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IN THE SUPERIOR COURT FOR THE STATE OF ALASKA

THIRD JUDICIAL DISTRICT FILED IN OPEN COURT
STATE OF ALASKA » Date: 3 -fl-o 'l

Plaioliff,

) Cieri<: 2"V1J
v. ) Case 00. 3A -06·S630CIV

)
ELI LILLY AND COMPANY )

Defeodaot )

DEFENDANT ELI LILLY AND COMPA Y'S
DEPOSITION COUNTER-DESIG ATJO S FOR TRIAL A D

OBJECTIONS TO PLAINTIFF STATE OF ALASKA'S
TRIAL DEPOSITION AND EXHffiIT DESIGNATIONS

Defendant Eli Lilly and Company ("Lilly") counter-designates for trial the

following deposition transcript excerpts in response to Plaintiff State of Alaska's Trial

Deposition Designations for Alan Breier, M.D. The highlighted excerpts arc those that must be

presented together with the State's affirmative designations to ensure proper context.
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526:6 526:9

526:12 526:22

Lilly objects to the following pages and lines of Plaintiff State of Alaska's Trial

Deposition Designations for Alan Breier:

Start End Objection
(page:Line) (Page: Line)

64:9 64:18 Vague; ambiguous; foundation; prejudicial (Alaska
R. Evid. 401, 402, 403, 611)

125:23 126:4 Relevance (Alaska R. Evid. 401, 402, 403); Subject
to Defendant Eli Lilly and Company's Motion in

126:13 126:15 Limine to Exclude References to Foreign
Regulatory Action

167:15 168:2 Foundation; vague; misstates evidence (Alaska R.
Evid. 401, 402, 403, 611)

192:10 192:19 Foundation; vague; personal knowledge (Alaska R.
Evid. 40 1,402,403,602, 611)

199:18 200:1 Compound question; hearsay (admit for notice)
(Alaska R. Evid. 401, 402, 611, 802)

200:4 200:11

201:3 201:10 Foundation; vague; personal knowledge (Alaska R.
Evid. 401,402,403,602,611)

219:20 221:24 Exhibit itself hearsay; misstates evidence (Alaska
R. Evid. 802,61 I)

1281:24 282:23 Hearsay (Alaska R. Evid. 802)

287:12 287:23 Hearsay: compound question (Alaska R. Evid. 40 I.



Start Eod Objectioo
(page:Lioe) (page:Lioe)

402,611,802)

290:13 291:4 Hearsay (Alaska R. Evid. 802)

294:1 294:7 Hearsay (Alaska R. Evid. 802)

295:13 296:8 Hearsay (Alaska R. Evid. 802)

312:8 312:20 Hearsay (Alaska R. Evid. 802)

338:17 339:8 Vague; foundation; compound question;
argumentative (Alaska R. Evid. 40 1,402,403,61 J)

343:20 344:6 Foundation; personal knowledge (Alaska R. Evid.
40 I, 402, 602)

347:9 347: 15 Vague; foundation; personal knowledge (Alaska R.
Evid. 401, 402, 403, 602, 611)

348:18 349:7 Misstates evidence (Alaska R. Evid. 611)

401:16 404:15 Relevance (Alaska R. Evid. 401,402,403;) Subject
to Defendant Eli Lilly and Company's Motion in
Limine to Exclude References to Foreign
Regulatory Action

403:15 403:21 Personal knowledge; foundation (Alaska R. Evid.
401,402,602)

405:19 406:13 Relevance (Alaska R. Evid. 401, 402, 403); Subject
to Defendant Eli Lilly and Company's Motion in
Limine to Exclude References to Foreign
Regulatory Action

406:24 413:15 Relevance (Alaska R. Evid. 40 1,402,403); Subject
to Defendant Eli Lilly and Company's Motion in
Limine to Exclude References to Foreign
Regulatory Action

440:15 442:11 Relevance (Alaska R. Evid. 401, 402, 403); Subject
to Defendant Eli Lilly and Company's Motion in
Limine to Exclude References to Foreign
Regulatory Action
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Start End Objection
(Pagc:Linc) (pagc:Line)

442:19 442:22 Relevance (Alaska R. Evid. 401,402,403); Subject
to Defendant Eli Lilly and Company's Motion in
Limine to Exclude References to Foreign
Regulatory Action

443:2 444:24 Relevance (Alaska R. Evid. 401, 402, 403); Subject
to Defendant Eli Lilly and Company's Motion in
Limine to Exclude References to Foreign
Regulatory Action

445:17 449:13 Relevance (Alaska R. Evid. 40 1,402,403); Subject
to Defendant Eli Lilly and Company's Motion in
Limine to Exclude References to Foreign
Regulatory Action

455:3 455:12 Vague; foundation (Alaska R. Evid. 401, 402, 403,
611)

511 :8 512:2 Foundation; misstates evidence (Alaska R. Evid.
401,402,611); Subject to Defendant Eli Lilly and
Company's MOlion in Limine to Exclude Evidence
Relating to Defendant's Profits, et Worth, and the
Price of Zyprexa

515:24 516:6 Foundation; misstates evidence (Alaska R. Evid.
401,402,611); Subject to Defendant Eli Lilly and
Company's Motion in Limine to Exclude Evidence
Relating to Defendant's Profits, et Worth, and the
Price of Zyprexa

518:16 519: 7 Relevance (Alaska R. Evid. 40 1,402,403); Subject
to Defendant Eli Lilly and Company's Motion in
Limine to Exclude References to Foreign
Regulatory Action

524:3 524:11 Asked and Answered (Alaska R. Evid. 611);
Subject to Defendant Eli Lilly and Company's
Motion in Limine to Exclude References to
Foreign Regulatory Action

525:6 525: 13 Relevance (Alaska R. Evid. 40 1,402,403); Subject
to Defendant Eli Lilly and Company's Motion in
Limine to Exclude References to Foreign

-5-



Start End Objection
(Pagc:Linc) (page:Linc)

Regulatory Action

525:14 526:5 Subject to Defendant Eli Lilly and Company's
Motion in Limine to Exclude References to
Foreign Regulatory Action

Lilly also objects to Plaintiffs exhibits for use during the testimony of Alan

Breier:

Plaintiffs Exhibit Objection(s)

Zyprexa Plaintiffs Exhibit M.I.L. regarding Foreign Regulatory Actions
No 320 M.I.L. regarding adverse events

Not Relevant (Alaska R. Evid. 40 1,402)

Prejudicial, Confusing, Waste ofTime (Alaska R. Evid. 403)

Hearsay (Alaska R. Evid. 80 I, 802)

Zyprexa Plaintiff's Exhibit Not Rclevant (Alaska R. Evid. 401, 402) to Labeling Claims:
No I J 10 internal planning document regarding internal market research,

marketplace perceptions, and planning for proposed sales
representative communications

Prejudicial, Confusing, Waste of Time (Alaska R. Evid. 403)

Zyprexa Plaintiffs Exhibit Not Relevant (Alaska R. Evid. 401, 402) to Labeling Claims:
No 1111 internal planning document regarding internal market research,

marketplace perceptions, and planning for proposed sales
representative communications

Prejudicial, Confusing, Waste ofTime (Alaska R. Evid.403)

Zyprexa PlaintilT's Exhibit Hearsay; Agree to admit for notice
No 1440

Zyprexa Plaintiffs Exhibit Hearsay; Agree to Admit for Notice
No 1453
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PI.inlifrs Exhibit Objeelion(s)

Zyprexa Plaintifrs Exhibit Not Relevant (Alaska R. Evid. 401, 402)
No 1605

Hearsay (Alaska R. Evid. 801, 802)

Prejudicial, Confusing, Waste ofTime (Alaska R. Evid. 403)

Not a Complete Document

Foundation (Alaska R. Evid. 901)

Zyprexa Plaintifrs Exhibit Not Rclevant (Alaska R. Evid. 401, 402) to Labeling Claims:
No 4051 Internal briefing, labeling not discussed

Foundation (Alaska R. Evid. 901)

Zyprexa Plaintiff's Exhibit Agree to admit subject to M.I.L. regarding adverse events
No 4858 (hearsay - notice)

Zyprexa Plaintiff's Exhibit Not Relevant (Alaska R. Evid. 40 1,402) to Labeling Claims:
No 5565 Internal communication regarding proposed responses to

anticipated questions in Germany.

MIL re: Foreign Regulatory Actions

Prejudicial, Confusing, Waste ofTime (Alaska R. Evid. 403)

Zyprexa Plaintiff's Exhibit Not Relevant (Alaska R. Evid. 401, 402)
No 7802 Prejudicial, Confusing, Waste of Time (Alaska R. Evid.403)

Not a Complete Document

Foundation (Alaska R. Evid. 901)

Not Authenticated (Alaska R. Evid. 901,902)

Zyprexa Plaintiff's Exhibit Prejudicial, Confusing, Waste ofTime (Alaska R. Evid. 403)
09281

Zyprexa Plaintiff's Exhibit Not Relev.nt (Alaska R. Evid. 40 1,402) to Labeling Claims:
No 10017 Internal document discussing Lilly's foreign sales force

M.I.L. regarding Foreign Regulatory Actions

Prejudicial, Confusing, Waste ofTime (Alaska R. Evid. 403)

Foundation (Alaska R. Evid. 901)

Lilly reserves the right to object to these exhibits, and any others that may be

introduced by PlaintilT. under the Alaska Rules of Evidence or any other applicable rule of law,

-7-



based on this Court's rulings Or the purposes for which Plaintiff seeks to use the exhibits atlriaJ.

Respectfully submined,

Nina M. Gussack
Andrew Rogoff
Eric Rothschild
Pepper Hamilton LLP
3000 Two Logan Square
I81h & Arch Streets
Philadelphia, PA 19103
(2 I5) 98 I-4000

Dated: March I I, 2008

-8-

Attorneys for Defendant
Eli Lilly and Company
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January 11, 2007

Videotape deposition of

ALAN BREIER, M.D.

GOLKOW LITIGATION TECHNOLOGIES
1880 John F. Kennedy Boulevard

Suite 760
Philadelphia, Pennsylvania 19103

(877) 370-3377
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Page 10 Page 12
1 INDEX OF EXAMINATION 1 990 Attachment E. Olanzapine 174
2 Questions by Mr. SU99S 18 2 labeling Change On Hyperglycemia
3 INDEX OF EXHIBITS 3 for February 21, 2000 GPLC
4 1 E-mail dated 10/16/2001 from Alan 20 4 Meeting.
5 Breier Subject: much thanks 5 ZYl00025517 - 5523
6 ZY207409380 6
7 2 Zyprexa pad<age insert 77 7 1440 Reviewe(s Comments for Authors Z10
8 3 Wall Street Joumal stock chart 233 8 lYZ216315 -317
9 9

10 INDEX OF PREVIOUSLY MARKED EXHIBITS 10 8584 Zyprexa Product Team Off-Site 238
11 11 July 25, 2001
12 Deposition Exhibit No, Page 12 ZY201548768 - 8789
13 13
14 9070 Kellogg Artide 39 14 8479 Zyprexa - Primary care Strategy 243
15 Zy2022166133 - 126 15 and Implementation Overview
16 9073 Kellogg Artide 39 16 lYZ01450600 - 0601
17 ZY202166138 - 150 17
18 18 4007 Viva Zyprexa Audio Program 3 255
19 9281 E-mail from Alan Breier to U.S. 63 19 ZY81301746 - 193
20 Medical. Subject: 2004 Medical 20
21 Objectives 21 6998 E-mail from Robert Baker 271
22 ZY202267922 - ZY202267923 22 Dated 10/09/2000 - ZYPloo378053
23 4858 Spedal Supplement-Changes Being Effected74 23 Meeting with endocrinologic
24 ZY2013122BI - 2305 24 oonsultants

page 11 Page 13

1 8562 Zyprexa Business Process 100 1 1453 E-mail chain, Subject: Meeting with 279
2 Zyprexa Key Decision Team 2 endocrinologic consultants
3 ZY201537946 - 947 3 ZYloo378070 - 6073
4 4
5 8262 E-mail string with subject: 116 5
6 Executive Steering Committee for 6 4968 Zyprexa Diabetes Update 315
7 Olanzapine-associated Weight 7 ZY201366904 - 919
8 Changes and Hyperglycemia 8 Being Effected
g ZYI00776090 - 6091 9 ZY4OO156 -0158

10 10
11 11 1110 Issues Management Planning 328
12 1605 Computer printout dated June 19, 118 12 Weight Gain
13 1995, regarding treatment 13 ZY7152867 - 872
14 emergent abnormal high or low 14 1111 Issues Management Planning 328
15 laboratory values at any time. 15 Diabetes
16 FID-MC-HGAJ acute phase 16 lY7152874 - 879
17 ZYI00430539 - 0550 17
18 18 5565 E-mail chain with top e-mail from 348
19 918 E-mail from Alan 8reier, 11/24/99 143 19 Mark Millikan to Jared Kerr with
20 with attached e-mail from Robert 20 subject: Ola and Hyperglycemia
21 Vanlier w/attachments 21 etc.
22 ZYl00008867 - 8870 22 Bates Nos. unreadable
23 23
24 24
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Page 14 Poge 16
1 THE V1DEOGRAPHER: We're on 1 bound by the protective order.
2 the record. Here begins the 2 MS. RAY: Elizabeth Ray,
3 Videotaped deposition of Dr. Alan 3 Pepper Hamilton, representing Eli
4 Breier being taken by the plaintiff. 4 Lilly and Company. I'm bound by the
5 Today's date is January 11th of 5 protective order.
6 2007. We're going on the record at 6 MR. KAfIITRA: Andy Kantra,
7 9:37 a.m. 7 representing Eli Lilly and Company
8 This deposition is being held 8 and Dr. Breier. I'm also bound by
9 at the law offioes of Barnes and 9 CM03.

10 Thornburg located at 11 South 10 MR. BOISE: Barry Boise,
11 Meridian Street, Indianapolis, 11 Pepper Hamilton, representing Dr.
12 Indiana. This case is pending in 12 Breier and Eli Lilly and Company,
13 the United States District Court, 13 and I'm bound by CM03.
14 Eastern District of New York, cause 14 MR. F1BICH: Are you, too,
15 No. MOL 1596. This is In Re the 15 with Pepper Hamiiton'
16 Zyprexa Products Liability 16 MR. KAfIITRA: Yes. I'm sorry.
17 Litigation. 17 MR. O'HARA: Chris O'Hara
18 My name is Pete Zinkan. I'm 18 with Hagans, Berman, Sobol, Shapiro
19 a legal video specialist in 19 on behalf of the third-party payor
20 association with Golkow Litigation 20 plaintiffs in the UFC Local Eli
21 Technologies. The court reporter is 21 Lilly case and we are also bound by
22 Becky Swinney aiso in association 22 CM03.
23 with Golkow. 23 MR.AWEN: This is Jennifer
24 The attorneys may state their 24 Martin, she's with me, my paralegal.

Page 15 Poge17

1 appearance for the record and the 1 She agrees to be bound.
2 reporter will issue the oath. 2 MR. FARRELL: TIm Farrell
3 MR. SUGGS: My name is David 3 with the Miller firm. We also agree
4 Suggs. I'm appearing on behalf of 4 to be bound by the terms of that
5 the plaintiffs. I'm with the firm 5 endorsement.
6 of Richardson Patrick Westbrook and 6 MR. F1BICH: Who do you
7 Brickman and I have agreed to be 7 represent?
8 bound by the confidentiality order. 8 MR. FARRELL: I represent one
9 MR. F1BICH: My name Is Tommy 9 of the plaintiffs.

10 Abich. I'm here on behalf of 10 MR. F1BICH: I'm sorry.
11 plaintiffs and I, too, am bound by 11 MR. BOISE: Irs okay.
12 the confidentiality order. 12 On the phone. Lydia?
13 MR. ALLEN: Scott Allen for 13 MS. MAGEE: Lydia Magee with
14 plaintiffs. I do agree to be bound 14 Richardson Plowden carpenter and
15 by the confidentiality order. 15 Robinson. I represent Dr. Helena
16 MS. JOBES: Jana Jobes from 16 Kirkpatrick and Magnolia OB-GYN and
17 Sidley Austin representing 17 I agree to be bound by the
18 AstraZeneca and my understanding is 18 confidentiality agreement.
19 AstraZeneca has entered Into a 19 MS. MOITRA: Alika Moitra
20 confidentiality agreement with Eli 20 from sandberg Phoenix and Von
21 Lilly. 21 Gontard. I represent Dr. Seagraves
22 MR. DINSMORE: Mark Dinsmore, 22 and Dr. I1ivicky, and I agree to be
23 Barnes & Thornburg, representing Eli 23 bound by the confidentiality
24 Lilly and Company, and I agree to be 24 agreement.
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Page 18
MR. VINSON: Todd Vinson with

Drinker Biddle and Reath. I
represent Janssen Pharmaceuticae and
I agree to be bound by the
confidentiality agreement.

MR. SPERRY: This is Mark D.
Sperry of Owen Gleaton Egan Jones &
Sweeney. we represent Fulton
Emergency Physicians. And I agree
to be bound by the confidentiality
agreement.

MR. BOISE: And that's in the
Howard case, Mark?

MR. SPERRY: Yes, um-hum.
MR. BOISE: Anyone else on

the line?

ALAN BREJER, M.D., after
having been duly sworn, was
examined and testified as follows:

EXAMINATION

Page 20
1 A. My responsibility is to tell
2 the truth and I will.
3 Q. Who's John Lechleiter?
4 A. John Lechleiler is currently
5 the chief operating offker of Eli Ully and
6 Company.
7 Q. And he's also the president
8 of the company, is he not?
9 A. I don't believe he holds that

10 title at this time.
11 Q. Do you report to him?
12 A. No.
13 Q. Okay. Do you recall
14 promising Mr. Lechieiter and other executives
15 back in 2001 that you would devote the rest
16 of your career to the singular purpose of
17 serving Ully fully and without reservation?
18 A. I don't recall that --
19 Q. Okay.
20 A. -- those comments.
21 THE OPERATOR: James Cook has
22 joined the conference.
23 MR. SUGGS: We'll mark this
24 document as Breier Exhibit 1.

Page 19 Page 21
(Whereupon, Deposition

Exhibit(s) 1 duly received,
marked and made a part of the
record.)
MR. SUGGS: For the record

this is an e-mail from Alan Breier
dated October 16, 2001, to John C.
Lechleiter, Greg B. Reynolds,
Albertus van den Bergh and Augustus
M. Watanabe.

MR. BOISE: Who joined us?
MR. COOK: This is James Cook

with the Dutton law firm.
MR. BOISE: One more time?
MR. COOK: James Cook.

C-O-O-K.
MR. BOISE: Law finm?
MR. COOK: Dutton,

D-U-T-T-O-N, Braun, B-R-A-U-N,
Staack, S-T-A-A-C-K and Helman.

MR. BOISE: And who do you
represent?

MR. COOK: Various
plaintiffs.

1
2
3
4
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24

Absolutely.
MR. BOISE: Object to form.
And do you know what spinning

MR. BOISE: Object to the
form. Lack of foundation.

Q.
means?

MR. BOISE: Object to the
form.
A. Yes.
Q. Okay. Do you reali2e that if

you do tell the truth and nothing but the
truth with no spinning that that may have
negative consequences for Lilly In this
litigation?

QUESTIONS BY MR. SUGGS:

6 Q. Okay. And what does that
7 oath that you just took mean to you, sir?
8 A. To tell the truth.
9 Q. Does it mean no spinning of

10 facts?
11 A.
12
13
14
IS
16
17
18
19
20
21
22
23
24
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21 Q. And when you assumed that
22 position in August of 2003, did your devotion
23 to serving Lilly fully and without
24 reservation stay the same or decrease from

1 grade level within Eli Lilly. How high up do
2 the grades go?
3 A. I'm not 100 percent certain,
4 but I believe it goes, perhaps, to G14,
5 possibly GIS.
6 Q. And in this e-mail, when you
7 were promoted to level G8 you wrote to those
8 executives on October 16, 2001, and said,
9 quote, My commitment to you is I will devote

10 the remainder of my career to a singular
11 purpose, that of serving Lilly fully and
12 without reservation; is that correct?
13 A. Thars correct.

Page 22

1 MR. BOISE: can you give me
2 the name of some of these various
3 plaintiffs?
4 MR. COOK: Mr. Bradley,
5 Robert Griffith.
6 MR. BOISE: Have you signed
7 the endorsement to the protective
8 order?
9 MR. COOK: I have.

10 QUESTIONS BY MR. SUGGS:
11 Q. Dr. Breier, did you, in fact,
12 write what we've marked as Breier Exhibit 1
13 on or about October 16, 2001?
14 A. I did.
15 Q. And who were the individuals
16 to whom the e-mail's addressed?
17 A. John Lechleiter, Greg
18 Reynolds, Albertus van den Bergh and August
19 Watanabe.
20 Q. You preViously said that
21 Mr. Lechlelter is chief operating officer of
22 Eli Lilly. What are the other individuals's
23 positions?
24 THE WITNESS: At the time

PageD Page 2S

1 that this was authored?
2 MR. SUGGS: Yes.
3 A. Just to qualify, at the time
4 this was authored, John Lechleiter was head of
5 the Product Team organi2ation; Greg Reynolds
6 was an executive in Human Resources; Albert
7 van den Bergh was President of Neuroscience,
8 and August Watanabe was President of Lilly
9 Research laboratories.

10 Q. And you wrote this e-mail to
11 them on the occasion of being promoted to G8,
12 correct?
13 A. Thars correct.
14 Q. And what does G8 mean?
15 A. G8 refers to a particular
16 level In the company. I believe G stands
17 for grade, so grade eight.
18 MR. ALLEN: Whoever's on the
19 phone, you need to put your phones on
20 mute because we can hear you. So
21 put your phones on mute, please.
22 THE V1DEOGRAPHER: I'm also
23 picking up somebody's device.
24 Q. You said that G8 refers to a

1 what it was back in 200l?
2 A. Stayed the same.
3 Q. Okay. By the way, when you
4 wrote to these executives and said that you
5 were going to devote the remainder of your
6 career to serving Lilly fully and without
7 reservation, was that a change in your
8 attitude at that time or had that been your
9 posture up to that point in time anyway?

10 MR. BOISE: Object to the
11 form.
12 A. That was not a change.
13 Q. Okay. When you assumed the
14 position of Vice-president and Chief Medical
15 Officer in 2003, who did you replace?
16 A. I, essentially, replaced Mike
17 McDonald. At that time, Gus Watanabe had
18 held the title of Chief Medical Officer, Mike
19 McDonald held the position of V'lCe-president
20 of Medicine, and both of those titles were
21 then consolidated into my new role.
22 Q. And who do you currently
23 report to?
24 A. Steven Paul.

7 (Pages 21 to 2S)
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1 Q. And what's his position?
2 A. He is president of Lilly
3 Research Laboratories.
4 Q. And to whom does he report?
5 A. He reports to Sydney Taurel.
6 Q. And Sydney Taurel is the
7 Chief Executive Officer and Chairman of the
8 Board of the company; is that correct?
9 A. Yes.

10 Q. Could you briefly describe
11 your duties and responsibilities in the
12 positions of Vice-president and Chief Medical
13 Officer?
14 A. My responsibilities are to
15 lead the medical organization.
16 Q. How many people are in the
17 medical organization?
18 A. We have, approximately, I'm
19 going to say, 2,000 people in the medical
20 organization.

Page 27

13 Q. Okay. 50 you started off at
14 NIMH to do a three-year fellowship after your
15 residency, then you were at University of
16 Maryland as an associate research professor
17 for again how long was it'
18 A. I believe that was about six
19 years.
20 Q. And were you tenured?
21 A. Yes.
22 Q. And then you went back to
23 NIMH for, it would have been, what, four more
24 years?

Page 29

I A. Yes. And I just want to be
2 absolutely precise. When I originally started
3 at the University of Maryland, there were not
4 tenure tracks, as I recall, for research
5 professors, and I'm recalling that through
6 that period of time that professors were then
7 tenured.
8 Q. Okay. And were you tenured
9 at the time you left University of Maryland

10 to go to NIMH'
11 A. I believe so.

8 (Pages 26 to 29)
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• • Page 30 .... 32
1 any formal training or hung out your shingle

2 Q. And would the same be true 2 as an epidemiologist, do you consider
3 with respect to weight gain, that you'd had 3 yourself as an expert in that field?
4 no prior professional involvement with issues 4 A. 1 wouldn't qualify myself as
5 relating to weight gain other than what would 5 an expert in epidemiology.
6 generally be provided to any practicing 6 Q. Okay. What did you do to
7 physician? 7 prepare for this deposition?
8 A. I would qualify my 8 A. I met with my attorneys.
9 experience probably a bit more than that. 9 Q. Which attorneys?

10 When I was at the University of Maryland, 1 10 A. Primarily the attorneys that
11 ran a research clinic for schizophrenic 11 we have here.
12 patients, and it was both a research and 12 Q. Okay. Mr. Boise, Ms. Ray and
13 clinical care facility. 50 we were involved 13 Mr. Kantra?
14 in both the clinical care as well as the 14 A. Correct.
15 research of schizophrenic patients over that 15 Q. And how many times did you
16 six-year period. And health issues were not 16 meet with them?
17 uncommon in that population including 17 A. We met for a few weeks in the
18 obesity, and to that matter diabetes as well. 18 spring because my deposition was originally
19 Also -- and then returning to 19 scheduled for the summer of last year. That
20 the NIMH, my position was also a clinical 20 then was postponed. We suspended our
21 position. So we ran a clinical research unit 21 meetings. It was then rescheduled for, I
22 and had predominantly schizophrenic patients 22 believe, it was either October/November of
23 but also patients with mood disorder, and we 23 '06, and we began meeting a few weeks before
24 would then be responsible for the care of 24 that. That then was postponed. We suspended

Page 31 .... 33

1 those patients, both the research and 1 our meetings. And then began meeting about a
2 clinical. And so the problems that would 2 week and-a-half ago to prepare for this
3 come up on the medical side we wouid be 3 deposition.
4 involved with to some extent. 4 Q. And when you add all of those
5 I also had a private practice 5 times together, how many hours would it be
6 during my period at NIMH and then was 6 that you met with the attorneys to prepare
7 involved In Issues that would come up with my 7 for this deposition?
8 patients that include weight gain. 8 A. I don't know.
9 Q. Had you ever conducted any 9 Q. Just a ballpark. Are we

10 research regarding weight gain before Joining 10 talking ten hours or 50'
11 Lilly? 11 MR. BOISE: Object to the
12 A. I'm recalling an analysis 12 form.
13 that we did that looked at the relationship 13 A. I don't really know.
14 between weight gain and clinical response. 14 Q. Well, Just in the last week,
15 My recollection Is that we were seeing a 15 how many time have you spent preparing for
16 positive relationship between the two, and I 16 the deposition?
17 believe we published those findings. 17 A. I would say approximately,
18 Q. Okay. Do you consider 18 I'm going to say somewhere in the
19 yourself as being an expert in the field of 19 neighborhood of maybe four to fIVe hour days,
20 epidemiology? 20 typically, and we - speculating - somewhere
21 A. I'm not an epidemiologist. 21 in the neighborhood of maybe four to five
22 MR. FlBICH: Object to form 22 days.
23 or responsiveness of answer. 23 Q. Okay. 50 just in the last
24 Q. Regardless of whether you had 24 week or so about 25 hours?
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Page 34 Page 36
1 MR. BOISE: Object to the 1 A. I don't know.
2 form. 2 Q. You can't give an
3 A. Yes. 3 approximation?
4 Q. Okay. And were you shown any 4 A. Not really.
5 documents? 5 Q. Okay. What was it that was
6 MR. BOISE: You can answer 6 refreshed?
7 that question "yes" or "no." 7 MR. BOISE: Oon't answer that
B A. Yes. 8 question.
9 Q. Were you shown any deposition 9 MR. SUGGS: And are you

10 transcripts? 10 instructing him?
11 MR. BOISE: Oon't answer that 11 QUESTIONS BY MR. SUGGS:
12 question. 12 Q. And are you going to follow
13 MR. SUGGS: Excuse me. 13 his instruction not to answer that question?
14 You're instructing him not to answer 14 A. Yes.
15 whether he was shown? 15 Q. Okay.
16 MR. BOISE: You can answer 16 MR. SUGGS: I have to ask
17 that question "yes" or "no." 17 these questions for the record.
18 A. Yes. 18 THE WITNESS: I understand.
19 Q. Okay. Do you recall which 19 QUESTIONS BY MR. SUGGS:
20 deposition transcripts you reviewed? 20 Q. Okay. Did you talk with
21 MR. BOISE: Oon't answer that 21 anyone else about your deposition other than
22 question. 22 the attorneys you preViously identified?
23 MR. SUGGS: You're 23 A. No. There occasionally would
24 Instructing him not to answer. 24 be an additional attorney from this firm that

Page 3S Page 37

1 QUESTIONS BY MR. SUGGS: 1 was involved, but outside of this legal team,
2 Q. And are you follOWing his 2 no.
3 instruction? 3 Q. Which other attorneys from
4 A. Yes. 4 the Pepper Hamilton firm were invoived in the
5 MR. SUGGS: Okay. 5 preparation?
6 QUESTIONS BY MR. SUGGS: 6 A. I don't recall their names.
7 Q. Old you bring any documents 7 Q. Okay. I'd like to talk about
8 that were in your possession to these 8 your background at Lilly. Am I correct that
9 meetings? 9 you started at Lilly in 1997 as a clinical

10 A. No. 10 research fellow?
11 Q. Okay. Did any of the 11 A. Tha~s correct.
12 documents you were shown refresh your 12 Q. And what were your duties and
13 recollection as to events In the past? 13 responsibllrtles then?
14 A. Yes. 14 A. A clinical research fellow at
IS Q. 00 you recall which documents 15 Lilly is a senior technical position.
16 refresh your recollection? 16 Q. And which products were you
17 MR. BOISE: You can answer 17 working on at that time?
18 that question "yes" or "no." 18 A. Zyprexa.
19 A. Yes. 19 Q. What did you do With nespect
20 Q. Okay. How many documents 20 to Zyprexa at that time In 19977
21 refreshed your recollection? 21 A. My focus was predominantly on
22 A. I don't know. 22 schizophrenia .
23 Q. Was it one or nvo or ten or 23 Q. Were you conducting clinical
24 20? 24 trials, doing -- what were you doing with
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1 respect to that?
2 A. My primary responsibiiilies
3 were designing and conducting clinical
4 trials.
5 Q. Okay. And what types of
6 clinical trials were those?
7 A. We designed a registration
8 strategy to develop a long acting depot, a
9 long acting form of Zyprexa.

10 We developed a clinical plan
11 to register the rapid acting intramuscular
12 form of Zyprexa.
13 We conducted scientific
14 investigations on areas that appear to be
15 very Important in understanding how Zyprexa
16 worked in schizophrenia, for example, effects
17 on cognition.
18 Q. Did you design and conduct
19 any clinical studies with respect to using
20 Zyprexa for indications other than
21 schizophrenia or bipolar disorder? Again,
22 I'm referring to you personally at that time.
23 MR. BOISE: In 19977
24 THE WITNESS: In 19977

page 39
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previously marked, was
presented to the witness.)
MR. SUGGS: If the you look

in the lower left-hand corner of
these you'll see that those exhibit
numbers are there in pretty small
print. And then at the bottom of
each of the pages of the exhibits
I'll be handing you there will also
be a page number there.

Rrst, Plaintiffs Exhibit
9070 and 9073.

MR. BOISE: Did you identify
the first document by Bates or
otherwise?

MR. SUGGS: You know what, I
did not. Let me go back on the
record and make sure we get that
done.

For the record, what we
previously marked as 8reier
Exhibit 1 is a one-page document
that has the Bates No. ZV207409380.

For the record,

_41

MR. SUGGS: Correct.
No.
Who did you report to at that

1
2 A.
3 Q.
4 time?
5 A.

i-
12 Q. Okay. And do you recall what
13 month that was?
14 A. I believe it was at the
15 beginning of the year •• January.
16 Q. And did you still continue to
17 report to Dr. Tollefson at that time?
18 A. Yes.
19 MR. SUGGS: Okay. I'm going
20 to hand you what's been previously
21 marked as Plaintiffs exhibit 9070
22 and 9073.
23 (Whereupon, Plaintiffs
24 Exhibit(s) 9070, 9073,

1 Plaintiffs Exhibit 9070 is an article
2 entitled Eli Ully and Company Part A. It
3 was apparently prepared by the Kellogg
4 Graduate SChool of Management in November
5 of 2002, and the Kellogg Graduate School of
6 Management is part of Northwestern
7 University.
8 QUESTIONS BY MR. SUGGS:
9 Q. Have you ever seen this

10 document before, sir?
11 A. At first glance, no. [would
12 need to read the document to determine if, in
13 fact, I have or not.
14 Q. Let me direct your attention
15 to Page 10 of this exhibit.
16 THE WITNESS: And we are on
17 09070; is that correct?
18 MR. SUGGS: Comect.
19 QUESTIONS BY MR. SUGGS:
20 Q. In the middle of Page 10
21 there is a bolded heading "Marketing At UIIy:
22 do you see that?
23 A. Um-hum.
24 Q. I'd like to track through
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1 some of the statements that are made in 1 is responsible for tailoring and implementing
2 there, and I realize this article was written 2 the product strategy.
3 by someone at the Kellogg Graduate SChool of 3 The GMSO is a corporate
4 Management that was not with Lilly, but he 4 level function that is responsible for
5 describes the marketing structure at Lilly 5 developing marketing capabilities and
6 and the structure and functions of the 6 ensurtng best practices within the
7 product teams at Lilly. 7 organization. It

8 And, basically, what I 8 Sir, my question to you is,
g want to do is just track through this section 9 is that an accurate descnption of the

10 of the document and find out from you if 10 marketing structure at Lilly?
11 that's an accurate description of the way 11 MR. BOISE: Object to the
12 marketing and product trainings are 12 form of the question.
13 structured at Lilly. 13 A. In, approximately, 2002,
14 A. You know, I'm probably going 14 marketing no longer reported into the product
15 to need to spend a little bit more time 15 teams and resided in a distinct marketing
16 refreshing myself. 16 function. There was a transition at about
17 Q. I think we can speed things 17 that time.
18 along here. Why don't I read you the 18 Q. Okay.
19 language I'm concerned about and then you 19 A. I know this is a 2002
20 listen to my question, and if after my stating 20 document. I am going to need a little more
21 the question you need more time to read other 21 time to really, I think, read through this
22 parts of the document, we can do that. But I 22 too.
23 don't think irs going to be necessary. And 23 Q. Okay. Then let me ask this
24 would suggest that you hear what we're going 24 question then: Is it fair to say that

Page 43 Page .s
1 to be talking about first and then we can 1 between -- well, let me back up for a second.
2 proceed from there. Is that fair enough? 2 In the follOWing paragraph
3 MR. BOISE: Lers hear what 3 that starts off by saying '"This structure was
4 the question is and we'll take it 4 developed in the late 19905." Do you see
5 one at that time. 5 that?
6 MR. SUGGS: Sure. 6 A. I do.
7 QUESTIONS BY MR. SUGGS: 7 Q. Was It fair to say that in
8 Q. Let me direct your attention 8 the late -- do you recall when in the late
9 to the first paragraph in that section under 9 1990s that that structure that was descrtbed

10 Marketing At Lilly. It states: "Today"-- 10 there, actually, came into being?
11 by the way, keep in mind this article was 11 MR. BOISE: Object to the
12 written in 2002 -- "marketing 12 form. Foundation.
13 responsibilities fall Into three axes at 13 A. I joined the company in 1997
14 Lilly each with specific roles and 14 and probably don't have a good
15 responsibilities in the marketing function. 15 sense of the details prtor to that. But
16 The product team, the affiliates and the 16 again, I'm feeling like I would really like
17 global marketing and sales organization or 17 to read the document.
18 GMSO. Each different molecule or brand at 18 Q. Let me ask this question,
19 Lilly is the responsibility of an individual 19 sir: At the time you took over as head of
20 product teams. These product teams are 20 the Zyprexa Product Team in 1999, was that
21 responsible for developing the overall global 21 structure thars descrtbed in that paragraph,
22 product strategy. 22 was that an accurate descnption of the
23 Each affiliate represents 23 structure of marketing at that time in 1999?
24 a specific geographic region in the world and 24 A. Just take a moment.
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1 Q. Sure. 1 first and marketing consisted mainly
2 A. Okay. I've perused the -- 2 of brochures about a product for the
3 Q. What material did you read, 3 sales rep to give to physicians."
4 Doctor? 4 Do you see that language,
S A. Well, I began at the 5 sir.
6 beginning and certainly perused a variety of 6 A. I do.
7 different paragraphs as I worked through. I 7 Q. Is that your understanding,
8 think I may have read one or two paragraphs 8 that that had been Ully's posture up until
9 in more detail about Lilly and up to the 9 that change was made in the late 199Os?

10 paragraph you're asking me about. 10 A. Let me just reread this
11 Q. Okay. And my question to you 11 paragraph quickly.
12 was whether the marketing structure thars 12 Q. Sure.
13 described In that first paragraph under the 13 A. I would not agree with this.
14 Marketing At Lilly section on Page 10 was an 14 I would describe Lilly as a very strong,
15 accurate description of the structure and 15 science-driven company first and foremost. 1
16 function of marketing at Lilly when you 16 joined Eli Lilly for that very reason because
17 assumed the head of the product team, Zyprexa 17 of the step and strength of the science and
18 Product Team in 1997? 18 felt that we maintained that strong
19 A. Yeah, I think it's 19 sclence-driven focus throughout the time that
20 essentially accurate. It states here that -- 20 I've been in the company.
21 see if I've still got it -- each different 21 MR. RBICH: Objection,
22 molecule or brand at Lilly is the 22 nonresponsive.
23 responsibility of an individual product team. 23 QUESTIONS BY MR. SUGGS:
24 I would agree that the 24 Q. I'd like to direct your_47 _49
1 product team has defined responsibilities, but 1 attention to the follOWing page 11. There's
2 at least the way I'm reading that phrase, it 2 a section there in the middle of the page
3 may not portray the relationship quite as 3 that has a bold heading "Product Teams." Do
4 accurately. I would call the structure when 4 you see that?
5 I joined the team and became product team 5 A. Yes.
6 leader as qUite cross-functional as opposed 6 Q. And you were, as you
7 to a specific -- this strikes me as a little 7 testified before, the head of the Zyprexa
8 bit more of the tone of more of a silent 8 Proouct Team, correct?
9 organization as opposed to a more 9 A. Correct.

