

showing that they are hormone independent i

experiment because that's what she was tryi

success is basically proving

Q.

0:

the hypothesis

these compounds, right?

We'll move on. I'll withdraw.

And you agree there's no data about an estrogenic e

lly are hormone

ated a cell line

s a successful

ng to show. So

11
tect

Okay. I think you cited a connection with the Howell

paper from McLeskey, right?

A. Yes.

Q. Okay. And you included a Iootno-e that cites to Howell

but you didn't include what that citation was for. So can we

look together as to what that citation was for?

A. Yes.

Q. What ' did, ' took your slide and put that together, and

you should check it and make sure it's right.

MS. P%NSA%%N%: Can you pop that up, Mr. Hoy? I

think it's —— we pit it together with Dr. Mehta's slide.

BY MS. PfiNSAdfiNfiI

Q. Just so we're on the same page. Okay?

A“ Right.

Q. {ere we go. Sorry about that.

Okay. So you had cited to Footnote l9, and that's a
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So let's look{owell paper. first at what WcLeskey says in

She says that only 30 to 40 percent o: patientsthe abstract.

have a positive response to second hormonal therapies, and

then she calls that a lack of response. Do you see that?

A. Yes.

Q. Okay. And then she goes on to explain within the body of

the paper, and there she says that, ear'y results ‘or small

numbers of tamoxifen resistant patients have shown that only

about 30 to 40 percen- of such pa-ien-s have a positive

response to subsequent C 187,780 or aromatase inhibitor

therapy. Do you see that?

A. Yes.

Q. And that's where she cites Howell, isn't that right?

A. Yes.

Q. She cites it as one of a series of papers about endocrine

therapy, right?

A. Right.

Q. And her point being endocrine therapy doesn't work all

that well so we're looking for another pathway to work on,

isn't that what she's saying?

A. Yes.

Q. She's distinguishing what she's doing from endocrine

therapy, right?

A. Right.

Q. Okay. And I think that's been some of your point, right,
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Dr. Mehta?

A. Yes.

Q. That this is di”'erenL, totally di”erenL 'rom endocrine

therapy.

A. That's correct.

Q. I'm sorry, let me ma<e sure I'm clear.

This is totally ditterent trom hormonal dependent

pathways, right?

A. That is correct.

Q. Okay. All right. And now in thinking about the McLeskey

paper and sort o" where it fits into this time line, you had

the names o: some we;l—knownnoted several times think today

researchers, and you noted Dr. Robertson and Dr. Howell, and

some people also from Astrazeneca.

A“ Yes.

Q. Dr. Wakeling and Dr. Dukes. So let's take a look at the

McLes<ey paper.

MS. PLNSADLNL: Can you pull up Lhe Iron- of Lhe

paper, please, Mr. Toy? And that's JTX—lO. Great. There we

go

BY MS. PfiNSA%fiNfi3

Q. O<ay. You would agree with me, right, Dr. Mehta that

none of these folks that are authors on this paper or any of

those researchers that you've been naming and none of them are

from Astrazeneca, right?
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A. That is true. This is the Lombardi Cancer Center, which

was independent of the research going on in the UK.

Q. Okay. And you would agree with me, right, that there

were other researchers who had used fulvestrant as a research

tool in their work with animals, right?

A. Yes.

Q. Okay. So you would agree with me, like, for example, :he

Al—Matsubi re:

your deposition.

A.

Q.

at

tha

intramuscularly,

Q.

Yes.

You would agree with me that that reference was looking

' wou'

Please.

ference,

T want to make s

: used it for basic animal

right?

MS. P%WSA %'

THLLJ COJRT:

MS. PfiWSA

THE

BY MS. PtNSA%tNt:

And, Dr. Mehta,

Let me just clarify. This is PTX—693.

COJRT: Yes.

think you and I

the estrogenic cycle in sheep also used

d have a look at it.

can show that to you and see i:

ire we're right on the same page.

May I approach, your Honor?

May T hand you one?

Thank you.

this work is just also basic animal --

research and injected i:
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talked about that at

andfulvestrant

you agree.

So the record
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will be clear, it's

BY MS. PfiNSA%flNfi:

Q. And this is just talking about the compojnd

its using it in animal

compound intramuscularly into sheep and it's

situation,

A. Yes.

Q. Okay.

researchers thanked

compound, right?

MS. PETERSON:

testimony on the Al—Matsubi reference. Dr.

provide any opinion

some basic animal

And here also they,
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the Al—Matsubi paper.

fulvestrant,

research. This time it's injecting the

the same kind o;

research, right?

to the last page, the

C Pharmaceuticals for their gi L o the

II

Your Honor, we object to this line o;

Mehta did not

about this on direct testimony and I think

it's not in the scope of his expert reports as well.

«Na: Actually, it's in the scope of hisMS. PtNSA%

report.

That was the

the compound was used

number o" di£"erenL

last question, anyway. The point being

for basic animal research and in a

THE COURT: That's for the general proposition?

MS. P«NSA%«N«: ‘m sorry?

THE COURT: For the general proposition?

MS. PmNSA%«N«: Yes, exactly, your Honor. No

specifics about _ha-

THE COURT: Okay. For that purpose I'll permit it.
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BY MS. PfiNSA%fiNfi:

Q. Now,

McLeskey here.

falls on

in the pathways it

So you'd agree with me,

looking at

A. Right.

Q.

cancer, is

A. Yes.

Q. Okay.

McLeskey is FGF hormone independent.

receptor in these growth

A.

Q.

Yes.

hormonal dependent pathways,

And I

A.

Q.

A. Yes.

Q. Okay.

for active

breast cancer.

You

that had been used

jus_

this pic

And that's di""erenL

i want to just get an

you don't mind.

Dr.

FGF, one o: these growth

As a possible pathway for hormone independent breast

that correct?

I)

So i" ' put this up here,

That's correct.

think that was your point,

Let's go back a little bit and talk about options

"inish otf talking a little bit about

:ure we've got here to understand where it is

Mehta,

factors,

factor pathways.

"tom the estrogen receptor and the

is that right?

idea where McLeskey

that Mcbeskey is

right?

that's correct that

And I've circled the FGF

right?

ingredients jor Lrea_menL

Okay?

would agree with me,

United States Distr

Camden,

jor hormonal dependent

right,

for hormonal dependent breast cancer

that by 2000 treatment

ict Court

New Jersey
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included tamoxifen, other SERMs, third generation aromatase

inhibitors and other aromatase inhibitors, progestin,

androgen, hydro estrogen. Jo _ have it right?

A. Yes.

04mmPM Q. Okay. And so the SERMs, those were a proven mechanism,

right?

A. That's correct.

. And aromatase inhibitors also proven mechanism, right?

Yes.(DE‘K3
04mnPM . And the progestin, also proven mechanism?

think you have to answer audibly so we get it on the

A. Yes. Yes.

Q. Thank you.

04muPM And the androgen, those are also a proven mechanism?

A. Yes.

Q. And the hydro estrogens, also a proven mechanism?

A. Old fashion but, yes.

Q. All right. And all those categories are still being

04mnPM investigated for improvements?

A. I would disagree. The hydro estrogens, the megestrol

type o: categories, the agents that target the progestins,

they're becoming less o: an int r st b caus th direct drugs

that were evolving for estrogen related pathways were far more

interesting and powertul. So you're right, in general these
04 : 02PM
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were the options available at that time.

Q. And in fact antiprogestins were being researched at this

time as promising options, is that correct?

A. Yes.

Q. And I think you'd agree lots of ideas about approaching

the estrogen receptor positive breast cancer, right?

A. Correct.

Q. And probably every group considered their idea the best

and touted it in their papers, right?

A. i would sippose so, yes.

MS. P%NSA%%N%: And, Neil, can you put up our chart,

of some of tqese promising compounds, please?

BY MS. PfiNSA%«Nt:

Q.

and promising compounds being —— being researched in all o;

And so you would agree with me that there was research

I)

thethese categories, the aromatase inhibitors, the SERMS,

androgens, the antiprogestins, the pure antiestrogen, the

progestins?

A.

Q.

specific compounds,

Yes.

-heseAnd in your direct, you didn't talk about any o_

right? Like, you didn't talk about

Vorozole, for example, right?

A.

Q.

compounds --

No, i didn't.

theseAnd you didn't compare what was known about any o:

United States District Court
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A. No.