10 cross-functional one, but overall I think irs 10 Q. Okay. In the second
11 a fairly accurate representation. 11 paragraph of that section it states,
12 MR. BOISE: In the follOWing 12 "Product teams consist of both medical and
13 paragraph after first noting that 13 marketing personnel with each team having a
14 this structure was developed in the 14 clinical team and a global marketing team."
15 late 199Os, it starts off in the 15 Do you see that language,
16 third line by saying, "Like most 16 sir?
17 companies in the pharmaceutical 17 A. Yes.
18 industry Lilly was a primarily 18 Q. And was that the case in
19 science driven organization where 19 1999?
20 the molecule was king and emphasis 20 A. Well, again, there was a
21 was placed on marketing or 21 global marketing component to the team, there
22 branding" -- pardon me -- "and 22 was an R&D component to the team. And
23 little emphasis was placed on 23 again, we -- as I mentioned before, global
24 marketing or branding. SCience came 24 marketing reported into the team until
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Page SO Page 52
1 somewhere in the neighborhood of 2002 and 1 marketing in terms of the communication of
2 then went out to a different organization. 2 that science out but at a relatively high
3 Q. Do you remember when in 2002 3 level related to core themes. And tihen the
4 the global marketing team stopped reporting 4 marketing output of the team would then go to
5 in to the Zyprexa Product Team? 5 the affiliate and the regions for refinement
6 A. I don't recall the exact 6 in their areas and implementation.
7 date. 7 Q. Okay. The following
8 Q. Okay. That paragraph goes on 8 paragraph on Page 11 of Exhibit 9070 starts
9 to say, 'The clinical team is 9 off by saying, "The core product team

10 responsible for the scientific aspects of the 10 leadership consists of a team leader who has
11 molecule including research through 11 overall responsibility for the product team,
12 post-marketing clinical trials, includes 12 a medical director and a marketing director."
13 researchers, physicians, statisticians, and 13 Did I read that correctly?
14 other clinical and operations per50nnel. The 14 A. You did.
15 medical staff reports to both the product 15 Q. And that was the structure of
16 team as well as Ully Research Labs, the 16 the Zyprexa Product Team, at least when you
17 research and development function at Ully." 17 took over in 1999, correct?
18 Was that an accurate 18 A. No. We - I think each team
19 statement in 1999? 19 had its own organizational structure. We
20 A. Essentially that is correct. 20 clearly had a head of the team.
21 There was a substantial medical component on 21 Q. That would be you, correct?
22 the team. The reporting lines vary a bit in 22 A. That was me in 1999.
23 that, for example, there would be regulatory 23 Q. Okay.
24 scientists assigned to the team. They 24 A. We had a marketing director,

Page SI Page 53

1 reported to the regulatory division. There's 1 but we did not have a medical director.
2 manufacturing people and product development 2 Q. Okay. 50 who functioned as a
3 people, but they reported back to their home 3 medical director? Would that have been you
4 function. And other people on the team 4 also?
5 actually reported into the product team 5 A. No. We had a number of
6 organization. 6 physicians on the team at different levels of
7 Q. Okay. And that paragraph 7 seniority. And at least initially dUring my
8 that I referred to before goes on to say, 8 period as product team leader, those senior
9 "The marketing team Is responsible for the 9 physicians took on specifIC lines of

10 marketing activities that revolve around the 10 responsibilities.
11 product Including developing the brand, brand 11 Q. Okay. 50 this paragraph,
12 positioning, and developing the core brand 12 which is describing the product team concep~

13 message." 13 generally in Ully was not really accurate
14 Was that an accurate 14 for Zyprexa because, at least as compared to
15 statement of the function of the marketing 15 this general statement, in the Zyprexa
16 team within the Zyprexa Product Team at 16 Product Team there was no one medical
17 least as of when you took over In 1999? 17 director; is that your testimony?
18 A. I would describe the role of 18 MR. BOISE: Objection to the
19 marketing on the team as having a global 19 form. Is the question 1999?
20 perspective, to working at a relatively high 20 MR. SUGGS: Correct.
21 level on global marketing themes, both 21 MR. BOISE: Okay.
22 information coming in from the external 22 A. I think tlhat each product
23 environment. Then In terms of then science 23 team had some variations on this theme. We
24 being conducted, scientists then working with 24 did not have a single defined medical
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1 director as of 1999. We had a single defined 1 purports to set out a diagram, if you will,
2 medical director at some point later, I don't 2 of the product team organization.
3 remember exactly what year, but we had very 3 Do you see that, sir?
4 senior medical personnel on the team who were 4 A. I do.
5 responsible for certain and specifIC 5 Q. And is that an accurate
6 components of the team. 6 description of or charactertzation of the
7 Q. Okay. Who was the marketing 7 Zyprexa Product Team if we make a couple of
8 director in 1999? 8 changes: One is we don't have a medical -
9 A. Roland Powell. 9 in 1999 there was no medical director. No,

10 Q. Okay. And did he remain as 10 let me back up.
11 marketing director until the time that - 11 MR. BOISE: Tommy is about to
12 well, le~s leave It at that. How long did 12 object to your question.
13 he remain Marketing Oirector? 13 MR. SUGGS: Sorry.
14 A. I believe he was Marketing 14 QUESTIONS BY MR. SUGGS:
15 Olrector for two years. 15 Q. Does Exhibit 8 accurately
16 Q. Okay. And then who succeeded 16 describe the Zyprexa Product Team
17 him? 17 organization, and if not, how not?
18 A. Denice Torres. 18 MR. BOISE: Is there a time
19 Q. And for how long was Oenice 19 frame? In 2oo2?
20 Torres the marketing director of the Zyprexa 20 MR. SUGGS: Let's begin with
21 Product Team? 21 1999.
22 A. Again, I would say that she 22 A. Okay. In 1999 we clearly had
23 was marketing director for, approximately, 23 a team leader, a COO, a marketing director.
24 two years, and she was marketing director at 24 And again, at that time, we had senior

Page 55

_9
1 the ball of this transition when marketing 1 physicians who assumed responsibilities for
2 moved into a central marketing function. 2 medical director but did not have the
3 Q. And you said it was your 3 specific title as a single medical director.
4 understanding that there was a marketing 4 Q. And would they be part of
5 director at some point after 1999? 5 that clinical team tha~s reflected there?
6 A. I know tha~s the case. 6 Would those physicians have been part of that
7 Q. And who was that? 7 clinical team tha~s reflected there?
8 A. Mauricio Tohen. 8 A. Yeah.
9 Q. And do you recall when it was 9 MR. BOISE: Let him finish

10 he became medical director? 10 his question and answer. I~s

11 A. Approximately, I'm going to 11 natural to talk over each other.
12 say in the '02 time frame. 12 You're doing fine, but that makes the
13 Q. Okay. If I could direct your 13 record more diffICUlt to read.
14 attention to the following paragraph. It 14 QUESTIONS BY MR. SUGGS:
IS states -- well, let me back up one second. 15 Q. Okay. And as of 2002, does
16 I already handed you, I 16 this accurately charactertze or descrtbe the
17 believe, Exhibit 9073. If you could tum to 17 Zyprexa Product Team?
18 Page 8. That purports to be a diagram -- 18 A. Well, again, at around that
19 well, for the record, Exhibit 8 is another 19 time, marketing moved into a separate
20 publication by Kellogg Graduate SChool of 20 marketing function. We did have a medical
21 Management entitled Eli Lilly and Company 21 director, a single medical director at that
22 Exhibits. And Page 8 is referred to as 22 time, Maurtcio Tohen, and we had a chief
23 Exhibit 8, which is entitled "Individual Z3 operating officer.
24 Product Team Organization." And then it 24 Q. Who made the decision to move
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marketing over into a separate organization?

A. I don't know.
1 form.
2 A. Would you repeat that'
3 Q. Sure. Wouldn't you agree
4 that the goal of the medical department of a
5 drug company should be to make sure that
6 physicians -- well, to make sure that the
7 products the company supplies to physicians
8 are effective and that they're safe?
9 A. Yes, I would agree that

10 thars an important responsibility of the
11 medicai function.
12 Q. And the medical department
13 has the very important responsibility of
14 making sure that the information which the
15 drug company communicates to physicians is
16 complete and accurate so that the doctors can
17 weigh the risks and the benefits before they
18 make the decision to prescribe a drug to one
19 of their patients, correct'
20 A. I would agree with that.
21 Q. On the other hand, marketing
22 people not being medically trained, are not
23 qualified to assess either the efficaCY or
24 safety of a drug, correct?

-9 Q. Okay. And it's fair to say
10 that there is at least a potential conflict
11 of interest any time the medical and
12 marketing functions are combined in the same
13 team; is that correct?
14 A. I would not agree with that.
15 Q. Well, would you agree with me
16 that the medical department's goal should
17 only be to provide effective drugs that are
18 safe for particular treatments and patients
19 and to accurately and fairly inform doctors
20 about both the risks and benefits of a drug?
21 THE WITNESS: Could you
22 repeat your question?
23 MR. SUGGS: Could you read it
24 back to him, please.

Page 59

1 (The Court Reporter
2 read the requested material,
3 as set forth herein:
4 "Q. Well, would you agree with me
5 that the medical department's
6 goal should only be to prOVide
7 effective drugs that are safe
8 for particular treatments and
9 patients and to accurately and

10 fairly Inform doctors about
11 both the risks and benefits of
12 a drug?")
13 A. I would describe medical
14 function as a scientifIC function. It was a
15 function that was focused on answering
16 important questions with high quality medical
17 research, to analyze that information, to
18 make It available. And so my description of
19 medidne on the product team was both a
20 medical, clinical, and scientific function.
21 Q. Okay. With the goal being to
22 make sure that physicians had effective drugs
23 that were safe, correct?
24 MR. BOISE: Object to the

Page 61

1 A. People in the marketing
2 function have very different backgrounds, and
3 there is a very distinct role and function
4 between medical and marketing.
5 Q. And you would never have the
6 marketing department determine whether a drug
7 is effective or not, correct?
8 A. Thars correct.
9 MR. BOISE: Let him finish

10 his answer.
11 A. Thars a medical
12 responsibility.
13 Q. And you'd never have the
14 marketing department determine whether a
15 product is safe or not, correct?
16 A. Thars correct.
17 Q. And you'd never have the
18 marketing department determine what
19 information should go to a physician to
20 enable that physician to be Fully and fairly
21 infomned so that he could make risk/benefit
22 evaluations, correct?
23 A. The role of medical is to
24 design-
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1 Q. Excuse me, you may have
2 misunderstood me. I was talking about the
3 marketing department.
4 A. I know.
S Q. You would never want
6 marketing to make the decision what
7 information is marketed to physicians in
8 order to provide them with sufficient
9 information 50 that they could fairly and

10 accurately assess the benefits and risks of a
11 product and make the decision as to whether
12 they were going to use that drug in their
13 patients, correct?
14 A. The role of medical is to do
15 high quality research and to make the
16 scientific interpretation of what the data 16
17 means. At that point, medical works with 17
18 marketing to translate that science to the
19 marketplace. 19
20 Q. Well, the marketplace for a 20
21 prescription drug is to doctors, corned? 21
22 A. Doctors and patients. 22
23 Q. And doctors neec scientific 23
24 information, correct? 24

Page 64
service.

That then comes in to the
medical component in terms of what are the
critical questions that physicians and
patients might have. 50 from that
perspective they're an important condu~ of
information both into the company and out of
the com n.

MR. BOISE: Object to the
form.

MR. SUGGS: I'm going to hand
you whars previously been marked as
Plaintiffs Exhibit 9281.

(Whereupon, Plaintiffs
Exhibit(s) 9281, previously
marked, was presented to the

Page 63 Pago6S
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A. Just take a moment to refnesh
my recollection.

Sure.

1 witness.)
2 MR. SUGGS: For the record,
3 Exhibit 9281 is an e-mail that Alan
4 8reier wrote on February 6, 2004.
5 QUESTIONS BY MR. SUGGS:

I
8
9

10

1 A. When you complete a clinical
2 trial, you may have volumes of data. Trying
3 to hand over volumes of data is generally not
4 very helpful to clinicians.
5 50 the essence of the data is
6 ascertained by medical, and irs at that point
7 that medical will work with marketing In
8 order to then translate or convey that
9 information to the marketplace and, correct,

10 the physicians and patients who use the
11 medicines.
12 Q. Would you agree that
13 marketing does not have the medical
14 background to know what information is
15 necessary and appropriate for pnescrlbing
16 physicians to have?
17 MR. BOISE: Object to the
18 form.
19 A. Marketing has, as I think about
20 It, two roles. The one hand, they are close to
21 the marketplace, they're listening to
22 physicians, they're doing reseanch to
23 determine what neecs physicians and patients
24 have. That's a very valuable and Important
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7 MR. BOISE: Object to the
8 form.

I~ ~ ~O~ka·Y·.~I'~d~lik·e·you·t·o·re~fer
11 back to Exhibit 9070.
12 THE WITNESS: Before we leave
13 this particular item, could I provide
14 a little more context for my
15 remarks?
16 MR. SUGGS: No. Your
17 attorney can ask you whatever
18 questions I'm sure he has planned
19 for this document. That will come
20 at a later time. Right now I just
21 need to ask my questions and you
22 need to answer those questions,
23 okay?
24 If I could direct your

10 MR. BOISE: Asked and
11 answered.

~ ~ ~Alin~d~"a~ba·n·d~o·ned" refers to
14 stopping something that was already being
15 done, correct?
16 A. No.
17 Q. Would be what the word
18 "abandon" means?
19 A. Leave behind.

Confidential - Subject to Protective Order,.....-.
3 Q. And how many people would
4 have been in that u.s. medical group?
5 A. I'm not sure.
6 Q. Are we talking dozens or
7 hundreds or thousands?
8 A. I would sa hundreds.
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Page 70 Pagen
1 attention back to Exhibit 9070. 1 to determine the content of the Zyprexa
2 Tha~s the one, the Keliogg article. 2 label? Was that the Zyprexa Product Team or
3 And if I could direct your attention 3 was it some other entity?
4 to Page 12. 4 MR. BOISE: Object to the
S QUESTIONS BY MR. SUGGS: S form. You can answer.
6 Q. In the first fuli paragraph 6 A. The regulatory bodies
7 on that page i~s referring to product team 7 determine the content of the label.
8 responsibilities. And it states, third line 8 Q. Sir, who within Ully
9 from the bottom, ''The team is also 9 determines the content of the label?

10 responsible for any new indications or any 10 MR. BOISE: Object to the
11 line extensions as well as the scientific 11 form.
12 content of the molecule." 12 A. Again, i~s the regulatory
13 By the way, when we use 13 bodies that determine that.
14 the term "molecule," tha~s synonymous with 14 Q. Sir, Ully drafts the
IS "drug," correct, or "drug product?" 15 labeling and then submits it to FDA for
16 A. Yes. 16 review, correct?
17 Q. Okay. So the language here 17 MR. BOISE: Object to the
18 says, ''The team's also responsible for any 18 form.
19 new indIcations or any line extensions as 19 A. Tha~s one way that we work
20 well as the scientific content of the 20 with the FDA on the label. We conduct
21 molecule. said Baluch, quote, "You look at 21 science, science that we think might be
22 the label: How do you strengthen the label? 22 important to the label to submit to FDA, but
23 How do you defend the label? That is the 23 FDA ultimately determines what, for the U.S.
24 responsibility of the product team." 24 label, what is in the iabel.

Page 71 Pagen

1 Do you see that language, 1 Q. And the law permits a drug
2 sir? 2 company to include new language in the label
3 A. I do. 3 without prior FDA approval as long as that
4 Q. And was it fair to say that 4 language strengthens a safety information,
S when you were head of the Zyprexa Product S correct?
6 Team that you felt it was your _. that it was 6 MR. BOISE: Can you read that
7 the responsibility of that team to defend the 7 one back for me?
8 label? 8 (The Court Reporter
9 A. If I could take a minute and 9 read the requested material,

10 read the context of these remarks. 10 as set forth herein above.)
11 Q. Weli, regardless of the •• 11 QUESTIONS BY MR. SUGGS:
12 regardless of the document, sir, just put the 12 Q. I should say, let me rephrase
13 document aside for a second. Let me ask you 13 the question. The law permits a drug company
14 this question. When you were the head of the 14 to Include new language In the label without
IS product team between 1999 and August of 2003, IS prior FDA approval as long as that language
16 did you feel it was the responsibliity of the 16 strengthens safety information; is that
17 product team under your leadership to defend 17 correct, sir?
18 the Zyprexa label? 18 A. Tha~s not correct as stated.
19 A. No. Our responsibility was 19 A company can propose data, they can submit
20 do the best science we could. SCience that 20 data for inclusion, but ultimately the FDA
21 belonged in the label we would put In the 21 determines what stays and goes in the label.
22 label. And that was our responsibility In 22 Q. U~lmately, yes. But a drug
23 our labeling, was to get It right. 23 company can change the label to strengthen
24 Q. Whose responsibility was it 24 safety information without prior FDA
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Page 74 Page 76
1 approval, submit that to the FDA, meanwhile, 1 Q. And what this context is in
2 the label has been changed and can go out to 2 May of 2000, Lilly on its own made a change
3 physicians; isn't that correct? 3 to the Zyprexa label without prior FDA
4 MS. JDBES: Object to 4 approval, submitted that label change to the
5 foundation. S FDA, correct?
6 MR. BOISE: Form and 6 MR. BOISE: Objection
7 foundation. 7 compound.
8 A. Again, the FDA determines 8 A. we submitted these changes to
9 whars in the label. Irs the pharmaceutical 9 the FDA, correct.

10 compa ny's job to do the best science 10 Q. And in the meantime, the
11 possible. Data that we think might be 11 label was changed and distributed to
12 relevant to the label we submit to the label. 12 practicing physidans, correct, in
13 MR. F1BICH: Objection 13 accordance with what you did on your own
14 nonresponsive. 14 without prior FDA approval; isn't that
15 MR. BOISE: Let him finish 15 correct?
16 his answer. 16 A. Yes, but--
17 A. Ultimately, the FDA 17 MR. BOISE: Objection to the
18 determines labeling. 18 form. Compound.
19 Q. Are you familiar with the 19 Q. I'm sorry, did you say "yes,"
20 term "Changes Being Effected?" 20 sir?
21 A. Have to provide more context. 21 A. This, I think, is a good
22 Q. Never heard of the Changes 22 example of the point that I was attempting to
23 Being Effected label change? 23 make. We submit things to the label. For
24 THE WITNESS: Could you 24 example, diabetic coma is one of the items

Page 7S Pagen
1 provide more context? 1 here that we submitted to the label that went
2 Q. Thars something that's not 2 into the label, was and is in the label
3 familiar to you at all? 3 today.
4 A. I hear those words, but if you 4 We submitted changes on
5 could provide more context in terms of what 5 neuroleptic malignant syndrome that was
6 your question Is, I'd be pleased to answer it. 6 submitted, put into the label, and thars in
7 MR. SUGGS: Sir, I'm going to 7 the label today.
8 hand you whars been previously 8 We also submitted laboratory
9 marked as Plaintiff's Exhibit 4858. 9 values, Item No.2, which is information on

10 (Whereupon, Plaintiff's 10 hyperglycemia that was put into the label but
11 EXhibit(s) 4858, previously 11 then it was taken out --
12 marked, was presented to the 12 Q. We're going to go into that
13 witness.) 13 in great detail, sir, believe me.
14 MR. SUGGS: For the record, 14 MR. BOISE: Let him finish.
15 this is a letter dated May 9, 2000, 15 A. -- by the FDA. And the point
16 from Ell Lilly to FDA. And it 16 I was attempting to make was that the FDA
17 states in the upper right-hand 17 ultimately decides what goes in the label.
18 corner that it is a Special 18 Q. And they did that frve months
19 Supplement Changes Being Effected. 19 later, right? Five months after you made
20 Do you see that? 20 that label change, the FDA came to you and
21 A. Yes. 21 said you have to take that out, right?
22 Q. Do you recognize the term 22 MR. BOISE: Object to form.
23 now? 23 A. It was put in the label, the
24 A. In this context, yes. 24 FDA reviewed the information, they asked us
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1 to remove it, we removed it. 1 comes with the medicines itself.
2 Q. That was five months after 2 Q. Thars what I'm talking
3 you put it in the label, correct? 3 about. I'm talking about the package that
4 MR. BOISE: Object to the 4 Ully distributes to physicians with the
5 form. 5 product. The actual package insert is not a
6 A. I don't recall the exact time 6 32 page 8 and-a-half by 11 document in full
7 frame, but it was approximately in that time 7 size normal font, is n, sir?
8 frame. 8 A. I don't understand your
9 Q. In the meantime, the label 9 question.

10 had been changed and distributed to 10 Q. Does it look like this?
11 physicians including that information that 11 A. Information pertaining to the
12 was in that paragraph two there that you 12 label is disseminated to physicians in many
13 referred to, correct? 13 different formats.
14 A. I believe thars the case. 14 Q. Sir, I'm asking about the
15 MR. SUGGS: Okay. We've 15 package insert, the piece of paper that comes
16 talked about the label or used the 16 with the product, the package insert. Does
17 term "label." I'm going to show you 17 the package insert look like this'
18 one if I could find it here. Here 18 MR. BOISE: David, you just
19 we go. Have this document marked as 19 equated this as the package insert.
20 Breier Exhibit 2. 20 There's some confusion. Which goes
21 (Whereupon, Deposition 21 with the product I think is what
22 Exhibit(s) 2 duly received, 22 you're asking.
23 marked and made a part of the 23 QUESTIONS BY MR. SUGGS:
24 record.) 24 Q. The language which is in

Page 79 Page8!

1 QUESTIONS BY MR. SUGGS: 1 here, the language which is in Breier Exhibit
2 Q. For the record, Breier 2 2 is the language thars in the package
3 Exhibit 2 is a copy of the Zyprexa label as 3 insert, correct?
4 It currently exists; is that correct? 4 A. Yes.
5 A. I'm seeing a date on the back 5 Q. Okay. The actual package
6 of 2006, so I would assume this is the case. 6 Insert doesn't look, irs not a 32-page, 8
7 Q. I'll represent to you I 7 and-a-half by 11 document in full size normal
8 downloaded this from the FDA web page a 8 font, is it, sir?
9 couple days ago. And this particular 9 A. No.

10 document Is a 32-page document typed in 10 Q. Irs several pages of very
11 normal size font, correct? 11 small print, correct?
12 A. That's correct. 12 A. Yes.
13 Q. This is sometimes also 13 Q. Okay. And who is it that
14 referred to as the package insert, correct? 14 was -- who within Ully was responsible for
15 A. Correct. 15 drafting this language contained in the
16 Q. Or the label, those terms are 16 package insert? Was that the responsibility
17 Interchangeable, correct? 17 of the Zyprexa Product Team or some other
18 A. Yes. 18 entity?
19 Q. Okay. But when a physician 19 MR. BOISE: Object to the
20 gets a package insert, It doesn't look like 20 form.
21 this. It's not a 32-page document in normal 21 A. Just to be clear, the
22 size print, is it, sir? 22 ultimate responsibility of the label rests
23 A. They have access to this 23 with the FDA.
24 version. There's a package insert that also 24 MR. SUGGS: Move to strike as
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1 nonresponsive. 1 MR. BOISE: You don't need to
2 Q. Sir, please listen to my 2 raise your voice. You don't have to
3 question. We've already agreed and you've 3 be disrespectful.
4 already testified that Lilly first drafts 4 MR. SUGGS: Well, if he'd
5 labeling and submits it to FDA for review. S answer the question, we woukfn't be
6 That's a correct statement, isn't it, sir? 6 going that route. But le~s just
7 MR. BOISE: Object. 7 talk about the facts here, the
8 Mischaracterizes what he did say. 8 physical facts.
9 A. We conduct research. 9 MR. BOISE: I'd just ask you to

10 Research that we believe belongs in the label 10 be more respectful, Dave.
11 we submit to the FDA. The FDA reviews that 11 MR. SUGGS: Well, he needs to
12 information and determines if it should be in 12 show respect for this process and
13 the label. The FDA also has the ability and 13 answer the question.
14 has access to other data that they could put 14 MR. BOISE: I object to that.
IS into the label. IS MR. SUGGS: He's not showing
16 MR. SUGGS: Move to strike 16 respect for this process. He's not
17 the nonresponsive portion. 17 showing respect for the jury.
18 QUESTIONS BY MR. SUGGS: 18 MR. BOISE: Le~s take fIVe
19 Q. Sir, Lilly, someone at Lilly, 19 minutes.
20 some group at Lilly or some individual at 20 MR. SUGGS: No, Ie~s not. I
21 Lilly, physically drafts the language that is 21 want an answer to this question.
22 submitted to the FDA for review as the label 22 MR. BOISE: No. Le~s take
23 for Zyprexa, correct? 23 frYe minutes.
24 MR. BOISE: Object to the 24 MR. SUGGS: No, I'm not going

Page 83 Page as
1 form. 1 to take fIVe minutes now. I want an
2 A. I can only repeat my answer. 2 answer to this question.
3 Data ultimately goes Into the label tha~s 3 MR. BOISE: After this
4 determined by the FDA. 4 question, we'll take fIVe minutes.
S Q. Sir, please listen to my 5 QUESTIONS BY MR. SUGGS:
6 question. You're not being responsive at 6 Q. Sir, does the FDA get a piece
7 all, sir, tha~s very plain. 7 of paper from Lilly that contains Lilly's
8 Somehow a piece of paper 8 submission for proposed labeling? Yes or no?
9 gets to the FDA that contains the language 9 A. I first need to indicate that

10 for the Zyprexa label that Ell Lilly has 10 I am respectful of this process, and you
11 proposed. Would you agree with that concept? 11 suggested that I was not, and tha~s not the
12 A. I can't agree with that 12 case.
13 concept In total because it's not a complete 13 Point NO.2 is that to
14 appreciation of how the system works. 14 portray the labeling process as completely
IS Q. Sir, let's just take this 15 unilateral only coming from Lilly is not true
16 step-by-step, okay? 16 because -
17 MR. BOISE: Let him finish. 17 MR. SUGGS: Sir, you need to
18 Q. We'll talk about the various 18 answer my question.
19 steps. 19 MR. BOISE: Let me finish.
20 MR. BOISE: Not so 20 MR. SUGGS: Counsel, would
21 argumentative, Dave. 21 you please Instruct him to answer
22 MR. SUGGS: Well, he needs to 22 the question.
23 respond to the questions, and we need 23 MR. BOISE: We're going to
24 to get straight about that. 24 take a five minute break.
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1 MR. SUGGS: When you go on 1 for coming up with a draft of the - by the
2 that break, would you please instruct 2 way, let me back up for a second. The GPLC
3 him to answer the questions? 3 that you referred to is the Giobal Product
q MR. BOISE: Le~s take a five q Labeling Committee, correct?
5 minute break, Dave. 5 A. Tha~s correct.
6 THE VlDEOGRAPHER: This is 6 Q. And tha~s composed of senior
7 the end of tape NO.1 of the 7 executives within the company?
8 deposition of Alan Breier. 8 A. l~s composed of scientific
g (At this time, there g experts, statisticians, epidemiologists,

10 was a brief recess taken, 10 physicians.
11 after which the follOWing 11 Q. Well, the people actually on
12 proceedings were had:) 12 the committee are senior people, correct?
13 THE VIDEOGRAPHER: Back on 13 A. Not in every case. There are
H the record, beginning of tape NO.2 H senior members on the committee. People are
15 of the deposition of Dr. Alan 15 selected for that committee because of their
16 8reier; it's 11:06. 16 scientific expertise.
17 QUESTIONS BY MR. SUGGS: 17 Q. Okay. Would it be a fair
18 Q. Dr. Breier, it is a correct 18 description of the process as to how the
19 statement that Lilly proposes labeling to the 19 labeling situation works within Lilly Is that
20 FDA which the FDA then reviews and either 20 the medical group within the Zyprexa Product
21 approves or rejects or sometimes there's a 21 Team comes up with proposed labeling which is
22 negotiation process going on between the FDA 22 then submitted for review within the company
23 and Lilly as to the content of the label; is 23 by the Global Product Labeling Committee'
2q that a fair statement? 2q Once that committee signs off on proposed

Page 87 Page 89

1 A. Yes. 1 language, it then gets sent on to the
2 Q. Okay. What person or group 2 regulatory people who then forward it on to
3 within Lilly is responsible for the content 3 FDA for review? Is that a fair description?
q of the proposal that Is made to FDA q MR. BOISE: Object to the
5 initially? S form.
6 MR. 80ISE: Object to the 6 A. Tha~s one way that it can
7 form. You can answer. 7 work.
8 A. The draft language that we 8 Q. Was that generally the way it
9 would submit for consideration at the FDA 9 worked at Lilly?

10 would be developed by medical and regulatory 10 MR. BOISE: Object to the
11 scientists primarily. 11 form.
12 Q. And "medical," would those be 12 A. Tha~s one way.
13 the medical people within the Zyprexa Product 13 Q. Okay. What are the other
lq Team or some other group of medical people' lq ways?
15 A. They could include other 15 A. The other way that language
16 medical people as well. It depends on 16 can appear In the label; is that your
17 exactly how the language works its way 17 quesUon?
18 towards the draft. What I'm thinking about 18 Q. No. Wha~s the other way
19 is we have a governance we call GPLC which 19 that language for the label is generated
20 will also review language prior to 20 within Lilly and submitted to FDA?
21 submission. Those would be individuals not 21 A. It may start with a
22 on the Zyprexa Product Team, but SCientists, 22 regUlatory scienbst WOrking with a
23 physicians, statisticians. 23 statistidan, it may start with an
2q Q. Who is Initially responsible 2q epidemiology group from pharmacovigllance
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1 looking at particular data, who then will 1 to make their decision about whether to
2 engage perhaps physicians on the Zyprexa 2 prescribe the drug to their patients,
3 Product Team. It is a highly data driven 3 correct?
4 process of assessment of data determining its 4 MR. BOISE: Object to the
5 veracity and validity and determining if it's 5 form.
6 the information that should reside in the 6 A. A doctor making a prescribing
7 labeL And there are scientists on the 7 decision will iook very carefully at the
8 Zyprexa Product Team that would be involved 8 characteristics of his patient. He'll then
9 in that and there are also other scientists 9 determine the attributes, the safety and

10 that would be involved as welL 10 efficacy of the molecules that are available
11 Q. Is it fair to say the genesis 11 and then make a determination if thars the
12 of a product label change could occur from 12 appropriate medicine for his or her patient.
13 people in the Zyprexa Product Team or it 13 Q. A doctor has to balance both
14 could start with people in the regulatory 14 the potential benefits of the drug and the
15 side or perhaps even some other group 15 potential risks of the drug, correct?
16 within the company, but, Ultimately, those 16 A. Thars right. And then that
17 changes or proposed changes get passed around 17 gets married to the clinical profile of the
18 within the Zyprexa Product Team and then get 18 patient.
19 funneled up to the Global Product Labeling 19 Q. Okay. And one of the ways
20 Committee for review? 20 that the doctor obtains information about the
21 MR. BOISE: Object to the 21 potential benefits and the potential risks of
22 form. 22 the drug is with the package insert, the
23 A. That's one way, yes. 23 label that gets distributed by the drug
24 Q. Okay. In instances where a 24 company to physicians, correct?

Page 91 Page 93

1 iabel change is Initiated by, lers say, 1 A. That's one way, correct.
2 pharmacovlgllance or regulatory or someone 2 Q. Okay. I've heard some people
3 else not In the Zyprexa Product Team, does 3 describe drug products by saying that the
4 the Zyprexa Product Team have a voice in what 4 actual pill or the molecule is the hardware,
5 that content of that label change should be 5 but the labeling is the software for USing
6 before it gets submitted to the Global 6 the product. Have you ever used that phrase
7 Product labeling Committee? 7 or description?
8 A. TYpically, yes. The-- 8 A. No.
9 again, there are going to be multiple 9 Q. Okay. It would be fair to

10 scientists involved, scientists from the 10 say, would it not, sir, that people on the
11 Zyprexa Product Team. Depending on what data 11 Zyprexa Product Team were aware that if a
12 we're talking about, it might be 12 warning was added to the label in the warning
13 pharmacovlgllance or other scientific 13 section that physicians in the marketplace
14 functions. Those scientists will work very 14 would pick that up and may decide not to
15 ciosely together and through a process of IS prescribe the drug because they would
16 sort of scientific assessment and inquiry a 16 conclude that the risks outweigh the
17 determination of the data that one's looking 17 benefits. That was always a potential if
18 at Is valid and clinically meaningfuL 18 something was added to the warnings, correct?
19 Q. Okay. And it would be fair 19 MR. BOISE: Object to the
20 to say that ultimately when labeling does go 20 form.
21 out with a product after It's been finally 21 A. I wouldn~ think of that as
22 approved and It's out there In the 22 data belng added to the wamings or not. I

23 marketplace, that doctors rely on the 23 Ultimately ~ gets back to what you
24 description of the drug in the package insert 24 described before, which is the risk/benefit
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12
13

analysis and then the needs, the clinical
needs of an individual patient. The data is
accessed by physicians in multiple different
ways.

Q. But one of the ways is from
the label that they get from the drug
company, correct?

A. That's one.
Q. Okay. And, sir, when you

were head of the Zyprexa Product Team, were
you aware that FOA regulations require that
the labeling shall be revised to include a
warning as soon as there is reasonable
evidence of an association of a serious
hazard with a drug and that a causal
relationship need not have been proved? Were
you aware of that, sir?

THE WITNESS: Could you
repeat your question?

MR. SUGGS: Sure.
QUESflONS BY MR. SUGGS:

2q QUESflONS BY MR. SUGGS:

25 (Pages 94 to 97)
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21 MR. SUGGS: Okay. Let me
22 show you whaes been previously
23 marked as Plaintitrs Exhibit 8S62.
24 (Whereupon, P1aintitrs

21 record also that when these documents are
22 produred to us, Ully also produces a computer
23 database, and in some Instances ~ shows a
24 date, and In thIS particular Instance, the

1 Exhib~(s) 8S62, previously
2 marked, was presented to the
3 witness.)
4 MR. SUGGS: For the record
S this is a two-page - take ~

6 back -- three-page document. It has
7 a title at the top that says Zyprexa
8 Business Processes.
9 QUESTIONS BY MR. SUGGS:

10 Q. Do you recognize this
11 document, sir?
12 A. Let me take a moment to
13 review It.
14 Q. Sure.
IS A. Okay.
16 Q. My question was, do you
17 recognize the document'
18 A. I dont recognize this.
19 Dent recall thiS specifIC document.
20 Q. Okay. I should note for the

26 (Pages 98 to 101)
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Page 102 Page 104
1 Lilly-produced database shows that this 1 Q. And did that accurately state
2 document was dated August 27, 2001. 2 the purpose of the Zyprexa Key Decision Team?
3 Sir, below that centered 3 A. My recall of this particular
4 heading there's a side heading entitled 4 committee is not very sharp. I'm reading
5 "Zyprexa Key Decision Team." Do you see that? 5 this and you're reading it appropriately, but
6 A. Yes. 6 I don't have a good firsthand recall of the
7 Q. Was there, in fact, a Zyprexa 7 intricacies of this particular team.
8 Key Decision Team in 2001 as noted in this 8 Q. Let me ask you with respect
9 document? 9 to the types of decisions. The document

10 A. Yes. 10 lists the types of decisions to be made by
11 Q. Okay. And does the document 11 the Zyprexa Key Decision Team, and they
12 accurately describe the voting members of 12 included, again, according to the document,
13 that key decision team? 13 clinical study priorities, label
14 A. I'm refreshing my memory from 14 changes/modifICations, publication
15 this document, but I must say that I don't 15 priorities, key issues management, key
16 recall specifically the voting members of 16 marketpiace decisions, IPP final submission
17 this committee, but I accept what is on this 17 Zyprexa marketing plan. Did I read that
18 piece of paper. 18 correctly'
19 Q. Do you recall when the 19 A. You did.
20 Zyprexa Key Decision Team was formed' 20 Q. And did that accurately
21 A. No. 21 describe the types of decisions that were
22 Q. Do you know whether it was in 22 made by the key decision team?
23 place when you took over as head of the 23 A. I'll have to answer it the
24 Zyprexa Product Team? 24 same way as I did before: I'm not recalling

Page 103 Page lOS

1 A. I don't believe so. 1 this particular committee very sharply, but
2 Q. Okay. Did the Zyprexa 2 you're reading the document correctly.
3 product -- pardon me. Did the Zyprexa Key 3 Q. Okay. Do you have any reason
4 Decision Team exist within the Zyprexa 4 to doubt that those were the types of
5 Product Team during your tenure, pardon me, 5 decisions made by the Zyprexa Key Decision
6 through August 2003 when you then moved on to 6 Team?
7 be chief medical officer? 7 A. Well, I mean, I know how
8 A. I don't recall. 8 these kinds of decisions ultimately got made,
9 Q. Okay. 50 the Zyprexa Key 9 and, I mean, I could speak to that.

10 Decision Team did exist for some period of 10 Q. Okay. Well, the document
11 time within the Zyprexa Product Team, but you 11 indicates that down in the process section,
12 can't remember for sure exactly when it got 12 the third paragraph within there, that
13 started or how long it lasted; is that fair 13 "Decisions were made on the basis of a group
14 to say? 14 vote. Alan Breier retains the right to make
15 MR. BOISE: Object to the 15 a final decision If he's opposed to the group
16 form. 16 vote."
17 A. Thars correct. 17 Did that accurately
18 Q. Okay. And the stated 18 refiect how decisions were made within that
19 purpose, at least in this document, of the 19 team?
20 Zyprexa Key Decision Team Is for efficient 20 A. I don't recall. Irs very
21 cross-representational critical decision 21 possible that thIS was a relatively
22 making body for the Zyprexa Product Team. 22 short-lived committee and that could be why
23 Did I read that correctly? 23 I'm not recalling it, but I don~ have a
24 A. Yes. 24 recollectlOll.
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MR. SUGGS: Sir, move to
strike your answer as nonresponsive.

QUESTIONS BY MR. SUGGS:
Q. I'm trying to understand how

your team worked and who within your team
made decisions and how such decisions were
made within your team. And within your team
with respect to labeling, who was it that made

Page 106
1 Q. Independent of this team, and
2 independent of this document, when you were
3 head of the Zyprexa Product Team from 1999
4 through August of 2003, when key decisions
5 neeced to be made did you ask for people on
6 your team to vote or did you make the
7 decision and announce to the team what the
8 decision was going to be?
9 MR. BOISE: Object to the

10 form of the question.
11 A. There were certain areas that
12 were my -- under my pUlview I would seek wide
13 input on a variety of different issues
14 depending on what the content was, and areas
15 that I were responsibie for I would make the
16 ultimate decision.
17 Q. Okay. With respect to
18 labeling changes -- before I get to that.
19 One term I didn't understand in here back up
20 in the types of decisions it says "JPP final
21 submission"?
22 A. Um-hum.
23 Q. What does IPP stand for?
24 A. That is -- I believe thars the

Page 107

1 integrated product plan.
2 Q. Okay. Would that be like a
3 marketing plan kind of thing?
4 A. I think, as I recali, it
5 would be an annual plan that overviewed the
6 activities of the team.
7 Q. Okay. With respect to label
8 changes and modifications, how were decisions
9 within the Zyprexa Product Team made about

10 those? Were those by vote or was that
11 something that you determined?
12 MR. BOISE: Object to the
13 form of the question.
14 A. Those were not made by vote,
15 let me assure you, those were made by very,
16 very, careful analysis of data. That was a
17 medical negulatory decision.
18 Q. Okay. Weli, within the --
19 within the Zyprexa Product Team in
20 conjunction with label changes, were you the
21 one who made the decision to what the Zyprexa
22 Product Team's decision was going to be with
23 respect to a label change or modification?
24 MR. BOISE: Object to the

1 form of the question.
2 A. Label changes were data
3 driven. So the most accurate answer to your
4 question is the data determined it.
5 Q. Weli, would you agree with
6 me, sir, that within a corporate organization,
7 people are the ones that make decisions?
8 A. Yes.
9 Q. Okay. And you had a group of

10 people that you were leading as the Zyprexa
11 Product Team, correct?
12 A. Thars correct.
13 Q. And when the Zyprexa Product
14 Team came down with a positiion with respect
15 to whether there should be a label change or
16 whether there should not, what people or
17 person within that Zyprexa Product Team made
18 that decision that the position of the
19 Zyprexa Product Team on this issue, on
20 this labeling issue is X -
21 MR. BOISE: Object to the
22 form.
23 Q. -- or Y?
24 MR. BOISE: I'm sorry, David.

_109

1 Object to the form of the
2 question.
3 A. In analyzing data, a
4 cross-functional approach would take place. A
5 scientist, depending on what the data we
6 would be considering, but scientists on the
7 team, regulatory scientist,
8 pharmacovigilance, it could be the job of
9 those scientists to really ascertain the

10 validity, the Importance of data.
11 The actual decision to label
12 or the process of labeling is dictated by
13 federal rules of labeling. So there's not a
14 decision process of saying that we label this
15 or we label that, irs predicated on the data
16 itself.
17
18
19
20
21
22
23
24
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Who within your Zyprexa
Proeuct Team made the decision as to whether
or not a proposal would be made to the Global
Proeuct Labeling Committee to change or
moeify a label?

1 the determination as to whether or not a
2 label change or moeification would be
3 proposed or recommended by the Zyprexa
4 Proeuct Team?
5 MR. BOISE: Object to the
6 form.
7 A. Again, that would be a
8 cross-functional group of scientists who were
9 working with the data. If the analysis of

10 the data indicated that this was something
11 that warranted a labei change and would
12 change what we call our core iabei, we would
13 then take that information to GPLC, the group
14 we talked about earlier. GPLC would look at
15 it, determine, yes, this should be added to
16 core or no it shouldn't.
17 Q. Okay. Maybe I'm not being
18 clear here or maybe I just need to explore
19 this further.
20
21
22
23
24

Page III

1 MR. BOISE: Object to the
2 form.
3 A. We generally made those
4 decisions in a fairly cross-functional
5 format. We had safety physicians on the
6 team, we had other experts on the team who
7 would be working with other scientists. They
8 would then analyze data. If they felt this
9 was something that should go to the team, I

10 would be brought into the discussion. We
11 would analyze and look at the data carefully,
12 and then we would make a determination, yes,
13 this Is something that needs to go to GPLC,
14 let's get on the GPLC agenda.
15 Let me ask the uestion this

_112
MR. BOISE: Object to the

form.

19 Q. Okay. Would it aiso be fair
20 to say that if a proposal was made by the
21 proeuct team to the Global Product labeling
22 Committee to change the Zyprexa label, not
23 only would you have been aware of that
24 proposal, but you would, in fact, have signed

_llJ

1 off on that proposal going to the Global
2 Proeuct Labeling Committee, oorrect?
3 A. I would be knowledgeable
4 about it and I would endorse it going
5 forward.
6 Q. Okay. And would it be fair
7 to say that if something was taken to the
8 Global Product Labeling Committee by your
9 team, you would have wanted to make sure, in

10 your own mind, that before that was done that
11 the proposal was appropriate?
12 A. We would strive to get it
13 right.
14 Q. Okay. And you would wantto
15 make sure that the basis for that proposal
16 was well thought out and well analyzed before
17 it was taken to the Global Product Labeling
18 Committee, correct?
19 A. Ideally that is absolutely
20 oorrect.
21 Q. Can you think of any -- As you
22 sit here toeay, can you think of any instance
23 where that did not occur?
24 MR. BOISE: What didn't
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Page 114
1 occur?
2 Q. Okay. Well, I asked would
3 you want to make sure that the basis for that
4 proposal was well thought out and well
5 analYZed before it was taken to the Global
6 Product Labeling Committee, and you said
7 "ideally that is absolutely correct."
8 My question to you is can
g you think of any instance where a proposal

10 was made to the Global Product Labeling
11 Committee about changing a label where you
12 were not involved and where you had
13 determined that this proposal was not well
14 thought out and analyzed before it went to
15 the Global Product Committee?
16 MR. BOISE: Object to the
17 form. Compound.
18 THE WITNESS: can you restate
1g the question?
20 MR. SUGGS: I don't know if I
21 can.
22 MR. BOISE: You want to
23 restate it, rephrase it.
24 MR. SUGGS: Let me restate

Page 115

1 It.
2 THE WITNESS: Yeah.
3 QUESTIONS BY MR. SUGGS:
4 Q. You said that before a
5 proposal went from your product team to the
6 global product committee, you would have
7 determined that It was well-founded, correct?
8 MR. BOISE: Object to the
9 form.

10 A. We would strive to do that,
11 that's correct.
12 Q. Okay. Back to Exhibit 8562.
13 It refers to, In the middle of the page --
14 THE WITNESS: I'm sorry, I'm
15 not sure-
16 MR. SUGGS: That was this
17 Zyprexa Key Decision Team.
18 THE WITNESS: Okay.
19 QUESTIONS BY MR. SUGGS:
20 Q. In about the middle of the
21 page, It talks about other roles. And it
22 refers to agenda development and outcome
23 communication by Denice Torres and scheduling
24 and minutes by Alice Finch. Do you see that?

Page 116
1 A. Yes.
2 Q. Was Denice Torres generally
3 responsible for developing the agenda at
4 those meetings?
5 A. Again, I don't have a sharp
6 recollection of this particular committee.
7 Q. And who is Alice Finch? I
8 don't know that I've heard her name before.
9 A. At this time, she was Denice

10 Torres's administrative assistant.
11 Q. Okay. And it says here that
12 Alice Finch was responsible for scheduling
13 and minutes, correct?
14 A. Yes.
15 Q. And were there, in fact,
16 minutes kept of meetings of the Zyprexa Key
17 Decision Team?
18 A. I don't recall.
19 Q. Okay. If you wanted to find
20 out whether minutes were kept, who would you
21 go to to find that out?
22 A. Perhaps, Alice Finch.
23 Q. Okay. Sounds like a good
24 start.

Page 117

1 MR. SUGGS: I'd like to go
2 back in time, Dr. Breier, to
3 November of 1999. And I want to
4 hand you whaes been previously
5 marked as Plaintiffs Exhibit 8262.
6 (Whereupon, Plaintiffs
7 Exhibit(s) 8262, previously
B marked, was presented to the
9 witness.)

10 QUESTIONS BY MR. SUGGS:
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GoIkow Technologies, Inc. - 1.8n.370.DEPS



• •2 Q. Okay. And did you also
3 review this document recently?
4 A. Yes.
5 Q. How recently?
6 A. Within the last two weeks.
7 Q. Okay. Now, at this point in
8 time in November of 1999, were you aware that
9 the largest of Lilly's own clinical studies

10 showed a statistically significant increased
11 incidence of high blood glucose in Zyprexa
12 users as compared to patients who received
13 Haldol a conventional and much cheaper
14 antipsychotic drug?
15 MR. 8015E: Object to the
16 form of the question.
17 THE WITNESS: Would you
18 indicate which study that you're
19 referring to?
20 MR. SUGGS: HGAJ.
21 A. What HGAJ showed was an
22 analysis of random glucoses. There was one
23 data point in the acute trial that showed a
24 difference. When that finding was followed

20 Q. Okay.
21 A. Yes. So.
22 Q. This particular printout was
23 generated in June of 1995, and you didn't come
24 to the company until a couple of years later

P.119 Page 121

31 (Pages 118 to 121)

Do you recall how it was
that you were familiar with this particular
data?

MR. 8015E: Object to your
math.

MR. SUGGS: Okay.
MR. 8OISE: Or the form of

the question as well.
A. I don't recall.
Q. Okay. But as you sit here

today, you do, in fact, recall being aware
that back in 1999 -

MR. SUGGS: Strike that.
QUESTIONS BY MR. SUGGS:

Q. les your testimony that you
assume that you were aware back in 1999 of
this data from the HGAJ study showing a
statistically slgnifteant increased incidence
of high glucose, correct?

A. As I stated before I'm
presuming I did.

1 and didn't assume the leadership of the
2 Zyprexa Product Team until about four years
3 later.
4
5
6
7
8
9

10
11
12
13
14
15
16
17
18
19
20
21
22
23
24

up with other time points in the acute trial
and other time points in over a year period,
It was found that elevations of glucose were
not present and, therefore, the finding of an
Increase in glucose was not accepted as
valid.
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1 Information. Would you have expected other
2 physicians, such as Dr. Baker and Dr. Kinon,
3 to have been aware of it as well?
4 MR. BOISE: Object to the
5 form of the question.
6 A. I can't speak for Kinon or
7 Baker, they were not on the Zyprexa Product
8 Team.
9 Q. Okay. Would you have

10 expected Mauritio Tohen to have been aware of
11 that?
12 MR. BOISE: In 1999?
13 MR. SUGGS: Well, whenever he
14 came on the Zyprexa Product Team.
1S A. I, again, I can't speak for
16 Mauricio Tohen. He was our bipolar expert.
17 He tended to work and spend most of his focus
18 on our bipolar program. I'm not sure.
19 Q. Okay. By November of 1999,
20 were you also aware that there had been
21 hundneds of adve~ neaction neports relating
22 to elevated blood glucose and
23 diabetes-related events?
24 MR. BOISE: Object to the

18 MR. SUGGS: Move to strike
19 the nonresponsive portion.
20 QUESTIONS 8Y MR. SUGGS:
21 Q. When you referred in your
22 answer to "J" did you mean that to be the
23 HGAJ study?
24 A. Yes.

Page 123

1 Q. 00 you also presume that the
2 other membe~ of the?
3 MR. SUGGS: Strike that.
4 QUESTIONS BY MR. SUGGS:
S Q. 00 you aiso presume that the
6 other medical membe~ of the Zyprexa Product
7 Team wouid have been familiar with the data
8 from the HGAJ study, and in particular, this
9 finding In June of 1995 that there was a

10 statistically significant increased Incidence
11 of high glucose In the Zyprexa use~?

12 MR. BOISE: 1999? The time
13 period for that?
14 MR. SUGGS: Yes.
1S A. I can't speak for every
16 physician or scientist on the team in terms
17 of their knowledge of this particular finding
18 because we had people working on, you know,
19 vastly diffenent themes. I would expect that
20 scientists working, specifically, on this
21 theme or on this particular trial would have
22 been aware of it.
23 Q. Okay. Well, Dr. Beasley's
24 alneady testified that he was aware of this

form of the question. Foundation.
A. I dont recall at that time

the precise number, but I was awane that there
were spontaneous adve~ events of high
glucose.

Q. And a large number of such
neports?

Object to the
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Q. And that was especially bnue24

16 Q. In fact, that had occurred in
17 July of 1999; is that correct?
18 A. I believe it was July.
19 Q. Okay. And is it also fair to
20 say that by November of 1999, Lilly's
21 competitors were emphasizing the weight gain
22 associated with Zyprexa and were at least
23 claiming that that would put patients at
24 greater risk for diabetes?

way.

33 (Pages 126 to 129)

Q. What was Year X, by the way?
A. Year Xwas a term that

referred to the Prozac expiratJon.
Q. And it would be fa" to say

that at least in November of 1999, Lilly
thought that the patent on Prozac was go"'g
to expire in a couple years in 2003, correct'

MR. BOISE: Object to the

Page lZ9

1 in light of what the company referred to as
2 Year X, correct?
3 MR. BOISE: Object to the
4 form.
5 A. I don't think that it was
6 predicated on Year X. It was - it was an
7 important molecule.
8 Q. Oh, it was important In Its
9 own right for sure, but the magnitude of its

10 importance was going to become even more
11 relevant In light of Year X that was coming
12 along, correct?
13 MR. BOISE: Object to the
14 form.
15 A. I didn't think about it that
16
17
18
19
20
21
22
23
24

Page 127

1 MR. 80ISE: Object to the
2 form.
3 A. There was at that time what
4 we refer to as counterdetailing where
S competitive companies will focus on potential
6 side effects of competitor drugs.
7 Q. And do you recall that some
8 of that counterdetaillng, in fact, a large
9 part of it by your competitors, was other

10 drug companies pointing out to physicians the
11 weight gain that was associated with Zyprexa
12 and essentially telling doctors "if you use
13 Zyprexa, your patients are going to be at risk
14 for diabetes?"
15 MR. BOISE: Object to the
16 form of the question.
17 A. I recall that there was
18 counterdetalling on both weight gain and
19 hyper I cemia.
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9 MR. BOISE: Object to the
10 form. You misread it.
11 QUESTIONS BY MR. SUGGS:

9 Q. Still do. How many
10 scientists would you say that the company
11 has, just ballpark, who you would regard as
12 experts in the field of diabetes?
13 A. 1 dont know.
14 Q. Are we talking, you know, a
IS dozen or more like hundreds?
16 A. I don't know.
17 Q. Okay. When you have a
IB question about the particulars 0( diabetes, is
19 there someone that you go to on the diabetes
20 side of the company as your source?
21 THE WITNESS: At what point
22 In time?
23 MR. SUGGS: Let's say the
24 1999/2003 time period.

I
A. 1 do.
Q. And does that refresh your

recollection that Lilly had thought that the
Prozac patent would go until late 2oo3?

sir?

Page 130
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Page 131

1 MR. 801SE: Object to the
2 form.
3 A. No. Again, 1 recall and I'm
4 aware that the Prozac patent expired in 2001,
5 that we learned about it in 2000, but 1 don't
6 recall what the previous expectation was.
7 Q. Okay. But even in 1999, the
8 company knew that at some point the Prozac
9 patent was going to expire in a relatively

10 short period of time, but the company did not
11 know when that was going to occur for sure,
12 and that's why they referred to it as Year X;
13 isn't that correct?
14 MR. BOISE: Object to the
15 form.
16 A. Quite frankly, 1 dont know
17 why it was referred to as Year X.
18 Q. Okay. If I could direct your
19 attention back to Exhibit 8262, your November
20 '99 e-mail.
21 A. Yes.

1 form. Foundation.
2 A. Sitting here today, 1don't
3 recall the exact expectation of the patent
4 expiration at that time.
S Q. Okay. Well, if! could
6 direct your attention back to Exhibit 9070,
7 In particular, page seven. At the bottom
8 under the section "Shifting Priorities."
9 A. Yes.

10 Q. It states, "Although It was
11 one of the most significant and profitable
12 achievements in Ully's history, the Prozac
13 era came to an end when the company lost its
14 patent for the drug in 2001. In August 2000
IS a U.S. court of appeals ruled that the
16 company would have to cede its Prozac patent
17 in 2001 rather than in late 2003, more than
18 two years earlier than expected."
19 Do you see that lan9uage,
20
21
22
23
24
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THE WITNESS: In '99?
MR. SUGGS: In that 1999

through 2003 period.
A. 2003. Well, I guess the best

answer would be not a specific individual.
Through the course of this actual steering
committee activity, one of the results of that
was to then have an endocrinologist assigned
to the Zyprexa Product Team.

So, circa 2001, we had an
endocrinologist who was assigned to the team.
So that would be our first go-to person, who
then was well connected to the other
endocrinologists.

Page 135

A. Margaret Sowell.
Q. And do you recall when she

joined your team?
A. Again, I'm saying '0 I, around

the '01 time frame.
Q. Do you remember beginning,

middle, end?
A. No.
Q. But at least a year or more

after your e-mail here, correct?
MR. BOISE: Object to the

form.
A. I don't recall exactly when

she joined. Again, it may well have been in
2000.

Q. Okay. On the second page of
your e-mail you say, "We have formed a

1 A. Again, one of the
2 characteristics of Lilly and Lilly's
3 scientific culture is that we're very
4 cross-functional. So it was common for
5 scientists from different disciplines to come
6 together and discuss scientific issues.
7 Q. Well, was there any person or
8 group of people in particular at Lilly that
9 you would go to on questions relating to

10 diabetes?
11
12
13
14
15
16
17
18
19
20
21
22
23
24

1 Prior to that person joining
2 the team, there were other endocrinologists
3 that we would consult with.
4 Q. Okay. The endocrinologist
5 who joined your team, was that Dr. Margaret
6 Sowell that you're referring to or someone
7 else?
8
9

10
11
12
13
14
15
16
17
18
19
20
21
22
23
24

Page 136

1 cross-functional team" -- pardon me. "We
2 have formed a cross-functional action team to
3 meet these challenges: Who was the "we" who
4 formed the team?
5 A. I'm not recalling precisely,
6 but I'm going to venture that that was a
7 cross-functional group of scientists that we,
8 that the Zyprexa Product Team, probably
9 brought together to worl< on this area.

10 Q. Was that at your instigation
11 then?
12 A. I'm not recalling.
13 Q. Okay. And then you go on to
14 say, "Success of this effort will contribute
IS to securing the future of olanzapine and the
16 financial health of our company and likely
17 spur the development of next generation
18 antipsychotic drugs, i.e., olanzapine without
19 the weight gain and drugs for obesity:
20 Now when you said that
21 "success of this effort will contribute to
22 securing the future of olanzapine and the
23 financial health of our company," do you
24 recall what the sales of Zyprexa were at that

Page 137

1 point in time in November of '99?
2 A. I don't recall.
3 Q. Were they in excess of
4 2 billion?
5 A. I don't recall.
6 Q. Do you recall what percentage
7 of sales Zyprexa accounted for back at that
8 time just roughly?
9 MR. BOISE: Object to the

10 form.
II A. I don~ recall.
12 Q. Okay. It was a very large
13 product, though, was it not, sir?
14 MR. BOISE: Object to the
IS form.
16 A. It was a widely used
17 medicine.
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19 MR. SUGGS: Thars not my
20 question, sir.
21 MR. BOISE: Just let him
22 finish and then you can answer It.
23 QUESTIONS BY MR. SUGGS:
24 Q. You characterized that issue,

1 about potential Interventions for weight
2 gain, et cetera. We reasoned if we were
3 better able to understand it from a
4 scientifIC perspective, offer more
S interventions, that would then allow more
6 patients to take the medicine than were not
7 being given the medicine because of the
8 concerns around weight gain.
9 MR. SUGGS: Move to strike

10 the nonresponsive portion.

11~
15 MR. BOISE: Object to the
16 f the uest'

Page 141
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Page 1]9

6 Q. And when you described this
7 situation at the beginning of your e-mail
8 where "olanzapine-associated weight gain and
9 possible hyperglycemia is a major threat to

10 the long-term success of this greatly
11 important molecule," for how long had that
12 been regarded as a major threat within the
13 company?
14 MR. BOISE: Object to the
IS form of the question.
16 A. Well, the data on weight gain
17 was in awareness from day one, so there was
18 no question about that. As we went Into the
19 marketplace, it was very clear that this was a
20 molecule that was having a very, very
21 positive impact on this devastating illness,
22 schizophrenia/bipolar.
23 There were at this time
24 clinicians in the field asking more questions
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1 the issue of weight gain and possible 1
2 hyperglycemia, as a major threat to the 2
3 success of Zyprexa. You're telling these
4 people here you sent an e-mail out to "this
S is something you need to deal with."
6 My question is, for how 6 Q. On the second page of your
7 long had you regarded this as a major threat? 7 e-mail you refer to a meeting of the
8 Was it just like the days before you wrote 8 cross-functional team on November 23, 1999;
g this e-mail or was it extending back from day 9 is that correct?

10 one? 10 THE WITNESS: I'm sorry, were
11 MR. BOISE: Object to the 11 you in the last paragraph?
12 form of the question. 12 MR. SUGGS: Yes.
13 A. If I could answer in my 13 A. Yes.
14 entirety. From day one, it was clear that 14 Q. And the very next day you
15 excessive weight gain could be experienced by 15 wrote an e-mail to the top levels within the
16 some patients; that was undesirable. The 16 company about Zyprexa and its associated
17 reality is, as we talked about it earlier 17 weight changes; do you recall that?
18 today, every prescription decision is a 18 A. I don't recall that now.
19 risk/benefit decision. The patienrs 19 MR. SUGGS: Let me show you
20 Illness, how severe it is, matching the 20 whars been previously marked as
21 attributes in the molecule. 21 Plaintiffs Exhibit 918.
22 For some patients, excessive 22 (Whereupon, Plaintiffs
23 weight gain was going to be a determinant 23 Exhibit(s) 918, previously
24 that they not take the medidne. That then 24 marked, was presented to the

Page 143 !'ago ..S

1 would impact on the overall use of the 1 witness.)
2 medicine, and that would end up impacting the 2 MR. SUGGS: For the record,
3 overall profits for the company. 3 this is an e-mail from Alan 8reier
4 The mantra that we had on the 4 dated November 24, 1999, and
5 Zyprexa Product Team regarding this was that 5 addressed to Gerhard Mayr, Gino
6 if we serve patients better than anybody, we 6 santini Lorenzo Tallarigo, Albertus
7 would have a very profitable business. If we 7 van den Bergh with copies to
8 could meet unmet medical need and have a 8 himself, John Lechleiter, Roland
9 very successful molecule, that also would 9 Powell and Gary Tollefson.

10 translate into a profitable business. What 10 QUESTIONS 8Y MR. SUGGS:
11 was good for the patients was good for the
12 company.
13 MR. SUGGS: Move to strike as
14 nonresponsive. 14 Q. And who were the recipients
15 QUESTIONS 8Y MR. SUGGS: 15 of your e-mail?

16 MR. BOISE: Just point of
17 clarification, David. Did you intend
18 for it to be a four-page document?
19 MR. SUGGS: I believe this is
20 how it came to us.
21 MR. BOISE: 1 just asked you
22 because there's another e-mail.

23 MR. BOISE: Object to the 23 MR. SUGGS: I undernilnd.
24 form of the question, Dave, he's 24 Your database says this is the

37 (Pages 142 to 145)

GoIkow Technologies, Inc. - 1.877.370.DEPS



1 document so --
2 MR. BOISE: I just asked you
3 if that was your intent.
q MR. SUGGS: It was yours.
S MR. BOISE: I didn't ask you
6 why It was or how it was, just
7 whether it was.
8 MR. SUGGS: I figure it was
9 better just to keep it together than

10 ripping it apart.
11 QUESTIONS BY MR. SUGGS:
12 Q. Back to my question: Who
13 were the recipients of this e-mail?
Jq MR. BOISE: Yes, and just so
15 the record's clear, Dave, I
16 understand your point about how it
17 was produced. Just so the record's
18 clear, there are apparently two
19 e-mails in these four pages. When
20 you say "this e-mail" you're
21 referring to the first e-mail in
22 time.
23 MR. SUGGS: Correct.
2q QUESTIONS BY MR. SUGGS:

Page 146

1-.
q Q. And do you know what would
5 have been X'd out there?
6 A. No.
7 Q. Dkay. Would it be fair to
8 say, sir, that Lilly aiways emphasized the
9 efficacy of Zyprexa to outside physiCIans?

10 MR. BOISE: Object to the
11 form of the question. Vague.
12 A. We emphasized the data. So
13 that would be, that would include efficacy,
Jq safety, other important datasets associated
15 with the molecule.
16 Q. Okay. When you say here in
17 your e-mail that "the fact is Zyprexa
18 offers the best combination of effteacy,
19 safety, and ease of use of any available
20 treatment for psychosis and acute mania:
21 that was the position that Lilly was
22 asserting in the marketplace, correct?
23 MR. BOISE: Object to the
2q form of the question.

Page 1-49

1 A. That was our interpretation
2 of the data.
3 Q. So you were telling the
q marketplace Zyprexa is better than anything
5 else in terms of efficacy, safety, and ease
6 of use for the treatment of psychosis and
7 acute mania, correct?
8 MR. BOISE: Object to the
9 form of the question.

10 A. This isn't a message to the
11 marketplace, this is an e-mail.
12 Q. I understand this is your
13 e-mail to those people.
1q MR. BOISE: Just let him
15 finish.
16 DaVid, you're talking over
17 each other so --
18 QUESTIONS BY MR. SUGGS:
19 Q. I understand this is your
20 e-mail to those people and this isn't going
21 out to the world. In fact, In your
22 representations to the world about the
23 qualities of Zyprexa, Lilly claimed that
2q Zypnexa was the best combination of effICaCY,
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MR. BOISE: Object to the
form of the question.
A. Tha~s not accurate.
Q. Is it your testimony that you

did not say that?
MR. BOISE: Let him finish,

Dave.
A. The communications to the

external world were multiple datasets to a
number of different communication channels,
and I couldn't reduce it to a phrase that you
articulated. The data were much varied, much
more complex.

Q. Well, you state here, "the
fact is Zyprexa offers the best combination
of efficacy, safety, and ease of use of any
available treatment for psychosis and acute
mania." Are you telling us here that Lilly
did not make that claim to physicians?

A. Our claims to physicians were
data-driven claims. The data would require

So I don't want to translate
or make synonymous the words in this e-mail

Page 152
1 Q. And the company was claiming
2 that Zyprexa was superior to anything else
3 out there in the marketplace.
4 MR. BOISE: Object. Let me
5 make my objection. Let him finish
6 his question, he'll let you finish
7 your answer, we'll all be happy.
8 A. I don't want to take words
9 from here and suggest that those were the

10 communicatiOns to the marketplace. These
11 were my words to these individuals. Again,
12 they were multiple different -- I'm sorry.
13 MR. BOISE: Were you
14 finished?
15 A. No. There were multiple --
16 there was multiple datasets that were
17 communicated to the external world, and those
18 datasets tend to speak for themselves in
19 terms of what they showed. Some of them were
20 on efficacy, some of them were on safety,
21 some of them were on how you use the
22 molecule.
23
24

1 safety, and ease of use of any available
2 treatment for psychosis and acute mania,
3 correct?
4
5
6
7
8
9

10
11
12
13
14
15
16
17
18
19
20
21
22
23
24
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1 kind of a multiple different kinds of
2 presentation. This was a summation statement
3 that I was making to these individuals on
4 this particular e-mail.
5 Q. You go on to say, "The most
6 critical immediate issue is to keep the focus
7 where It belongs -- superior treatment and
8 outcome -- an arena where we have no peer."
9 Old I read that correctly?

10 A. You did.
11 Q. And, In fact, that was the
12 position that Lilly was taking In the
13 marketplace, was It not, that Zyprexa really
14 had no peer in the treatment of
15 schizophrenia?
16 MR. BOISE: Object to the
17 form of the question.
18 A. At that particular point in
19 time, the data was very, very, strong on
20 efficacy. There were no other molecules that
21 were demonstrating those very significant
22 positive effects for acute mania and
23 psychosis. I think that's a reasonable
24 statement.

Page 153

1 to these individuals to the communicatiOns
2 that went out on this molecule to the
3 external world.
4 MR. F18ICH: Objection,
5 nonresponsive.
6 QUESTIONS BY MR. SUGGS:
7 Q. Are the words in this
8 paragraph describing Zyprexa in the first
9 paragraph, are they true and accurate?

10 MR. BOISE: Object to the
11 form of the question.
12 A. Yes.

19 Q. I'd like to direct your
20 attention to the fifth one down refers to
21 outliers.
22 A. Um-hum.
23 Q. And you have the word
24 "outliers" in quotes. And what does the term
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MR. BOISE: Object to the
form.
A. There are similarities and

differences.
Q. Okay. 8y 1999, cIozapine was

often regarded as the gold standard for
treatment of resistant schizophrenic

•9 Q. Now dozapine is another
10 second-generation antipsychotic, correct?
11 A. It is.
12 Q. In fact, it was the first
13 second-generation antipsychotic, was it not?
14 A. You are correct.
15 Q. And the molecular structure
16 of Zyprexa is similar to that of cIozapine,
17 correct?
18
19
20
21
22
23
24

1 patients; is that correct?
2 A. I think tha~s fair.
3 Q. However, dozapine had not
4 much market share as compared to the other
5 drugs because ~ also had some very serious
6 side effects that were associated w~ it,
7 correct?
8 A. It had signifICant side
9 effects. It also had ease of use hurdles, if

10 you will.
11 Q. And the ease of use hurdle,
12 the main one was that doctors were advised in
13 the labeling that they should be monitoring
14 the blood of patients who were prescribed
15 cIozaplne, correct?
16 MR. BOISE: Object to the
17 form.
18 A. They were - in my dinical
19 view is there were two major hurdles: One
20 was that dozaplne required a very tedious
21 and slow dose titration that sometimes would
22 take weeks, maybe even months.
23 The other was a side effect
24 called agranulocytosiS, which means a drop in

40 (Pages 154 to 157)
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"outlier" refer to?
A. I'll just read the full

bullet.

1
2
3
4 What I'm assuming that refers
5 to is that in most data distributions, there's
6 a bell-shaped curve. The majority of
7 patients are in the middle of the curve, and
8 then there are two tails of a curve. And as
9 you get further out, those people further away

10 from the median or the mean are considered
11 typicall outliers.
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1 white blood cells. And because of that drop 1 trying to answer.
2 in white blood cells, there was a requirement 2 A. The first part of the bullet
3 to blood monitor for the white blood cells. 3 is the market research, the second part of
4 Q. Okay. And, in fact, it was 4 the bullet that begins with "fact" is what we
5 not just a recommendation, it was an actual 5 know about the data.
6 requirement, was it not, that there be
7 monitoring?
8 THE VIDEOGRAPHER: Excuse me.
9 MR. BOISE: There's a

10 Blackberry renegade here.
11 A. You're correct.
12 Q. Okay. Directing your
13 attention back to the e-mail. Olanzapine,
14 that's referred to next in there in that chain
15 or in that ordering of weight gain,
16 olanzapine is just another name for Zyprexa, 16 Q. If I could direct your
17 correct? 17 attention to the third bullet point from the
18 A. Thars correct. 18 bottom in that market research section. You
19 Q. And then 5eroquel was another 19 state, "Physicians view EPS as something they
20 antipsychotic, second-generation, correct? 20 can address with dose adjustment but not
21 A. Yes. 21 OWe."
22 Q. And risperidone was another 22 Need to get some
23 one as well, correct? 23 translation here.
24 A. Yes. 24 A. Okay.

Page 159 Page 161

1 Q. And this ordering of weight 1 Q. EPS stand for extrapyramidal
2 gain where you say that the weight gain with 2 symptoms?
3 c10zapine is more than Zyprexa which is more 3 A. Extrapyramidal, yes.
4 than 5eroquel which is more than risperidone 4 Q. Okay. can you tell the jury
5 which Is more than traditional neuroleptics, 5 what extrapyramidal symptoms are?
6 was that based on research that Lilly had 6 A. Yes. Extrapyramidal symptoms
7 done? 7 are involuntary movements that are produced
8 MR. BOISE: Object to the 8 by the braditional neuroleptic drugs, and It
9 form. 9 was considered one of the, Iers call it the

10 A. It was based on many 10 scourges of traditional neuroleptic drugs.
11 different lines of evidence, some of what 11 The atypical antipsychotic
12 Lilly did, other investigators. 12 drugs tended not to be aSSOCiated with
13 Q. Okay. But it's fair to say 13 extrapyramidal symptoms, and that was
14 when you talk about -- when this is In the 14 considered to be a very significant
15 market research section of your e-mail, was 15 breakthrough.
16 that market research that was coming back and 16 Q. Okay. The owe thars
17 telling you that was the ordering of weight 17 referenced in that bullet point is the
18 gain or was It actual clinical scientific 18 olanzapine weight change, correct?
19 research? 19 A. Yes.
20 A. The first part of the 20 Q. Okay. So what you were
21 bullet -- 21 saying there, if 1can do the translation,
22 Q. No, the ordering -- 22 was the physicians were viewing
23 A. 1 know. 23 extrapyramidal symptoms as something that
24 MR. BOISE: I think he's 24 they could address Wlth dose adjustment by
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Page 16S

MR, BOISE: Object to the
fonm.
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14 Q. Okay.
15 MR. SUGGS: I've been told
16 that we have about rIVe minutes left
17 on this tape and i~s rtOOI 12:30.
18 You want to break for lunch'
19 MR. BOISE: Yeah.
20 THE V1DEOGRAPHER: Marks the
21 end of tape two of the deposition of
22 Alan Breier. We're off the record
23 at 12:27.
24 (A lunch recess was taken by the

Un ...u... ...._ .•

Page 162

1 either decreasing it or increasing it or I
2 whatever, but that they couldn't adjust the
3 dose to deal with olanzapine weight change?
4 Is that a fair restatement? 4
5 A. Yes, 5
6 Q. Okay. And then in
7 parentheses you say, "Fact: OWC is not dose
8 dependent." Correct'
g A. You've read that correctly.

10 Q. 50 the fact was the same as
11 the perception, correct?
12 A. Yes.
13 Q. Okay. Then you also note
14 that physicians, in the following bullet
15 point that "Physicians want more data," I'm
16 assuming that was based on market research,
17 correct?
18 A. Yes. Each one of the bullets
19 under this section of market research would
20 have been data brought into the company
21 through surveys of physicians from the market
22 research de rtment.
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23 MR. BOISE: Object to the
24 form.

....<'!I'=.-

3 Q. Okay. And we've talked
4 before about the product team. Can you tell
5 the jury with the Pharmacovigilance group is
6 at lilly?
7 A, Pharmacovigilance is our
8 global product safety organization.
g Q. And what is their purpose?

10 A. They have more thzn one, but a
11 primary purpose is to survey the environment
12 generally in the post-launch phase for
13 adverse event.
14 Q. Okay.
15 A. They also do epidemiological
16 studies and other kinds of data analysis and
17 such.
18 Q. And would they also look at
19 continuing data coming in to the company from
20 its own clinical studies?
21 A. Yes.
22 Q. And, in fact, before Zyprexa
23 went on the market, it conducted a number of
24 clinical studies and submitted that data to

43 (Pages 166 to 169)

!'age 169
1 the FDA in order to obtain approval to market
2 the drug here in the U.S., correct'
3 A. Tha~s correct.
4 Q. And am I correct thzt some of
5 those studies were ongoing studies, in other
6 words, that continued after the data was
7 submitted to the FDA originally back in '9S?
8 A. There were studies in the
9 original clinicai program that had a

10 continuation phase, so that particularly for
11 patients who were getting a good response
12 could stay on the drug and more observational
13 data could be gleaned. I don't recall if
14 those studies continued on past the point
15 you're talking about or not.
16 Q. Okay. But we also know from
17 your prior testimony that even after 1996,
18 when Zyprexa was approved for marketing in
19 the U.S., that Lilly began, initiated
20 clinical studies after thzt point in time?
21 A. Oh, most definitely.
22 Q. Okay. And all the data that
23 came in from those studies -- well, let me
24 ask you this: In each of the studies that

Page 167
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parties at this time.)1
2
3
4
5
6
7
8
9

10
11
12
13
14
15
16
17
18
19
20
21
22
23
24

1 AFTERNOON SESSION
2 THE VIDEOGRAPHER: Back on
3 the record. This is the beginning
4 of tape No.2 of the deposition of
5 Dr. Alan Breier.
6 QUESTIONS BY MR. SUGGS:
7 Q. Dr. Breier, we're back from
B our lunch break, and just to refresh your
9 recollection of where we were time wise, the

10 last thing we were talking about, the last
11 exhibit we were talking about was your
12 November 24, 1999, e-mail to Gerhard Mayr and
13 a number of other folks regarding olanzapine
14 weight change.
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1 you did, were there measures of random blood 1 Q. Okay. If, in fact, there
2 glucose taken, to your recollection? 2 were published scientifIC articles pointing
3 A. It was common to collect 3 to a possible association between the use of
4 random glucoses in our clinical trials. 4 Zyprexa and the development of diabetes or
5 Q. Okay. Did you give any 5 hyperglycemia, you would have expected your
6 consideration to using fasting glucose in the 6 pharmacovigilance people to have known about
7 clinical trials? 7 that published literature, correct?
8 A. Yes. 8 A. The scientists at Eli Ully, I
9 Q. Okay. But ultimately, that 9 would say pharmacovigilance scientist working

10 was not done, was it? 10 on Zyprexa, as well as the Zyprexa
11 MR. BOISE: Object to the 11 scientists, would very much likely have been
12 form. 12 aware of published reports on a whole host of
13 A. Yes. 13 safety issues, potential safety issues.
14 Q. I'm not sure the record is 14 Q. In fact, SCientifIC reports
15 clear. Was the fasting blood glucose done in 15 like that are searchable by computer and were
16 any studies or was there just random blood 16 back in the '90s as well, correct?
17 glucose testing done? 17 MR. BOISE: Object to the
18 MR. BOISE: Object to the 18 form. I
19 form. 19 A. I think it would be fair to
20 A. We -- just from a historical 20 say that the majortty of peer-reviewed
21 perspective, the majority of earlier trials 21 publications would be available in certain
22 used randoms. At a certain point in time we 22 search functions.
23 began to collect fastings and then 23 Q. Okay. And you would expect
24 exclusively fastlngs. And I don't recall 24 your pharmacovigilance people to make such

Page 171 Page In

1 exactly when that time point was. 1 searches and to monitor the development of
2 Q. can you give me an 2 the scientifIC literature regarding the
3 approximation of when that transition took 3 safety of Zyprexa; isn't that correct?
4 place? 4 MR. BOISE: Object to the
5 A. It was the early 2ooos, 5 form.
6 2000/2001, somewhere In there. 6 A. Again, we as a scientifIC
7 Q. Okay. And I assume that your 7 group followed the pUblished literature of
8 pharmacovigllance department that's 8 Zyprexa. So my expectation would be that
9 responsible for monitoring the safety of 9 important articles that were published about

10 drugs, they would have had access to the data 10 Zyprexa would be something that we would have
11 from the clinical tnals, correct? 11 most likely been aware of.
12 A. Yes. 12 Q. And if there were Important
13 Q. Okay. And they would have 13 published medical articles regarding the
14 also had access, obviously, to SCientific 14 safety of Zyprexa, Ully Is obligated to not
15 Information that was published In the medical 15 only be aware of those, but also to
16 literature, correct? 16 disseminate that Information to physicians,
17 A. Yes. I? correct?
18 Q. And it was their duty and 18 MR. BOISE: Object to the
19 responsibility to monitor that published 19 form of the question.
20 scientific literature, correct? 20 A. In terms of data that would
21 MR. BOISE: Object to the 21 be disseminated to physicians, it would be
22 form. 22 Important that the data be solid, strong
23 A. That was one of the things 23 methodologically and convey clinically
24 that they did. 24 important information.
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1 And if we felt that there was
2 important clinical information that could
3 help physicians better understand the use of
4 our drug, that would be the kind of
5 information that we would be inclined to
6 include in things like slide sets and things
7 of that nature.
8 Q. And, in fact, it's not Just a
9 matter of whether you're inclined to provide

10 that information, did you understand that
11 Ully had a duty to warn physicians of
12 scientific information relevant to the safety
13 of Zyprexa that was published in the
14 scientific literature?
15 MR. BOISE: Object to the
16 form of the question.
17 A. We had a duty to understand
18 the safety profile of our molecule, to
19 examine data, no matter what source it came
20 from, our own trials or someone else's. And
21 if we found important and scientifically
22 meaningful safety information, we would
23 include that in the communication of the
24 profile of the drug.