Q. -- _o julvestrant, right?

A. That's correct.

Q. Okay. Now, let's just look at those pure antiestrogens

if we could for a second.

There were —— this was a small —— a small class, right?

A. That's correct.

Q. .A- ,he time in 2000, right? There's only —— there's only

=ive o" -hem and two of them are related, the EM compounds,

right?

A. Yes

Q. In your direct, you didn't address EM 800 which is a pure

antiestrogen that had some promising Phase results that had

been published and were currently in Phase , right?

A“ No, i didn't, no.

Q. So you didn't consider that in your thoughts about

fulvestrant. Now --

A. T would take exception to Lhat s-aLemenL. The issue here

is that, yes, these products at Lha- -ime were also being

andteam from ZCZworked on. Qu- i you look at the

subsequently Astrazeneca that had been currently developed

tamoxifen, and then subsequently anastrozole, a very reputable

group of doctors who were focused on, mid—_980s, '90s, or even

earlier on one product, because national interest in meetings,

they pronounced as the most advanced antiestrogen and had a

United States District Court

Camden, New Jersey
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clear track record in the research proceeding seamlessly

preclinical data o

and safety clinical data and corroborative presentations all

Jr.the way up to

So while these o‘

is not unreasonable

would pick

Q.

Dr. Howell and Dr.

aromatase inhibitors,

agree with that,

A.

Rober

You would agree with me,

i would agree with that,

e "icacy and toxicity to clinical e

that based on

fulvestrant as a drug deve;

Robertson and

on SERMs,

right?

So those groups have worked on all these differentQ. Okay.

options?

A“ i have a clarification.

THE COURT:

finish the question

You had a clarification,

What was your question?

BY MS. PfiNSA%flNfi:

Q. Okay. So let

THE COJRT:

BY MS. PtNSA%tNt:

Q.

forgotten my question,

me rephrase —— because now,

That's okay.

So you would agree with me,

fulvestrant because that's what the patent is about,

:son in 1999 in San Antonio.

:her products were certainly around,

wouldn't you,

yes.

first and then you can clarify.

I'm sorry.
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from

"icacy

it

that kind of testimony,

opment.

Dr. thatMehta,

Dr. Dowsett all worked on

on antiprogestins. You would

but let her

i have totally

right, that you started with

right,

United States District Court
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Dr. Mehta?

A. No. -- a hypothetical POSA would find this product o;
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interest is what we're talking about here.

THE COURT: Okay.

What is it

the record

THE

the team working on other produc

was not only mentoring this prod

at every national

about it, so if one was --

coming in,

that you wanted to

to not be complete.

WITNESS: So wiile

I think I might be confused now.

clarify earlier? ' don't want

What is it?

the team that was mentioned as

-s, -he same team basically

aronatase inhibitors,

forum and international

letrozole, exenestane, and that i_

developing a new product with

was no sense going there.

All the competitors o

proving to be either better

tamoxifen.

with a new mechanism of

with tamoxifen,

heralding all these important drugs,

the new major advance,

would be reasonable to expect that a POSA would

product ahead of

BY MS. PfiNSA%fiNfi:

action,

that was again by

a new mechanism of action,

the SERMS,

wi

ict into clinical studies, but

forum was talking

there were already great products

such as anastrozole,

somebody is interested in

there

were again not

than tamoxifen or safer than

And so one category that stood out to be novel,

:h lack of cross-resistance

this team that had been

had been touting it as

that is probably the reason why it

find that

others and develop it.

United States District Court
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Q. Okay. So, Dr. Mehta, your opinion doesn't address the

data or literature from any of those other compounds. It's

looking at the -- yoi're just looking at the team that had

worked on

A.

fulvestrant, right?

team and the massive amount o:Looking at the prior art

that is accumulating basically in support ot this particular

product.

Q. Okay.

TH it sounds --L-‘J COURT: But I'm sorry.

MS. PfiNfH&%fiNfi: Oh, I'm sorry, Your Honor.

THE COURT: But it sounds like your opinion includes

an assessment that given the prior success that the team at

Astrazeneca had, _ha- you would expect fulvestrant to be

Does that sound --further developed.

I"! ‘-1
L WITWESS: Absolutely.

T E COURT: That's what you're saying.

T E WITWESS: am.

T E COJRT: Okay.

BY MS. PfiNSA%flNfi:

Dr. Mehta, you would agree with me, wouldn't you, that

there is another Astrazeneca pure antiestrogen on this list,

too, right?

A“ Yes.

Q. Okay. And that one was ultimately not successful, right?

A. That is correct.

United States District Court

Camden, New Jersey
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Q. And you would agree with me that the Howell and Robertson

and Dowsett team have worked on many of these compounds and,

in fact, many oj -hem were -- all -- in fact, all of then,

except "or "ulvestrant, were unsuccessful, isn't that right?

A. That is correct.

Q. Okay. Now daring your direct today, you discussed the

1999 San Antonio Breast Cancer Symposium. Do you remember

that?

A. Yes.

Q. Okay. And you would agree that the '99 San Antonio

abstract book contained over 440 abstracts,

A.

Q.

and in that methodology,

treatments,

relevant to the question here,

A. So

Yes,

Now,

that's correct.

you used a methodology to sort o

right?

breast cancer.

abstrac

novel agent,

A.

And I

think yo

By and large,

thin< you said, and correct me

THE COJRT: Excuse me,

fiNSA%«Nfi:

to you,

is that right?

yes.

you excluded the growth

right, because you considered them to be not

T just considered the hormone—related treatments o:

_i _

: narrow that down,

right?

factor

I]

"'m wrong --

treatments o:

J said what was recommending the Robertson

was that it was the only one that was about a

breast cancer.

'99
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Q. I'm sorry?

A. By and large, yes.

Q. Oh, okay. just want to take a look at the page that

the Robertson abstract is on.

That's at —— it's not JTX—l3.

MS. PmNSA%«N«: And I'll ask Mr. Hoy, would you mind

popping that ip on the screen.

BY MS. PfiNSA%flNfi:

Q. And this is in your book, too --

A. Yes.

Q. —— Dr. Mehta, that's over there on the side from your

direct. So what I'd like to do, this is —— this is the --

this is the abstract that yoi were talking about, about

Dr. Robertson, but I'd like to look up on the same page, it

could, up at an abstract in the —— catty—corner to this. It's

Abstract No. 25.

So you would agree with me, Dr. Mehta, that this is

talking also about a hormone—dependent endocrine —— also about

an endocrine therapy, right?

A. Yes.

Q. It's about a SERM, right?

A. Yes.

Q. And this is also about a novel compound, right?

A. Yes, it is.

Q. It's about a novel SERM. This one is about LY 353381.
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A. Yes.

Q. That's correct, right?

So there were a lot o:Okay. novel compounds -- there

were other novel compounds. Let me be more accurate. There

are other novel compounds, weren't there, other novel

endocrine therapies that were being discussed in the general

session at San Antonio, right?

A. So this particular paper was discussed in the general

session? Can we confirm -haL?

Q. Mm—hmm. Yes, yes, it's part of that --

A. Okay.

Q. It's part of those general session discussions.

A. So stand corrected. There might have been more than

one.

Q. Okay. And then looking on this same page, this page also

talks about Raloxifene and discusses Arimidex, right? And

those are also endocrine therapies, right?

A. Arimidex has already been approved by that time and so

it's not an oral therapy. It's already on its way to becoming

a standard of care for postmenopausal women. Ra'oxi‘ene, the

data is basically moving it towards a LreaLmen_ jor

osteoporosis and preventioi of breast cancer. The data jor

-rea-ing breast cancer i-sel_ in hormone—dependent category

__OT_
?aloxi‘ene is ‘ive, three years at the most, it doesn't

towards treatment o:really stand out —— it's being moved

United States District Court
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osteoporosis,

CGIIHS OI:
comparing it to

tamoxifen, it was proven

Q. Oiay. Then you wou

same page as the Roberts

there's an abstract for a novel SERM, another SERM, and a

aromatase inhibitor, is that correct?

A. True.

Q. In the general session --

A. Yes.

Q. —— of San Antonio. And that's just a snapshot, right?

So —— and you would agree with me that EM 800, which

was another pure antiestrogen was —— had reported high

response rates in Phase

Phase trials, tight?

MS. PfiTfiRSON:

questioning.

abs_‘acL "rom Lhe San An

That's outside the scope

MS. P?NSA??N?:

credibility, because thi

testifying that one woul

advanced of all the anti

antiestrogen.

It is phase —— it
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because it improves the bone health, but in

the anticancer pro

to be not equivale

ld agree with me, r

on 1999 abstract, t

trials by 2000 a

Your Honor, T objec

i don't think this has anything to do with the

tonio Breast Cancer

of his direct test

Your Honor,

s witness has testi

this goes directly to

perties o;

nt.

ight here on the

here are at --

nd was currently in

t to this line of

Conference.

imony.

fied —— is

d choose fulvestran

—— pure antiestrog

This was published before 20

's in Phase tri

- as the most

ens, EM 800, as an

O0.

als and it has
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promising Phase

witness's opinion about

what --

the most

up, just

floating

advanced

don't --

P fiNSZ\%fiN4MEPTA - CROSS -

data. It direc

fulvestrant.

THE COURT:

MS. PfiNSA%MNfi:

advanced of all of --

so I can --

about.

THL-‘J COURT:

MS. PfiNfH&%fiNfi:

THE COURT:

MS. PtNSA%nNfi: That

at this time in 2000?

TTE COURT: Yes.

MS. PtNSA%tNfi:

i:

disagree that

the clear choice here.

characterization o“

that he's o:

MS. PjTjRSOW:

To his opinion that

His opinion was -haL
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:ly goes to the -- to the

fulvestrant is the --

julvestrant was

you could put the chart back

‘m sorry?

know there's a lot 0:

Dr. MehLa' S .85

{e was simply reporting what o

and described it as including

i believe Dr.

ffered an opinion Lha-

Dr.

i

Rober

thers in

-imony.

the litera

would quarrel with it because

i don

:son and o‘

: names, sir,

Why would you quarrel with that?

Why would you quarrel with that?

fulvestrant was the most

fulvestrant was the most advanced and

And we would also disagree with her

‘t believe

was the most advanced.

ture reported

:her people.

Mehta's testimony was limited to

expressing reasons why people would be interested in pursuing

tamox -- in pursuing

Uhired Stares Disrricr Court

New JerseyCamden,

Astrazeneca Ex. 2049 p. 203
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was the most advanced.

THE COURT:

advanced."

MS. PETERSON:

asking Dr. Mehta abou'

So the dispute is the words

Well,

within his direc- tes-imony.

THE COURT: Well,

and also

: other compounds

do you agree with what
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"most

the line o: questioning

that he did not discuss

Ms. Pensabene said that at the time that fulvestrant was the

most advanced o_

T E COURT: Can you just answer that with a yes or

no? And if you don't understand the question, then you have

to tell me.

T E WITNESS: Yeah, please repeat the question.

T E COURT: Yeah. Do you agree that at the time, in

2000 —— 2000, is that the question?

" 3 WITVESS: Right, 1999, 2000, yeah.

T E COURT: That fulvestrant was the most advanced?

T E WITWESS: That is correct. That was --

T 3 COURT: In terms —— of the purest antiestrogens,

you agree with that.

T E WITNESS: Yes.

T E COURT: So then if Ms. Pensabene wants to impeach

that stateTent, she may, despi-e the fact that he did or did

not -— well,

T E WITNESS:

_hese pure antiestrogens?

So if you're looking at --

I don't recall that he testified about EM 800,
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but it's subject to impeachment,

BY MS. PfiNSA%flNfi:

Q. So Dr. Wehta, you would agree with me, right, that there

had been promising Phase II data published on EM 800?

A. Yes.

Q. And EM 800 was also by 2000 in Phase I clinical trials?

A. That is true.

T

and correct me i-

been surprised by the results --

r1

-1-14

‘-14.4

-—u4.4

that he was,

I"!

preclinical phase and the c:

was already -- they,

most advanced product.

So to subsequently say that this was not a —— you know,

there was no surprise about it or people were surprised the

drug was doing very well,

presented at San Antonio,

L-Hi

L-Hi

L*_i

COURT:

MEHTA - CROSS — PfiNSA%fiNfi

It almos

WITNE

COURT

you —

WITNE

COURT

WITNE

trials which happened right

to receive approvals,

"'m wrong,

: —— that he achieved.

SS: Yes.

SS: don“

: You don‘

SS: So

‘hat

think, basically,

_inical phase and before

themselves,

They were mentoring it

around this time,

an FDA approval.

is exactly contrary

that this is the most advanced and
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go ahead.

sounds as if you are saying,

Dr. Robertson shouldn't have

So his testimony

agree, yeah, right.

agree that he was surprised?

in the

there'99,

were saying that this was the

into clinical

and it went on

to what they
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they want —— the f

The same group

.ur-her studies will continue.

there's a dichotomy

So think

there.

that was developing this compound was

very positive at -ha- -ime and they would not have been

shepherding it in-

international audi

believe that it wa

interest for them,

looking a. .hose o

for antiestrogen a

thatreasonable

THE

BY MS. PfiNSA%«Nt:

Dr. Mehta, yo

were prominent res

example, and touti

A.

Q.

2000,

Yes.

And there wer

were looking

right?

A. i have not se

so i really have t

must be proud o: w

Dr. Robertson also

because they didn'

i would put this product for development.

COJRT:

o "urther trials and presenting it to

ences such as San Antonio, if they didn't

s a compound with major potential and

and that's a1" "'m saying is that in

ptions in that frame of time, i' "'m looking

s one o: the agents it isT want to use,

Okay.

u would agree with me, right, that there

:0]?
earchers who were looking at Vorozole

ng its promise, is that correct?

e prominent researchers who —— at —— in

at ORG 3320_ and touting its promise,

en any touting o: promise by any o: those,

o generically agree, saying yes, everybody

hat drugs they were working on. But as

indicated, some of these drugs were killed

t seem to work. And so just because you
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were working on it,

Here was a team very consistently saying they're a new

product with promise,

and advancing it in their clinical trials and using it on

their patients in clinical trials.

basically the direction in which my mind would go when I

looking at a possible product

Q. Okay. Let me just see t
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doesn't mean they were touting it.

and they were ca" ing it most advanced

So

I)

So your point is that because o:

team was behind this product,

other choices were,

possibilities is,

were working on and saying was promising?

A. Again,

to say.

THE
.|.

COURT:

your testimony is.

Were you here when Dr. Robertson testified about the RU

compound?

T 3 WITNESS: Yes.

T E COURT: Which, at the time was —— appeared to be

promising. 30 yo; agree with that?

T E WITNESS: Yes.

T E COURT: So are you saying that at the Lime that

the C 189 appeared to be promising, the RU 58668 compound

Let me --

or what the data on the other

that you would pick whatever compound they

that is a mischatactetization o‘ what

'm

for development.

"'m understanding you.

5 this -— because this

it really didn't matter what the

let me see t

think that's

I'm trying

I)
' understand what
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appeared to be promising, but you have Team A and Team 3 and

Team A sor_ of -- they hold the gold --

" E WITWESS: Mm-hmm.

T E COURT: —— medal?

T E WITWESS: Yes.

T E COURT: And the RU team sort of holds the bronze

medal. So are you saying, then, that all bets were on the C

team? Is that what you're saying?

TTE WITNESS: Something similar to that, but ' wou'd

basically say it's not all based on one prodict. It's simply

that you can look at

evidence.

going to be a successful product and you look at the people

who are developing it,

I"!
L-Hi COURT:

L*_i WITNESS: Right.

weight to C16 product and say,

the body of data, why would i

BY MS. PfiNSA%flNfi:

Q.

that right?

A.

Q.

preclinical research, the two

Dr. Mehta,

He was one o:

A” Right.

-he clinical evidence,

The mounting body o:

their track record.

The gold —— the gold medalist.

you included in that team Michael Dukes,

the presenters,

And you looked at —— when you were talking about
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the clinical

evidence that suggest there's

So you basically both give the

okay, this is the team, this is

not go develop it.

is

yes.

Dukes‘ papers?
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respectable track of work that led

Q . Right?

saying that Michael

this field?

A. Yes.

Q. Okay.

quoted?

A. Yes.

Q. Now, the

you were talking about earlier today was a valuation of

fulvestrant in primates,

, in your timeline here,

MEHTA - CROSS - PflNSA%fiN1

And you would agree,

And you would agree that

you?

MS. PjWSAjjNf:L1

JRT: Yes.

nventor o:

It's JTX-18

A. Yes.

Q. There were two papers,

A. Yes.

Q. Now

'8l4 patent, do

A. No, T don't.

THE CO

BY MS. P?NSA??N?:

Q. Now, the i

patent, right?