1 A. I would say within the last
2 month.
3 Q. In preparation for this
4 deposition?
5 MR. BOISE: Don't answer that
6 question.
7 Q. Did you go back to your files
8 to see this within the last month?
9 A. No.

10 Q. Did someone else show it to
11 you?
12 A. Yes.
13 Q. Okay. Do you know what this
14 is an attachment to?
15 A. No.
16 Q. I'll represent, do you know
17 who Michele Sharp is?
18 A. Yes.
19 Q. She's in the Regulatory
20 Affairs department, correct?
21 MR. BOISE: Was. Object to
22 form.
23 A. I believe she was at this
24 time.

Page 175

23 Q. And when lVas the most recent
24 time you saw it?

Q.
Objection,

_In
1 Q. Okay. And she was part of
2 your Zyprexa Product Team, was she not?
3 A. She had had in her regulatory
4 role responsibilities for Zyprexa.
5 Q. Okay. I'll represent to you
6 that she's testified in her deposition that
7 this particular dOCllment, Exhibit 990, was an
8 attachment to the agenda for the February 21,
9 2000 GPLC meeting. If, in fact, I'm correct

10 as to her testimony, do you have any basis to
11 dispute that?
12 MR. BOISE: Whether you're
13 correct or not?
14 Q. Do you have any basis to
15 dispute that this was an attachment to the
16 agenda for the February 21, 2000 Global
17 Products Labeling Committee meeting?
18 A. I don't know.
19 Q. Did you go to that meeting,
20 by the way?
21 A. No.
22 Q. If you can turn to the second
23 page - fINery page of this dOCllment is
24 stamped "confidential" at the top, correct?
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Page 181

Do you see that language,

MR. BOISE: Object to what
you said.

MR. SUGGS: Did I misstate
the prior testimony?

MR. BOISE: Well, you
confused two points. The record
would seem as though you just read
It literally. What you're saying is
you plugged In those less than and
greater thans to where the boxes
are.

sir?

1 bad<, please?
2 Well, let me withdraw ~.

3 QUESTIONS 8Y MR. SUGGS:
4 Q. Directing your attention
5 within that box, i~s the 'Proposal of the
6 Product Team and PhV: do you see where
7 there's a description of a new statement to
8 be made?
9 A. Yes.

10 Q. Okay. We've had prior tes -
11 there's a little box that appears in that
12 sentence that kind of makes ~ hard to
13 understand what that sentence says, but we've
14 had prior testimony that that sentence there
15 should read random glucose greater than or
16 equal to 160 milligrams per deciliter in
17 patients w~ baseline random glucose less
18 than or equal to 140 milligrams per dedl~er
19 has been occasionally seen in dinical
20 trials.
21
22
23
24

1
2
3
4
5
6
7
8
9

10 MR. SUGGS: Yeah, because we
11 had prior testimony from Dr. Kinon
12 and Dr. Kwong that tha~s -
13 MR. BOISE: I'm not quibbling
14 with that. I'm just saying the way
IS the question read Is as you were
16 reading it literally.
17 Q. Okay. Doctor, just so
18 there's no confusion, we've had prior
19 testimony that those boxes mean greater than
20 or equal to or less than or equal to as I
21 stated In the way I read the sentence. Will
22 you acrept that representation?
23 A. I prefer not to. I'll accept
24 the sentence with the boxes, but I, qu~

14 Q. And your prior testimony was
15 that you would have reviewed and approved any
16 proposed label change that was submitted to
17 the Global Product labeling Committee; Is
18 that correct?
19 MR. BOISE: Object to the
20 form of the question.
21 Mlscharacterizes prior testimony.
22 THE WITNESS: Would you
23 repeat the question?
24 MR. SUGGS: Can you read It
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1 A. Yes.
2 Q. And it says below the
3 confidential stamp in big capitalized letters
4 "Do Not Forward - To be distributed only by
5 Global Operations Labeling Department,
6 Indianapolis," correct?
7 A. Yes.
8 Q. Okay. And is this document
9 from Page 2 on, is this a standard form for

10 proposing a label change at Ully?
11 A. Quite frankly, this does not
12 look like the forms that I'm most familiar
13 with. My experience with GPLC, particularly
14 over the past three or so years, has been to
15 have much more extensive information on
16 submissions to GPLC, where the actual raw
17 data is presented and much more depth than at
18 least what I'm seeing here.
19 Q. Okay. But as you said, that
20 has been your experience over the past three
21 or so years, and this document actually dates
22 back now, seven years, correct?
23 A. Tha~s correct.• •
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1 frankly--
2 Q. Okay, then what do the boxes
3 mean?
4 A. I don't know.
5 Q. Okay. And you won't accept
6 my represent..tion as to what Michele Sharp
7 said those boxes mean?
S A. I guess I have to defer to my
9 counsel. I don't know.

10 MR. BOISE: If you're going
11 to represent that thars what they
12 said and he should assume that as
13 part of his answer without accepting
14 the baseline assumption, accepting
15 your representation, then you can
16 answer the question.
17 A. Then I accept that.
IS Q. Okay. And were you aware
19 that that proposal was being made back in
20 February of 2000?
21 A. I don't recall this specific
22 proposal back in 2000.
23 Q. Okay. Not at all. Okay.
24 Would It be fair to say
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1 that the way -- we t..lked earlier about the
2 process by which proposals for labeling
3 changes were made through the Zyprexa Product
4 Team for submission to the Global Product
5 labeling Committee. 00 you recall our
6 earlier discussion this morning about that?
7 A. I do.
S Q. Okay. And Irs your
9 testimony that you don't have any specifIC

10 recollection of this proposal; Is that
11 correct?
12 A. Thars correct. Proposal
13 from the 2000 time frame.
14 Q. Okay. And would you agree
15 that it would be fair to say that the
16 procedures that you discussed this morning
17 would apply to this particular submission?
IS MR. BOISE: Object to the
19 form.
20 A. I don't recall this specifIC
21 submission, so Irs difficult for me to go
22 beyond that In my answer.
23 Q. Nothing st..nds out In your
24 mind that would say that the procedure that

1 went through, this submission went through,
2 was somehow out of the ordinary or treated
3 differently than other situations from your
4 team; is that correct?
S A. Since I don't recall the
6 submission, I can't attest to the process.
7 Q. Okay.
S A. Excuse me. I can attest to
9 an overall process by which we work with dat..

10 like this, I just can~ attest to this
11 specific analysis.
12 Q. And we already t..lked about
13 that general process earlier this morning,
14 correct?
IS MR. BOISE: Object to the
16 form.
17 A. And the general process that
18 I was referring to was a iterative process, a
19 series of analyses, sort of an evolution
20 of looking at dat.., making sure irs correct,
21 rechecking it, looking at it again, et
22 cetera, until we're satisfied we have it
23 right.• •

Q. And these would be in people
who did not have hypergly<:emia before they
started t..king the drug, cornect?

A. I don~ know that thars the
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20 Q. Well, doesn't, in fact, the
21 new statement that was proposed indicate that
22 these were people whose random glucose was
23 higher after they were treated than before
24 they were treated?

1 A. Well, what this -- in this
2 particular instance, what it indicates was
3 that the random glucoses at baseline were,
4 say, 140, and then the event was captured at
5 some point around 160.
6 Q. So their baseline blood
7 glucose level was lower at the beginning than
8 it was after they took the drug, correct?
g A. On this one measure. But

10 what I was trying to convey with random
11 glucose--
12 Q. I'm sorry, what one measure?
13 A. With this one blood measure
14 at baseline that would Indicate that they
15 were below 140 but the day before they could
16 have been at 160.
17 So what I'm saying and trying
18 to indicate Is that particularly With random
19 giucoses, there's a tremendous amount of
20 variability. And 1 don't think that the
21 baseline starting point for a definition of a
22 treatment-emergent event Is necessarily the
23 critical comJlQnent.•

4 Q. And irs your testimony that
5 you have no recollection of this submission
6 being made to the Global Product lAbeling
7 Committee?
8 MR. BOISE: Objection. Asked
9 and answered.

10 A. During the 2000 time frame, 1
11 do not have a recollection of this analysis
12 or this document.
13 Q. Sir, in your November -- by
14 the way, this label change was never made
15 With thtS language, was it, sir'"
16 A. I can attest that these data
17 did not go Into the label because we learned
1B that these data were not reflecbve of the
19 random glucose Sltuallon of thiS dataset.
20 MR. SUGGS: ObJeclJon,
21 nonresponsive.
22 QUESTIONS BY MR. SUGGS:
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I
9 MR. SUGGS: Sir, you're

10 giving me spin which I'm going to
11 move to strike as nonresponsive. I
12 need a yes or no answer.
13 MR. BOISE: I object to your
14 characterization, sir.
15 MR. SUGGS: I need a yes or
16 no answer.
17 QUESTIONS BY MR. SUGGS:
18 Q. Did your company advise
19 prescribing physicians with the language that
20 was proposed there, yes or no?
21 MR. BOISE: Object to the
22 form of the question. Asked and
23 answered.
24 THE WITNESS: I want to be
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1 very clear --
2 MR. SUGGS: Then say yes or
3 no, sir.
4 THE WITNESS: I am not
5 spinning any data during this
6 proceedings nor have I at any other
7 point.
8 QUESTIONS BY MR. SUGGS:
9 Q. Sir, can you give me a yes or

10 no answer? Did the company tell doctors what
11 was proposed in this label change or not?
12 Irs a simple yes or no question.
13 MR. BOISE: And he's answered
14 your question.
15 MR. SUGGS: No, he has not.
16 He has not.
17 I want a simple yes or no
18 answer.
19 MR. BOISE: The record Will
20 reflect that he has answered it.
21 A. We don't share inaccurate
22 data with clinicians.
23 Q. Sir, did you or did you not
24 tell physicians of that label change that was

1 proposed there by the product team and
2 phanmacovigilance, yes or no?
3 MR. BOISE: Objection, asked
4 and answered.
5 A. We do not share inaccurate
6 data with clinicians.
7 MR. SUGGS: Move to strike
8 the nonresponsive portion.
9 QUESTIONS 8Y MR. SUGGS:

16
17

20 Q. Thank you.
21 By the way, these clinical
22 trials that are referred to there in that
23 middle section where it says "a recent review
24 of random glucose levels of patients in
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1 olanzapine clinical trials revealed that the
2 incidence of treatment-emergent hyperglycemia
3 was three and-a-half times higher than in the
4 placebo group," what clinical trials were
5 those, do you know?
6 MR. BOISE: Object to the
7 form.
8 A. Again, I don't recall this
9 specific analysis. My presumption would be

10 that it would have well likely come from the
11 integrated clinical trial dataset, which is a
12 compilation of multiple trials.
13 Q. And do you know who did the
14 analysis?
15 A. No.
16 Q. Do you know when they did the
17 analysis?
18 A. This partIcular
19 analysis?
20 Q. Yes.
21 A. Presumably the analysls were
22 done prior to 2/21/2000.
23 Q. Do you know how they did the
24 analysis?
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Q. He was a consultant to Ully
before you came to the company, correct?

A. Again, I don't know what his
involvement with the company was prior to me
coming to the company, but I do know that he
was a consultant during the period that I was
In the company.

Q. And is he still consulting
for the company?

A. I don~ believe so.
Q. Do you know when he stopped?
A. No.

1 MR. BOISE: Object to the
2 form. Foundation. Vague.
3 A. I'm not aware of that.
4 Q. Dr. Tollefson said that he
5 couldn't recall who It was that complained
6 about that analysis. Were you aware of
7 anyone on the Global Product Labeling
8 Committee complaining about the analysis?
9 A. No.
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7 Q. In fact, he'd been a
8 consultant to Ully going bad< at least as
9 far as 1995; isn't that correct?

10 A. I'm not certain about that
11 far bad< but it wouldn~ surprise me if he
12 was.
13
14
15
16
17
18
19
20
21
22
23
24
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1 A. You mean in terms of what
2 statistical tests were used?
3 Q. Yes.
4 A. No. In fact, I don't know if
5 this was a statistically significant
6 difference.
7 Q. But you're prepared to say
8 under oath as you did previously that you
9 think that this anaiysis is wrong and

10 incorrect, even though you don't know who did
11 it. When they did it, or how they did it,
12 ies wrong?
13 MR. BOISE: Object to the
14 form of the question.
15 A. Let me give you the answer
16 how I know that. Because what I do know is
17 that additional analyses were done on this
18 very same dataset. That a more thorough
19 analysis was done with more appropriate
20 random glucose cutoffs. The analysis were
21 looked at In several different ways, both
22 continuous and temporary. Those analyses
23 were done very, very, thoroughly. They were
24 taken to GPLC. They were proved. And those

1 were the data that we know are valid.
2 Q. Oh, we're going to talk some
3 more about that data, sir. Lees get back to
4 this proposal here.
5 You said you did not
6 attend that meeting. Was it your custom not
7 to attend Global Product labeling Committee
8 meetings?
9 MR. BOISE: In 2ooo?

10 MR. SUGGS: In 2000.
11 A. I, typically, did not Intend.
12 Q. Were you informed that after
13 that Global Product labeling Committee
14 meeting that someone on that committee let
15 your·- by the way, Dr. Tollefson was your
16 boss at that time, was he not?
17 A. 2000? I believe so.
18 Q. Okay. Were you Informed that
19 after that Global Product labeling Committee
20 meeting, someone on that committee let your
21 boss, Dr. Tollefson, know that they were
22 concerned about this analysis which found a
23 three and-a-ha~ times higher Incidence of
24 treatment-emergent hyperglycemia?
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I
6 Q. Do you recall who else was at
7 that seminar where Dr. casey said that
8 18 percent of the people who use Zyprexa
9 after four months had diabetic blood levels?

10 A. I don't recall, sitting here
11 at this moment, who else was at the seminar.
12 Q. Okay. The very term
13 ·seminar" makes me think, and I could be
14 wrong, that there was a group of people
15 there. Is that a fair assessment?
16 A. I think thats a fair
17 charactertzation.
18 Q. And would you have expected
19 the majority of people from the Zyprexa
20 Product Team to be there?

Page 198

ConOOt::1,........ _

1 to there Is the American Diabetes
2 Association, correct?
3 A. Yes.
4 Q. Okay. And so In this review
5 of charts that Dr. casey did of patients who
6 had normal fasting glucose levels before they
7 started using Zyprexa, 18 percent of them had
8 fasting glucose levels that exceeded the
9 crtterta for diabetes after they had used it

10 for at least four months; Is that correct?
11 A. You are reading this
12 correctly.
13 Q. Okay. Now, did Dr. casey
14 undertake that chart review on his own or was
15 this part of a study that was being conducted
16 by Lilly?
17 A.

1 Q. Okay. That seminar thats
2 referred to there at Ully at the end of
3 1999, did you attend that seminar?
4 A. Yes.
5 Q. Okay. And I assume Dr. casey
6 was, must have been invited to come and give
7 a presentation, correct?
8 A. I invited him.
9 Q. Okay. And at that seminar,

10 according to this document, "He," referring
11 to Dr. casey, "performed chart review of 136
12 veteran patients who had been exposed to
13 olanzapine therapy for at least four months,
14 average of 1.4 year. Of the 39 patients who
15 had normal fasting glucose levels before
16 olanzaplne therapy, seven, or 18 percent, had
17 fasting glucose levels of 126 milligrams per
18 deciliter or higher during olanzapine
19 therapy." And then in parentheses it says,
20 "threshold that met the 1998 ADA diagnostic
21 crtteria for diabetes."
22 Do you see that language'
23 A. I do.
24 Q. And the ADA that's referred
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1 phenomena. You're correa, .1,.::1 ........ • _

2 to diabetes.
3 Q. Okay. And then another
4 change that was made to the labeling was that
S there was an addition In the adverse reaction
6 section of the labeling, in the
7 post-introduction reports part of the label,
8 inclusion of diabetic coma. 50 that that
9 section then read, "Adverse events reported

10 since market introduction which were
11 temporally but not necessarily causally
12 related to Zyprexa therapy include the
13 following: Diabetic coma and priapism,"
14 correct?
IS A. Yes.
16 Q. And priapism is another
17 condition that has nothing to do with
18 diabetes, correct?
19 A. Correct.
20 Q. Okay. Priapism is
21 involuntary sustained erection, correct?
22 A. Correct.
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8 Q. And could you read that into
9 the record, please?

10 A. The-
11 MR. BOISE: What, the entire
12 section?
13 MR. SUGGS: Sure.
14 MR. BOISE: You can read.
IS can read.
16 MR. SUGGS: Well, the jury
17 might want to hear it.
18 MR. BOISE: Why don't you
19 read It in?
20 ~IR. SUGGS: 0, I'd rather he
21 read It In. Would you please read
22 it Into the record. Sir?
23 MR. BOISE: Is It a question?
24 MR. SUGGS: Irs a request.

_____PageLJU

18 Q. Okay. Now, one of the things
19 that this label change did had to do with the
20 neuroleptk malignant syndrome. And that has
21 really nothing to do With the iSSue of
22 diabetes. Would that be a fair
23 characterizatIOn?
24 A. It's an important safety
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MR. BOISE: Object to the
form of the question. Lack of
foundation.
A. I'm going to have to go

through again and look at these comparisons.
No, I guess the very last

line shows a differen<:e of 1 percent
oianzapine versus .4 percent w~h placebo.
So, technically, 1 guess thats a two
and-a-half times differen<:e, although very
small.

8 Q. certainly no language in
9 there would indicate to the physicians that

10 the inciden<:e of treatment-emergent
11 hyperglycemia in Zyprexa users was three
12 and-a-half times higher than placebo users,
13 correct?
14
15
16
17
18
19
20
21
22
23
24

Page 206
1 Would you please read that Into the
2 record, sir.
3 A. "In the olanzapine clinical
4 trial database, as of september 30, 1999,
5 4,577 olanzapine-treated patients
6 representing approximately 2255 patient-years
7 exposures, and 445 placebo-treated patients
8 who had no history of diabetes mellitus and
9 whose baseline random glucose levels were

10 140 milli9rams per deciliter or iower were
11 Identified. Persistent random glucose levels
12 greater than or equal to 200 milligrams per
13 deciliter, suggestive of possible diabetes,
14 were observed in 0.8 percent of
15 olanzaplne-treated patients, placebo
16 0.7 percent. Transient, Le., resolved while
17 the patients remained on treatment, random
18 glucose levels greater than or equal to
19 200 milligrams per deciliter were found in
20 0.3 percent of olanzaplne-treated patients,
21 placebo 0.2 percent. Persistent random
22 glucose levels greater than or equal to
23 160 milligrams per deciliter but less than
24 200 milligrams per deciliter, possibly

15
16
17
18
19
20
21
22
23
24

Page 2fJ7

hyperglycemia, not necessarily diabetes, were
observed In 1.0 percent of olanzapine-treated
patients, placebo 1.1 percent. Transient
random glucose levels greater than or equal
to 160 milligrams per deciliter but less than
200 milligrams per deciliter were found In
1.0 percent of olanzapine-treated patients,
placebo 0.4 rcent."

MR. BOISE: Object to the
form of the question. You took the
time to have him read the whole
thing verbatim into the record.

MR. SUGGS: Counsel, state
objection to the form of the
question.

MR. BOISE: I do object to
the form.

MR. SUGGS: Fine.

1 Q. And that was referring to
2 transient random glucose levels, correct?
3 MR. BOISE: Object to form.
4 A. Yeah.
5 Q. Okay. Who was ~ w~in

6 Lilly that signed off on the final language
7 of this label change?
8 MR. BOISE: Object to the
9 form of the question.

10 A. GPLC.
11 Q. Okay. And do you know who it
12 was that headed the -- who the members were
13 of the GPLC was at that time?
14 A. I beiieve Mike Clayman,
15 Dr. Clayman was the chair, but I'm not
16 100 percent positive.
17 Q. Okay. And would thiS
18 language have been reviewed and approved by
19 you first before it was submitted to the
20 GPLC?
21 A. I was aware of the
22 submission.
23 Q. Old you reY1ew and approve It
24 before it went to the GPLC?
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science, review the articles and rnake
critiques or reviews of the article thars
been submitted. Isn't that how the process
works?

A. I think thars a reasonable
descri tion.

Manuscript No. 5380 entitled
Incidence and Rate of
Treatment-emergent Potential Glucose
Impaired Glucose Tolerance (Igt) and
Potential Diabetes with Olanzapine
Compared to Other Antipsychotic
Agents and Placebo by Charles M.
Beasley, Jr., Kenneth Kwong, Paul H.
Berg, Cindy C. Taylor, Jamie
Dananberg and Alan Breier.

QUESTIONS 8Y MR. SUGGS;

13 Q. Okay. And were you provided
14 with these comments bad< in November of 2ooo?
IS A. Yes.
16 Q. Okay. And did you review
17 this document recently'
18 THE WITNESS; This document'
19 MR. SUGGS; Yes.
20 A. No.
21 Q. Okay. If I could direct your
22 attenlJon to the first paragraph. 8y the
23 way, there are several reviewers commenlS
24 here, correct'
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14
15•17 Q. Okay. And do you recall
18 getting this -- well, let me bad< up for a
19 second. You used the term "peer-reviewed
20 journal." A peer-reviewed journal is one in
21 which articles are submitted for publication
22 and the scholarly journal then has anonymous
23 reviewers, who are considered peers of the
24 authors who are engaged in that area of

Page 210
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A.

MR. SUGGS; Let me show you
what's been preViously marked as
Plaintiff's Exhibit 1440.

(Whereupon, Plaintiff's
Exhlbit(s) 1440, previously
marked, was presented to the
witness.)
MR. SUGGS; For the record,

this Is a November 3, 2000, fax from
"8101ogical Psychiatry" referring to

P.21l
considered technically a publication if there
were publication of the proceedings, which is
typically the case.

I recall it was also
submitted to a peer-reviewed journal and not
accepted for ublication.

IS
16
17
18
19
20
21
22
23
24

16 Q. And, in fact, you were the
17 most senior per>on at Lilly that was iisted
18 as an author; isn't that correct?
19 A. I don't recall the other
20 authors in addition to Charles.
21 Q. Do you recall that the paper
22 was never actually published?
23 A. I recall It being presented
24 at scientific meetings, which would be
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_21. _21.
1 A. There were three. 1 Q. And then in the sec:nnd
2 Q. And they're, actually, 2 paragraph, the reviewer says, "The
3 referred to as referees, correct? 3 introduction is scholarly and complete." It
4 A. Thars correct. 4 goes on to say, "The importance of this study
5 Q. And the first referee starts 5 thus rests with its ability to compare the
6 off by saying, 'The authors present the 6 incidence and rate of treatment'emergent IGT
7 results of a comparison of nonfasting glucose 7 or impaired glucose tolerance or diabetes
8 measures among patients treated with 8 during treatment with various atypical
9 olanzapine, placebo, and comparator 9 antipsychotics versus typicals and placebo."

10 antipsychotics from the Lilly clinical trial 10 Thars what he saw as the
11 database. This is a welcome and important 11 importance of the study, correct?
12 study since concerns have been raised 12 MR. BOISE: Object to the
13 regarding the propensity of olanzapine and 13 form.
14 other atypical antipsychotics, except 14 MR. SUGGS: I'm not sure if
15 ziprasidone, to cause glucose intolerance. 15 you answered.
16 The authors also examined risk factors for 16 THE WITNESS: I'm just
17 glucose intolerance including age, body 17 rereading the sentence.
18 weight, and increase in adiposity during 18 A. Yes.
19 treatment." 19 Q. And then in his final
20 And glucose intolerance, is 20 paragraph of this, the first reviewer says,
21 that a precursor of diabetes or is that the 21 "My only concern regarding the methods of the
22 actual condition itself? 22 study and thus what interpretation of their
23 A. It is hypothesized to be in 23 results, is whether the data were biased
24 the mechanistic pathways. 24 towards short-term studies of insuffICient

Page 215 _217
1 Q. And so if irs in the 1 duration to detect the effect the authors
2 mechanistic pathway, that would indicate if 2 were examining. This Is especially relevant
3 somebody has glucose intolerance, that means 3 to the estimates obtained for patients
4 they are on the road to diabetes? 4 receiving placebo. It would be very helpful
S MR. BOISE: Object to the 5 to know how many of the 6,374 patients in the
6 form. 6 database were actually in treatment trials
7 A. Again, my understanding is 7 beyond eight weeks.·
8 that this Is a hypothesized mechanism. 8 00 you see that language,
9 Q. Okay. And apparently there 9 sir?

10 had already been concerns raised by this 10 A. I do.
11 point, November of 2000, regarding the 11 Q. And, in fact, most of the
12 propensity of Zyprexa to cause that glucose 12 patients from that database were not actually
13 Intolerance at least according to this 13 in treatment trial beyond eight weeks; isn't
14 referee, correct? 14 that correct?
15 MR. BOISE: Object to the 15 MR. BOISE: Object to the
16 form. 16 form.
17 A. It says since concerns have 17 A. I don't recall the duration
18 been raised. 18 of the trials. This represents, what are we
19 Q. Okay. Concerns have been 19 saying, over 6,000 patients. I know in the
20 raised about the propensity of olaOlapine and 20 clinical trial dataset there was a wide range
21 other atypical antipsychotics except 21 of trials that spanned weeks to months to
22 zlprasidone to cause glucose Intolerance, 22 years. So there was quite a lot of
23 correct? 23 variability in the duration of the trials.
24 A. Thars what It says. 24 Q. If Or. Kwong has testified
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MR. BOISE: Object to the
form.

Page 221

MR. BOISE: You misspoke.
MR. SUGGS: On what word?
MR. BOISE: Intolerance.
MR. SUGGS: What did I say,

'glucose tolerance"?
MR, BOISE: I heard "tolerance'

but the record will speak.
MR. SUGGS: You're right. I

did misspeak.
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I don't want to read the
whole thing again.

MR. BOISE: You did it so
well almost.

QUESTIONS BY MR. SUGGS:

Page 219
the authors of this study, which one of you
was more involved in knOWing the details of
the patients who were included as, in this
analysis?

MR. BOISE: Object to the
form.
A. That would be me.
Q, Okay. But you dont have any

recollection as to how many were actually In
treatment trials beyond eight weeks, correct?

A. I don't recall now. I'm
remembering that there couid be as many as 70
to 80 different trials conducted all over the
world --

Q. But you don't know the
percentage? 16

A. But I couldn't tell you at 17
this time sitting here today what percent
were in eight weeks or less.

GoIkow TechnoIog,es, Inc. - l.B77.370.DEPS
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1 that most of the patients were not actually
2 in treatment trials beyond eight weeks, would
3 you dispute his testimony?
4 MR. BOISE: Again, he's
S making the representation that
6 thaes what Dr. Kwong said.
7 A. Again, I'll stand by my
8 answer. My recollection is that there was
9 quite a diversity of duration of trials from

10 weeks to months to years.
11 Q. Were you or Dr. Kwong more
12 closely involved in the collection of the
13 data thaes referred to in this study?
14 A. When you talk about
IS 'collection of data,' that implies designing
16 dinical trials, running dinical trials, and 16
17 assimilating the data. 17
18 MR. SUGGS: Let me restate 18
19 the question. 19
20 MR. BOISE: Let him finish 20
21 the answer. 21
22 A. Kenneth Kwong would not have 22
23 been involved in any of those activities. 23
24 Q. Between you and Dr. Kwong as 24
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1 Q. You had considerable 1 Q. And, in fact, at some point
2 skepticism expressed about the results of 2 after this, Ully switched from random giucose
3 this analysis by other consultants to the 3 blood testing to fasting blood giucose
4 company, did you not? 4 testing, correct?
5 A. I would characterize that 5 A. Thars correct.
6 most people who saw the data found it very 6 Q. And thars because, in fact,
7 helpful. This was a unique dataset of over 7 random glucose values are an insensitive
8 6,000 patients in controlled trials. Just 8 methext for assessing glucose tolerance,
9 comparing it to the casey report of a very 9 correct?

10 small, retrospective, poorly-controlled 10 MR. BOISE: Object to the
11 dataset. 11 form of the question.
12 It were these kinds of 12 A. There are strengths and
13 studies, the casey report, that were in the 13 weaknesses to both approaches.
14 public domain that were not terribly 14 Q. If I could direct your
IS informative. And we felt that we had a 15 attention to the second point there it
16 unique set of data, a one-of-a-kind in terms 16 states, "Most of the values were, probably,
17 of quality and length, numbers of exposures. 17 drawn during the first three months of each
18 And most of the Input I 18 trial. It would be helpful to know the
19 received on this data was quite laudatory and 19 number of samples in each condition that were
20 positive. In fact, we not only submitted 20 coliected during the later stages of the
21 this data to the FDA, but we submitted it to 21 trials,"
22 regulatory bodies worldwide, and it's in the 22 And, sir, in fact, most of
23 European iabei today. So those scientists 23 the values, the blood samples were drawn
24 looked at it and found it qUite heipful and 24 during the first three months of each trial;

Page 223 Page 225

1 meaningful. 1 isn't that correct?
2 MR. SUGGS: Move to strike as 2 A. I dont know if thars the
3 nonresponsive. 3 case.
4 QUESTIONS BY MR. SUGGS: 4 Q. If Dr. Kwong has testified
5 Q. Do you recali that outside 5 that thars correct, would you have any basis
6 consultants to the company in a meeting of 6 to dispute that?
7 October 2000 informed the company that they 7 A. I wouid prefer to rely on my
B were highly skeptical of these findings? 8 own answer here,
9 A. Not qUite sure what you're 9 Q. And your own answer is you

10 referring to. 10 don't know?
11 Q. All right. We'li come back 11 A. I don't recall.
12 to that. 12 Q. Okay. The third point raised
13 If I could direct your 13 there by this reviewer was, "Many of the
14 attention to the following page. This is 14 early studies of olaOlaplne were biased
IS comments from another reviewer, And the 15 toward low doses of the drug. Since there's
16 first numbered comment there the reviewer 16 a consensus that most patients require
17 says, ''The authors do not adequately 17 10-milligram or more of oianzapine, it would
18 emphasize how crude their method is for 18 be helpful to know if there is a dosage
19 finding an effect. Random glucose values 19 effect on glucose tolerance.·
20 represent an insensitive method for assessing 20 Do you see that language?
21 glucose tolerance." 21 A. Yes.
22 Do you see that language, 22 Q. And, in fact, many of the
23 sir? 23 early studies of olanzapine did use low doses
24 A. Um-hum. 24 of the drug; is that correct?

57 (Pages 222 to 225)

GoIkow Technologies, Inc. - 1.877.370.DEPS



Confldentlal- Subject to tTUu:....u ..... _. __

Page 226 Page 22S
1 MR. BOISE: Objection to the 1 A. I don't know that I would
2 form. 2 agree with that, that definition. A Type 11
3 A. 10 milligrams is the 3 error is a statistical concern when there's
4 recommended starting dose and an adequate 4 multiple comparisonsl and it could lead to an
5 dose for the majority of patients. 5 inaccurate understanding of the data.
6 Q. No. This reviewer is saying 6 Q. Okay. And this reviewer is
7 many of the earlier studies of olanzapine 7 saying this is critical informatiOn, and that
8 were biased towards low doses of the drug, in 8 if i~s not done right, it could lead
9 other words, doses lower than 10 milligrams. g cJinidans to underestimate a sertous drug

10 In fact, that is the case, isn't it, sir? 10 risk, correct?
11 A. I don't know that I would 11 A. You're reading the words on
12 agree with that. 12 this page. I can tell you that the analysis
13 Q. You just don't know one way 13 were done properly.
14 or the other? 14 Q. Okay. Well, and this
15 A. Again, sitting here today, I 15 reviewer is saying because the anafyses were
16 don't remember those aspects of the 16 done by the drug's manufacturer, it would be a
17 methodology of these particular analyses. I 17 good idea, in fact, he says, "important to have
18 do know that our major Phase 3 triais span 18 an independent analysis of the findings." Do
19 doses of 2.5 milligrams up to over 19 you see that language, sir?
20 17 milligrams with the mean doses being in 20 A. I do.
21 the 10-milligram range. 21 Q. And do you recall that
22 So my knowledge of the Phase 22 outside consultants in October of 2000, just
23 3 trials, the clinical trial sets for certain 23 a month before this, also recommended that
24 trials that occur since registration, 24 there be an independent analysis of that

Page 227 Page 229

1 10 milligrams would have been the dose most 1 data?
2 commonly used during those clinical trials. 2 A. It was recommended that there
3 Q. Sir, if I could direct your 3 be an independent analysis of these data. We
4 attention to the fourth item there, he states, 4 obtained external experts to come in to do
5 'This study Is Important since there 5 those independent analyses and those
6 Is relatively little controlled data In this 6 Independent analyses confirm the findings.
7 area. At the same time It Is a stUdy with a 7 Q. Those Independent analyses
8 good deal of commercial Interest and a study 8 that you're talking about referred to
9 that was designed and the data was analyzed 9 analyses of continuous data, correct?

10 by olanzapine's manufacturer. For this 10 A. categorical.
11 reason It would be important to have an 11 Q. Well, when there was a later
12 Independent analysis of the findings. If 12 analysis of continuous data, it was found that
13 there Is a Type 11 error In these findings 13 the blood glucose was elevated in the Zyprexa
14 this could lead clinicians to underestimate a 14 users as compared to haloperidol and placebo
15 serious drug risk." 15 subjects, correct?
16 Do you see that language, 16 A. Le~s be clear about what was
17 sir? 17 done and what was found. This paper was
18 A. I do. 18 about categorical analysis. When you're
19 Q. And the Type II error that 19 using random glucoses, because they are so
20 he's referring to is a type of scientific 20 sensitive to food effects, categorical
21 error In which no difference Is found, or 21 analysis could be argued as being the
22 pardon me, no difference Is detected even 22 superior approach. They're clearly more
23 though there is, in fact, a real difference. 23 clinically meaningful than continuous
24 Isn't that what type 11 error is? 24 analysis. These analyses were done for that
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1 reason as categorical analyses. Those 1 deposition of Dr. Breier. We're oft
2 categorical analyses were reviewed by 2 the record at 2:36.
3 independent analysis, and the exact same 3 (At this time, there
4 categorical analyses that we're talking about 4 was a brief recess taken,
5 here were confirmed. 5 after which the following
6 In addition, we got in 6 proceedings were had:)
7 consultation that suggested we look at 7 THE V1DEOGRAPHER: Back on
8 continuous analyses as well. We took that 8 the record. It is 2:56, and this is
9 external advice. We did the continuous 9 the beginning of tape four of the

10 analyses. There were differences between 10 deposition of Dr. Breier.
11 Zyprexa and placebo and Haldol, not between 11 QUESTlONS BY MR. SUGGS:
12 risperidone, and significantly lower than 12 Q. Dr. Breier, do you recall
13 clozapine. But those differences were very 13 that earlier today we talked briefly about a
14 small. They were not clinically meaningful. 14 federal oourt of appeals decision in August
IS And given the fact that these are nonrandoms, 1S of 2000 that ruled that Ully's patent on
16 those analyses are not as informative. 16 Prozac would expire in 2000 instead of 2oo3?
17 MR. SUGGS: Move to strike 17 MR. BOISE: Object to the
18 the nonresponsive portion. 18 form.
19 QUESTlONS BY MR. SUGGS: 19 THE WITNESS: Was it 2000 or
20 Q. Sir, I've mentioned several 20 2001? The hearing came in 2000 but
21 times some meetings that you had with outside 21 wasn't the expiration 2001?
22 consultants in October of 2000, and I'm going 22 MR. SUGGS: Let me restate
23 to go into those in some detail, but before I 23 the question.
24 do that, I want to talk about -- well, first 24 QUESTlONS BY MR. SUGGS:

Page 231 Page 233

1 of all, let me make absolutely sure. With 1 Q. Do you recall that in that
2 respect to this article that was submitted to 2 federal court of appeals decision, which was
3 "Biological Psychiatry," it was, in fact, 3 in August of 2000, that it held that Ully's
4 rejected and not published in that journal; 4 patent would expire in 2001 rather than 2003?
5 Is that correct? S A. Yes.
6 A. Thars correct. 6 Q. Okay. And that legal
7 Q. And it was not published in 7 decision had a profound impact on Ully's
8 any other peer-reviewed journal, was it? 8 stock value; isn't that oorrect?
9 A. These analysis were presented 9 MR. BOISE: Object to the

10 at a number of scientific meetings and were 10 form.
11 published in the proceedings of those 11 A. I don't recall what happened
12 meetings. 12 to the stock at that time.
13 The data then, again, were, 13 Q. Did you own stock in Ully
14 external consultants were brought In. The 14 back in August of 2ooo?
15 data were reanalyzed with oontinuous and 15 A. Yes.
16 categorlcals, and those data, as well, were 16 Q. Okay. Do you recall what the
17 presented at scientific meetings and 17 approximate value was at that time?
18 published In those proceedings, but not In a 18 A. No.
19 peer-reviewed journal. 19 Q. Okay. Let me hand you a
20 MR. BOISE: Take five, David, 20 document that I've printed out from the Wall
21 If you're done with the document? 21 Street Journal on line charting the Eli Ully
22 MR. SUGGS: Sure. 22 stock between August 1, 2000 and October 10,
23 THE V1DEOGRAPHER: This rnarks 23 2000. And it purports to show that beginning
24 the end of tape three of the 24 in as of August 1, the stock value for -
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1 pardon me -- the value of Ully stock was in 1 the middle of the paragraph, well, actually
2 excess of $105, and that it plunged, almost 2 start at the second sentence. It says, "In
3 fell off the table, from that $105 value down 3 August of 2000, a U.S. court of appeals ruled
4 to about $75. 4 that the company would have to cede its
5 Do you see that, sir? 5 Prozac patent in 2001 rather than in late
6 A. I do. 6 2003, more than two years earlier than
7 Q. And does that refresh your 7 expected. After news of the ruling, Ully's
8 recollection that Ully's stock plunged by 8 stock plunged by almost one-third in a day to
9 almost a third in one day? 9 $75 wiping out $36.8 billion in equity."