This patent

correct?

A. Yes.

Dukes is a w l:

May :

this patent,

think from what you're
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Dukes works that you were —— the

right?

right?

approach, Your Honor?

for the record.

is assigned to Astrazeneca,

_-r spcct d r s archer in

Dukes has a Very

to the paper that you

you don't include the

this is the

Dukes work that

Dukes

'8l4Dukes

is that

United States District Court
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Q.

been talking about and you had been looking at his work during

And the inventor is the same Michael Dukes who we had

your direct testimony,

A.

Q.

right?

That is correct.

Okay.

MS. PtNSA%tNfi: And can you pull up Example 3 of this

patent, please?

BY MS. PfiNSA%fiNfi:

Q. And you woild agree with me that this patent to Dr. Dukes

is —— includes examples of formulations o" "u'Vestran:, right?

A. Yes.

Q. And here, in Example 3, the patent describes a castor

oil—based intramuscular injection that is 50—milligrams per

milliliter and it has —— the composition is given, right?

It's 40 percent benzyl alcohol, right?

A. Right.

Q. Okay. Now, that's not the same composition as in the

formulation you were talking about earlier in the McLeskey --

A. It's not.

Q. —— paper.

And the Dukes patent --

MS. P«WSA%«N«: 5 we can go down a little further to

the table.

BY MS. PfiNSA%flNfi:

Q. This pa-en- —— Lhe patent includes some data, too, on

United States

Camden,

District Court
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antiestrogen activity,

A.

Q. So

can actuai

behind us.

right?

A.

Q.

WBS on

A.

Q.

patent or o:

Yes,

Okay.

MEHTA - CROSS

Yes.

i: we look at our timeline o“

YOU COU

it is.

fulvestrant,

right?

_ly look at our timeline,

ld see that

Because that's part o:

right?

That is correct.

Okay. But you didn't consider the dukes patent,

opinions.

MS. P«T«RSON: Your Honor, we object to this line of

questioning as well, and Dr. Mehta did not opine on the '8l4

ffer any opinions during his direct testimony.

MS. PmNSA%«N«: And, Your Honor, Lha-'s -he point.

THE COURT: Wo, but it goes to the weigh- of his

THE WITNESS: So is this a yes or no answer, or is

there any chance or elaborating what

yes or no,

everything,

typical

r1 “I
E COURT:

T E WITNES

but I do

.|.
THE COURT:

United States District Court

New Jersey

you know,

What you mean by what --

S: I mean,

need to

So in cross—examination,

Camden,

Dukes patent is on

almost al' o“ the questions are

—— and "

but I can't.
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Astraneneca work and we

that's back —— that's back

there,

the Astrazeneca work that

right?

i mean by yes or no?

wou'd 'ove to agree with

that is quite

Astrazeneca Ex. 2049 p. 211
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E WITNESS: know that.

T E COURT: So Ms. Peterson will get up on redirect,

she will ask itanything you need to explain,

7 E WITNESS: get that, all right.

However, itL-Hi COURT: Okay. a truthful answer to

the question can't be answered with yes or no, then you have

to tell Ms. Pensabene that you can't answer it with a yes or

10. Okay?

TIE WITNESS: So can't answer it with yes or no,

the last qiestion.

TIE COURT: What, that you didn't consider the Dukes

'8l4 patent?

TIE WITNESS: No, that —— the answer to that is yes,

but I can't do the last part. All right. Proceed.

BY MS. PfiNSA%flNfi:

Q. Okay. And you -- in forming your opinions, you didn't

consid r whcth r th How ll paper that you talked about might

have used the

A.

Dukes patent formulation, right?

I: Howell is being published inLook at the timeline.

'95, '96, and McLeskey around that time is being supplied by

Astrazeneca, Mr. Vose, with a castor oil—based intramuscular

preparation or injectable preparation, why would Astrazeneca

that is trying to test this product in clinical lines, as well

as other investigators who requested, why would they supply a

United States District Court
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product that was available from '80s and obviously was

undergoing further development, because what McLeskey got

supplied was a di ‘erent ’ormu1a.

So " basica'ly would think that in terms of the

timeline, what Howell got in his reserve were attributable to,

must be the same product or similar one supplied by

AstraZeneca in that tim line, b caus th y w r t sting that

product. Why would they pull out the product from the prior

decade?

Q. You have no idea, right, you whether —— what formulations

Howell used, right?

A. i don't have that idea, no. I'm just making logical

conclusions.

Q. Okay.

T E COURT: Excuse me. Are you speculating?

T E WITNESS: am. There is nothing in the

literature to confirm my speculation.

BY MS. PjNSAjjNj:

Q.

your slide DTX— 019,

we coild stay with your preclinical work. Looking at

you would agree with me —— this is the

Wakeling '91 paper. You would agree with me, wouldn't you,

that what Wakeling is saying here is he wants to use

fulvestrant to explore the possibilities o: this unproven

mechanism, right?

A. That is correct.

United States District Court

Camden, New Jersey
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1 Q. Okay. Because it's an unproven mechanism. You don't

2 even know how it's going to work, what's going to be the

3 mechanism of action. So there is a lot o‘ research to be

4 done, right?

O4fiNPM 5 A. That is correct.

6 Q. Let's take a look at your slide DTX—l—O30. That's also

7 in your preclinical work.

8 A. Yes.

9 Q. This is Wakeling 93. And I think here with this slide

04nMEM 10 you did a dose conversion, right, from monkeys to humans from

11 this paper. Do you remember that during your direct?

12 A. Yes.

13 Q. And your dose conversion from this paper was that the

14 monkey dose used in discussing Wakeling 1993 was equivalent to

04 HEM 15 a 250 mg dose for a woman, right?

16 A. Yes.

17 Q. And your opinion was that that dose, that 250 mg dose

18 sustained lO0 percent estrogen receptor blockade, right?

19 A. I was quoting the article, yes.

04KQPM 20 Q. So, there is nowhere to go. You can't go up from there,

21 right?

22 A. No.

23 Q. Now, let's turn our attention to the early clinical work,

24 okay, in your timeline. All right?

04:32PM 25 A. Yes.

United States District Court
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MEHTA -

AndQ. let's talk about

we can pull up your Slide 38.

we're on the sam pag h r

DeFriend. That's at JTX—l5. Maybe

Now, just want to make sure

b caus so- that you have some
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highlighting in

institutions Lha- they are

and Dr. Robinson, they are

A. No.

Q.

A.

recognized and seem consis

highlighted simply to point out the commonality.

Q.

with the DeFriend

with success, right?

the authors and highlighting in the

So you are just highlighting Zeneca to --

There is a separate highlight in the names that are

tent through research papers,

In your View someone of skill in the art could not start

formulation as being one that had been used

with. Dr. DeFriend and Dr. Howell

not with Zeneca, right?

A. That is correct.

Q. And one wouldn't take from the DeFriend study a teaching

of once—daily dose, right?

A. DeFriend was basically looking ‘or side e""ec_s. It's --

but one would not take that dose as a dose one wants -o double

up in a once a month depot

data, that's how they used

Q. So, 3eFriend is —— in

side e""ecLs not at --

A. And e""icacy.

Q. Okay. But not on the

injection, it's that's just the

it over their 7-day period.

your view DeFriend is looking at

issue o: daily dose, right?

United States District Court
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1 A. That's what he uses so that's the -- that's one of the

2 ‘eatures o‘ that particular trial, is that 7 days before

3 surgery they give them a —— non daily doses.

4 Q. Dr. Mehta, you are familiar with the experience with

O4fiMPM 5 endocrine therapies that greater doses even without toxicity

6 did not lead to increased e""icacy, right?

7 A. "'m ‘amiliar w’th that.

8 Q. And, for example, anastrozole was tolerated at 10 mg and

9 1 mg, but there is no additional clinical bene"iL "or the

O4KfiPM 10 higher dose, right?

11 A. That is correct.

12 Q. And that was known in 2000?

13 MS. P«T«RSON: This is outside the scope of his

14 testimony as well.

O4fifiPM 15 THE COURT: Sustained.

16 MS. PfiNSA%fiNfi: Your Honor, he Les-i§ied about dosing

17 and he testified aid ie did multiplication ‘tom DeFriend and

18 said you could come to a di""erenL -— and he tal<ed about

19 maximum tolerated dose. This is directly relevant to that

0k35m4 20 testimony.

21 THE COURT: %ut don't think he talked about

22 e""icacy.

23 MS. P«NSA%«N«: That's exactly what he was talking

24 about, your Honor. He was talking about maximum tolerated

O4fiBPM 25 dose, that there would be a reason to increase dose. And he

United States District Court
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said you would go to a maximum tolerated dose, -ha- would be

the theory that would apply. Not so. And now _es_ing _haL

theory because the endocrine agents do not Si. in -haL -heory,

that is not how dosing is done —— was done with the endocrine

agent at this time.

MS. P«T«RSON: We would disagree. Dr. Mehta was not

drawing an opinion based on -- drawing an opinion o‘ ef‘icacy

MEHTA - CROSS - PflNSA%fiN1

based on the dosing.

THE

dosage and

I”!

talked abo

T

at this dose,

take this on a dai

calculate to a di

.L

J:

{E

COURT:

WITNESS: No,

COURT:
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the correlation between dosing and e

ma'am.

the maximum dose?

WITNESS: "t sort ot

Did you render an opinion about the

”icacy?

What were you talking about when you

it gives you some idea o:

possible

Suture.

-haL Lha

¥ut beyond that,

assumptions.

THE

with e

I"!
H

H

DeFriend was

COURT: Yes.

”icacy.

WITNESS:

COURT:

ly basis for 28 days,

"erenL dose level

_ dose could enter

you can't

Not at all.

T think he was saying that

during a short period o: time,

than 250.

poin-s out Lha

how —— i

i don't think he was

So,

- l

how it might actually

it's

the calculations in

make any other

correlating it

-- looking at

bu-
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T E WITNESS:

T E COURT:

approximately 250 mon'

discussing.

MS. PtNSA%«N«:

T E WITNESS:

T E COURT: 50

MS. PfiNSA%fiNfi:

talking about e

about a reason to go to an increased dose

that's —— as long as he's not testi:

we'll move on.

opportunity to qiestion

that was a reason to go

.|.
THE

the import of your testimony was with respect

publication

that publica

7-day dosage.

T 3 WI

I"! ‘-1

close on a

L*_i WI

L*_i

COURT:

TNESS:

L COURT:

TNESS:

COURT:

'%u

So it's 28 times l8.

:hly.

 

1087

i don't remember --

Did the math, you would come out at

That you would come out with 250?

500.

O.

T understood,

that opinion it

And as long as

"icacy related to that dose or is not talking

But our point being we should have

to a higher dose.

that you can't necessarily discount the value o;

tion because of the lower doses because that was a

Right.

monthly basis to 500.

Yes.

And you did that simply —— did you do it

i thought that's what he was

fying about that,

correct me i;

i you did the math you would come

Dr. Mehta is not

‘tom 750, it

then

the

he is testifying that

I)

I'm wrong,

to that

I)
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because yo; correlated it to e "icacy?

T E WITNESS: Not at all.

T E COURT: Okay. Does that

MS. PfiNSA%fiNfi: As long as

be used as an argumen-

TH L*J COUQT:

MS. PETERSON:

3eFriend,

once monthly

if the data can be extrapola

dose of 500 mg,

Well --

Well, think

jor going to a higher dose.

that -— you know, i;

that's what it is.
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resolve the issue?

DeFriend is not going to

11

:ed to convert it to a

MS. PfiNSA%fiNfi: n tha_ case, your Honor, T think we

should have the oppor-unity to -est that hypoposias.

THE COJRT: i think that you can. Go ahead.

MS. P«WSA%«N«: Okay.

BY MS. PtNSA%tW«:

Q. And, Dr. Wehta, you would agree that in fact anastrozole,

aminoglutethimide and fadrozole studies all showed that higher

tolerated doses did not provide greater efficacy?

A. That is correct.

Q. And a’l o" that was known prior to 2000, correct?

A. That is correct.

THE COURT: So, would it be somewhat of a leap to use

3eFriend for the proposition that you are positing?

THE WITNESS: Somewhat of a leap, yes. And I think,

on the other hand, the 250 dose as Howell success‘u'ly uses

it, it " were a developer at that time you ‘inally ‘ound a

United States District Court
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dose that has brougtt 69 pcrc nt r sponsc ra

duration of response,

completely acceptable. Going

would not monkey with the dose bringing it down because

don't know if i would be hurting those women saying —— that's

the whole idea of Phase trials, you are setting e”"icacy

and it's set on the doses which are set by the Phase trial.

So, think that at the end of the Phase as you

are beginning randomized trial where you tell women this is

the standard of care, but hal" o" you are not going to get it,

you are going to get -his new drug, why would you lower the

dose of something that just worked?

justification to say

happens why

known that's probably not a very scientific way of

research clinically.

So there is an awesome amount of

ge

into the next set,

was —— went through their Phase

you found a safety profile

forward into Phase

And what would be the

I'm going to try 25 or 50 mg and see what

those women don't get controlled.

tting a dose that has actually given you safety and e

- wi-h good

that is

trial,

You should have

subsequently it was realized

as they would have hoped and

the 500 is simply a leap of

that this 7-day dose actually transla

did they know that? T don't know.

" doing

" responsibility to

""’cacy

and that's exactly what happened. 250

trials, it's just that

that that was not as e""icacious

then 500 was cleared. So, yeah,

faith in terms of it's interesting

ted to 500.

T wasn't part of that

But Howell,

United States District Court
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discussion. But to take Howell

sajety data, _he only Phase

saying, so now we test it furth

saying I'm going to try a littl

might work? It's not a good id

laws about SERMS and Ajs may no

Q. Dr. Mehta, you would agree

team that you talked about --

A. Yes.

Q. —— went down in dose after

teachings, right?

A. Yes.

Q. Okay, let's take a look at

at JTX—ll. You'd agree with me

consider because it related to
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250 mg, which is e"”icacy and

then, which everybody's now

er, how would I assure a women

e lower on you because that

ea. It's a new compound and

t work there.

with me that the gold metal

Howell following the Howell

iowell, if we could. That's

that you selected Howell to

hormone—dependent breast

cancer?

A. Yes.

MS. ?jNSASjNj: Your Honor, it could, "'d like to

just fill in the rest of our chart over here --

THE COURT: Okay.

MS. P«NSA%«N«: 'm going to fill in the rest of our

chart over here that's nearest Dr. Mehta.

BY MS. PtNSA%mN«:

Q. So, let's ‘ill in ‘or Howell. I'm accurate i‘ ' put here

under Howell "hormone—dependent," right?

United States

Camden,

District Court

New Jersey

Astrazeneca Ex. 2049 p. 221
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1 A. Postmenopausal hormone—dependent, yes.

2 Q. And the Howel' ‘ormulation was given intramuscularly?

3 A. That is correct.

4 Q. So I can jill hat with intramuscularly, correct?

04:43PM 5 2%. Yes.

6 And the ioweii "ormuiation is given every 4 weeks, once

7 monthly, right?

8 A. That is correct.

9 Okay. And in {owell the fulvestrant was not

04:43PM 10 cross—resistant?

11 A. That's correct.

12 Q. So, you would agree with me that this chart, that

13 McLeskey and Howell don't match in four areas that we've

14 discussed, right?

04:44PM 15 A. Yes.

16 Okay. So they don't, McLeskey and Howell don": match on

17 hormone dependence. McLeskey is hormone—independen':, Howell

18 is hormone—dependent, right?

19 A. Which is not a surprise, right.

04:44PM 20 Q. And McLeskey, the formulations o" ”u1vesttant were

21 subcutaneous and in Howell the formulations were

22 intramuscular?

23 A. Yes.

24 So, they do not match on that either, the route of

04:44PM 25 administration, right?

United States District Court
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A. True.

Q. And in Mcgeskey _he formulations were administered once

weekly and in iowell the 'ulvestrant ‘ormulations were

administered once monthly, so they do not much on dosage

frequency, right?

A. Yes.

Q. And Mcgeskey foind that the ‘ulvestrant Sormulation to be

cross-resistant and

match on cross—resistance,

A.

Q.

Yes.

reading the Howell paper,

patients were highly selected.

A.

Q.

Yes.

withdrawal may have accounted

one third o: the patients. Do you remember that?

A. He does say that, yes.

Q. Now, you just disagree with both of those things; is that

right?

A. So, i have my own interpretation of that data, yes.

Q. But your interpretation is di””erenL from the

interpretation of the paper?