10 MR. BOISE: Object to the 10 Do you see that language,
11 form of the question. 11 sir?
12 A. I still don't have a 12 A. I do.
13 recollection of the stock back at that time. 13 Q. Does that refresh your
14 Q. Okay. If I could direct your 14 recollection that the UJIy stock plunged
15 attention back to Exhibit 9070. 15 precipitously on that day following the
16 MR. BOISE: Yeah, did you 16 ruling by the court of appeals that the
17 mark this? 17 Prozac patent would expire in 2001 rather
18 MR. SUGGS: You know what, I 18 than 2oo3?
19 didn't, and I meant to. Le~s mark 19 A. I'm not disputing the drop in
20 that Wall Street Journal stock chart 20 the stock that occurred. I'm just not having
21 as Breier Exhibit 3. 21 a recollection of the stock at that time,
22 (Whereupon, Deposition 22 what it was, what happened to it during that
23 Exhiblt(s) 3 duly received, 23 day. I'm not quibbling with the data.
24 marked and made a part of the 24 Q. If I could direct your

Page 235 ...... 237

1 record.) 1 attention to Page B on that Exhibit 9070.
2 THE WITNESS: Okay. 2 A. Um-hum.
3 QUESTIONS BY MR. SUGGS: 3 Q. On the top paragraph in the
4 Q. And if I could direct your 4 first full sentence, it says, "When the Prozac
5 attention back to Exhibit 9070, that was the 5 patent expired a year later In August 2001,
6 Kellogg Graduate SChool of Management 6 80 percent of U.S. patients who used the drug
7 article. 7 switched to the cheaper generics making
8 THE WITNESS: I'm not sure I 8 prozac the biggest selling drug ever to corne
9 stili have my copy. 9 off patent. sales of the molecule dropped

10 MR. SUGGS: I hope so. Has 10 faster than the company had expected and by
11 Mr. Boise been pilfering your 11 the fourth quarter 2001 sales declined
12 collection there? 12 66 percent. This brought the total sales for
13 MR. BOISE: I object. 13 the year down 23 percent to $2 billion."
14 MR. SUGGS: To the statement 14 Do you see that language,
15 of the truth? 15 sir?
16 MR. BOISE: To your statement 16 A. Yes.
17 period. Mhough there is a copy In 17 Q. And is that an aCOJrate
18 front ofme. 18 statement of what happened with Ully sales
19 MR. SUGGS: Actually, there's 19 after the Prozac patent - pardon me - when
20 two copies in front of you, I'm 20 the Prozac patent expired?
21 assuming one was the witness's. 21 A. I don't have a precise
22 QUESTIONS BY MR. SUGGS: 22 recollection of these figUres. Again, I'm
23 Q. If I could direct your 23 not quibbling, though, with the data.
24 attention to Page 7, bottom paragraph, about 24 Q. Okay. The folklwing
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-"'"1 paragraph slates, "Anticipating the 1 QUESTIONS BY MR. SUGGS:
2 challenges that the Prozac patent loss would 2 Q. Sir, was there more than one
3 undoubtedly bring, the company ensured that 3 Zyprexa Product Team?
4 it had a comprehensive plan in place to 4 A. No.
S create and capitalize on other opportunities. S Q. You were the head of the
6 The company increased its support for fIVe 6 Zyprexa Product Team in July of 2001, were
7 medications that became the primary sources 7 you not?
8 of growth in recent years." It says, "See 8 A. Yes.
9 the Exhibit S. Zyprexa, which is used to 9 Q. And do you recall that there

10 treat schizophrenia and bipolar disorder 10 was an off-site meeting on July 25, 2001 to
11 reached sales of 3.1 billion in 2001, making 11 discuss Zyprexa?
12 it both the first Lilly product and the first 12 A. No.
13 product for treating mental illness to 13 Q. If I could direct your I

14 achieve over $3 billion in sales." 14 attention to Page 5. The title of this slide
15 Is that an accurate 15 Is "Straight Talk - Whars at Stake. The
16 description, sir, of the sa~ of Zyprexa? 16 company is belting the farm on 2yprexa. The
17 MR. BOISE: You were off 17 ability of Ell Lilly to remain Independent
18 three words there. 18 and emerge as the fastest growing pharma
19 A. It rings true. 19 company of the decade depends solely on our
20 Q. It also goes on to point out 20 ability to achieve world dass
21 that, "During the second quarter of 2002, 21 commercialization of Zyprexa. If we succeed,
22 Zyprexa worldwide sales Increased 23 percent 22 Zyprexa will be the most successful
23 to $907 million for that quarter ahead of 23 pharmaceutical product ever. We will have
24 analyst estimates." 24 made history."

_239 Page 241

1 Old I read that correctly? 1 Do you recall attending
2 A. Yes. 2 that meeting, sir, where that slide was
3 Q. And does that Indicate that 3 shown?
4 the marketing of Zyprexa was Intense during 4 MR. BOISE: Object to the
5 that period? 5 form.
6 A. I don't recall there being 6 THE WITNESS: Let me take a
7 any change In how we approached Zyprexa from 7 moment and review the document.
8 before the Prozac expiration to after the 8 Thank you, what was your
9 Prozac expiration. 9 question?

10 Q. Sir, Isn't it true that Lilly 10 QUESTIONS 8Y MR. SUGGS:
11 was betting the farm on Zyprexa? 11 Q. My question was, do you recall
12 A. I don't know what you mean by 12 attending a meeting where thiS slide was shown?
13 that. 13 A. I don't have a recollection
14 MR. SUGGS: Well, let me show 14 of this particular meeting.
15 you whars been previously marked as 15 Q. What does it mean when it
16 Plaintiff's Exhibit 8584. 16 says "the company is belting the farm on
17 (Whereupon, Plaintiff's 17 Zyprexa?"
18 Exhlbll(s) 8584, previously 18 A. I have no idea.
19 marked, was presented to the 19 Q. What does it mean when it
20 witness.) 20 says "the ability of Ell Lilly to remain
21 MR. SUGGS: For the record, 21 Indepenclent and emerge as the fastest growing
22 this Is a PowerPoint presentation 22 pharma company of the decacIe depends solely
23 entitled "Zyprexa Product Team 23 on our ability to achieve world class
24 Off-site July 25, 2001." 24 commercialization of Zyprexa"?
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1 A. Again, I'm not familiar w~h 1 Federal Court of Appeals regarding the Prozac
2 this slide. 2 patent was on August 9, 2000. I'll represent
3 MR. F1BIQi: Objection, 3 that fact to you, okay?
4 nonresponsive. 4 A. Urn-hum.
5 MR. BOISE: let him finish 5 Q. Sir, the next document I'm
6 his answer. 6 going to show you is dated not on the face
7 A. That sounds like a bit of an 7 of the document but on the database that
8 overstatement. 8 Lilly produced to us of August 22, 2000,
9 Q. What does ·world class 9 which would have been about two weeks after

10 commercialization of Zyprexa" mean? 10 the Federal Court of Appeals' ruling on the
11 A. Again, I don't know who 11 Prozac patent.
12 constructed these slides. I don't recall the 12 MR. SUGGS: And this Is
13 meeting. I don't know what was in the mind 13 Plaintiff's Exhibit 8479.
14 of the person who constructed these slides. 14 (Whereupon, Plaintiff's
15 MR. F1BlCH: Objection, 15 Exhibit(s) 8479, previously
16 nonresponsive. 16 marked, was presented to the
17 Q. I'll represent to you, sir, 17 w~ess.)

18 that the database that Lilly produced to us 18 MR. SUGGS: And for the
19 for this document shows that it came from the 19 record, the title of this document
20 files of Denice Torres. She reported to you 20 is 'Zyprexa - Primary (are Strategy
21 in the Zyprexa product team, did she not? 21 and Implementation Overview"
22 A. In '01, yes. 22 MR. BOISE: Dave, what was
23 Q. Sir, am I correct that after 23 the date you represented'
24 Lilly suffered the shock of losing the patent 24 MR. SUGGS: The database

Page 243 Page 245

1 on Prozac earlier than expected it decided to 1 shows irs August 22, 2000.
2 expand the marketing of Zyprexa to primary 2 I'll also represent to you
3 care physicians? 3 that the database shows that this
4 MR. BOISE: Object to the 4 document came from the files of Mike
5 form of the question. Foundation. 5 Bandick.
6 A. I'm going to have to 6 THE WITNESS: Okay, I've
7 challenge it, the framing of your question. 7 looked at the document.
8 I don't recall the company experiencing a 8 QUESTIONS BY MR. SUGGS:
9 shock. My recollection Is that the patent 9 Q. Do you recognize the

10 expiration, we knew the patent expiration was 10 document, sir?
11 coming. It came earlier than expected and II A. No.
12 that there were plans In place to do that. 12 Q. Okay. Do you know who
13 Again, I don't recall there 13 Michael Bandlck was?
14 being any change In the approach to Zyprexa 14 A. Yes.
15 from before the patent expiration to after 15 Q. Okay. And who was he'
16 the patent expiration. 16 A. Lilly employee. I believe
17 Q. Sir, the sharp precipitous 17 hiS level was maybe director in marketing
18 stock drop as renected In Exhibit 3 was 18 at the time of thIS e-mail or this message
19 certainly a shock to the company, wasn't it' 19 August 2000, was working In the U.S.
20 A. Again, I woukln't 20 Affiliate.
21 characterize It that way. I don't want to 21 Q. Okay. And thIS document
22 trlvlali2e it, but I'm Just not resonating 22 notes in the initial section there,
23 with the way you're framing it. 23 ·Background: Following several months of
24 Q. Sir, the decision by the 24 study by the U.S.A. Zyprexa Brand Team, the
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1 affiliate approved the recommendation that 1 not viewed as PCP-treated conditions. So
2 Lilly actively promote Zyprexa to selected 2 there's not a specific indication for Lilly
3 current primary care prescriber targets." 3 reps to promote in the PCP segment."
4 Do you see that language, 4 Do you see that language,
5 sir? 5 sir?
6 A. I do. 6 A. I do.
7 Q. And were you aware of that 7 Q. And, in fact, the only
S decision? S indications for Zyprexa bad< in 2000 were for
9 A. I know there was a launch 9 schi20phrenia and the acute maniC phase of

10 into primary care. 10 bipolar disorder; is that correct?
11 Q. And, in fact, you supported 11 A. Thors correct.
12 that launch, approved it, did you not, sir? 12 Q. There were no secondary
13 A. I was not asked to weigh in 13 indications?
14 or to approve. The decision to go into 14 THE WITNESS: Meaning?
IS primary care would have been an IS MR. SUGGS: Well, the memo
16 affiliate-based decision. 16 says Zyprexa's primary indications,
17 Q. Okay. You certainly assisted 17 schizophrenia and bipolar. 1guess
IS In the launch of Zyprexa to primary care, did IS my point is there were no other
19 you not? 19 indications.
20 MR. BOISE: Object to form. 20 MR. BOISE: In August of
21 A. 1attended the launch 21 2000.
22 meeting. 22 MR. SUGGS: In August of 200.
23 Q. And you gave a presentation 23 A. Thors correct.
24 there, correct? 24 Q. It says under Position:

Page 247 Page 2<9

1 A. Yes. 1 "Zyprexa: The safe, proven solution in mood,
2 Q. Directing your attention to 2 thought, and behavioral disorders. We will
3 Exhibit 8479. In the middle of the page 3 emphasize safety to address barriers to
4 there's a section called "Challenges." And It 4 adoption, and merchandise the brand's 'Four
5 refers to primary care physicians as PCPs on 5 years Four million patients' base of
6 there; Is that correct? 6 experience."
7 A. Thars correct. 7 see that language, sir?
S Q. And It says, "Most PCPs S THE WITNESS: You are in
9 currently prescribe a low volume of 9 what? I've lost the paragraph.

10 antipsychotics and mood stabilizers." 10 MR. SUGGS: This is in
11 And was that an accurate 11 "Position," the next section.
12 statement? 12 A. I see that, yes.
13 A. I don't know where that data 13 Q. And there was no indication
14 came from. My dinical sense is that there 14 for Zyprexa for mood disorder or thought
IS wouid be a reasonable amount of antipsychotic 15 disorder or behavioral disorder, correct?
16 and mood stabilizer use. 16 MR. BOISE: Object to the
17 Q. Okay. In about the middle of 17 form of the question.
IS the paragraph, It states, "Zyprexa's primary IS A. Not to those terms but -
19 indications." 19 Q. Thors the terms I'm
20 You see where I'm reading 20 refenring to.
21 from there? 21 MR. BOISE: Let him finish
22 A. Urn-hum. 22 his answer.
23 Q. It says, "Zyprexa's primary 23 A. But schizophrenia and bipolar
24 Indications, schizophrenia and bipolar, are 24 mania are, in fact, cornpriised of those
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1 symptoms. 1 recognizing symptoms. So you begin with
2 Q. Sir, when we use the term 2 symptoms. That then leads you through a
3 "indication," that has a particular meaning in 3 diagnostic process to Identify the disorder
4 the context of drug products, does it not? 4 in question.
5 A. It does indeed. 5 MR. SUGGS: Move to strike as
6 Q. And what it refers to is the 6 nonresponsive.
7 uses of the drug that are specified in the 7 QUESTIONS BY MR. SUGGS:
8 Indications section of the labeling, correct? 8 Q. Sir, in point of fact, the
9 A. Absolutely. 9 other Indications that Zyprexa had in the

10 Q. And if a drug is promoted for 10 label at this time in 2000 was for
11 uses other than those in the Indications 11 schizophrenia and for the acute manic phase
12 section, that's inappropriate, correct? 12 of bipolar disorder, correct?
13 A. Yes. 13 A. yes.
14 Q. Okay. And there was no 14 Q. There were no indications in
15 indication for Zyprexa for mood disorder, 15 the label of Zyprexa back in 2000 for mood,
16 correct? 16 thought, or behavioral disorders, correct?
17 MR. BOISE: Object to the 17 MR. BOISE: Objection. Asked
18 form of the question. 18 and answered. We've been through
19 A. 8ipolar mania is a mood 19 this three times now, David.
20 disorder. 20 A. Thaes correct, I'm not.
21 Q. Sir, I'm talking about the 21 Q. Thank you, sir.
22 language, okay? Old the Indications section 22 MR. BOISE: Let him finish
23 of the Zyprexa labeling state that mood 23 his answer.
24 disorder was an Indication of Zyprexa? 24 A. I'm not reading these words

Page 251 ..... 253
1 MR. BOISE: Object to the 1 to indicate that the indication statement was
2 form of the question. 2 mood and psychosis. What I'm reading these
3 A. No. It was bipolar mania and 3 words to Indicate Is that the road or the
4 schizophrenia. But, again, I just want to 4 pathway to schizophrenia and bipolar is
5 just underline the fact that schizophrenia Is 5 through recognition of mood and psychosis.
6 a psychotic disorder and bipolar mania Is a 6 MR. SUGGS: Move to strike as
7 mood disorder, and the components of those 7 nonresponsive.
8 disorders contain both mood and psychosis. 8 QUESTIONS BY MR. SUGGS:
9 Q. And, sir, you're 9 Q. Did you - were you informed

10 demonstrating exactly what Mr. Bandla was 10 that the position of the Ully marketing
11 referring to In the latter part of this 11 department was going to be as rellected In
12 paragraph where he states, "Mental 12 that position there: "Zyprexa, the safe,
13 disorders, unquote, is Intentionaliy broad 13 proven solution in mood, thought, and
14 and vague, providing latitude to frame the 14 behaviorai disorders"?
15 discussion around symptoms and behaviors 15 MR. BOISE: Object to the
16 rather than specifIC indications." 16 form of the question. Foundation.
17 Old I read that language 17 A. I don't recall hearing that
18 correctly? 18 specifIC framing. The components - safe,
19 MR. BOISE: Object to the 19 yes; proven solution for components of mood
20 form of the question. 20 in both bipolar mania and schizophrenia, yes;
21 A. You read the senteroce 21 thought disorders in bipolar mania and
22 correctly. What I was talking about Is 22 schizophrenia, yes.
23 clinicians are taught to diagnose disorders 23 MR. SUGGS: TIme out for a
24 like bipolar mania and schizophrenia by 24 second. I never mentioned
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1 schizophrenia and bipolar. 1 A. I believe it was Ortando, but
2 MR. BOISE: Let him finish. 2 I'm not 100 percent positive, and it would
3 MR. SUGGS: You're adding 3 have been, I believe, in the 2000 time frame.
4 words there, sir. 4 Q. Are you sure it was in
5 A. And behavioral disorders 5 Orlando or couid it have been in Las Vegas?
6 associated with bipolar mania and 6 A. I'm certain it was not in las
7 schizophrenia. So these terms rooting back 7 Vegas.
8 to bipolar and schizophrenia would be 8 MR. SUGGS: Okay. Let me
g accurate terms. g show you whars been previously

10 MR. SUGGS: I move to strike 10 marked as Plaintiff's Exhibit 4007.
11 the portion of your answer thars 11 (Whereupon, Plaintiff's
12 nonresponsive. Everything after 12 Exhibit(s) 4007, previously
13 "specific framing." 13 marked, was presented to the
14 QUESTIONS BY MR. SUGGS: 14 witness.)
15 Q. Is it your testimony that the 15 MR. SUGGS: For the record,
16 Zyprexa Product Team had no involvement in 16 this is a transcript entitled Viva
17 approving this decision to market Zyprexa to 17 Zyprexa, Audio Program No.3,
18 primary care physidans? 18 Post-meeting Communications
19 A. That would not be the purview 19 campaign, cassette Version.
20 of the product team. 20 QUESTIONS BY MR. SUGGS:
21 Q. Okay. And who did make that 21 Q. Are you familiar with the
22 decision? 22 phrase "VIVa Zyprexa?"
23 A. Decisions around sales force, 23 A. My only recollection of it is
24 the focus of sales force, all the 24 associated with this particular launch

Page zss Page ill
1 implementation issues, are determined by the 1 meeting.
2 affiliates. 2 Q. In fact, wasn't that the name
3 Q. And who would have been in 3 that was given to the launch of Zyprexa for
4 charge of the U.s. Affiliate back at that 4 primary care physicians?
5 time? 5 A. I don't know.
6 A. Gino santinI. 6 Q. Do you recall that they even
7 Q. Gino santini, okay. What was 7 came up with a VIVa Zyprexa song that was
8 his titie at the time, do you recall? 8 using the tune from the Elvis Presley song
9 A. I'm going to assume it was 9 called Viva Las Vegas?

10 President of U.s. Operations, something of 10 A. I'm not familiar with that.
11 that nature. 11 Q. Not familiar with EMs 0<

12 Q. Is he still with the company? 12 the song 0< with the --
13 A. Yes. 13 MR. BOISE: I object to the
14 Q. And what's his title today? 14 fo<m of the question. Compound.
15 A. I'm not certain. 15 A. I'm not familiar with the
16 Q. Sir, do you recall attending 16 song. I am familiar with EMs.
17 a, the launch of? 17 Q. If I could direct your
18 MR. SUGGS: Strtke that. 18 attention to the fourth page. There appears
19 QUESTIONS BY MR. SUGGS: 19 to be there a transcript of some comments you
20 Q. Do you recall attending the 20 made of that meeting, conrect?
21 launch meeting of Zyprexa for primary care 21 A. Yes.
22 physicians? 22 Q. And do you recall how many
23 A. Yes. 23 people were in attendance at that meeting?
24 Q. And where and when was that? 24 A. No.
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1 Q. More than a hundred? 1 and their own families, have been touched by
2 A. I don't know. 2 Alzheimer's disease."
3 Q. The people who attended the 3 Do you see that language,
4 meeting were who? 4 sir?
5 A. They would have been, 5 A. Yes.
6 primarily, the components of the sales force 6 Q. And did you make those
7 for primary care. 7 statements to the crowd there?
8 Q. Back in Exhibit 8479, the 8 MR. BOISE: Object to the
9 previous eXhibit, the first paragraph it 9 form.

10 says, "Key decisions induded: Launch will 10 A. Yes.
11 occur in October 2000, promotion will handle 11 Q. Pardon?
12 via the Primary Care-Neuroscience sales 12 A. Yes.
13 sleeve, 510 reps." 13 Q. And in about the middle of
14 Do you see that? 14 that paragraph, well, actually, five lines
15 THE WITNESS: I'm sorry, 15 down, you say, "And the need for better
16 where were you? On the second page? 16 treatment in Alzheimer's and other elderly
17 MR. SUGGS: No, the first 17 conditions is so paramount and so key, and
18 page, first paragraph. second half 18 what you're going to see, and you'll see it
19 of that first paragraph. 19 with your own eyes, Is that 2yprexa is an
20 THE WITNESS: Yes. 20 optimally suited molecule for this disorder.
21 Q. Key decisions included: 21 Its attributes line up so beautifully in the
22 Launch will occur In October 2000, promotion 22 elderly, our one dinical Achilles heel is
23 will be handled via the Primary 23 weight gain. Thars a plus in the elderly
24 care-Neuroscience sales sleeve, 510 reps?" 24 because of wasting of those individuals.

_ZS9 _261

1 A. Yes. 1 Controlling psychosis, controlling agitation.
2 Q. And does that refresh your 2 And there Is a huge amount of business in the
3 recollection as to how many sales 3 elderly."
4 representatives were there at that meeting? 4 Did you make those
5 A. Frankly, it really doesn't. 5 statements to the crowd there?
6 I don't really recall how many sales reps 6 A. Yes.
7 were there. 7 Q. And there was no indication
8 Q. Was it in the area of 500 8 for Alzheimer's for Zyprexa in the label in
9 people who were there? 9 2000, was there, sir?

10 A. That sounds like a very large 10 A. No. And we were very clear
11 number. I don't recall there being that many 11 about that. The purpose of my presentation
12 people. I don't really know. 12 and why I was asked to present to this group
13 Q. Directing your attention back 13 was twofold: Firstly, was to overview the
14 to the transcript which Is Exhibit 4007. In 14 future developments for Zyprexa. We were in
15 the last paragraph -- actually, lers talk 15 the midst of an Alzheimers Indication with
16 about the second paragraph of your 16 data coming out and studies ongoing; and from
17 presentation. It says, "Now, why dont we go 17 a dinical perspective to talk with the sales
18 on and talk about some specifics around 18 force about the clinical realities that they
19 Zyprexa, and sort of what the future Iool<s 19 would observe. Many of the people who were
20 like. And I said that Zyprexa Is a very, 20 corning Into the sales force, I was told, did
21 very special molecule." 21 not have a neuroscience background. And they
22 You go on to say, "Lers 22 would be in doctor's offiIoes where Zyprexa
23 go to the first one: Growing sales In the 23 was being used, because we know Irs used, as
24 elderly. How many people, in their own lives 24 other antipsychotic drugs, for a range of
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1 conditions.
2 So, my purpose had nothing
3 to do with promotion. It had to do with
4 overviewing the future of the molecule. The
5 new indications we were pursuing. As well as
6 to give them some dinical insights into the
7 clinical reaities that they would confront
8 when they go into the primary sales area.
9 MR. SUGGS: Move to strike

10 that portion of your answer thars
11 nonresponsrve.
12 QUESTIONS BY MR. SUGGS:
13 Q. Sir, isn't it true that
14 references to the elderly market are
15 synonymous with using it in Alzheime~s

16 patients?
17 A. No. Every schizophrenic
18 patient and every bipolar patient grows old.
19 Q. Sir, if 1 could direct your
20 attention to Page 6. The last paragraph on
21 that page states, "One-third of all
22 patients, all psychiatric patients, do not
23 fit into a DSM category."
24 And am 1 correct that DSM

_264
1 inferior molecules, and now they get the gold
2 standard, Zyprexa."
3 Did you make those
4 statements to the iaunch attendees?
5 A. Yes.
6 Q. Okay. Now when you talk
7 about Zyprexa was going to allow the sales
8 reps to partner with them, the "them" you
9 were referring to there was prescribing,

10 pardon me, was primary care physicians,
11 correct?
12 A. In this instance, yes.
13 Q. And the gold standard you
14 were referring to was Zyprexa, correct?
15 A. Yes.
16 Q. And you were saying that the
17 gold standard, that Zyprexa was the gold
18 standard for dealing with things such as
19 anxiety, agitation, and depression, correct?
20 A. Only in the context of
21 schizophrenia and bipolar mania.
n Q. can you point to me anywhere
23 in this paragraph where irs talking about
24 schizophrenia and bipolar?

I, then, at this point in the
paragraph, drded back to my beginning
comments to tal about the degree of
suffering that patients with severe mental
illnesses have.

MR. SUGGS: Move to stri e as
nonresponsive.

1 A. Again, I want to be very
2 dear about this. This was not a promotional
3 presentation. The attendees of this meeting,
4 I understood, would have two to three days of
5 dlrectiion, learning all of the necessary
6 elements they need in order to work in that
7 environment. Mine was talking about a
8 dinical reality regarding these symptoms.
9 We had recently been to the

10 FDA and talked to them about obtaining
11 indications to treat depression and
12 agitation, specifically, in schizophrenia
13 because we had very good data on that point.
14 They pointed out to us that that would be
15 very challenging in order to obtain those
16 indications, and 1 was relating that to this
17 group.
18
19
20
21
22
23
24

Page 263
1 stands for Diagnostic and Statistical Manual?
2 A. Correct.
3 Q. And that refers to a cat --
4 to a method of categorizing schizophrenic
5 Illnesses, correct?
6 A. To diagnostic categories,
7 Q. You go on to say, "They have
8 symptoms, they just don't neatiy fit into a
9 category. But yet you got to treat anxiety,

10 agitation, depression, where it exists. And
11 we are learning that doctors are now adding
12 Zyprexa, because of its stunning safety
13 profile, more and more and more to states
14 like that. We don't have an indication here.
15 That would be challenging. But we know In
16 reality that's whars happening. Thars what
17 doctors are dolng. So this is kind of part
18 of the future that has direct bearing on your
19 business and your customer, and it's golng to
20 allow you to partner with them to go back to
21 what 1 was talking In the beginning, and sort
22 of tackle that awesome degree, that
23 staggering degree of suffering that they have
24 to face, and have in the past have faced with
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1 QUESTIONS BY MR. SUGGS: 1 MR. SUGGS: Move to strike as
2 Q. can you point to me anywhere 2 nonresponsive.
3 in this paragraph where it mentions 3 QUESTIONS BY MR. SUGGS:
4 schizophrenia or bipolar disorder? 4 Q. Sir, is age related - pardon
S A. Not in that specific 5 me. Is dementia-related psychosis related to
6 paragraph. In the paragraph up above I 6 Alzheimer's?
7 talked about bipolar. 7 THE WITNESS: Repeat the
8 And again, this is, this -- 8 question.
9 my purpose was not to direct the sales force 9 MR. SUGGS: SUre.

10 or to teach the sales force how to do their 10 QUESTIONS 8Y MR. SUGGS:
11 Job, it was to overview at a very high level 11 Q. Is dementia-related psychosis
12 the future developments for Zyprexa, what we 12 part of Alzheimer's?
I3 were working on in terms of indications, what I3 A. It can be. Alzheimer's is a
14 would be important to them, questions that 14 dementia, and psychosis is common in
IS they would get from their customers about our 15 Alzheimer's disease. There are other
16 progress in Alzheimer's and our Alzheimer's 16 dementias that are not of the Alzheimer's
17 registration and bipolar, and equipping them 17 type that also have psychosis.
18 with that knowledge because I knew they would 18 MR. SUGGS: can you pull out
19 be getting questions in that environment. 19 the labeling that we introduced
20 MR. SUGGS: Move to strike as 20 earlier. I believe irs Breier
21 nonresponsive. 21 Exhibit 2.
22 QUESTIONS BY MR. SUGGS: 22 Mr. Boise stole your copy
23 Q. In fact, the whole thrust of 23 again.
24 your paragraph, at least the beginning part 24 MR. BOISE: Not pilfered,

Page 267
_269

1 of it, is that one-third of all patients, all 1 stored, maintained, held.
2 psychiatric patients, do not fit into a DSM 2 QUESTIONS BY MR. SUGGS:
3 category, they have symptoms, they just don't 3 Q. And we previously established
4 neatly fit Into a category, yet you got to 4 that this was the current labeling for
S treat anxiety, agitation, depression where it S Zyprexa, correct? I
6 exists. 6 A. Correct.
7 Thars how you lead off 7 Q. And it now has a black box
8 that paragraph, right? 8 warning at the very beginning of "Increased
9 A. I gave the remarks, and I can 9 Mortality in Elderly Patients with

10 tell you what the intent of these remarks 10 Dementia-Related Psychosis," correct?
11 are. And·· 11 A. That Is correct.
12 Q. Sir, isn't that how you 12 Q. And do you know how many
I3 started off what you said right there' 13 people, how many elderly people, used Zyprexa
14 MR. BOISE: Just let him 14 and died before this label change was made?
IS finish then you can ask the next 15 MR. BOISE: Object to the
16 question. 16 form of the question.
17 A. And, yes, the fact Is that 17 A. I don't know the exact
18 once you get Into a setting like primary 18 number.
19 care, the diversity of patients you see are a 19 Q. Do you know an approximate
20 variety of different symptom types. What 20 number?
21 those dlnidans will need to be able to do 21 THE WITNESS: Would you
22 is to follow those symptoms back to the 22 repeat the questJon?
23 appropriate disorders, so that's a dinical 23 Q. Do you know an approximate
24 reality. 24 number of elderly people who used Zyprexa and
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1 died? 1 consultations with external experts on
2 MR. BOISE: Object to the 2 diabetes. And I'm not dear which one you're
3 form of the question. 3 referring to.
4 A. I don't know the number if IS you1re referring to spontaneous adverse • refresh your recollection. Let
6 events. I Just want to be certain in your 6 me show you whars been previously
7 question that you're not intimating a 7 marked as Plaintiff's Exhibit 6998.
8 cause-and-effect relationship, because we do 8 (Whereupon, Plaintiff's
9 not have data on cause-and-effect nor does 9 Exhibit(s) 6998, previously

10 this label change suggest cause-and-effect. 10 marked, was presented to the
11 Q. Sir, what I'm trying to get 11 witness.)
12 at here is we now have a black box warning 12 MR. SUGGS: Which, for the
13 for increased mortality in elderly patients 13 record, is an October 9, 2000, e-mail
14 with dementia-reiated psychosis, correct? 14 from Robert Baker to Charles
IS A. Yes. 15 Beasley, Christopher Bomba, Alan
16 Q. My question is, how many 16 Breier, Thomas Brodie, Patrizia
17 patients used Zyprexa for that purpose died? 17 cavazzoni, James Gregory, John
18 MR. BOISE: Object to the 18 Holcombe, Jack Jordan, Suni Keeling,
19 form. Asked and answered. 19 8ruce Kinon, Michael Murray, John
20 A. Sitting here today, I cannot 20 Richards, Eugene Thiem, Maurida
21 give you a precise number of -- 21 Tohen and Pauia Trzepaa.
22 Q. Which is why I asked if you 22 QUESTIONS BY MR. SUGGS:
23 could give me an approximation. 23 Q. If I could direct your
24 A. No, I can't. 24 attention, sir, to the first paragraph. It

Page 271 Pogo 273

1 Q. You have no idea whether 1 slates, "FYI: The Lilly diabetes/endocrine
2 we're talking about 2 people or 2oo? 2 group held an academic advisory board meeting
3 A. Nope. 3 this weekend in Atlanta. They kindly
4 Q. When did this warning go on 4 allolled two hours for discussion of
5 the label about increased mortality in 5 olanzapine's potential hyperglycemia risks,
6 elderly patients with dementia-related 6 and Chartes Beasley, Chris Bomba, Patrizia
7 psychosis? 7 cavazzoni, Sunl Keeling and I attendled.
8 A. I believe It was 2005. 8 Unfortunately, this consultation reinforced
9 Q. Do you recall what month? 9 my impression that hyperglycemia remains

10 A. No. 10 quite a threat for oIanzapine and may merit !

11 Q. I believe you said that this 11 increasing even further medical attention and
12 launch meeting for primary care physicians 12 marketing focus on the topic."
13 where you were talking about the use of 13 00 you see that language,
14 Zyprexa in Alzheimer's patients ocaJrred in 14 sir?
15 October of 2000; Is that correct? 15 A. I do.
16 A. I believe thars correct. It 16 Q. And does that refresh your
17 was In 2000. 17 recolleclion that members of your Zyprexa
18 Q. Okay. And do you recall in 18 Product Team had a meeting with outside
19 that same month, October of 2000, 19 consultants in October of 2000?
20 that Lilly representatives met with a 9rouP 20 MR. BOISE: Object to the
21 of outside consultants in the field of 21 form.
22 diabetes to discuss the data that the company 22 A. [ recall this message, and I
23 had put together? 23 recaillhat consultation. Just to be
24 A. We had a number of 24 accurate, at this time I believe Charles
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1 Beasley was still on the product team. 1 A. Tha~s correct.
2 Patricia cavazzoni clearly was on the product 2 Q. Okay. And the data they
3 team. I'm not sure who Chris Bomba is. And 3 presented to them was essentially the same
4 I don't recall if 5uni Keeling was on the 4 data that was reflected in your May 2000
5 product team or not. 5 label change and in the presentation to FDA
6 Q. Was Jack Jordan on the 6 in July of 2000 and in the paper that was
7 product team? 7 submitted for publication to the "Journal of
8 A. No. 8 Biological Psychiatry." Isn't that correct,
9 Q. Was Mauricio Tohen on the 9 sir?

10 product team at that time? 10 MR. BOISE: Object to the
11 A. Yes. 11 form of the question. Foundation.
12 Q. So this e-mail's going to 12 Compound.
13 people who were on your product team and also 13 A. What I recall is that the
14 other folks as well, correct? 14 categorical glycemic data that we discussed
15 A. Correct. You had just 15 eariier was presented. I believe also other
16 mentioned that members of my product team, and 16 data as well, including weight gain data and
17 I just wanted to clarify that Chris Bomba and 17 data of that nature.
18 I'm not sure -- 18 Q. And, sir, have you reviewed
19 Q. My statement was correct, but 19 this document since October of 2ooo?
20 there are other individuals besides people 20 A. Yes.
21 from your Zyprexa Product Team who this 21 Q. When did you review it last?

I
22 e~mail went to? 22 A. Within the last month.
23 A. Oh, In terms of who it was 23 Q. Okay. In the second
24 sent to, yes, and also In terms of the 24 paragraph It states, "On the positive side,

Page 27' Page2n

1 attendees. 1 like other endocrinologists, they were not
2 Q. Okay. Do you know how it was 2 impressed with the Newcomer findings."
3 that this meeting came about? 3 What were the Newcomer
4 A. The meeting that I understand 4 findings, if you recall?
5 this Is referring to Is a standing group of 5 A. I don't recail.
6 advisors that advised the company primarily 6 Q. It goes on to say, "They were
7 on the endocrlnology portfolio. 7 however concerned by our spontaneous AE
8 Q. Okay. So when it refers here 8 reports, and quite impressed by the magnitude
9 to the Ully diabetes/endocrine group, that 9 of weight gain on oIa02aplne and indications

10 refers to that group In the company that 10 for glucose."
11 would be dealing on a regular basis with the 11 And when they're referring
12 company's drugs intended for the treatment of 12 there to "spontaneous AE reports," am I
13 diabetes, correct? 13 correct that that stands for adverse <!\'ent
14 A. Correct. So the 14 reports?
15 endocrinology consultants would be members, 15 A. Yes.
16 would be experts in the area of diabetology 16 Q. Okay. And these would be
17 endocrinology. 17 reports made to the company or to the FDA by
18 Q. Okay. So the diabetes side 18 either treating doctors or patients, or,
19 of the company which deals with diabetes all 19 frankly, could be anybody recording an
20 the time has this group of outside 20 adverse <!\'ent that occurred to a patient
21 consultants, outside experts that they deal 21 while they were using the drug, correct? I
22 with. And some of your folks dealing with 22 A. Typically, the treating

,

23 Zyprexa went down there to attend the meeting 23 physician.
24 and presented the data to them, correct? 24 Q. Okay. And continuing on in
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A. Um-hum.
Q. Are you familiar with the

reference to Warner Lambert and Rezulin at
that time?

_2S0
Yes.

9 MR. SUGGS: This is another
10 string of e-mails. The very first
11 one of which - weH, irs the first
12 at the top of the first page of the
13 document -- is from Robert Baker to
14 Charles Beasley dated October 10,•16 As I said, sir, it's a string
17 of e-mails. I think it probably
18 makes more sense to track through
19 this document from the back to the
20 front because that reflects the time
21 sequence of the e-mails. And so if
22 I could direct your attention to the
23 last page. Irs an e-mail from
24 Thomas Brodie to Robert Baker with a

1 correct?

I ·
_278

Do you see that language,
sir?

MR. BOISE: Object to the
form.
A. To the extent that my

understanding is that there were slmHar
comparative claims presented on Rezulln.