A. Yes.

Q. And you are familiar with the fact that researchers at

MEHTA - CROSS - P
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Let's talk a bit more abou'

{owell not cross—resistant,

right?

Is t

And Howell also says in the paper that tamoxiten

: Howell,

Howell says in the paper that the

for the response seen in up to

so they do not

it we could. Now,

hat right?

United States District Court
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the time cautioned that the Howell response rate should be

interpreted with care.

A. That's always true for Phase studies, so yes, that was

said.

Q. And you are familiar, aren't you, with the paper that Dr.

Dowsett published in the Lancet about the Howell study?

A. "'m ‘amiliar with that.

Q. And let's just -alk for a moment. The Lancet, that's one

o: the premier medical journals, right?

A. Yes.

Q. It's like sort of the gold standard medical journal,

right?

A. Yes.

Q. And Dr. Dowsett, he was one o_ -he people that you

mentioned as being on this gold metal team, right?

A. Yes.

Q. And what Dr. Dowsett said was, he criticized —— he said

it should be —— Howell should be viewed with caution for two

reasons, and one o_ -hose reasons was that Howell had included

the no change pa-ien-s in the response rate, and the second

reason was that -he patien-s were highly selected. Did I get

that description o; 3owsett's criticisms correct?

A“ That description is correct.

Q. But you disagree wi-h both o_ those criticisms by Dr.

Dowsett that he made in the Lancet in 1995 at the time o: the

United States District Court
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Howell research?

A. :: do.

Q. Jr.

the papers published, that Howell published in 1995 and 1996,

Mehta, you'd agree with me that the Howell study in

he indicated that further research was needed to confirm the

response rate?

A. That is true.

Q. And the {owell papers also indicated that further

research was required to see long—term effects on bone because

that was a concern, right?

A. That is true, yes.

Q. And Howell also indicated that further research was

required on amount on dose, right?

A. Yes.

Q. So, those were all open questions according to the Howell

paper, right --

A. Yes.

Q. —— in 1996, right?

A. Yes

TTE COURT: Excuse me. Remind me again why it's

signijican- to you that Howell viewed no change —— why you

View -haL _o be a response?

T{E WITNESS: So, there is a body of thought that --

and they were being honest, so basically said okay, we are

bunching the no responses with the responses, but that may or

United States District Court
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not be true. But tte prevailing wisdom then and prevailing

that i_ you have rapidly progressive disease orwisdom now is

metabolic disease and a patient stabilizes and you have stable

disease, that is counted as response. Today, drugs are

approved based on a result that says patient stabilized. So

it's become —— so my basic take is that while they were being

very cau:’ous ’n interpreting their data, I interpreted it

di""erent'y. interpreted that only progression was

progression, deaths were deaths, either a woman stabilized and

there was stable disease and a woman responded, they were all

in the same basket.

THE COURT: And so, my question is would a person

skilled in the art —— was that how a person skilled in the art

would interpret those results? And, if so, then why did

Howell brea< it down?

.|.
THE WITWESS: He's the one who reports the 69 percent

response rate. By being an honest investigator, he's also

And listing caveats in terms o: this may belisting caveats.

the reason why these results are this good is a good way o;

doing it because subsequent studies will basically look at

And i:tha- op-ion. that's the reason why this happened, then

-ha_ drig would probably star- _o lose its support. So, all

studies that are atPhase times these thoughts expressed

which basically —— may look a- -he results and look at the --

look at the population and come up with what they may honestly

United States District Court
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but in my opinion the stable disease was counted and should be

counted as part o:

Q. Dr. Mehta, your interpretation is toda

A. That was my interpretation then.

MS. PmNSA%«N«: Can you put up the

me, please? If yo; could just enlarge that

see it.

BY MS. PfiNSA%fiWfi:

Q. And what Dr. Dowsett is saying here is

of including no change patients is uncommon.

1995?

A . Right.

Q. That's his statement here in 1995, rig

A“ Yes. It's uncommon but it's not unheard ot.
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feel might have resulted in the results tha

those who responded.

became over

that stable disease is good news.

news is good news and that's exactly what this is.

Q. Dr. Mehta,

THE

that was just

been admit

BY MS. P

the next 15 years a dictum that everybody accepts

We tell

in yoir timeline in your pr

COURT: Excuse me.

Jp on the screen?

MS. P«NSA%«N«: 'm sorry. That i

ted into evidence, it's PTX—421,

TTE COJRT: Thank you.

fiNSA%fiNfi:

What is the exhibit number

t were described,

y, is that correct?

:0]?
Howell paper

a little so we can

that the approach

And that was in

ht?

And it

our patients no

e__

s Dowsett, it's

YOJI Honor.
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Dr.Q.

talk about that

Mehta,

aren't include

So righ- a_-er Howe; 1;

-h "ulvestraclinical trials wi

l997?

Okay. ButQ.

A. No.

Q. —— right?

Another thing that's no

clinical work for Thomas.

A. Yes.

Q. Now, that publication by Thomas came to the conclusion

-ha_ julvestrant showed activity in premenopausal women, isn't

-ha, right?

A. Can I see the publication?

Q. Oh, certainly.

A. Because there was a mixed conclusion from Thomas.

MR. O'%OYH%: Your Honor, may I approach?

MS. P?WSA??N?: May my colleague approach?

THE COJRT: Yes

BY MS. P«NSA%«N«:

Q. This is PTX—249. And, Dr. Mehta, you'd agree with me

that PTX—249, the Thomas study

It's another seven day study,

United States

Camden,

there's a couple other tqings

you didn't include that in your analysis --
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i just want to

d in your timeline.

you unders-and Lha- jour oral

nt were conducted from 1994 to

t in your timeline is the early

, that's not on your timeline.

like DeFriend, that looked at

District Court

New Jersey
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fulvestrant in premenopausal patients?

in going to

that
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the last

fulvestrant

A. Yes.

Q. And Thomas concludes that the compound may be able to be

used in premenopausal women based on biological activity,

right?

A. Yes. f read his conclusion,

page, the last paragraph, he basically says

was well tolerated during short—term use. It did not cause an

increase in LH or FSH secretion and may suppress LH surge.

There was no evidence o:
‘I

follicular growth continued.

ovarian hyperstimulation although

And so he basically confirmed that in premenopausal

woman using o:

the uteris, which we already know

this product would not stimulate the lining o;

from other prior art.

I)

don't interpret this article to say that there was a

therapeutic response

CGJCIHS OI:

lking about. "t

not having uterus vehicle side efi

response in terms o:

about, but there's no mention o_

withoit looks that improved because o:

Q.

in this action?

Dr. Mehta,

A. Yes.

And i:DES. P*flJSZ\%<flJfi2

a "ected in a premenopausal woman was something he was

that he was basically talking about in

fects is what he's

how hormones were

talking

Lrea-ing premenopausal women

United States District Court

Camden, New Jersey
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you could put up Mehta
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1 transcript 163, Lines 10, I think, to 17.

2 BY MS. PfiNSA%fiNfi:

3 Q. Do you remember that we talked about the Thomas paper at

4 your deposition Dr. Mehta?

04:57PM 5 2%. Yes, 22 do.

6 Q. And I asked you the following question and you gave the

7 following answer:

8 QUESTION: And Thomas concludes, right, that the

9 absence of adverse events or of evidence of ovarian

04:3nM 10 hyperstimulation suggests that this compound may be able to be

11 used jor the treatment oj estrogen dependent diseases in

12 premenopausal women, right?

13 And there was an objection.

14 And yoir answer was:

04:5nM 15 ANSWER: That's what he concludes.

16 Correct?

17 A. Right.

18 Q. Okay. So in terms of treatment of premenopausal women,

19 if you could just look at your slide DDX—l—lO —— I'm sorry.

04:3nM 20 No, 1-11. ” apo ogize.

21 A. Yes.

22 Q. On the right—hand side of this slide you would agree with

23 me this shows how to treat premenopausal women with endocrine

24 therapy?

O4flmPM 25 A_ It shows options available at that time.

United States District Court

Camden, New Jersey
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1 Q. So one could treat premenopausal women with fulvestrant

2 a§_er using an LHRH agonist and that was known? The use of

3 LHEH agonists were known?

4 A. So the understanding was that because it does not work in

04wwPM 5 premenopausal women you had to convert the premenopausal woman

6 into a menopausal ‘ema'e by some means so that now you will

7 have physiology wh’ch ‘s similar to postmenopausal and then

8 this product would be used. So the option of using

9 fulvestrant was always possible if the woman agreed to go into

04£wPM 10 menopause.