Q. RezuHn was a drug
manufactured by Warner Lambert that was used

1 that paragraph dropping down a coupie of
2 lines, It says, "Otlng methodological
3 questions, at least the vocal members were
4 not reassured adequately by our analyses,
5 such as the finding that relative risk was
6 not higher than comparative drugs.
7 Disconcertingly, one member compared our
8 approach to Warner Lambert's reported
9 argument that Rezulin did not cause more

10 hepatic problems than other drugs in its
11 dass."
12
13
14
15
16
17
18
19
20
21
22
23
24

_279 _281
1 for the treatment of diabetes, correct?
2 A. I am undear what its
3 indication was.
4 Q. Okay. But you are famHiar
5 with the fact that that drug was reported to
6 have hepatic problems greater than other
7 drugs, but Warner Lambert was essentially
8 claiming that their rate of liver problems
9 was no worse than other drugs in the class.

10 MR. BOISE: Objectlon--
11 Q. Is that your understanding?
12 MR. BOISE: Senry.
13 Objection. Foundation.
14 A. I don't have that depth of an
15 understanding. My understanding was that
16 RezuHn had hepatic problems.
17 Q. Okay. In any event,
18 Dr. Baker -- by the way, it is Dr. Baker,
19 correct?
20 A. Yes.
21 Q. Dr. Baker found that
22 reference to Warner Lambert and the arguments
23 that they had been making with respect to
24 Rezulin, he found that disconcerting,

1 copy to Eugene Thiem.
2 QUESTIONS 8Y MR. SUGGS:
3 Q. Am I correct that Dr. Baker
4 was in the medical marketing department?
5 MR. BOISE: Object to the
6 form of the question.
7 A. No, he was a physician in the
8 U.S. Affiliate.
9 Q. Okay. Did he work closely

10 with the marketing department?
11 A. As a physician in the U.S.
12 Affiliate, he had many responsibilities. Those
13 would include designing and conducting
14 dinical trials. He would have worked with
15 marketing in terms of data Interpretation,
16 things of that nature.
17 Q. Okay. Now the author of this
18 particular e-maH, Thomas Brodie, do you know
19 who that was?
20 A. No.
21 Q. And the Eugene R. Thiem who's
22 copied on this, do you know who he was?
23 A. No.
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1 thinks Tom Brodie was referring to when he
2 talked about not the way Ully typically does
3 business, correct?
4 MR. BOISE: Object to the
5 form.
6 THE WITNESS: I'm reading
7 that now.
8 MR. BOISE: When he's ready,
9 you can read back the question.

10 THE WITNESS: Okay.
11 MR. BOISE: Read back the
12 question.
13 (The Court Reporter
14 read the requested material,
15 as set forth herein:
16 "Q. And, in fact, in his e-mail to
17 you, Dr. Baker refers to what
18 Mr. Brodie had been saying and
19 tries to explain what he
20 thinks Tom Brodie was
21 referring to when he talked
22 about not the way Ully
23 typically does business,
24 correct?").

1 A. And again, I'm - I dont
2 know what was in Mr. Brodie's mind. What I
3 can surmise from Dr. Baker's interpretation
4 is that Ully is a very careful company.
5 MR. SUGGS: Excuse me, sir,
6 I'm not asking you to interpret what
7 anybody said. My question has to do
8 with what information was reported
9 to you and what you did after that.

10 THE WITNESS: Okay.
11 QUESTIONS BY MR. SUGGS:
12 Q. And you would agree with me,
13 would you not, sir, that you did, in fact,
14 receive a copy of Mr. Brodie's e-mail to
15 Dr. Baker and Mr. Thiem thaes reflected on
16 Page 4, correct?
17 MR. BOISE: Objection. Asked
18 and answered.
19 A. Thaes correct.
20 Q. Okay. And when you saw the
21 language in there !hat this group eX
22 endocrinologists "are very concerned with the
23 approach Ully is taking towards the Issue
24 that Zyprexa leads to diabetes" and "I can

n (Pages 282 to 285)
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Q. Well, and you were informed

1 of this particular, these statements by
2 Mr. Brodie, correct?
3 A. I have to trace the string of
4 e-malls. I'm looking at this particular
5 e-mail. I really have no Idea what he was
6 talking about. I mean, we --
7 Q. Well, if you can turn to the
8 prior page, It would appear, and we've had
9 prior testimony on this subject as well, that

10 the e-mail Just before that was from Robert
11 Baker to Charles Beasley and you with copies
12 to Christopher Bomba, Patrizio Cavazzoni, and
13 5unl Keeling. And as you can see, at the top
14 of the next page it says "forwarded by Robert
15 Baker."

24

22 Q. And, in fact, In his e-mail
23 to you, Dr. Baker refers to what Mr. 8rodie
24 had been saying and tries to explain what he
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1 only hope that you and all of the team who
2 attended the NADAB meeting are gaining the
3 ear of senior leadership and articulating
4 this finding," did you, in fact, communicate
5 this to your superiors, this feedbad< that
6 you'd received from endocrinology
7 consultants?
8 MR. BOISE: Object to the
g form of the question.

10 THE WITNESS: So the question
11 is what?
12 MR. SUGGS: Did you pass on,
13 did you contact your superiors about
14 this information you received from
IS Dr. Baker?
16 A. Well, first of all, I think
17 that I wouid be considered senior leadership.
18 So, for the mere fact that it was being
19 brought to me would be getting the ear of
20 senior leadership.
21 Q. Sir, did you not hear my
22 question? My question was, quote, Did you
23 pass on, did you contact your superiors about
24 this information you received from Dr. Baker?

Page2ll8

1 one bit?
2 MR. BOISE: Let him answer.
3 A. Because we were doing the
4 reverse. We were aptly disseminating this
5 information. We were bringing ~ to external
6 groups like this. We were taking it to the
7 FDA. We were pUblishing it. We were putting
8 it into medical letters.
9 So on this issue and many

10 other important issues like this, we're a
11 company that was very transparent about the
12 data and we were transparent on this point.
13 When they refer to not the
14 way Ully typically does things, what I
15 interpret that to mean is to rush out with
16 something even if it isn~ thoroughly
17 understood, and thars something we,
IB typically, do not do. We are very, very
19 careful and we're very, very data driven.
20 Did I have contact about this
21 with my supervisors? Absolutely.
22 Q. Okay. Rne. Thank you. I
23 appreciate that answer.
24 Tell me, who did you

Page2S7 Page 289

We

Anyone else?
MR. BOISE: Let him finish,

Dave.
A. I don't recall, but I can

tell you our normal way of working would be
to have a lot of sharing of this kind of
information. Consultants, bring them in, get
input, bring the consultant feedback back
into a group, talk about, analy2e the input,
and then on input that we thought would be
helpful, we pursued.

And, in fact, the input we
got from this particular consultation we aid
pursue. We brought in independent
investigators to look at the datasets. They
were proposing we do continuous analyses.
did continuous analyses. So we found this
consultation to be very helpful.

1 contact to inform?
2 A. I was in contact with Gary
3 Tollefson on a practically daily basis.
4 These kinds of communications, we would have
5 commonly had communications about these sort
6 of thing.
7 Q.
8
9

10
II
12
13
14
15
16
17
18
19
20
21
22
23
2424 Q. So this didn't concern you

1 MR. BOISE: Object to the
2 form. Are you withdrawing your
3 prior question?
4 MR. SUGGS: No. My prior
5 question stands. I want him to
6 answer it.
7 MR. BOISE: You gave a prior
8 speech which is very misleading to
9 what the document says, he's trying

10 to clarify that point.
11 QUESTIONS 8Y MR. SUGGS:
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1 MR. SUGGS: Move to strike 1 MR. SUGGS: Move to strike
2 the nonresponsive portion. 2 everything in your answer after your
3 QUESTIONS BY MR. SUGGS: 3 first sentence "I recall that."
4 Q. You talked to Dr. Tollefson 4 QUESTIONS BY MR. SUGGS:
5 about this information you received, correct? S Q. In fact, one of the reviewers
6 A. We talked nearly daily when 6 said that the authors present a highly
7 we were both in the office. I can't recall 7 curious?
8 sitting down with Dr. Tollefson and having an 8 MR. SUGGS: Strike that.
9 exact conversation about this topic. I 9 QUESTIONS BY MR. SUGGS:

10 assume we did because these are the kinds of 10 Q. One of the reviewers of your
11 things we talked about in our frequent 11 paper for publication that we looked at
12 communications. 12 earlier, Exhibit 1440, said that "The

13 authors present a highly curious dataset.
14 Since their own wor!< has shown that
15 olanzapine is associated with a dinically
16 and statistically pertinent increase in
17 weight compared to both haloperidol and
18 placebo, they seem to be suggesting that
19 olanzapine exerts a sizable antidiabetic
20 power."
21 Thars what he said,
22 correct?
23 A. Thars what that one reviewer
24 said.

Page 291 Page Z93

I
1 Q. And your consultants in the
2 meeting in October of 2000 were skeptical of
3 your results as well, correct?• 4 MR. BOISE: Object to the

S Q. And that's, essentially, the S fonm. Go ahead.
6 same kind of concern or lack of belief that 6 A. Again, what I got from the
7 was expressed by one of the reviewers of your 7 consultant was, okay, those categorical
8 paper. Do you recall that? 8 analyses are interesting, Iers keep looking
9 A. I recall that. But I again 9 at the data, and they were suggesting

10 want to reiterate that we follow the data. 10 additional analyses.
11 If the data were there and demonstrated 11 Irs not unusual in science
12 Important relationships then we would 12 to have surprising findings, to have findings
13 communicate that information, we would follow 13 that maybe are not predicted, but the
14 the data. 14 scientifIC process is to continue to do the
IS I, just on this polnt alone, 15 experiments, look at the data, analyze the
16 I'm recalling a letter to the editor by the 16 data, and let the science lead the way. And
17 neurophanm division of the FDA who analyzed 17 thars r what we did on this
18 data, not only from us but other sponsors,
19 and came to the exact same conduslon, that
20 there is not support from dinical trials of
21 the kinds of associations that we're talking
22 about here. So although it might be
23 surprising, at the end of the day the data
24 has to speak for itseW.
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9 Q. And when you were getting
10 input from outside consultants advocating a
11 different marketing strategy for one of your
12 top selling drugs that according to one of
13 the other documents we saw you were betting
14 the farm on, would you have expected
15 Dr. Tollefson to bring that to the attention
16 of the upper reaches of UIIy?
17 MR. BOISE: Object to the
18 form of the question.
19 A. I'm going to - again, I'm
20 going to challenge the bet-the-fann comment.
21 I don't exactly know what that means.
22 Q. Regardless of the
23 bet-the-fann comment, when you get comments
24 from outside experts that are experts In the

16 Q. Well, when you got this
17 e-mail from Dr. Beasley where he said these
18 guys are really concerned about the weight
19 gain not only because of diabetes but all the
20 other potential health risks, did you have
21 anything in your mind as to what Dr. Beasley
22 was referring to?
23 A. I'm not quite sure. I don't
24 understand the question.

_29S

1 Q. Or were you scratching your
2 head when you got this e-mail from
3 Dr. Beasley where he talked about all the
4 other potential health risks or did you know
5 what he was talking about?
6 MR. BOISE: Object to form.
7 A. Maybe I misunderstood your
8 previous question. I thought you were asking
9 me what are the other possible health risks

10 of weight gain, and I qualified that to
11 obesity, and I mentioned that there were
12 other health concerns.

1 field of diabetes and they're telling you
2 that you ought to be using a different
3 marketing strategy than what you're engaged
4 in, and this is one of your top selling
5 drugs, wouldn't you expect that Dr. Tollefson
6 would have Informed the top levels of the
7 company about that?
8 MR. BOISE: Object to the
9 fonn of the question. Calls for

10 speculation.
11 A. There was broad knowledge
12 across the company of the weight gain profile
13 of Zyprexa.
14 Q. Sir, tha~s not my question.
15 My question has to do with outside
16 consultants telling Ully they ought to be
17 changing their marketing strategy. Tha~s

18 the thrust of my question.
19 Would you havoe expected
20 Dr. Tollefson to tell his superiors that
21 these outside experts in the field of
22 diabetes are recommending that we change our
23 marketing strategy for one of our top selling
24 drugs?
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Page 298 Page 300
1 MR. BOISE: Object to the 1 Q. Sir, my Question, please
2 form of the question. 2 listen to my question, please nsten to the
3 A. Again, the knowledge of the 3 words in my question and answer my question.
4 weight gain profile of Zyprexa was well 4 00 you recall that Lilly
5 understood across the company. It was 5 told outside physicians, prescribing doctors,
6 extremely well-described in our label from 6 that weight gain with Zyprexa was manageable
7 day one. There was no question about weight 7 for most patients? Are you denying that
8 gain. 8 Lilly told that to doctors?
9 We had medical letters out as 9 MR. BOISE: Objection.

10 early as 1996, we had posters, presentations, 10 Compound. Which question?
11 publications. So we were very active and 11 Q. Sir, do you deny that Lilly
12 forthright and earnest in communicating the 12 told prescribing doctors that weight gain
13 weight gain profile of Zyprexa. So, quite 13 with Zyprexa was manageable for most
14 frankly, I'm not quite sure what Is meant by 14 patients?
15 change your approach because our approach at 15 MR. BOISE: Object to the
16 that time was to be quite active In 16 form. Vague.
17 disclosing and transparent on weight gain. 17 A. Again, I feel like we're kind
18 Q. Sir, what they were telling 18 of mixing themes.
19 you is not to be as aggressive in the 19 MR. SUGGS: Sir, Iers forget
20 marketing of this drug, isn't that correct? 20 about the themes. Think about my
21 Isn't that what the outside consultants were 21 words. Think about the words of my
22 saying? 22 question and answer my question
23 MR. BOISE: Objection. 23 directiy, please.
24 A. I don't read that anywhere 24 MR. BOISE: He's Jumping

Page 299 Page JOI

1 here. 1 topics. Oon't be discouraged by it.
2 Q. Okay. Lers go on in the 2 Just answer his question.
3 e-mail from Dr. Beasley. He says, "They 3 QUESTIONS BY MR. SUGGS:
4 believe we should aggressively face the issue 4 Q. Sir, do you deny that Lilly
5 and work with physicians to address methods 5 told prescribing doctors that weight gain
6 of reducing weight gain." 6 with Zyprexa was manageable for most
7 00 you see that language, 7 patients?
8 sir? 8 Irs the third time I
9 A. Yes. 9 asked that question. Could you please answer

10 Q. And, In fact, Lilly was 10 it yes or no?
11 telling physkians, outside physkians, that 11 MR. BOISE: Object to the
12 weight gain with Zyprexa was manageable; 12 argumentative nature of your
13 Isn't that correct? 13 question.
14 A. Again, we had many, many, 14 A. I'm telling you what I know
15 different channels of communkation on weight 15 we did with weight gain and what we
16 gain to the prescribing community. 16 communkated on weight gain. And we
17 Q. Sir, do you recall that Lilly 17 communkated quite broadly and quite
18 told outside physklans, prescribing doctors, 18 thoroughly about weight gain through numerous
19 that weight gain with Zyprexa was manageable 19 different channels that I talked about,
20 for most patients? 20 starting with the label itself. We also took
21 A. I recall-- 21 this advice in terms of pursuing research
22 MR. BOISE: Object to form. 22 into interventions and different approaches
23 A. I recall that we were, again, 23 to try to manage weight gain. So, I'm not
24 very forthcoming on this toplc. 24 seeing a disconnect.
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1 cross-functional framework. We would consult
2 endocrinologists in and outside the company,
3 bring in our best people from slats and from
4 neuroscience and create a delineated plan.
5 Q. Would that have originated
6 within the Zyprexa Product Team, a dedsoon
7 to conduct categoncal analyses of blood
8 glucose?
9 A. I'm sure that Charles was

10 involved in, Dr. Beasley were involved in
I I those discussions.
12 Q. Okay. And back at this ~me

13 'n October of 2000 - well, thIS analysIS
14 actually began ,n .. at least by February of
15 2000, as we saw earlier, correct'
16 MR. BOISE: Object to the
17 form of the question.
18 A. Yes.
19 Q. Okay. And at that pomtln
20 ~me there was nobody on the Zyprexa Product
21 Team who was an expert in the rleld of
22 dtabetes, correct'
23 MR. BOISE: Objecl to the
24 form.

8 MR. SUGGS: Move to strike
9 the nonresponsive portion,

10 QUESTIONS BY MR. SUGGS:
11 Q. Sir, if I could direct your
12 attention to the following page. At the top
13 of Page 3, Dr. Beasley writes, 'On the
14 diabetes side, the concern was about the use
15 of categorical analyses:
16 Do you see that language?
17 A. Yes,
18 Q. And who was It that decided
19 to do categorical analyses?
20 MR. BOISE: Object to the
21 form of the question.
22 A. I den't know that I know who
23 decided initially. For approaches to data of
24 this nature, we would typically do ~ in a
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IDid Lilly tell physicians
that weight gain with 2yprexa was manageable
for most patients?

MR. BOISE: Object to the
form of the question.
A. I den't recall that exact

phrase.
Q. Okay. In other words, you

don't know?
A. I know what we did in terms

of communicatin wei ht ain.

9 Q. And you recall this morning I
10 asked you whether you were aware that
11 Dr. Beasley had done calculations indicating
12 that there were some people who gained 80 to
13 90 pounds of weight and you said you didn't
14 recall that?
15 MR. BOISE: Object to the
16 form.
17 A. I'd need to refresh that
18 transcri t.

1 Q. Sir, let me try for the
2 fourth time, and I'd appreciate just a simple
3 yes or no answer to what I think is a simple
4 question.
5
6
7
8
9

10
11
12
13
14
15
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MR. SUGGS: Why don't we
change the tape real quick.

THE V1DEOGRAPHER: Off the
record. This concludes tape NO.4
of the deposition of Dr. Breier.
les 4:16.

(At this time, there
was a brief recess taken,
after which the following
proceedings were had:)
THE V1DEOGRAPHER: Back on

the record, beginning of tape No.5
of the deposition of Dr. Breier. It
is 4:39.

QUESTIONS BY MR. SUGGS:
Q. When we took our break,

Ooctor, we were taiking about ExhiM 1453,
and I see that Mr. Boise has fumbled around
with your exhibits and ies no longer in

LOfUK./QIUU. ,# __

.... 306
1 A. At that time I don't recall
2 if we had a full-time endocrinologist. But
3 again, ~'s the way we work at Lilly that we
q frequently have cross-functional meetings
5 involving other people in the company.
6 50 we would have to have the
7 expertise of endocrinologists in the company
8 on these types of issues.
9 Q. Is that a "no" or a "yes"?

10 MR. BOISE: Just read back
11 the question.
12 QUESTIONS BY MR. SUGGS:
13 Q. At that point in time there was
14 nobody on the Zyprexa Product Team who was
15 an expert in the field of diabetes, correct?
16 A. Well, when you say "nobody on
17 the team," does that mean --
18 Q. That means the team. Was
19 there anybody, team member of the Zyprexa
20 Product Team of which you were the head of,
21 who was an expert In diabetes in the year
22 2000?
23 A. Missy Sowell began consulting
24 with the team, then working part-time with

.... 307

1 the team, then working full time with the
2 team. I quite frankly don't recall.
3 Q. You testified earlier that
4 was In 2001.
S MR. BOISE: You
6 mischaracterized.
7 A. I said it could have been as
8 early as 2000. And I'm not -- I don't recall
9 precisely when her, again, consultation

10 part-time/full-time began.
11 Again, I want to reiterate as
12 I mentioned before, that Lilly is a company
13 steeped in endocrinology expertise and we
14 utilized that expertise throughout my time on
IS the product team.
16 Q. Sir, my question has to do
17 With the membe"hip on your team. can you
1B name for me anybody who was, In fact, on your
19 Zyprexa Product Team who was an expert In
20 diabetes in the year 2ooo?
21 MR. BOISE: other than what
22 he's testified?
23 A. Again, I'm not recalling when
24 Missy Sowell started, it could have been

1 2000.
2 Q. Or ~ could have been, as you
3 testified earlier, 2001, correct?
4 A. Ies a possibility. I don't
5 recall.
6
7
8
9

10
11
12
13
14
15
16
17
18
19
20
21
22
23
24

.... 309
1 front of you?
2 MR. BOISE: Oh, for God's
3 sake. They have been organized.
4 MR. SUGGS: You organized ~

5 right out of his sight.
6 can I see your stack there
7 and I can maybe help to find ~.

8 MR. BOISE: With the help of
9 the Court reporter, let the record

10 renect.
11 MR. SUGGS: What did you do,
12 put them in no discernible
13 order? Here we go. Here we go,
14 1453.
15 QUESTIONS BY MR. SUGGS:
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1 problems with the categorical analysis. What
2 I recall is that they were encouraging
3 additional analyses and including continuous
4 analysis. But I could read through the
5 document to be certain about that impression.
6 Q. Well, Iers move on to
7 another area here within the document.

Page 313

21 Q. And the reference to OWL· is
22 Warner Lambert; is that correct?
23 A. I assume so, yes.
24 Q. Okay. And this Dan casey

79 (Pages 310 to 313)

I thars referred to there, is that the same
2 Dr. casey who back about a year earlier in
3 November of 1999 presented data showing that
4 18 percent of people who used Zyprexa had
5 diabetic levels of blood glucose that
6 previously had been normal after using the
7 drug for four months?
8 MR. BOISE: Object to the
9 form.

10 Q. Is it the same doctor'
11 A. I believe Irs the same
12 doctor but I can't accept the statement that
13 you made of the t8 percent.
14 We -- I already commented on
15 that dataset and quahfred It as not being a
16 dataset that we could draw those nds of
17 conduslOns.
18 Q. Okay. But thars what
19 Dr. casey was reported to have concluded but
20 you did not agree, correct'
21 MR. BOISE: Object to the
22 form.
23 A. As I recall, hIS dataset was
24 a post hoc chart revIeW of 3B cases with no

Page 311

MR. BOISE: Object to the
form.

I Q. It's not a complimentary
2 term, is it?
3 A. This makes it sound a bit
4 paradoxical, but I believe that it is.
5 Because what It describes as it's not giving
6 up. It's really turning over every stone to
7 determine what does the data really say.
8 And I agree with Charles's
9 comment here that thars oftentimes in

10 science considered a positive reference. So
11 don't stop with the initial blush of data, but
12 be certain It's real.
13 Q. But In this context, these
14 outside experts In diabetes were skeptical of
15 your conclusions and referred to the data as
16 being tortured, correct?
17 A. I wouldn't put those two
18 together. I think sdentists --
19 Q. Well, let's break them apart.
20 They were skeptical of your conclusions,
21 correct?
22 A. You know, I'm gOll'9 to have
23 to take a minute more and read through the
24 document. I don't recall them haVing

21
22
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1 comparator, no control for confound, not a 1 time period.
2 clear understanding of all risk factors. And 2 Q. vOU were equally aggressive
3 datasets of tIlat nature, you can't make those 3 botll before and after that meeting with the
4 kinds of conclusions. 4 consultants, a>rred?
5 Q. So you'd dismiss that report 5 MR. BOISE: Object to the
6 by Dr. Casey? 6 form.
7 A. We don't dismiss it, but 7 A. I wouldn't characterize it as
8 every -- and we look at all data, but all data 8 being aggressive.
9 are not created equal. And one has to look 9 MR. SUGGS: Let me hand you

10 at each study based on its methodology in 10 wha~s been previously marked as
II interpreting that data. And a post hoc case II Plaintiffs Exhibit 4968.
12 series of 38 Individuals is not substantial 12 (Whereupon, Plaintiffs
13 enough data to make claims around 18 percent 13 Exhibit(s) 4968, previously
14 of patients. Just isn't. 14 marked, was presented to the
15 Q. When Dr. Beasley here is 15 witness.)
16 saying "Sounds exactly like what Dan Casey 16 MR. SUGGS: For the record,
17 was saying: was Dr. Casey also saying don't 17 tills is a multi-page document
18 get too aggressive about denial? 18 entitled "Zyprexa Diabetes Update."
19 A. What I recall Dan Casey 19 I'll also represent to you
20 saying, and what I agree with in this 20 tIlat the database produced to us by
21 paragraph, Is be sure, get it right, don't go 21 Eli Lilly dates tIlis document as
22 out with data or messages tIlat are not 22 February 9, 2001.
23 substantiated by the data, and be cautious. 23 QUESTIONS 8Y MR. SUGGS:
24 That to me is the Lilly way. 24 Q. And if I could direct your

Page 315 Pogo 317

1 Q. So, clearly you were under the 1 attention to Page 3, sir. The title at the
2 impression these outside consultants were 2 top of that page is Hyperglycemia/diabetes
3 saying don't be too aggressive, correct? 3 u.s. Situation Analysis.
4 MR. BOISE: Object to tile 4 Do you see that page?
5 form. 5 A. Yes.
6 A. Don't get too aggressive 6 Q. And in the middle of that
7 about denial. 7 page there's a heading witll two bullet points
8 Q. "Blaming it on schizophrenia 8 under it that says "Lilly Actions in 2000."
9 or claiming no worse tIlan other agents until 9 Do you see that?

10 we are sure of the facts." 10 A. Yes.
II A. So the aggressive piece here, 11 Q. And it states, "DTP effOfts
12 according to Charles, was don't get too 12 across 4K consultants triple DTP spend."
13 aggressive about denial. I think tIlat being 13 I'm going to translate
14 energetic, he liked the word "aggressive." In 14 that from Lilly language to piain everyday
15 terms of the science and the analyses is 15 English. DTP stands for dlrect-tl>-physician,
16 something I suspect they would support. 16 correct?
17 Q. In fact, sir, Lilly was very 17 A. I believe tha~s what it
18 aggressive about marketing Zyprexa after 18 refers to.
19 October of 2000, correct? 19 Q. And 4K refers to 4,000,
20 MR. BOISE: Object to the 20 correct'
21 form of the question. 21 A. I would also agree with that.
22 A. Again, as I stated earlier, I 22 Q. And the consultants that are
23 didn't perceive any difference in our 23 referred to tIhere are consultants that Lilly
24 approach to Zyprexa before versus after that 24 would hire to make presentations regarding
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Pi'ge 318 .... 320
I Zyprexa, correct? I would that ring any bells with you?
2 MR. BOISE: Object to the 2 A. I don't know.
3 form. 3 Q. Well, it was the Beasley
4 A. I don't know that that's what 4 analysis of the hyperglycemia data that went
5 it's referring to. S into the May 2000 label change, correct?
6 Q. Wasn't that what the 6 A. It was the categorical
7 dlrect-to-physician -- what was your 7 analysis that we talked about eariier.
8 understanding of what DTP or 8 Q. And that categorical analysis
9 dlrect-to-physician marketing entailed? 9 was presented to physicians in the

10 A. Quite frankly, don't know 10 hyperglycemia sell sheet, wasn't it, sir?
11 what direct-to-physician means. 11 MR. BOISE: Object to the
12 Q. Sir, isn't it a fact that 12 form.
13 that involved hiring outside physicians to 13 A. I don't know.
14 speak to other physidans at presentations 14 Q. No one ever informed you of
IS and seminars about Zyprexa? IS that?
16 A. I've heard the term, but I 16 A. Well, again, these are
17 don't know what it is. 17 affiliate implementation activities. This
18 Q. In your Zyprexa Product Team, 18 was, this is really not at the level of the
19 at least through 2002 or up to 2002, you had 19 scope of the product team. So what was
20 responsibility for supervising both the 20 within a spedflC sell sheet or detail aid is
21 medical side and the marketing side, corned' 21 something that would not have come under my
22 MR. BOISE: Object to the 22 examination.
23 form. 23 Q. Sir, do you recall that ~
24 A. We had on the Zyprexa Product 24 was in October of 2000 that the FOA made you

Pi'ge319 .... 321
I Team a global marketing component and a R&D I take out that language that had been put in
2 component. 2 the labeling in May of 2ooo?
3 Q. And you're telling us that 3 MR. BOISE: Object to the I
4 you don't know what DTP meant? 4 form.
S A. That's correct. 5 A. Yes. They asked us to nemove
6 Q. Okay. Wene you aware that 6 it. They felt that additional data would be
7 there was triple the dlned-to-physidan 7 helpful and we removed ~.

8 spending in 2000? 8 Q. And, in fact, when they asked
9 A. No. 9 you to remove that language, they said that

10 Q. The next bullet point states, 10 the information that you had put in the label
11 "Hyperglycemia Sell Sheet." 11 on your own without prior FDA approval
12 Do you know what sell 12 expressed a certain level of implied safety
13 sheet is? 13 with respect to tneatment-emergent
14 A. What I'm assuming that means 14 hyperglycemia and was -- that this reassuring
IS would be the materials that a sales IS language was not appropriate for submission
16 representative would carry with them. 16 under a special supplement changes being
17 Q. Urn-hum. And it refers to the 17 effected; isn~ that correct?
18 "Hyperglycemia sell sheet Beasley PBO 18 A. Let me look at that again.
19 analysis in June," corned? 19 MR. SUGGS: Let me show you
20 A. Yes. 20 whars been previously marked as
21 Q. And that indicates that -- 21 Plaintiffs Exhibit 195.
22 What, to you, sir? 22 MR. BOISE: I don~ think he
23 A. PBO is not resonating. 23 showed ~ to you yet.
24 Q. If I were to suggest placebo, 24 (Whereupon, Plaintiffs
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Page 322 Page 324
1 Exhibit(s) 195, previously 1 physicians were told about that analysis by
2 marked, was presented to the 2 Lilly sales reps using a hyper91ycemia sell
3 Witness.) 3 sheet'
4 MR. SUGGS: For the record 4 MR. BOISE: Object to the
5 this is an October 2000 letter from 5 form.
6 the FDA to Eli Lilly, specifically 6 A. I don't know the number.
7 to the attention of Gregory T. 7 Q. If I could direct your
8 8rophy. 8 attention to at the bottom of the page --
9 QUESTIONS BY MR. SUGGS: 9 MR. SUGGS: Strike that.

10 Q. And, sir, it was in this 10 QUESTIONS BY MR. SUGGS:
11 letter that the FDA directed Lilly to take 11 Q. Let me direct your attention
12 out the language in the label that had been 12 to the following page, Page 4.
13 put in there in May of 2000 regarding 13 MR. BOISE: Back to exhibit'
14 hyperglycemia, correct? 14 MR. SUGGS: 4968.
15 THE WITNESS: I'm just 15 MR. BOISE: Okay.
16 completing the reading of the 16 QUESTIONS BY MR. SUGGS:
17 document. 17 Q. The title on that page is
18 A. Yes. They accepted diabetic 18 Hyperglycemia/Diabetes U.s. Implementation
19 coma and changes to neuroleptic malignant 19 Plan. Do you see that page?
20 syndrome. They directed us to take the 20 A. I do.
21 ianguage on the categoricais out. And, 21 Q. At the top of the page it
22 you're right, they talked about the way you 22 says, "'Comparable rate,'
23 described, In addition Indicated that a more 23 slides In all DTP programs (SCC, CME
24 complete submission of glucose data and 24 advisory, et cetera) consistent with

Page 323 ""'325
1 additional discussions of pooling and 1 Accelerate Zyprexa/Blunt Pfizer strategy."
2 analysis of the data was necessary. 2 Do you see that language,
3 Q. Specifically, the FDA said 3 sir?
4 that the descriptive data expressed a certain 4 A. I do.
5 level of Implied safety and that that 5 Q. And "comparable rates" refers
6 reassuring language was not appropriate, 6 to the message that the rate of hyperglycemia
7 correct? 7 with Zyprexa was comparable to the rates of
8 MR. BOISE: Objection. Asked 8 hyperglycemia with other atypical drugs,
9 and answered. 9 correct?

10 A. It was not appropriate for 10 A. Thaes correct.
11 this, under this particular submission. 11 Q. Okay. And that was the
12 Q. Okay. 12 position that Lilly was taking in 2000 and
13 A. 1don't ever recall them 13 2001, correct?
14 challenging the veracity of findings. 14 A. Yes. And at that time, that
15 Q. Do you know how many 15 was the best Interpretation of the data.
16 physicians were presented with that 16 Q. And Lilly was stating that
17 presentation In which the FDA noted expressed 17 position despite the fact that the outside
18 a certain level of Implied safety? 18 consultants in October of 2000 were saying
19 MR. BOISE: Objection to the 19 "don't get too aggressive about denial,
20 form of the question. 20 blaming it on schizophrenia, or daiming no
21 MR. SUGGS: Let me restate 21 worse than other agents," correct?
22 the question. 22 A. Again, what I took from that
23 QUESTIONS BY MR. SUGGS: 23 consultation was to don't stop looking.
24 Q. Do you know how many 24 Keep - do the recommended additional
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Page 326
1 analyses. And we accepted their
2 recommendations and conducted those.
3 So what I heard them say was,
4 you know, there may be more to this story,
S continue to look, consider different
6 analyses, et cetera, and that's what we did.
7 Q. Sir, when it say --
8 MR. SUGGS: Move to strike to
9 nonresponsive portion.

10 QUESTIONS 8Y MR. SUGGS:
11 Q. When it refers to "SCC," do you
12 know what that stands for?
13 A. No.
14 Q. Does "CME" stand for continuing
15 medical education?
16 A. Yes.
17 Q. And what does "advisory"
18 refer to?
19 A. I'm not sure.
20 Q. When it talks about this
21 comparable rate slide being consistent with
22 the "Accelerate Zyprexa/Blunt Pfizer strategy:
23 what does that refer to?
24 A. I'm not certain.

Page 327

1 Q. Well, we know what "Accelerate
2 Zyprexa" means, don't we?
3 MR. BOISE: Object to the
4 fonm.
S A. I don't know wha~s being
6 referred to in this context.
7 Q. Okay. The next item on that
8 page is, "'Comparable Rates; end
9 quote, sell sheet in the hands of

10 representatives beginning February 19."
11 Correct?
12 A. Yes.
13 Q. So were you aware that there
14 was a comparable rates sell sheet developed
15 to give to sales reps?
16 A. It was my understanding that
17 the sales force were equipped with the most
18 recent data on metabolic issues. That would
19 Include data from PCS and other studies.
20 Q. Okay. With respect to this
21 message of comparable rates, that was the
22 message that Lilly was delivering In the
23 market in, from at least 2000 continuing to
24 the present day; Is that conrect?

Page 328
1 MR. BOISE: Object to the
2 fonm. Foundation.
3 A. I don't know what the message
4 Is today. I can tell you that the data is
5 still consistent today.
6 Q. As far as you're aware the
7 message is the same?
8 MR. BOISE: Object to the
9 fonm. Asked and answered.

10 A. I dont know.
11 Q. Oon't you still deal with
12 Zyprexa anymore?
13 A. My responsibilities since
14 I've been in my new role are quite a b~

15 broader in terms of responsibil~for
16 aspects of other molecules. So - and I, qu~
17 frankly, don't know what the marketing
18 messages are on Zyprexa In the U.s.
19 Affiliate. But I am familiar with scientific
20 literature and can attest that the current
21 data continues to show no signiflGlnt
22 differences among atypicals.
23 MR. SUGGS: Move to strike
24 the nonresponsive portion of your

1 answer.I"",,,,00'~ "'. ="

7 MR. SUGGS: I'm going to hand
8 you what has previously been marked
9 as Plaintiffs Exhibit 1110, and

10 also Plaintiffs Exhibit 1111.
11 (Whereupon, Deposition
12 Exhiblt(s) 1110, 1111,
13 previously marked, was
14 presented to the witness.)
15 MR. SUGGS: And I'll
16 represent to you that these
17 documents are dated in the database
18 that was provicled to us by Lilly as
19 November 2001 - actually,
20 Exhib~ 1110 Is dated 11/29/01 and
21 Exhlb~ 1111 Is dated 11/28/0 I.
22 And I'll also represent that
23 these documents came, again
24 acconJing to the database, from the
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Page 330
1 files of Matthew Pike.
2 QUESTIONS BY MR. SUGGS:
3 Q. Do you know who Matthew Pike
4 iSt sir?
5 A. I don't recall Matthew Pike.
6 Q. Matthew Pike, I'll represent
7 that he was in the Issues Management group
8 that reported to Denice Torres. Does that
g ring any bells?

10 A. I'm not recallin that name.

10 Q. And then below that issue is
11 a heading titled "Our Position." And Our
12 Position was, "Weight gain can occur
13 with Zyprexa as with other antipsychotics and
14 mood stabilizers. For most patients, this
15 can be managed allowing him to receive the
16 overwhelming benefits Zyprexa offers."
17 Do you see that language?
18 A. Yes.
19 Q. And were you aware that that
20 was Lilly's position in 20017
21 MR. BOISE: Object to the
22 form of the question. Foundation.
23 A. You know, I'm reading the
24 words on this page. I don't know precisely

Page 332
what was intended or meant here. We were
heavily investing in management approaches to
weight gain and getting data that some of
them were successful for some patientst and
this may well have been referring to that
work.

Q. Sir, this statement in the
physician section here that, "For most
patients this:' referring to weight gain,
"can be managed allowing them to receive the
overwhelming benefit Zyprexa offers."

That was just spinning the
data, wasn't it?

MR. BOISE: Object to the
form. Argumentative.
A. No.
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Q. Were you informed that that
was the kind of feedback that Lilly was
getting about its position --

MR. BOISE: Object to the
form.
Q. -- concerning weight gain?

MR. BOISE: I'm sorry, Dave.
Object to the form of the question.

THE WITNESS: Could you
restate your question?

MR. SUGGS: Can you read it
back, please?

Let me strike the question.
MR. BOISE: The Court

reporte~s objected to your
question.
Q. Sir, if, in fact, weight loss

programs only work 20 percent of the time in
normal voiunteers, that means your position
"for most patients weight gain can be

Page 336
1 Q. Sir, for most patients they
2 were nott correct?
3 MR. BOISE: Objection to
4 form. Foundation.
5 A. We'd have to look at each
6 study one at a time.

Page 334

~-----5
6
7
8
9

10
11
12
13
14
15
16
17
18
19
20
21
22
23
24

Page 335 Page 337

15

I

1
2
3
4
5
6
7
8

i

managed" was just false; is that correct?
MR. 80ISE: Object to the

form of the question.
A. No. Again, I'll speak to the

studies that we conducted which include
pharmacological and nonphanmacological and
were able to demonstrate in some patients
interventions were quite helpful, other
patients the weren't.

MR. BOISE: Object to the
form of the question. Foundation.
Argumentative.

15 Q. Sir, if, in fact -- I realize
16 that you dispute what this says or the
17 validity of what this says, but if, in
18 fact, you didn't know how to effectiveiy deal
19 with the weight gain associated with Zyprexa,
20 then it would not be right to tell doctors
21 that weight gain can be managed with most
22 patients, correct?
23 MR. BOISE: Object to the
24 form of the question.
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Object to the

8 And the first heading there, "Issue," the first
9 bullet point states, "Latest U.s.

10 market research shows that diabetes is the
11 No.1 reason physicians are concerned about
12 potential weight gain with Zyprexa."
13 Do you see that?
14 A. Yes.
15 Q. And because you were the head
16 of the Zyprexa Product Team, and at least
17 throughout 2001 the Zyprexa Product Team
18 included a marketing component, you would
19 have been informed of that market research,
20 would you not?
21 MR. BOISE: Object to the
22 form of the question.
23 A. I was aware of market
24 research that was coming into the team on

22 MR. BOISE: Object to the
23 form of the question. Foundation.
24 Argumentative.

1•3
I
9 Q. Isn't that what we saw in the

10 weight gain document, Exhibit 1110?
11 MR. BOISE: Let him finish.
12 A. Because it appears in one
13 document, again, that's not referenced, we
14 don't know who wrote it, I can't -- I can't
IS attest that that ends up becoming a Lilly
16 policy or central statement.

I

9 Q. So it's your testimony then
10 that if, in fact, Lilly marketed Zyprexa by
11 claiming that weight gain was manageable for
12 most patients, that was something that was
13 done without your knowledge; is that correct?
14 MR. BOISE: Object to the
15 form. Mischaracterizes his
16 testimony.
17 A. I'm just saying that I don't
18 know the statement you just stated "weight
19 gain is manageable for most patients" was a
20 central tenet of the marketing message.
21 Q. Isn't that just another way
22 of saying just what I said. If the
23 marketing people were saying that to
24 prescribing doctors, that was without your

Page 341

1 Zyprexa. This particular statement in that
2 time frame is not, not ringing true.
3 Q. Okay. So irs your testimony
4 that this document is wrong and that at that
5 time the market research was not shOWing that
6 diabetes was the No.1 reason physicians are
7 concerned about potential weight gain? Is
8 that correct?
9 A. I'm going to have to again

10 indicate that I don't know the background of
11 this document. I don't know who wrote it. I
12 don't know what their sources were.
13 My understanding back at this
14 time was that weight gain was a concern. But
15 that it was, but that with diabetes connected
16 was the NO.1 reason that doesn't -- I don't
17 recall that.
18 Q. Okay. So irs your testimony
19 this document is false?
20 MR. BOISE: Object.
21 Mischaracterizes the document.
22 Q. Or the statement in the
23 documenrs false?
24 MR. BOISE: same objection.
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23 MR. BOISE: Object to the
24 form. Mischaracterizes his

7 Q. Sir, my question had to do
8 with whether you were informed that the
g marketing department was stating that or not?

10 MR. BOISE: Object to the
11 form. Foundation.
12 Q. Were you informed of that,
13 that that was the rationale, the marketing
14 rationale for the position?
15 MR. BOISE: Object to the
16 form. Foundation.
17 A. I would challenge that that's
18 not the marketing, that thars not the
19 marketing position.
20 Q. Well, if this document came
21 from the files of Matthew Pike who reports to
22 Denice Torres, which department wouid that
23 come from, sir?
24 A. I don't know. It could be

1 A. I'm just saying I don't know
2 what the source is. I don't know who wrote
3 it. I don't know where this came from.
4 Q. That's different from what
5 you said earlier. Can you testify one way or
6 the other as to whether this statement is
7 true or not?
8 A. I'm not familiar with the
g statement so I don't think that I can.

10 Q. aka. That's fair enou h.

Page 343

i::G---
6 MR. BOISE: Object to the
7 form.

23 MR. BOISE: Object to form.
24 Foundation.

Page 345

one of many different things. It could be a
preliminary document, it could be one
person's thoughts, it could be a proposal
from an intern. There's a lot of different
possibilities. But I can tell you what the
data said, and the marketing message reflects
the data.

Q. Sir, the data doesn't address
the rationale, correct?

A. It must be art of it.
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Page 348

MR. BOISE: Object to the

1 MR. BOISE: Let me have that
2 read back.
3 MR. SUGGS: Let me strike
4 that.
5 QUESTIONS BY MR. SUGGS:

24

17 MR. BOISE: Object to the

I.u---
22 MR. SUGGS: Sir, can you
23 please just listen to my question
24 and answer it directly.

Page 347 Page 349

1 MR. BOISE: Don't load it up.
2 Just ask the direct question.
3 There's a speech--
4 MR. SUGGS: I've asked it
5 different ways. He never answered it.
6 MR. BOISE: -- around it. I
7 know. There's a speech around it.
8 QUESTIONS BY MR. SUGGS:

16 Q. The next message, "Greater
17 than placebo, greater that haldol, equal to
18 risperidone, dose to dozapine." Do you see
19 that, sir?
20 A. Yes.
21 Q. And physicians were never
22 told that olanzapine causes modest elevations
23 of mean random glucose greater than placebo,
24 greater than Haldol, correct?

1

I
8
9

10
11
12
13
14
15
16
17
18
19
20
21
22
23
24

form. Mischaracterizes the
document.

•MR. SUGGS: Let me show you
whars been previously marked as
Plaintiff's Exhibit 5565.

(Whereupon, Plaintiff's
Exhibit(s) 5565, previously
marked, was presented to the
witness.)
MR. SUGGS: For the record,

this is a string of e-mails. The
one I'm particularly concerned with,
sir, is the one in the middle of the
page, of the first page, from
Charles Beasley to Ralf Dittmann
with copies to you, Patrizia
Cavazzoni, Mark Millikan, Anna
Thornton and Gary Tollefson,
Subject: Olanzapine and
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1 hyperglycemia, et cetera. 1 MR. BOISE: Objection. He
2 QUESTIONS BY MR. SUGGS: 2 never said he -- object to the form.

I 3 A. You've read the e-mail
4 correctly. The key point I think in this
5 e-mail Is the problem with continuous•- 6 measures of random samples.

7 Q. And when was the last time 7 Q. Sir, lees get back for a
8 you reviewed this document? 8 second. Remember before I showed you that
9 A. Um, I believe within the last 9 document, I asked you do you recall

10 month. 10 Dr. Beasley telling you that increases in
11 glucose with Zyprexa users were accounted for
12 in part but not entirely by weight increase
13 and you said no. So I showed you the
14 document. And now I've shown you that
15 language.
16 And my question Is: Does
17 this now refresh your recollection that
18 Dr. Beasley told you that? Thaes my
19 question.
20 A. And I would say yes at this
21 one point in time, but in order to give you
22 fuller context to the question --
23 Q. Sir, I'm just asking for a
24 direct answer to my question, and you have

Page 353

1 answered it, yes, this does refresh your
2 recollection that Dr. Beasley told you that,
3 correct?
4 A. To that narrow question yes.
5 Q. That's my question.
6 A. I do think, though, it's•- 7 important to appreciate that what he points

8 Q. And, sir, does that refresh 8 out here is very, very important in
9 your recollection that Dr. Beasley told you 9 interpreting the continuous data, and that Is

10 that the glucose elevations that they were 10 the food effect of random samples, and that
11 seeing were partially accounted for by weight 11 alone makes it nearly impossible to draw the
12 gain? 12 conclusions around weight.
13 A. Again, we've looked at this 13 THE WITNESS: Move to strike
14 very carefully and -- 14 your answer as not responsive.
15 Q. Sir, my question is whether 15 QUESTIONS BY MR. SUGGS:
16 that refreshes your recollection that that's 16 Q. Sir, can we get back to
17 what Dr. Beasley told you? 17 Exhibit UIP That's the one in your left
18 A. You've read this e-mail 18 hand.
19 correctly. He and I have had multiple 19 A. Yes.
20 different conversations on this topic. 20 Q. At the bottom of Page 4 is
21 Q. And that's my question, is 21 another heading that states ''What We Don't
22 whether he told you about that, whether this 22 Know." We already talked about part of that,
23 refreshes your recollection that he told you? 23 the part that said you didn't know how to
24 And does It now refresh your recollection? 24 effectively deal with weight gain associated
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Page 356

MR. BOISE: Object to the
form. Foundation.

MR. BOISE: Note my
objection.
A. I can't tell from this

document if, in fact, these were key
verbatims for the sales force or if these
were a summation of facts or exactly how
these would be used.

1 Q. My question was, "And
2 what this page reflects is the key verbatims
3 that sales reps would use in communicating
4 with physicians about Zyprexa and diabetes,"
5 correct?
6
7
8
9

10
11
12

12
13

1 is it not?
2 A. I'm not sure I know what you
3 mean.
4 Q. Have you ever heard the term
5 "verbatim" used before in connection with the
6 marketing of Lilly drugs?
7 A. I'm familiar with the term
8 "verbatim".
9 Q. And what does it mean?

10 A. It would be a verbalization.
11 Q. And it refers to instructions
12 to sales reps as to what they are to say
13 about a drug, correct?
14 A. I'd accept that. They're
15 trained to interact with dodors and to
16 provide information.
17 Q. Okay. And what this page
18 refiects is the key verbatims that sales reps
19 were to use in communicating with physicians
20 about Zyprexa and diabetes, correct?
21 MR. BOISE: Objection.
22 Foundation.
23 A. I'll have to take a read.
24 Okay.

Page 354
1 with Zyprexa.
2 I want to ask you about
3 the first bullet point, though, that says,
4 "Impact of olanzapine on patients
5 already at risk of developing diabetes."
6 Do you see that language?
7 A. Yes.
8 Q. Li lIy never advised
9 physicians not to use Zyprexa in patients

10 with diabetes, correct?
11 MR. BOISE: Object to the
12 form of the question.
13 A. That's correct.
14 Q. Okay.
15 A. And perhaps just to further
16 add that, our labeling is very clear on that
17 point as well.
18 THE WITNESS: Move to strike
19 as nonresponsive.
20 QUESTIONS BY MR. SUGGS:
21 Q. Sir, if I couid direct your
22 attention to Page 5 of Exhibit 1111. There's
23 a reference to "Key Verbatims." And the term
24 "verbatim" is a term of art in your company,
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MR. BOISE: You can read it.
He's done reading for you before,
David. You can read it aloud.

MR. SUGGS: can you read it
aloud, please?

MR. BOISE: Are you able to
read it aloud?

THE WITNESS: I can do that.
MR. BOISE: Why don't you ask

him a question?
MR. SUGGS: I've asked him to

please read it aloud for the jury,
what that says.

MR. BOISE: He's not going to
read. He's not here to read. I~s

not his document, it's not his
writing.

Page 361
MR. SUGGS: I know you're

embarrassed.
MR. BOISE: I~s not

embarrassed, Dave, it's not about
embarrassed. I~s not a question to
ask a person. I~s not his
document.

QUESTIONS BY MR. SUGGS:
Q. Dr. Breier, are you refusing

to read that language to the jury'
MR. BOISE: I'm telling you

i~s not an appropriate question and
I'm objecting to it.

QUESTIONS BY MR. SUGGS:
Q. My question is, sir, would

you please read that aloud for the jury, what
this document sa s?

8
9

10
11
12
13
14
15
16
17
18
19
20
21
22
23
24

Page 359

..
MR. BOISE: Objection,

mischaracterizes the testimon

I
3
4

J
11
12
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Page 362 Page 364
1 MR. SUGGS: Thank you, 1 That the parties were
2 Dr. Breier. It's now about, it's 2 represented by their counsel as
3 past 5:30. Want to commence 3 aforementioned.
4 tomorrow at 9:30? 4 I do further certify that
5 MR. BOISE: Fine. Are you 5 I am a disinterested person in this cause of
6 done for today? 6 action; that I am not a relative or attorney
7 MR. SUGGS: Yes. 7 of either party, or otherwise interested in
8 THE VIDEOGRAPHER: This marks 8 the event of this action, and am not in the
9 the end of tape NO.5 of the 9 employ of the attorneys for either party.

10 deposition of Dr. Alan Breier. 10 IN WITNESS WHEREOF, I have
11 We're off the record at 5:33. 11 hereunto set my hand and affixed my notarial
12 12 seal this 13th day of January, 2007.
13 13
14 AND FURTHER THE DEPONENT SAITH NOT. 14
15 15
16 16 Rebecca J. Swinney, RMR-FCRR
17 ALAN BREIER, M.D. 17 CSR No. 94-R-1047
18 18 Notary Public
19 19
20 20 My Commission Expires:
21 21 March 9, 2007
22 22
23 23 County of Residence:
24 24 Morgan

Page 363 Page 365

1 STATE OF INDIANA ) 1 ------
2 ) SS: 2 ERRATA
3 COUNTY OF MORGAN ) 3 ------

4 I, Rebecca J. 4 PAGE UNE CHANGE
5 Swinney, RMR-FCRR, a Notary Public in and for 5 -- --
6 the County of Morgan, State of Indiana at 6 -- --
7 large, do hereby certify that ALAN BREIER, 7 -- --
8 M.D., the deponent herein, was by me first 8 -- --
9 duly sworn to teli the truth, the whole 9 -- --

10 truth, and nothing but the truth in the 10 -- --
11 aforementioned matter; 11 -- --
12 That the foregoing 12 -- --
13 deposition was taken on behalf of the 13 -- --
14 Plaintiffs pursuant to the Indiana Rules of 14 -- --
IS Trial Procedure; 15 -- --
16 That said deposition was 16 -- --
17 taken down in stenograph notes and afterwards 17 -- --
18 reduced to typewriting under my direction, 18 -- --
19 and that the typewritten transcript is a true 19 -- --
20 record of the testimony given by the said 20 -- --
21 deponent; and that the signature of said 21 -- --
22 deponent to his or her deposition was 22 -- --
23 requested; 23 -- --
24 24
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1
2
3
4 Volume 2 of the videotaped
5 deposition of ALAN BREIER, M.D., held in the
6 offices of Barnes & Thornburg, 11 South
7 Meridian Street, Indianapolis, Indiana
8 46204-3535 Commencing at 9:41 a.m., on the
9 above Date, before Rebecca J. Swinney, a

10 Registered Merit Reporter and Federal
11 certified Realtime Reporter.
12
13
14
15
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20
21
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Page 379

1 THE VIDEOGRAPHER: We are on
2 the record. Here begins Volume
3 NO.2 of the deposition of Dr. Alan
4 Breier duly taken by the plaintiff.
5 We're going on the record at
6 9:41 a.m. Today's date is January
7 the 12th of 2007.
8 MR. BOISE: Is there anyone
9 on the phone that wasn't here

10 yesterday?
11 Appearances are the same.
12 MR. SUGGS: Okay. Would you
13 reswear the witness, please.

21
22
23 QUESTIONS BY MR. SUGGS:
24 Q. Good morning, Dr. Breier.

Page 380

1 A. Morning.
2 Q. Yesterday we talked briefiy
3 about how you spoke to the sales force in
4 October of 2000 about the use of Zyprexa for
5 the treatment of patients with Alzheimer's.
6 Do you recall that?
7 A. Could you restate the
8 question?
9 Q. Sure.

10 Do you recall that yesterday
11 we spoke about your presentation to the sales
12 force in October of 2000 at the Viva Zyprexa
13 launch meeting about the use of Zyprexa for
14 the treatment of Alzheimer's?
15 A. I spoke about Alzheimer's in
16 that one speech. Again, the purpose of that
17 was because I knew that there were certain
18 clinical realties that the sales force would
19 encounter, and I wanted them to be aware of
20 it, as well as to understand the future
21 developments that were ongoing on Zyprexa,
22 and Alzheimer's was one of those
23 developments.
24 Q. Do you recall that by

Page 381
1 November of 2001, about a year later, sales
2 of Zyprexa for use by the elderly was about
3 $500 million --
4 MR. BOISE: Objection to
5 form.
6 Q. -- per year?
7 MR. BOISE: I'm sorry.
8 Foundation.
9 THE WITNESS: Could you

10 repeat the question?
11 MR. SUGGS: Sure.
12 QUESTIONS BY MR. SUGGS:
13 Q. Do you recall that by
14 November of 2001, approximately a year after
15 you gave that presentation, Zyprexa sales for
16 use in elderly peeple were on the order of
17 $500 million a year?
18 A. I don't recall the specific
19 dollar figure.
20 MR. SUGGS: Let me show you
21 an e-mail that you wrote in November
22 of 2001. We'll mark this as Breier
23 Exhibit 4.
24 (Whereupon, Deposition

Page 381
1 Exhibit(s) 4 duly received,
2 marked and made a part of the
3 record.)
4 MR. SUGGS: For the record,
S this is an e-mail chain, it's a
6 two-page document, starts off with
7 the first page with an e-mail from
8 John Lechleiter to a number of
9 individuals. His e-mail is dated

10 November 20, 2001, and this document
11 bears the Bates No. lY207409274.
12 QUESTIONS BY MR. SUGGS:
13 Q. Sir, if I could direct your
14 attention to the second -- well, lower on the
15 first page is an e-mail from yourself to John
16 Lechleiter dated November 19, 2001; is that
17 correct'
18 A. Yes.
19 Q. Okay. And on the second page
20 of this document, towards the middle of the
21 page is some language in bold font that says
22 "Brand architecture suggests pursuing the
23 Alzheimer's segment opportunistically with
24 major focus placed on acutely and chronically
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Page 383 Page 385
1 ill nonelderly schizophrenic and bipolar 1 long-term care sales force. I don't recall
2 patient, I.e., high dose segments. Lilly's 2 the launch date.
3 current business in the elderly segment is 3 MR. SUGGS: Let me show you
4 about $500 million." 4 what's been previously marked as
5 Do you see that language, 5 Plaintiffs Exhibit 1419.
6 sir? 6 (Whereupon,
7 A. I do. 7 Plaintiffs Exhibit(s) 1419,
8 Q. Does that refresh your 8 previously marked, was
g recollection that as of November 2001, g presented to the witness.)

10 Lilly's current business at that point in the 10 MR. SUGGS: For the record,
11 elderly segment was about $SOO million? 11 this is a document entitled "Zyprexa
12 A. I'd like to take a minute and 12 in the U.s. market Qualitative
13 just read the document, then I'd be very 13 Update" and is dated May 5, 1999.
14 pleased to answer the question. 14 And, sir, I would direct your
15 Q. Is it necessary to answer 15 attention to the second physical
16 that particular question that I posed' 16 page.
17 A. For that specific question, 17 QUESTIONS BY MR. SUGGS:
18 probabiy not but -- 18 Q. Down towards the bottom
19 Q. Well, tha~s all that I'm 19 there's an Issue NO.5 in bold. "Issue
20 concerned about right now. We'll deal with 20 No.5 - Getting killed in long-term care
21 the other stuff later. To answer my standing 21 market. Risperdal share 2X Zyprexa."
22 question, does seeing that document that you, 22 Do you see that reference,
23 yourself, wrote in November of 2001 refresh 23 sir?
24 your recollection that by November of 2001 24 A. I do.

Page 384 Page 386

1 Lilly's business in the elderly segment was 1 Q. And do you recall that there
2 about $500 million? 2 was a feeling at Lilly that the company was
3 A. I'm reading that here and 3 getting killed in the iong-term care market?
4 that's a correct description. 4 A. No.
5 Q. Okay. And that's 5 Q. Do you recall being aware at
6 $500 million per year, correct? 6 that time that the Risperdal share of the
7 A. Presumably that's the case. 7 long-term care market was twice that of
8 Q. Okay. Now do you recall that 8 Zyprexa?
g Lilly began promoting Zyprexa for the eiderly 9 A. I don't recall that.

10 in May of 1999? 10 Q. If you can direct your
11 A. We promoted Zyprexa for 11 attention to the language right below that it
12 schizophrenia and bipolar mania exclusively. 12 notes several actions. The first is "Launch
13 That would include all age segments over the 13 into LTC marketJuly 1999."
14 age of 18 for those segments. There's a 14 Do you see that reference?
IS substantial number of bipolar patients and 15 A. Yes.
16 schizophrenic patients among the elderly, and 16 Q. "LTC" stands for long-term
17 we would be promoting for those segments. 17 care, correct?
18 MR. SUGGS: Move to strike as 18 A. Yes.
19 nonresponsive. 19 Q. And does this refresh your
20 QUESTIONS 8Y MR. SUGGS: 20 recollection that Lilly launched Zyprexa in
21 Q. Do you recall that there was 21 the language term care market in July 1999'
22 a launch into the long-term care market in 22 A. I'm reading the words on that
23 July of 1999? 23 page, and you've read it correctly.
24 A. I recall that there was a 24 Q. And does that refresh your
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Page 387 Page 389
1 recollection that, in fact, Lilly did launch 1 do that. That consisted of a variety of
2 into the long-term care market in July 2 clinical trials, and those either had
3 of 1999? 3 started or were about to start or were underway at
4 A. Again, I'm familiar that 4 that time.
S there was a long-term care sales force in the S Q. And at the bottom of the
6 U.S. Affiliate. My recollection of when that 6 first page of Exhibit 4, Breier Exhibit 4,
7 sales force launched is being refreshed now 7 you briefly summarized the results of four
8 by this document, and I'll accept that it was 8 studies that were conducted regarding use of
9 July of 1999. 9 Zyprexa for Alzheimer's, correct?

10 Q. And who is in charge of that 10 A. Yes. These were components
11 long-term care market in Lilly? 11 of a clinical program, four trials that were
12 MR. BOISE: In 1999? 12 used to pursue an indication for Alzheimer's
13 MR. SUGGS: In 1999. 13 psychosis.
14 A. I don't know. 14 Q. I guess actually I misspoke.
15 Q. Do you know who was in charge 15 Although you list four clinical trials that
16 of that market at any time? 16 are there, you only give the results on
17 A. No. 17 three, and you noted that the last one there,
18 Q. What share of the market was 18 HGIV, was still ongoing; is that correct?
19 Gino santini involved with? 19 A. Thars correct.
20 MR. BOISE: What share? 20 Q. Okay. And the three studies
21 MR. SUGGS: What area of the 21 where you did report the results you note
22 market. 22 that for study HGOA the results were that
23 THE WITNESS: I don't 23 Zyprexa was numerically but not statistically
24 understand the question. 24 superior to placebo, correct?

Page 388 Page 390

1 MR. SUGGS: I'll withdraw the 1 A. That is correct.
2 question. 2 Q. With respect to study HGEU,
3 Q. You'll see the second 3 you noted that the results were that 5 and
4 numbered action number is "DTP PsychLink 4 la-milligram doses of Zyprexa were
5 program on elderly patients in May." 5 significantly superior to placebo but there
6 We established yesterday that 6 were some safety concerns, correct?
7 DTP stands for direct-to-physician; do you 7 A. You've correctly read the
8 recall that? 8 line on the e-mail describing the EU trial.
9 A. Yes. 9 Q. And with respect to study

10 Q. And do you know what the 10 HGGU, you described the results as being that
11 PsychLink program was? 11 there was no separation between olanzapine
12 A. No. 12 versus placebo, olanzapine versus Risperdal
13 Q. I'd like to direct your 13 or Risperdal versus placebo; is that correct?
14 attention back to what we marked as Breier 14 A. You've read that correctly.
15 Exhibit 4, which was your November 2001 15 It goes on to say a large placebo response
16 e-mail. 16 may explain the negative findings, thars
17 In November of 2001, well, 17 correct.
18 prior to that time, Lilly had conducted a 18 Q. Were you saying there that
19 number of trials, clinical trials, to assess 19 you were unable to detect any difference
20 the efficacy of Zyprexa as treatment for 20 between olanzapine as compared to placebo?
21 Alzheimer's; is that correct? 21 A. The results of the HGGU trial
22 A. Yes. We were at that time 22 failed to separate any of the treatment arms.
23 pursuing an indication for Alzheimer's 23 Q. So nothing was better than
24 psychosis. We had created a clinical plan to 24 placebo, correct?
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Page 391 Page 393
1 A. And what I was trying to 1 the fact that the FDA had raised the
2 describe is why we thought that might be the 2 threshold for acquiring an indication, and
3 case. 3 the fact that your clinical studies weren't
4 Q. I understand that. But first 4 really showing terribiy great results, you
5 I need to establish, I'm trying to find out 5 recommended that the company not pursue an
6 what you meant by no separation. And 6 indication for Alzheimer's; isn't that
7 basically what that meant was that nothing 7 correct?
8 was better than placebo, correct, olanzapine 8 MR. BOISE: Object to the
g wasn't, Risperdal wasn't. You just weren't 9 form.

10 seeing anything that would distinguish the 10 A. Thars correct with an
11 drug treatments over and above placebo, 11 important caveat, and that is as you noted,
12 correct? 12 the HGIV trial was ongoing. If that trial
13 A. That's correct. What we 13 showed very promising results, we, as a team
14 found was that there were there were three 14 agreed that we would consider revisiting
15 treatment arms, risperidone failed to 15 this issue. But you are correct, at this
16 separate from placebo, olanzapine failed to 16 point we were communicating to the
17 separate from placebo, and olanzapine and 17 organization that we were not optimistic and
18 risperidone failed to separate from each 18 would be winding down the Alzheimers
19 other. 19 program.
20 Q. Okay. And you also noted in 20 Q. And your bottom line as
21 your e-mail that the FDA has raised the 21 reflected on the second page of your e-mail
22 threshold for acquiring an indication. 22 was, "We recommend not pursuing a
23 That's on the second page. Is that correct? 23 formal indication for Alzheimer's psychosis
24 A. That is correct. 24 because of the mixed clinical results, the

Page 392 Page 394

1 Q. And the reason why the FDA 1 need to initiate another giobal trial, the
2 raised the threshold for acquiring an 2 high FDA threshold, concerning safety risks,
3 indication for the treatment of Alzheimer's 3 and strategic focus on high dose segments.
4 was because FDA viewed this patient group as 4 The recommended approach is to support this
5 being particularly vulnerable, correct? 5 segment with a publication strategy,"
6 A. That is partially correct. 6 correct?
7 Q. Isn't that what you wrote in 7 A. You've read that correctly.
8 your e-mail? You said, 'This patient 8 Q. And "publication strategy"
g group is viewed as particularly vulnerable 9 refers to publishing articles, scientific

10 with a high sensitivity for an adverse 10 articles about the use of a, use of Zyprexa
11 events." 11 for Alzheimers, correct?
12 A. I think a little more context 12 MR. BOISE: Object to the
13 here would be -- 13 form.
14 Q. Excuse me, sir, can you first 14 A. We had trials that were
15 answer my question? Did you write that in 15 winding down, as you noted. There was an
16 your e-mail? 16 ongoing trial. We have a policy of
17 MR. BOISE: The question 17 publications for our clinical trials. So we
18 that's pending is are those words in 18 intended to publish the results of those
19 your e-mail as opposed to what his 19 trials.
20 understanding of what FDA was 20 Q. You knew that physicians were
21 saying? 21 using Zyprexa for the treatment of
22 MR. SUGGS: Yes. 22 Alzheimer's, correct?
23 A. Those words are in my e-mail. 23 A. We knew from market research
24 Q. Okay. And on the basis of 24 and from clinical practice that antipsychotic
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Page 395 Page 397
1 drugs, olanzapine as well as other 1 Did you ever inform
2 antipsychotic drugs, were widely used by 2 physicians in your labeling that the clinical
3 physicians who treat patients with 3 studies that you'd done regarding the use of
4 Alzheimer's disease. 4 Zyprexa for Alzheime~s had those mixed
5 Q. To the tune of $500 million a 5 results?
6 year of Zyprexa in 2001, correct? 6 MR. BOISE: Objection. Asked
7 MR. BOISE: Object to the 7 and answered.
8 form of the question. 8 A. We were completely
g Mischaracterizes his prior 9 transparent with the results of these

10 testimony. 10 studies. We communicated ail the results of
11 A. That's not accurate. What I 11 ail of these studies to the FDA. We labeled
12 refer to there is the elderly segment, and 12 these studies appropriately in conjunction
13 noted that the elderly segment is comprised 13 with FDA guideiines, i.e., we included the
14 of substantial numbers of schizophrenic and 14 safety information but not the efficacy
15 bipolar patients. 15 information because we did not have an
16 Q. And also people with 16 indication, it would be inappropriate to do
17 Alzheimer's, correct? 17 that. We published ail of these papers.
18 A. As noted, Zyprexa, as well as 18 Q. Sir, is the answer to my
19 other antipsychotic drugs, were used by 19 question no then, that you did not inform
20 physicians treating Alzheime~s patients, 20 physicians in your labeling that the clinical
21 that is correct. 21 studies that you'd done regarding the use of
22 Q. Did you ever inform 22 Zyprexa for Alzheimer's had those mixed
23 physicians of the results of these studies 23 results?
24 that are referenced on the first page of 24 MR. BOISE: Objection, asked

page 396 Page 398

1 Breier Exhibit 4' 1 and answered.
2 A. Yes. 2 A. It would have been
3 Q. In the labei' 3 inappropriate to include efficacy information
4 A. The labeiing of these 4 in the label on a disorder where one does not
5 trials were included for safety purposes. So 5 have an indication.
6 there's an elderiy section that includes 6 MR. SUGGS: Objection.
7 safety information. 7 Nonresponsive.
8 Again, because of the 8 QUESTIONS BY MR. SUGGS:
9 awareness by the FDA that these drugs are 9 Q. You did not state in the

10 commonly used, the efficacy sections were not 10 label the findings of those results, correct'
11 included because we did not gain an 11 MR. BOISE: Object to the
12 indication. 12 form.
13 Q. And, in fact -- 13 A. I can only keep repeating my
14 MR. FlBICH: Excuse me, I 14 answer. We labeled appropriately regarding
15 want to object to the responsiveness 15 these trials.
16 of that answer. 16 Q. Sir, I'm not asking your
17 Q. In fact, your studies showed 17 opinion, okay? You're not here as an expert
18 either -- weil, as you note here, your studies 18 Witness, you're here to answer facts. I'm
19 were mixed. In one you found that there was 19 asking a factual question, not your opinion
20 a numerical but not statistical support to 20 about what was appropriate or not
21 placebo, and the other one you found superior 21 appropriate.
22 efficacy but safety concerns, and the other 22 And my question to you, sir,
23 one you couldn't find any difference at all 23 is, did your labeiing ever state the findings
24 between olanzapine and placebo. 24 of those results in the labeling'
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MR. SUGGS: Yes. In the

Page 402

Page 401
1 a minute ago -- I really do think
2 it's suggestive. I'm just saying
3 try not to do it.
4 MR. 3OISE: I'm not
5 suggesting anything. I'm trying to
6 make sure we all comply with the
7 notion we have the one question
8 asked and not repeat it.
9 MR. RBICH: We had this

10 before. You might not have been on
11 the call.
12 MR. BOISE: I was on the call
13 I'm familiar with the order.
14 MR. RBICH: Let's proceed.
15 QUESTIONS BY MR. SUGGS:

24

.-2 MR. SUGGS: Let me show you
3 what's been previously marked as
4 Plaintiffs Exhibit 320.
5 (Whereupon,
6 Plaintiffs Exhibit(s) 320,
7 previously marked, was
8 presented to the witness.)
9 MR. SUGGS: For the record

10 this document has a cover page which
11 states Appendix Six, Japanese Dear
12 Doctor Letter.
13 QUESTIONS BY MR. SUGGS:

MR. BOISE: I'm allowed to
say the basis for the objection.

MR. ALLEN: No, you're not.
MR. RBICH: I thought Peter

had ruled otherwise. Irs objection
form and not make talking. I
thought we had this issue before.

MR. BOISE: I haven't made
speaking objections.

MR. RBICH: Sir?
MR. BOISE: I haven't made

speaking objections. I think the
record will be what it is. I'm
entitled to state the basis for the
objection. I'm not making speaking
objections. I object to --

MR. SUGGS: If I ask you the
basis you can tell me, otherwise
just state "objection form,"
according to my understanding.

MR. RBICH: Barry, you
haven't been bad about It. When you
tell him "asked and answered," when
you tell him -- you had another one

Page 400

1
2
3
4
5
6
7
8
9

10
11
12
13
14
15
16
17
18
19
20
21
22
23
24

Page 399
1 MR. BOISE: He's answered
2 that question.
3 Q. Yes or no?
4 MR. BOISE: He's answered
5 that question.
6 MR. SUGGS: No, he's not?
7 MR. BOISE: He's answered the
8 question, Dave.
9 MR. SUGGS: No, he's not.

10 MR. BOISE: Objection. Asked
11 and answered.
12 QUESTIONS BY MR. SUGGS:
13 Q. Did your labeling state that
14 or not?
15 A. If you're asking me did we
16 include the efficacy data of these four
17 trials in the label, my answer is no.
IB Q. Thank you.
19 MR. RBICH: Barry, can we
20 get back to just "objection form?"
21 MR. BOISE: We can't have the
22 same questions over and over again.
23 MR. SUGGS: He needs to
24 answer the question.
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1 this letter out, and we complied with that
2 direction.
3 Q. After first opposing it. You
4 told the Japanese regulatory authorities that
5 you didn't think it was necessary, correct?
6 A. We engaged the scientists of
7 the Japanese regulatory agency on the merits
8 of the cases that they were basing this on.
9 We pointed out to them that those cases are

10 confounded. What that means is that they had
11 multiple other factors that could have
12 contributed to these events.
13 We also brought to their
14 attention a worldwide database that would
15 suggest that some of what they were
16 recommending was not supported by that
17 worldwide database. So we had scientific
18 exchan es with the re ulato rou.

11 (Pages 403 to 406)

14 Q. And by this point in time in
15 June of 2000 -- well, it says since the
16 marketing of this product in June 2001,
17 there had been those nine serious cases,
18 correct?
19 A. At the time of this action,
20 June -- or I'm sorry -- it appears that what
21 this is saying is that -- my understanding is
22 that from the time that this issue was
23 introduced there had been nine cases.

Page 403
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MR. BOISE: Object to the
form.

16 Q. Thank you. This was not
17 something Lilly wanted to do. Lilly was
18 ordered to do this by the Japanese regulatory
19 authorities, right?
20 MR. BOISE: Object to the
21 form of the question.
22 A. The issue of wanting or not
23 wanting is not relevant. The Japanese
24 regulatory authorities directed us to send

18
19
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Page 410

1 Q. So, the Japanese re9ulatory
2 authority was making diabetes a
3 contraindication for the use of Zyprexa,
4 correct?
5 A. Correct.
6 Q. Okay. Diabetes was not a
7 contraindication in the United States,
8 correct?
9 A. It was not a contraindication

10 at this time, nor is it a contraindication
11 today, and, frankly, I'm not aware of there
12 being a contraindication for diabetes any
13 other place in the world.
14 Q. Okay. Point NO.2 in the
15 Japanese Emergency safety Information Letter
16 was "During administration of this
17 product" -- this is an English translation -­
18 it says, "observe sufficiently with such as
19 measurement of blood glucose." And I
20 realize it's --
21 MR. BOISE: Those are your
22 words, Mr. Suggs.
23 MR. SUGGS: Weli, actualiy,
24 it's whoever translated this for

12 (Pages 407 to 410)

21 Q. And did it specify a schedule
22 for conducting such testing>
23 THE WITNESS: Let me take a
24 lock further into the document.

1 Liliy.
2 QUESTIONS BY MR. SUGGS:
3 Q. Was it your understanding
4 that the Japanese regUlatory authority was
5 instructing physicians --
6 MR. SUGGS: Weli, strike
7 that.
8 QUESTIONS BY MR. SUGGS:
9 Q. Was it your understanding

10 that the Japanese label --
11 MR. SUGGS: Strike that.
12 QUESTIONS BY MR. SUGGS:
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11 Q. You used the term there
12 "contraindication." That's a term of art in
13 the pharmaceutical industry, correct?
14 A. In the regulatory, in the
15 regulatory world.
16 Q. Okay. And basically what
17 it means is if there is a contraindication in
18 the label, it means do not use this product
19 for this particular type of patient or this
20 particular type of iliness or whatever,
21 correct?
22 A. That's correct. Whatever is
23 specified in that contraindication, you're
24 correct.
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sort of open back and forth that we would get
it right. And that was our objective. And
again, we felt that through analysis of new
data, deliberations, consultation, we had it
right.

MR. BOISE: Object to the
form.
A. Just to get full context

here, we would have had discussions along
those lines before the change, during and
after, because that was our practice of
working together, was continually looking at
new data as it came in, continually asking
the question are we labeled appropriately,
and through those careful deliberations we
came to the conclusion that we were.

Q. Let me show you -­
Well, let me ask you a

1 about the risk of diabetes?
2 A. Because the approach to
3 labeling varies from country to country,
4 there's different practices and philosophies
5 of labeling, we felt confident that we were
6 accurately labeled in the U.S. at that time.
7 I will say that part of our
8 practice was continual assessment of
9 regulatory issues, labeling issues, multiple

10 different issues. So that we would be having
11 discussions about, and challenging ourselves
12 was part of the practice on the team. But I
13 can tell you as head of the team at that time
14 we were confident that we were appropriately
15 labeled in the U.S.
16 MR. ALLEN: Objection.
17 Nonresponsive.
18 Q. You did have such discussions
19 about whether the U.s. label was appropriate
20 or whether it should be modified'
21 A. Again, we, throughout my
22 tenure on the team, we continuously
23 challenged ourselves on a range of important
24 issues. We felt that it was through that

1
2
3
4
5
6 Q. Okay. So you considered the
7 issue of whether or not the u.s. label should
8 be changed in April of 2002 after the
9 Japanese label change but you came to the

10 conclusion that that was not necessary,
11 correct'
12
13
14
15
16
17
18
19
20
21
22
23
24
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19 Q. Okay. Now as the head of the
20 product team, did you have discussions within
21 the company after the Japanese label change
22 in April of 2002 as to whether or not Lilly
23 should voluntarily change the U.S. label to
24 include a warnings or precautions section

1 A. 1 don't see an exact schedule
2 here. I'll share with you my recollection,
3 but I'm sure there would be a way to refresh
4 this if I'm not completely accurate.
5 What I recall was that there
6 was direction to monitor that would include
7 but was not exclusive of blood monitoring.
8 I recall there being
9 recommendations to take a blood 91ucose at

10 the initiation of treatment, but I don't
11 recall there was specificity around the
12 frequency or the number of blood draws that
13 would occur after treatment.
14 I also recall that Lilly
15 partnered with the agency to assess this
16 topic following these directions to try to
17 refine gUidance on blood monitoring. And
18 that's m best recollection.