11 THE COURT: Ws. Pensabene, do you have much more?

12 MS. P«NSA+«N«: don't —— of course it depends on

13 the witness.

14 TEE COURT: Let me ask this, were you planning on

O4flflPM 15 coming bac< in the second phase of the trial?

16 TTE WITNESS: No. I could.

17 MS. PfiNSA%fiNfi: can hurry up and maybe we can

18 finish redirect.

19 THE WITNESS: I could come back if that's what it

om59m4 20 takes.

21 MS. P«T«RSON: He does have plans to return home and

22 was not planning on coming back for the second week of trial.

23 So if we could accommodate the witness, we would like to try

24 to finish today i: -haL's okay.

O4fiflPM 25 MS. PfiNSA%fiNfi: That's fine.

United States District Court
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MS. PfiTfiRSON:

would like to finish.

T E WITNESS: I'll speed up my answers.

T E COURT: Well, don't talk any faster.

So let's see if we can finish him up as a curtesy to

the witness.

MS. PfiNSA%fiNfi: Absolutely, your Honor. We'll cross

a bunch of tiings oit, Dr. Mehta.

BY MS. PfiNSA%fiNfi:
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appreciate you volunteering but we

Q. Dr. Mehta, you'd agree with me that in 2000, as well as

today, treatment of male breast cancer follows the same

principles as trea-ment of female breast cancer, right?

A. That's the tr atm nt w o"" r, y s.

Q. And in your practice you o""er hormone therapy for male

breast cancer?

A. Yes, T do.

Q. And the paradigm for treatment of women's breast cancer

just transfers to men's breast cancer, right?

A. Yes.

Q. You know, just going back to your thoughts about this

gold medal team, Dukes was on the gold medal team, right?

A. Yes.

Q. And McLeskey was not on the gold medal team, right?

A. Yes, McLeskey was an independent investigator in the

United States, she was not part of AstraZeneca's stable of

United States District Court
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investigators.

Dr. Mehta,

understand

researching new treatments,

A.

oncology practice or person in this country that in some way

or other would not participate in research because so many

your
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focus has been on trea

from when we've talked before, a

right?

i have been involved in human research.

questions need answering.

Q. And you're not an expert on pharmacokinetics, right?

A. No, I'm not.

Q. And you've never been involved in preclinical research,

right?

A. So the American Society of Oncology 2011 presentation in

Chicago was a big clinical research on a Phase

called 328,

subsequently it was now in Phase

the academic world I

ting patients,

nd not on

And there is no

so that's the molecule that was shepherded and

trial.

have participated in c

Q. L t m, be mor pr cisc th n. ?rior to 2000 you were

never involved in preclinica’ research?

A. During my fellowship, I was. But once le"t "or India,

no.

Q. And you've never formulated any compounds, right?

A“ No.

Q. And you don't have any experience using breast cancer

animal models, right?

i molecule

So in my time in

linical studies.
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A. No.

Q. And you've never advised a pharmaceutical company on

whether to select a drug for development, continue

development, or abandoned development, right?

A. No.

Q. And you've never served on a scientific advisory board on

drug development, right?

A. No.

Q. And you did not publish any scientific papers prior to

2005, right?

A. That's correct.

Q. And you've never been involved in the selection of

clinical end points for a breast cancer trial, right?

A. Yes, that is correct.

Q. Okay. You would agree with me that breast cancer is a

very complicated disease?

A. It is.

Q. And the ability to extend endocrine therapy was important

because that means patients have a better chance of survival,

right?

A. That is correct.

Q. And if you had a patient with expected lite survival o‘

six months and adding one month to survival becomes very

relevant, right?

A. Trie.

United States District Court

Camden, New Jersey
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1 Q. And if you have a choice between two treatments, all else

2 being equal, in your view that additional time to progression

3 would be a factor in choosing between those treatments?

4 A. Yes.

05mMPM 5 Q. Now, I think you and I both agree -haL -he development of

6 treatment for breast cancer is very di"”icu1_, right?

7 A. Yes.

8 Q. And tamoxifen, as an example, almost didn't get to the

9 market, right?

05:04PM 10 ZX. Yes.

11 Q. And tamoxifen took decades actually to develop into a

12 breast cancer treatment, right?

13 A. That is correct.

14 Q. But tamoxifen saved millions of lives, right?

05mwPM 15 A. Yes. It did, yes.

16 Q. So su""ice it to say it was important to patients to

17 spend that time and e""orL on development, right?

18 A. Yes.

19 MS. P%NSA%%N%: have nothing further, your Honor.

OSNBPM 20 I'll pass the witness.

21 T{E COURT: Redirect.

22 MS. P«T«RSON: Yes, Your Honor.

23 (RMD R«CT tXAM NAT ON Ob DR. MMHTA %Y MS. PtTtRSON:)

24 MS. PfiNSA%fiNfi: 'm sorry, so sorry.

05mmPM 25 BY MS. PfiTfiRSOV:
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Q. Dr. Mehta, looking at the board over there that

Ms. Pensabene wrote on describing Howell and McLes<ey, the

studies in Howell and McLeskey, were they ‘or a di”erenL

purpo

A.

Q.

A.

se?

They were

And the purpose in Howell,

Purpose in Howell was to treat postmenopausal women with
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metastatic disease.

Q.

about es

in te

A.

they

Q.

time?

A.

time,

Q.

the drug that was delivered?

A.

Q.

A.

And was the purpose in McLeskey to test a hypothesis

Tha

Are

l’I‘[‘LS

The

are

t is correct.

there any simi

O_ the

only similarities that involved castor oil base and

drawn from the

What do you mean,

Most were supp

SO

And are there any similarities in the concentration o;

Similarities with what?

Or

In

trogen independent cell lines?

jormulation that was administered?

lied by Astrazeneca in —— around the same

erent purpose, yes.

was that to treat humans?

larities between McLeskey and Howell,

same source around the same time.

drawn from the same source at the same

one would feel

testing same iteration o: the product.

the concentrati

iowell?

United

Camden,

-haL AsLraZeneca at that time was

I)

on of the drug that was administered.
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Q.

concentrations be

Yes,

THE

T

principle,

BY MS.

Q.

McLeskey was an anima'

administered to animals in her study?
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and McLeskey.

COURT:

_
H*E WITNESS:

SO...

PET ERSON:

Now,

Do

A. Yes.

Q. And,

A. Yes.

Q. Now,

art from using that

Ms.

Are there any similarities in the

tween the two?

15—milligrams

Pensabene asked you i:

‘ormulation.

per mL was the reigning

the formulation in

you recall that?

O: theCOUISG,

would that

same components?

1''!
MS. PfiNSA%fiNfi: Objection. Leading.

E WITNESS: it would not.

3 COURT: Wait, wait, wait. No, "'11 a‘1ow it.

E WITNESS: It --

it.

BY MS. PflTflRSON2

Q. Now, Ms. Pensabene a"

I'm sorry,

Ms.

formulation in McLeskey,

fact dissuade a person of skill in the

formulation in humans it

SO re

was that

it contained the

it would not detract from using

‘erenced the Robertson 19 --

strike that.

Pensabene mentioned

I'll s-ar- again.

-ha- Howell had instructed or
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MEHTA - R

told people to go down in dose.

Do you recall tha

Yes.

MS. PfiT* .RSON:

and go to Abstract No.

BY MS. PtTtRSON:

t?

"“ we could pull up JTX—l3,

28 on the bottom right?

Q. And do you recognize this?

A. Yes.

Q. What is this?

A. This is

tamoxiten.

the Robertson abstract on Faslodex Versus

Q. And this came atter in time atter —— did this come after

in time after Howell?

A. Yes.

Q. At what point in time?

A. This was '99, so many years later.

Q. And what doses were being tested in Robertson?

A. 50, 125 and 950 mi"ig*ams o" "ulvestrant.

Q. So even aj-er Howe”, the researchers were continuing to

test the 250—mi;ligram dose,

A. They were.

Q. And I wasn't sure,

the Dukes patents, i did

you wanted to clarity ab

Was

13 RfiCT - PfiTfiRSON

correct?

when Ms.

n't know if

OUIZ
your answer or it

there something you wanted to clarity?

Pensabene was asking about

there was something that
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please,

you understood.
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So think again,

i; Duke patent, the produc'

RfiCT — PfiT

patients in early '90s, bu

supplying a product in the time

AstraZeneca's executives

product

test it in humans.

And so it makes sense that

that brought the results

was available

subsequently

frame o;

for testing it,

they actually been giving others

fiRSON

from

it

'95,

then that's

who are

that Howell describes.

'80s,
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it's my common sense that tells me that

got

McLeskey is

'96 by

the

trying to

that's exactly the product

Why would

something else be tried at two times because the results would

then not make any sense.

So while it is possible that you couldn't have any

product because we don't have information

sugges-s Lhat what

supplied its team of

phase through trial

frame supplied by Astrazeneca,

researchers tha

was in the process of developing.

, common SGUSS

formulation McLeskey lists in

: did the most

for a very important product

that time

was the product Astrazeneca

important

the company

So ' think " would basically, as a ?OSA, feel that

that's the leap o" "aiLh " was willing to take.

THE COURT: i was just going to ask that —— it sounds

as if you have questions in your mind and you are wondering

and you're speculating and —— but you're saying it could be.

" E WITNESS: Yes.

T E COURT: Okay.
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1 TTE WITNESS: It is reasonable to expect that these

2 two products are the same. Beyond that, we don't have any

3 data.

4 THE COURT: And do you agree that other POSAs may not

OBJJPM 5 view it quite the way you do.

6 713 WITNESS: It's possible.

7 BY MS. PfiTfiRSON:

8 Q. Just to clarify your answer there.

9 Was your answer —— was your opinion that that was what

OSJJPM 10 a person of skill in the art would understand?

11 A. Yes.

12 MS. P«T«RSON: "‘ we could pull up defendant's

13 demonstrative D3X—lO—O19.

14 BY MS. P«T«Rsov:

OSHJPM 15 Q. I recall during Ms. Pensabene's cross—examination, she

16 may have —— or she referred to —— she pulled up this

17 demonstrative, 33X—lO—Ol9, and asked you to confirm that you

18 agreed with her _ha_ Wakeling 1993 was telling people to

19 conduct jirther -es-s for this unproven mechanism.

05fl2PM 20 Do you recall that?

21 A. Yes.

22 Q. Are those words "unproven mechanism," here on your

23 demonstrative?

24 A. No. Those were her words.

O5fl2PM 25 Q. So you do not agree with that?
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1 A. No

2 MS. PfiTfiRSON: No further questions.

3 T E COURT: Okay. You get to go home.

4 T E WITWESS: Thank you, Your Honor.

05n2PM 5 T E COURT: Very nice to meet you, safe travels home.

6 Please be careful stepping down. Thank you.

7 MR. PRUGO: Your Honor, just one question about the

8 boards.

9 THE COURT: Yes.

05fl2PM 10 MR. PRUGO: I think it's probably clear from the

11 transcript and we don't need the boards necessarily, but do

12 you want us to ta<e a picture of it. How would you like us to

13 handle a coiple of the demonstratives here.

14 THE COJRT: Well, you have the smaller Versions.

05n3PM 15 MS. P«WSA%«N«: O‘ this one and --

16 MR. PROGO: Well --

17 MS. Pfi\SA%fiNfi: 'm sorry.

18 MR. PR-GO: Mo, go ahead, please.

19 TiE COCRT: On the char: here?

05fl3PM 20 MR. PRCGO: Yeah, exactly.

21 TiE COCRT: : think that was okay. : don't think we

22 need a copy of that.

23 MR. PRUGO: And I think this verbally came out.

24 THE COURT: Yes, : think so, yeah.

O5fl3PM 25 So a question has arisen as to the exhibits. So you
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conference

available.

So a

anticipated

MS.

think Mr.JCOOITLS .

So you can just somehow secure them,

re we on schedule?

?

PfiNSA%flNt: Yes,

able to comple:e on schedule.

TH

do you agre

MR

guess one q

TH

MR.

well, let m

T{

MK.

T{

M?

until we complete the trial

J
3 COURT: DoYes.

e?

. RTHH

iestion in terms of

3 COURT: Yes.

RIHH : S

e ask this,

3 COURT: Yes.

RIMS

E COURT: Yes.

. RIZZT:

folks are welcome to leave the exhibits in the attorney

Roney has checked and they are

Your Honor,

the defendants agree,

would say more or less,

the week of

it your expectatio

would you like closings?

n addition to post—trial briefing.

So would the closings be deferred, then,

on the extra couple of

d like to have closings as to thisTHE COURT: ‘ wou'

portion of -he trial.

MR. RIZZI: Okay.

THE COURT: And I wo Jld like to have post—trial

briefing as to this portion of the trial,

have the date for the, quote, third portio

Is it going as the parties had

 

llll

okay?

I think we will be

Mr. Rizzi,

Your ionor.

August ls:.

n that we would --

days?

because we don't

n yet, right?
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MR. RIZZI:

T{E

COURT:

RIH'

COURT : They do,

one way or

IIOIG

.he

that it --

i want to keep it up here as long as

that we can get much o:

And so --

they do.

reason why you couldn't do the briefing?

required brie:fing now as to all o:

inequitable conduct?

MR. RIZZ

don't know obviously what testimony will

guess it's hard

witnesses who haven't been deposed yet.

THE COURT: Right.

MR. RIZZI: Obviously,

inequitable conduct.

T -13 COURT: Right .

MK. RIHH

T{3 COURT: Right.

MK. RIZZ": And " can see some logic

least on invalidity and doing that together wi'

conduct.

MS. P fiNSA %fiNfi:

makes sense to do file invalidity and in:

t seems to us,

: the issues,

to say in

be

That's correct, Your Honor.

%ut the issues do overlap.

f possibly can.
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I'm not suggesting it

o-her that they don't, but it's all up here and

So the

this —— is there a

I)

Is there a reason why a party might be prejudiced t

except for

'ZeITflS

the

—— we

elici -ed jrom the

that's geared towards

t may also be relevant to invalidity.

-o de_

Your Honor,
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the case, and it also

ful in narrowing whatever issues there might be

"or inequitable conduct.

So we would think that briefing now while everything is

fresh is best.

if

after August

would like

briefing,

won’

supplemental

THE

mean ——

MR.

Ti L*J

MK.

Ti L*J

Mk.

Ti L-‘J

t need

MR.

the brie:

then have a short closing at a later date a_-er the

that makes sense to Your Honor to have a

questions based on the briefing.

some other cases.

COURT:

RIZZI:

COURT:

RIZZI:

4th and

COURT:

RIZZI:

COURU:

bit we can defer the closings and so

RIZZI:

the additional testimony

briefing,

fing and so we can talk abou- dates

One other suggestion is to do briefing and

briefing,

time to ask

know we've done that in

Yeah, we could do that.T mean,

Would it make sense to --

Mr. Rizzi.

Would it make sense to do the briefing

then defer --

The closings?

-- closings?

Yeah. butWe can defer the closings,

for the

the parties

to be prepared for the closings.

And 1 mean, ifthen, —— depending on time

that might come in may allow for

if that's --

THULJ. COURU: Right. Well, see, do the parties have a
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you need --

MR

schedule

TH

MR.

trying to do

Ti
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to when the third phase might occur?
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Because then

. RI'H.

depositions in the U.K.

E COURT: Yeah, has that gone well?

RIHH don't think we have dates. We're

them in September.

3 COURT: Okay. In September. Yeah. So --

RIZZT: Obviously sometime --

3 COURT: -- what we could do is maybe do the

closings at that stage as well.

MR. RIZZI:

happen in September,

scheduling

TH

very long criminai

December. So

T COURT:LJ.

testimony is secured by then,

T would want to get this done,

Yes. T mean, assuming the depositions

what was Your Honor thinking about

the last part of trial?

Sometime in October, because T have a

_ trial in November which will go into

again, if the

T'd want to get this done in

October.

MR. RIZZT: Understood.

THE COURT: That's my hope. O<ay.

So we will pick up on the week of August 1st. There

won't be closings, and then T will talk to you folks about

post-trial briefing then, okay?

MR. RIZZT: Thank you, Your Honor.
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25

THE COURT: Okay.

summer until I see yoi back, okay?

MS. P%NSA%%N%: You also, Your Honor.

T E COURT: All right. Thank you.

T fl D«PUTY CLERK: All rise.

5:18 p.m.)

So everyone enjoy some of their
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