13 (Pages 411 to 414)
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Page 41S
question first. What's the policy committee
at Lilly?

A, There's a number of different
governance committee and committees that work
on policy,

Page 417

6 Q. Okay. Did you recall in
7 general that there was a policy meeting in
8 connection with the Zyprexa label at around
9 that time period?

10 A. I can refresh my recollection
11 with the document. It was not unusual to
12 present reviews of Zyprexa to the policy
13 committee, so it would be reasonable to
14 assume that at some point in that period
15 there would have been a presentation.
16 Q. Were there regular
17 presentations to the policy committee
18 regarding Zyprexa?
19 A. I wouldn't characterize them
20 as regular. That would suggest a routine
21 schedule or a quarterly update or something
22 of that nature and they were not regular.
23 Q. Okay. How often were
24 presentations made to the policy committee

1
2
3
4
5
6 THE WITNESS: I will assume
7 that you're referring to the
8 corporate policy committee; is that
9 correct?

10 MR, SUGGS: Yes.
11 A. If that's the case, that would
12 be the primary governance committee in the
13 company.
14 Q. And who are the members of
15 that policy committee?
16 A. The chair of the committee is
17 Sydney Taurel, and depending on what time
18 period we're talking about, there would be
19 different representation.
20 Q. Say, April of 20027
21 A. I will attempt to give you my
22 recollection of the membership at that time,
23 understanding that at certain points peopie
24 retire and other people assume positions.

Page 416 Page 418

1 At that time, I would -- my
2 recollection is that John Lechleiter would
3 have been a member, Gus Watanabe, perhaps
4 Gerhard Mayr, Ms. Goss, Pedro Granidio, and
5 there may have been a few more and I'm not
6 recalling them at this moment.
7 Q. Okay. Are you presently on
8 the policy committee today?
9 A. No.

10 MR. SUGGS: Let me hand you
11 whars been previously marked as
12 Plaintiffs Exhibit 4051.
13 (Whereupon,
14 Plaintiffs Exhibit(s) 4051,
15 previously marked, was
16 presented to the witness.)
17 MR. SUGGS: For the record
18 this is a four-page document. The
19 cover page states Policy Committee
20 Meeting April 12, 2002, Zyprexa
21 safety Overview. And it has some
22 handwritten notes on the front page.
23 QUESTIONS BY MR. SUGGS:• •

regarding Zyprexa?
A. I'm not completely sure.

will give a rough estimate.
Q. Sure.
A. I would say, perhaps, twice a

year.

22 MR. BOISE: Object to the
23 form of the uesbon.• •

14 (Pages 415 to 418)
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-13 Q. So that would be given to the
14 committee members before the meeting to
15 review?
16 A. That's correct.
17 Q. Okay.
18 A. And then there would be a
19 discussion as opposed to a presentation.
20 Q. Okay. And were you generally
21 present at those meetings of the policy
22 committee where Zyprexa was discussed?
23 A. I would say that 1 was
24 frequently present. I would have been

present for issues related to the product
team.

Page 420
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8 Q. And I realize you're not a
9 member of the policy committee but do you

10 know whether minutes of such meetings are
11 kept?
12 A. No.
13 Q. You just don't know one way
14 or the other?
15 A. Correct.
16 Q. Okay. Do you recognize the
17 handwriting on the first page?
18 A. No.
19 Q. I'll represent to you, sir,
20 that the database that provided this document
21 indicates that it came from the files of Mike
22 Bandick. And was he part of the Zyprexa
23 Product Team in April of 200n
24 A. I don't recall precisely when

Page 422

Mr. Bandick joined the product team.
Q. Do you recall generally'
A. My recollection is it would

have been in this time frame, but I don't have
a precise recollection of when he joined.

Q. The handwritten note states
"Mike, FYI, you may want to excerpt some of
this material for JL discussion."

Do you see that'
A. [do.
Q. JL are the initials of John

Lechleiter, correct?
A. They could be referring to

John Lechleiter.
Q. Do you know if Mike Bandick

had conversations with Mr. Lechleiter about
the safety of Zyprexa?

A. I don't know.

15 (Pages 419 to 422)
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22 MS. JOBES: Object to
23 foundation.• •

11 Q. Okay. And irs also noted
12 there that Pfizer's Geodon and BMS's Ara --
13 MR. ALLEN: Abilify.
14 MR. BOISE: Ari -- you need
15 to look at the document, Scott.
16 MR. ALLEN: I'm just doing it
17 out of memory.
18 MR. SUGGS: Let me start
19 over.
20 QUESTIONS BY MR. SUGGS:

.~
23 MR. SUGGS: Is that how you
24 pronounce it' Probabiy, not. You

Page 424
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Do you see that?
MR. ALLEN: Right there in

the first paragraph.
THE WITNESS: The first

paragraph on the second page?
MR. ALLEN: First page.
MR. SUGGS: Well, it's in the

introduction section, introduction
paragraph, second to last sentence.
"A side effect that is associated
with Zyprexa is weight gain and the
sequelae of weight gain."

MR. BOISE: One at a time.
MR. ALLEN: I'm just helping.
MR. BOISE: I know.
Is the question does it say

that?
MR. SUGGS: Yes. He appears

to be haVing a hard time finding it.
A. Yes.

5 Q. That's your understanding of
6 the meaning of the word sequelae is may be
7 associated with?
8 A. Yes.
9 Q. Doesn't mean to you the

10 effects of?
11 MR. BOISE: Objection.
12 I would stick with my
13 To me it's a more nonspecific
14
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1 Q. Sir, I need to have you
2 answer my question as a matter of fact. I'm
3 not asking for your opinion. I'm not asking
4 for your spin. I just want you to confirm
S for the jury on this record that your
6 labeling did not inform physicians that
7 results of two Lilly epidemiological studies
8 indicate that the risk of diabetes is
9 increased in patients treated with

10 antipsychotics including Zyprexa. it's a
11 simple yes or no question. Did Lilly tell
12 that to doctors or did they not?
13 MR. BOISE: Object to the
14 form of the question. Compound.
15 You've asked about four questions
16 there. What is the simple question?
17 Q. My simple question, sir, is:
18 it is true, is it not, that Lilly's label did
19 not inform physicians in the precautions or
20 warnings section in 2002 that
21 "Results of two Lilly epidemiological studies
22 indicate that the risk of diabetes is
23 increased in patients treated with
24 antipsychotics including Zyprexa"?

Page 432

1 A. I first want to take umbrage
2 with your comment about spinning. And I assure
3 you that I'm not spinning any answers, I'm
4 answering as forthrightly as I
5 possibly can.
6 Q. Then can you please give me
7 a yes or no answer to that question, sir?
8 A. Yes.
9 The approach to labeling

10 requires that you take into account the
11 totaIity of the data --
12 MR. SUGGS: Excuse me, sir.
13 can you please answer the question
14 simply and directly yes or no, and
15 then after answering directly, if
16 you feel the need to expand on your
17 answer then by all means you can say
18 whatever you want. I'm not going to
19 try to cut you off at all. But
20 please, sir, would you answer the
21 question directly and then give
22 whatever other verbiage you feel is
23 appropriate. Okay? Let me restate
24 the question.

Page 433

QUESTIONS BY MR. SUGGS:
Q. It is true, is it not, that

Lilly's label in 2002 did not infonm
physicians in the warnings or the precautions
section that results of two Lilly
epidemiological studies showed that the risk
of diabetes is increased in patients treated
with antipsychotics including Zyprexa?

Yes or no?
The answer is no And the

22 MR. SUGGS: Move to strike
23 the nonresponsive portion.
24 MR. BOISE: Okay, let's take

Page 434

1 five. Take a break.
2 MR. SUGGS: Okay.
3 THE VIDEOGRAPHER: Marks the
4 end of tape NO.1 of the deposition
5 of Dr. Breier. We're off the record
6 at 10:45.
7 (At this time, there
8 was a brief recess taken,
9 after which the following

10 proceedings were had:)
11 THE VlDEOGRAPHER: We are
12 back on the record. This is the
13 beginning of tape NO.2 of the
14 deposition of Dr. Breier; ifs
15 11:03.
16 QUESTIONS BY MR. SUGGS:
17 Q. Dr. Breier, I'd like to
18 direct your attention back to Exhibit 4051.
19 In the bullet point just below the one we
20 were talking about it states "FDA Fal
21 Database of reports of OM cases: Gozaril
22 542, Zyprexa 434, Risperdal 244, Seroquel
23 57."
24 We need to do some

18 (Pages 431 to 434)
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Page 435 Page 437
1 translation of that into English. 1 A. Yes.
2 MR. BOISE: It's in English. 2 Q. Okay. Zyprexa had 434
3 MR. SUGGS: Well, kind of. 3 reports of diabetes, and Risperdal had only
4 QUESTIONS BY MR. SUGGS: 4 244, correct?
5 Q. "FDA," obviously, is the FDA, 5 A. Correct.
6 but FOI stands for freedom of information; is 6 Q. And Risperdal had also been
7 that COrrect? 7 on the market longer than Zyprexa, correct?
8 A. Yes. 8 A. That's correct. They were
9 Q. And the reports of DM cases 9 registered at different times.

10 refers to report of diabetes, COrrect? 10 Q. By the way, am I correct that
11 A. Yes. 11 there is generally an understanding that the
12 Q. And then the numbers behind 12 number of events that are actually --
13 the names of the various drugs there are the 13 MR. SUGGS: Strike that.
14 number of reports of diabetes adverse events 14 QUESTIONS BY MR. SUGGS:
15 that were contained in the FDA's freedom of 15 Q. Am I Correct that its
16 information database. 16 generally assumed that the number of adverse
17 Let me start over. 17 events that are reported are only a fraction
18 And then the number behind 18 of what actually occurs because of
19 the names of the various drugs there are the 19 underreporting?
20 number of diabetes adverse events that were 20 MR. BOISE: Object to the
21 contained in the FDA's freedom of information 21 form of the question.
22 database; is that correct? 22 A. You're correct in that all of
23 MS. JOBES: Object to 23 the cases that occur are not always reported.
24 foundation. 24 Q. And, obviously, no one, since
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1 A. I believe you've read that 1 there is underreporting, no one knows exactly
2 cOrrectly. 2 the extent of underreporting but its often
3 Q. Okay. And did Lilly have 3 assumed that only 1 to 10 percent of adverse,
4 someone who would periodically check the FDA 4 of actual adverse events in the real world
5 database for adverse event reports of not 5 get reported; is that correct?
6 only Zyprexa but also other drugs as well? 6 MR. BOISE: Object to the
7 A. Yes. And additionally, we 7 form.
8 had our own before department that was 8 A. Those are rough estimates.
9 serving the environment as well. 9 And there's many assumptions underlying those

10 Q. And part of the 10 estimates, including the types of events one
11 pharmacovigllance department's function was 11 would be considering, a variety of other
12 to do that type of accessing of the FDA's 12 factors that impact reporting patterns. So
13 database on adverse event reports? 13 it's difficult to ascertain an exact ratio
14 MR. BOISE: Object to the 14 and these are rough estimates.
15 form. 15 Q. Its often said the number of
16 A. They would have been doing 16 events that are actually reported are only
17 that as well. 17 the tip of the iceberg, one to ten percent,
18 Q. Okay. And this shows that 18 in that range, correct?
19 for Clozaril there were 542 reports of 19 MR. BOISE: Object to the
20 diabetes, correct? 20 form of the question.
21 A. Yes. 21 A. Again, it's quite variable
22 Q. Okay. And Clozaril had been 22 depending upon the condition, the drug. They
23 on the market for some years longer than 23 may change over time depending on the kinds
24 Zyprexa, COrrect. 24 of information, for example, that might be in

19 (Pages 435 to 438)
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6 MR. SUGGS, Okay. Let me
7 show you a document that we'll have
8 marked as Breier Exhibit 5.
9 (Whereupon, Deposition

10 Exhibit(s) 5 duly received,
11 marked and made a part of the
12 record.)
13 MR. SUGGS, For the record,
14 this is a three-page document dated
15 July 1, 2002. It appears to be a
16 memo from Bert van den Bergh and
17 Aian Breier to Dr. Lechleiter,
18 Mr. G. Mayr and Mr. A. Mascarenhas,
19 and it has beginning Bates No.
20 ZY203332491.
21 QUESTIONS BY MR. SUGGS,

I
MR. BOISE' Object to the

form of the question. Vague.
A. As your question's worded, I'm

thinking about any kind of label change.
Q. Let me be more specific.

There was no change in the U.s. label to add
any warnings or precautions regarding
diabetes or hyperglycemia in the United
States in 2002, correct?

A, Correct.
Q. Okay. Do you recall -- well,

5 Q. And what's his position'
6 THE WITNESS, Currently?
7 MR. SUGGS, Well, what was
8 his position back in April
9 of 2000 -- strike that.

10 QUESTIONS BY MR. SUGGS,

Page 439
the public domain. So there's a variety of

• Irs that would impact reporting
3 trends.
4 Q. Okay. Do you recall
5 attending -- now that we've talked about this
6 preread for the April 12, 2002 policy
7 committee meeting -- do you recall actually
8 attending that meeting now?
9 A. I don't recall.

10 Q. Okay. There was no change in
11 the Zyprexa label that came about in the U.S.
12 in 2002 after the Japanese labei change,
13 correct?
14
15
16
17
18
19
20
21
22
23
24

20 (Pages 439 to 442)
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Page 445

THE WITNESS: I'm going to
just take a moment and read the
second paragraph, and I'd like to
reread the beginning of the third
paragraph.

MR. SUGGS: Sure.
THE WITNESS: I've read the

second paragraph and the first part
of the third paragraph.

QUESTIONS 8Y MR. SUGGS:
Q. And my question was, what did

you mean by use of the phrase "use of the
product within the label"?

A. The label had just been
changed to include a warning on hyperglycemia
and diabetes, as we had discussed. This then
would require the company to approach
customers in a different way, customers

1 Q. And could you explain what
2 you meant when you used the term or used the
3 phrase "enhance confidence by our message for
4 the appropriate use of the product within the
5 label"? What did you mean by "within the
6 label?"
7
8
9

10
11
12
13
14
15
16
17
18
19
20
21
22
23
24

Page 446

21 (Pages 443 to 446)

1 meaning, primarily, psychiatrists, in a
2 different way. And therefore, it was
3 essentially adapting the sales force approach
4 to psychiatrists with the new information.
5 So, how were they going to
6 present the new label change? What will that
7 mean for using the product? We talked about
8 blood monitoring, et cetera. So this
9 essentially was referring to the

10 implementation of the new label change.
11 Q. Well, when you use the
12 expression there message -- "enhance
13 confidence by our message for the appropriate
14 use of the product within the label," did
15 that mean that your sales force was going to
16 go out to the doctors and point out the
17 information that was in that letter that had
18 sent around and say, "Hey, docs, we're saying
19 here do not administer to patients with
20 diabetes mellitus and those who have a
21 history of diabetes mellitus, just as is in
22 the black box in the letter. And also,
23 during the administration of this product do
24 blood glucose testing. And aiso, you know,

Page 443
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7 Q. Okay. And then if you could
8 drop down to the third paragraph on the first
9 page you state, "A further issue is team

10 motivation and turnover in the sales
11 organization and lack of trust, both from a
12 sales force and a customer level. We have
13 recommended, in line with the affiliate's
14 proposal, to adjust promotional strategy to
15 reflect the reality of the new label in
16 Japan, enhance confidence by our message for
17 the appropriate use of the product within the
18 label, and point out how to specifically
19 address concerns about hyperglycemia and the
20 potential use of the product in patients with
21 diabetes."
22 Do you see that language,
23 sir?
24 A. I do.
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Page 447 Page 449
1 explain sufficiently to the patient and the 1 label change to physicians.
2 family members what the, about the possible 2 I know it was April, but I
3 occurrence of serious adverse reactions 3 don't recall if it was the end of April or
4 relating to diabetes." 4 the beginning, the middle of April and when
5 Is that what you meant by the 5 the sales force actually began to carry the
6 message for appropriate use of the product 6 document out. But in that time frame.
7 within the label? 7 Q. Okay. In any event, whether
B MR. BOISE: Object to the 8 It was the beginning of April or end of April,
9 form of the question. 9 we're still talking about a fairly short time

10 A. Yes. The sales force got 10 period from when the label change was made to
11 specific direction to carry the new label 11 the time of your memo, correct?
12 language Into the doctor's office to make 12 A. It was approximately two
13 sure the doctors were aware and understood 13 months, two and-a-half months.
14 the new directions in the label, the new 14 Q. And yet even in that short
15 content of the label. And at the same time, 15 span of time there appeared to be a decrease
16 what this phrase was referring to is that 16 of glycemic adverse events since the label
17 yes, this is new information in the label, 17 changes, correct?
18 its important that doctors understand it and 18 MR. BOISE: Object to the
19 respond accordingly, but at the same time to 19 form of the question.
20 still be able to express confidence in the 20 Q. Isn't that what you said?
21 molecule. It's still an efficacious drug and 21 THE WITNESS: Let me take a
22 has an important place in the care of 22 moment and just read this paragraph.
23 schizophrenic patients. 23 MR. SUGGS: Sure.
24 Q. Okay. Now if I could direct 24 THE WITNESS: I've read it.

Page 448 Page 450

1 your attention to the last page. About four 1 QUESTIONS BY MR. SUGGS:
2 lines up from the bottom of that last 2 Q. Okay. And my question was:
3 paragraph there, there is language which 3 Even in the short span of time between when
4 states, 'There appears to be a 4 the Japanese label change was made and the
5 decrease of glycemic AEs since the label 5 date of your writing of this memo it appeared
6 changes." 6 that there was a decrease in the number of
7 Am I correct that AEs refers 7 hyperglycemia adverse events, correct?
8 to adverse events? 8 MR. BOISE: Object to the
9 A. You are correct. 9 form.

10 Q. Okay. So by -- if the label 10 A. You've refiected that
11 change went into effect at the beginning of 11 sentence accurately.
12 April of 2002, only April, May, June, three 12 Q. Okay. And you, after stating
13 months would have expired between the time of 13 that to Mr. Lechlelter, you then went on to
14 the label change and the time you wrote this 14 say, "Again, we will make every effort
15 memo, correct? 15 through promotionai efforts and
16 A. Two months, something like 16 physlcian-to-physician and medical
17 that. 17 communications to ensure that we promote the
18 Q. Okay. Well, all of April, 18 use of the dru9 within the label, which would
19 all of May, and all of June, three months, 19 by design dramatically reduce the number of
20 correct? And already -- 20 events."
21 A. I'm going to have to refresh 21 Did I read that correctly?
22 my memory on precisely when the label change, 22 A. You did.
23 when in April was the label change made and 23 Q. And the events that are being
24 when was the actual communication of the 24 referred to there were also adverse events,
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Page 451

Page 452

Page 453

sir?
A. Yes.
Q. And that was, indeed, the

Lilly strategy, was it not?
MR. BOISE: Object to the

form of the question. Foundation.
A. I would disagree with the

statement as worded. Again, Vicki Poole
Hoffmann, I don't know who that is. I don't
believe this is a person with medical
background, certainly is not a physician, and
that would not be a precise articulation of
our understanding of the data.

Q. Sir, was it your
understanding that Vicki Poole Hoffmann was
in the Issues Management Department?

1 MR. SUGGS: Well, let me back
2 up for a second.
3 Let me show you wha~s been
4 previously marked as Plaintiffs
5 Exhibit 3211.
6 (Whereupon,
7 Plaintiffs Exhibit(s) 3211,
8 previously marked, was
9 presented to the witness.)

10 MR. SUGGS: For the record,
11 this is an e-mail from Vicki Poole
12 Hoffmann to Kristine Healey with a
13 copy to Robert Baker.
14 QUESTIONS BY MR. SUGGS:
15 Q. Do you know those
16 individuals?
17 A. I have no recollection of
18 Kristine Healey. I do know who Robert Baker
19 is, and I'm not recalling who Vicki Poole
20 Hoffmann is.
21 Q. Okay. In the first paragraph
22 of Ms. Hoffman's e-mail, she states,
23 "We are not sure that Zyprexa
24 'causes' hyperglycemia, because

Page 454

1 of the high background rate in
2 schizophrenics, and we have not yet said,
3 specifically, that Zyprexa is or is not
4 associated with hyperglycemia. Our strategy
5 has been to say that if these agents are
6 associated with hyperglycemia then all agents
7 are associated with it at comparable rates."
8 Do you see that language,
9

10
11
12
13
14
15
16
17
18
19
20
21
22
23
24

Sir, I didn't ask

18 MR. ALLEN: I object to
19 everything after "that is correct"
20 as nonresponsive.
21 MR. SUGGS: I was going to
22 make the same objection.
23 QUESTIONS BY MR. SUGGS:
24 Q. You recall being informed --

1 correct?
2 A. Yes.
3 Q. Okay. So it was your
4 expectation that if your sales force went out
5 and promoted the use of Zyprexa within the
6 new Japanese label and told physicians "don't
7 give this to patients with diabetes, test
8 people's blood glucose, and explain this
9 issue sufficiently to the patient and famiiy

10 members," that that would, by design,
11 dramatically reduce the number of adverse
12 events, correct?
13 MR. BOISE: Object to the
14 form.
12 &. That is correct And the

23 (Pages 451 to 454)

Golkow Technologies, InconPQrated - 1.870.370.3377



Confidential - Subject to Protective Order

11 MR. ALLEN: Object to
12 everything after "no" as
13 nonresponsive.
14 MR. SUGGS: Beat me to it.
15 QUESTIONS BY MR. SUGGS:

MR. SUGGS: Let me show you
what's been previously marked as
Piaintiffs Exhibit 7802.

(Whereupon,
Plaintiffs Exhibit(s) 7802,
previously marked, was
presented to the Witness.)
MR. SUGGS: Which, for the

record, is a one-page document
Listing of Treatment Emergent
Abnormal Lab Findings in
Olanzapine-Treated Patients. This

MR. BOISE: Object to the
form. Foundation.

is from study HGFU.
QUESTIONS BY MR. SUGGS:

1
2

1 A. I'm just not recalling whoJ...
8

i
13
14
15
16
17
18
19
20
21
22
23
24
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Page '161

No.
Okay.

MR. BOISE: Are you done with
this document?

MR. SUGGS: Yes.
MR. BOISE: Just for the

record, the document contains three
separate e-mails. Appears to me,
for what i~s worth, is represented
as one. Not that it was
misrepresented, just for clarity

25 (Pages 459 to 462)
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purposes.
MR. SUGGS: Okay.
Dr. Breier, I'm going to hand

you wha~s been preViously marked as
Plaintiffs Exhibit 7822.

(Whereupon,
Plaintiffs Exhibit(s) 7822,
previously marked, was
presented to the Witness.)
MR. SUGGS: For the record,

this is a document which has a
heading at the top "Zyprexa
regulatory briefing."

I'll represent that it was --
the database that was produced to us
indicates it was dated August 28,
2002.

I'll also represent that the
blank spots where there's a word
redacted were put in there by
Ully's counsel, not by plaintiff's
counsel.

MR. BOISE: And upheld by the
court.

2 Q. Do you recall other instances
3 in which Dr. Simeon Taylor expressed his view
4 that Zyprexa-induced weight gain probably
5 increases the risk of diabetes?
6 MR. BOISE: Object to the
7 form of the question.
8 A. I'm not recalling that
9 specific comment.

10 Q. Do you recall any general
11 comments of Dr. Taylor regarding the issue of
12 whether or not Zyprexa increased the risk of
13 diabetes?
14 A.
15 Q.
16
17
18
19
20
21
22
23
24

1
2
3
4
5
6
7
8
9

10
11
12
13
14
15
16
17
18
19
20
21
22
23
24

Page 460

MR. SUGGS: Let me show you
what's been previously marked as
Plaintiffs Exhibit 8666.

(Whereupon,
Plaintiffs Exhibit(s) 8666,
previously marked, was
presented to the witness.)
MR. SUGGS: For the record

1 this is a June 27, 2002, e-mail from
2 Simeon Israel Taylor to a number of
3 individuals.
4 QUESTIONS BY MR. SUGGS:

13 MR. BOISE: Object to the
14 form..~
17
18
19
20
21
22
23
24
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1 QUESTIONS BY MR. SUGGS: 1 Q. Well, the first sentence
2 Q. Do you recognize this 2 says, "We anticipate differential labeling,
3 document, sir? 3 (re: Risk for hyperglycemia,
4 A. I've seen it before. 4 treatment-emergent diabetes and related
5 Q. When was the last time you've 5 metabolic issues) with our next submission."
6 seen this? 6 Do you See that language,
7 A. Within the last month. 7 sir?
8 Q. Okay. And the bottom of the 8 A. Yes.
9 page lists a number of contributors to this 9 Q. And did you anticipate

10 regulatory briefing. And you are listed 10 differential labeling regarding the risk for
11 there, are you not? 11 hyperglycemia and treatment-emergent diabetes
12 A. lam. 12 at that time?
13 Q. And could you tell us what 13 MR. BOISE: Object to the
14 this document is, what it was used for? 14 form.
15 THE WITNESS: Let me take a 15 A. Again, I'm going with your
16 moment to read it. 16 assumption that this was 2002 time frame. I
17 I've had a chance to look at 17 don't See any date on this particular
18 it. 18 document.
19 QUESTIONS BY MR. SUGGS: 19 Q. Like I said, I represent to
20 Q. Okay. And can you tell us 20 you the database that was produced to us by
21 what this document was used for? 21 Lilly puts that date of August 28, 2002.
22 A. I really can't. It's a 22 A. I don't have a recollection
23 one-page document. I don't know who 23 of this document from that time frame, so
24 authored it. I don't know if this was 24 that's why I preface.

Page 464 Page 466

1 scenario planning for upcoming meetings 1 50 in 2002, I would say that,
2 creating a variety of different potential 2 no, the data did not support differential
3 outcomes so we might better interact and 3 labeling. 50 we would not be expecting
4 prepare for interactions with the FDA. I, 4 differential labeling.
5 qUite frankly, can't give you very much 5 Q. 50 irs your testimony that
6 background on precisely what this document 6 you, personally, did not anticipate
7 is, how it came about. 7 differential labeling even though this
8 Q. When it says in the first 8 document says "we anticipate differential
9 paragraph, when it refers in the first 9 labeling;" is that correct?

10 paragraph to "differential labeling," what 10 A. The document says correctly
11 was your understanding of that? 11 as you just read "we anticipate differential
12 MR. BOISE: Object to the 12 labeling," and I am then speaking to my
13 form. 13 knowledge of the data and the team's
14 A. I don't know who wrote this. 14 position, and we did not feel that the data
15 I can read the words on this page. 15 supported differential labeling and,
16 Generally, when we talk about differential 16 therefore, would not have anticipated that we
17 labeling, we mean differences in labels across 17 would have differential labeling.
18 a given ciass of agents. 18 Q. And below that first bulleted
19 Q. You mean Zyprexa would have a 19 item states, "Expect label change in the
20 different label as opposed to the label for 20 precaution section at a minimum, more likely
21 Risperdal versus 5eroquel or some other drug? 21 as a warning."
22 A. Irs difficult to ascertain 22 Did I read that correctly'
23 precisely what is referred to here. I would 23 A. You read that correctly.
24 be speculating. 24 Q. But I'm assuming that your
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Page 467 Page 469
1 testimony is going to be that you, 1 Q. Okay. And when was •• this
2 personally, did not expect a label change 2 was a submission for approval of that
3 most likely as a warning at that time in 3 product?
4 August of 2002; is that correct? 4 MR. BOISE: Object to the
5 MR. BOISE: Object to the 5 form.
6 form of the question. 6 A. Yes.
7 A. You're correct. Again, I was 7 Q. Okay. And when was •• what
8 quite knowledgeable of the data on this 8 was the timing of that submission'
9 topic. The data did not support the change 9 A. I don't remember precisely.

10 to a precaution or a warning. I am making 10 I do recall that the submission was being
11 the assumption that, again, this particular 11 prepared through the 2002 time frame, thus a
12 item sounds to me like someone doing some 12 submission would likely be end of 2002, early
13 scenario planning, but I can't say for sure. 13 2003.
14 But I can say for sure that I 14 Q. Okay.
15 am knowledgeable of the data and the data did 15 And was that submission made'
16 not support a change to a precaution or 16 A. Yes.
17 warning. 17 Q. Okay. And when was it
18 MR. SUGGS: Move to strike 18 actually made, do you recall?
19 the nonresponsive portion. 19 A. I'm going to say end of 2002.
20 QUESTIONS BY MR. SUGGS: 20 Q. Okay. In the second
21 Q. The last bulleted item in 21 paragraph the first sentence starts off by
22 that first paragraph states, "Analyst 22 saying, ''There's a substantial risk in
23 community has indicated that this could be a 23 opening the Zyprexa label to a public
24 trigger for Lilly disinvestment." 24 advisory committee discussion. That risk is

Page 468 Page 470

1 Was it your understanding, 1 not new and has been previously communicated
2 sir, that business analysts had indicated 2 internally."
3 that if there was differential labeling for 3 Do you see that?
4 Lilly regarding the risk of hyperglycemia and 4 A. Yes.
5 diabetes that that could result in a drop in 5 Q. And the advisory committee
6 investment in Lilly stock? 6 thars being referred to there is an FDA
7 A. No. 7 advisory committee, correct?
8 Q. It refers to, by the way, in 8 A. I presume that's true.
9 that first paragraph, the first line when it 9 Q. Okay. And, typically, what

10 refers to "our next submission," do you know 10 happens when a new drug is submitted to FDA
11 what submission that would be referring to? 11 for review, the FDA will conduct Its own
12 A. In the 2002 time frame, 12 review and then they will also have, convene
13 accepting that that's accurate .- 13 an adVisory committee of scientists who are
14 THE WITNESS: What was the 14 regarded as experts in the field to review
15 month? 15 the data that has been submitted by the drug
16 MR. SUGGS: August 28, 2002. 16 company to FDA in connection with the
17 A. The next submission on board 17 approval thars being sought, and the FDA
18 that I'm recalling would have been Symbyax. 18 committee will have a meeting, a public
19 Q. Okay. And Symbyax was a 19 meeting, where they discuss the data and the
20 combination of Zyprexa and Prozac, is that 20 issues relating to efficacy and safety,
21 correct, or am I misremembering? 21 correct?
22 A. You're remembering 22 MR. BOISE: Object to the
23 accurately. It is a combination of those two 23 form of the question. Foundation.
24 drugs. 24 Compound.
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1 A. A long question, but there 1 A. There was a substantial
2 was one part of your question that I would 2 scientific focus on that topic.
3 say was not accurate and the rest of it I 3 Q. And, in fact, there had been
4 would say was accurate. 4 the previous label change in, in April
5 The part I think you said 5 of 2002 over in Japan, correct, that we
6 that I wouid not agree with is that it was 6 preViously discussed?
7 common or usuai or that •. I heard in your 7 MR. BOISE: Object to the
8 question that it implied that this was what 8 form.
9 generally took place. And most submissions 9 Q. Correct?

10 do not have advisory committees. 10 A. Correct.
11 MR. SUGGS: Okay. If I said 11 Q. Okay. And then in the bottom
12 that I misspoke. 12 part of that paragraph it says, "Based on
13 MR. BOISE: Let him finish 13 launch plans and sales forecasts in the U.s.,
14 Dave. 14 as weil as portfolio management decisions in
15 Q. Because with Zyprexa there 15 other key affiliates, the blank may no longer
16 were -- 16 justify the risk to the Zyprexa label."
17 MR. BOISE: Were you done 17 Do you know what that's
18 with your answer? Dr. Breier, were 18 referring to?
19 you done? 19 THE WITNESS: I don't
20 THE WITNESS: Not qUite. 20 understand that sentence.
21 A. They reserve the right to 21 MR. SUGGS: Okay. Sorry for
22 cail an advisory committee when they feel 22 the blank, but I didn't put it there.
23 they need additional expertise. 23 MR. BOISE: You don't have to
24 Q. And in fact, with the 24 apologize.

Page 472 Page 474

1 original Zyprexa submission, there was no 1 MR. SUGGS: I guess it will
2 advisory committee, correct, back in 1995? 2 just be a mystery.
3 A. Tha~s correct. 3 MR. BOISE: You don't have to
4 Q. Okay. But in this instance 4 apologize.
5 when the Symbyax submission was made in 2002, 5 MR. ALLEN: Symbyax NDA is my
6 this issue of whether or not there was an 6 guess.
7 increased risk of diabetes or hyperglycemia 7 QUESTIONS BY MR. SUGGS:
8 with the use of atypical drugs was an issue 8 Q. Is .. one of the attorneys in
9 that had fairly high priority, correct? 9 the room speculated that Symbyax NDA might

10 MR. BOISE: Object to the 10 fit in that blank. Would that be your best
11 form of the question. Vague. 11 estimate?
12 Foundation. 12 MR. BOISE: Object to the
13 THE WITNESS: Could you 13 form.
14 repeat the question? 14 A. Well, again -- well, if, in
15 MR. SUGGS: Sure. 15 fact, we are talking about Symbyax, I think
16 QUESTIONS BY MR. SUGGS: 16 this particular sentence speaks again to .-
17 Q. At the time the Symbyax 17 the nature of this document is sounding to me
18 submission was made in 2002, the issue of 18 like a bit of a scenario planning because it
19 whether or not there was an increased risk of 19 was obvious that we moved forward, we
20 diabetes or hyperglycemia with the use of 20 submitted Symbyax, we got approval for
21 atypical drugs was an issue that had fairly 21 Symbyax, and launched Symbyax. So I'm really
22 high profile in the medical field, correct? 22 kind of struggling with the context of this
23 MR. BOISE: Note my 23 document.
24 objection. 24 MR. SUGGS: It is hard to
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Page 475 Page4n
1 figure out with all those 1 (Whereupon,
2 redactions -- 2 Plaintiffs Exhibit(s) 995,
3 MR. BOISE: Oh, stop it. 3 9201, previousiy marked, was
4 MR. SUGGS: Perhaps we'll 4 presented to the witness.)
5 have to get another court to make a 5 MR. SUGGS: And for the
6 ruling on whether we get this 6 record, Exhibit 995 is a memo to the
7 document without the redactions. 7 policy committee from Alan Breier,
B MR. BOISE: Is that the last 8 Jack Jordan, Mike Bandick, dated
9 time you make the comment? Enough 9 July 7, 2003. And Exhibit 9201

10 already on it. 10 appears to be a letter by Dr. Alan
11 MR. SUGGS: What, the 11 Breier, the addressee is not listed
12 redactions? You insist on them. 12 there but we'll go over that.
13 MR. BOISE: You challenge 13 QUESTIONS BY MR. SUGGS:
14 them and the Court rules. We don't 14 Q. Turning your attention first
15 need to deal with them here. 15 to Plaintiffs Exhibit 995. Do you recall
16 MR. SUGGS: And there are 16 preparing this memorandum to the policy
17 multiple courts. 17 committee on or about July 7, 2003, as
18 MR. BOISE: You can forum 18 indicated?
19 shop. 19 THE WITNESS: I would need to
20 MR. SUGGS: Okay, iet's move 20 review the document to refresh my
21 on here. 21 memory on that.
22 can I take a moment here. 22 MR. SUGGS: Okay.
23 Somebody's been playing with my 23 THE WITNESS: I've read
24 pile. 24 the -- this.

Page 476 Page 478

1 MR. ALLEN: What are you 1 QUESTIONS BY MR. SUGGS:
2 looking for? 2 Q. Okay. And my question to you
3 MR. SUGGS: We'll have to 3 was: Do you recall preparing this memorandum
4 shoot Tommy. 4 to the policy committee on or about July 7,
5 MR. ALLEN: It was a short 5 2003, as indicated?
6 man from Texas. 6 A. I don't recall the
7 MR. BOISE: I was getting 7 preparation of this document. The content,
8 ready for an accusation. 8 however, of the document is information that
9 MR. ALLEN: Is that your 9 I do recall.

10 pile? 10 Q. And was this another preread
11 THE REPORTER: Are we off the 11 to the policy committee in advance of an
12 record? 12 actual meeting or was this document just
13 MR. ALLEN: Let's go off the 13 standing on its own as a report to the
14 record. 14 committee?
15 (At this time, the 15 A. I don't recall.
16 parties went off the record, 16 Q. Okay. One of the things that
17 after which the foliowing 17 the -- well, direct your attention to the
18 proceedings were had:) 18 bottom paragraph on the first page. It says,
19 THE VIDEOGRAPHER: We're back 19 "Our goai is to influence key stakeholders,
20 on the record. 20 (clinicians, Lilly sales representatives,
21 MR. SUGGS: Dr. Breier, I'm 21 patients, Wall Street, the media, Liliy
22 going to hand you two exhibits. 22 senior management, caregivers and thought
23 First is Exhibit 995 and the second 23 leaders) with the facts about diabetes
24 is Exhibit 9201. 24 relative to the seriously mentally ill,
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Page 479 Page 481
1 Zyprexa, and other typical agents. Our 1 representative. The letter is written on
2 message." And then there are seven items 2 behalf of Lilly and signed by Doctor Alan
3 listed there, correct? 3 Breier. Market research on the letter was
4 A. Yes. 4 conducted July 2-3 and was very positive."
5 Q. And at the core of your 5 And my question to you, sir,
6 message was the position that the "Data do 6 is Exhibit 9201 a copy of that letter that
7 not support a causal link between Zyprexa and 7 was referred to in Exhibit 995?
8 diabetes, and while the scientific literature 8 THE WITNESS: Take a look at
9 is mixed there does not appear to be 9 this.

10 consistent differences among atypicals." 10 A. It appears to be the case.
11 That would be item No.4, 11 Q. Okay. And to your
12 correct? 12 understanding -- oh, by the way, this letter
13 MR. BOISE: Object to the 13 that is Exhibit 9201, is that something that
14 form of the question. 14 was actually prepared by you or did someone
15 A. You read item NO.4 15 else draft it?
16 correctly. That is reflective of the 16 MR. BOISE: Object to the
17 scientific information. You used the word 17 form of the question.
18 "core." I don't know precisely what you 18 A. I take accountability for the
19 meant by that. But this statement is here -- 19 content of this letter. I've signed it.
20 Q. Well, let me restate it. If 20 This was a communication that had input from
21 you have a problem with that, let me state it 21 others.
22 this way: Included in your message was the 22 Q. Who? Which others?
23 Point NO.4 that "Data do not support a 23 A. I'm not recalling who,
24 causal iink between Zyprexa and diabetes; 24 specifically, may have contributed. Ies not

Page 480 Page <182

1 while the scientific literature is mixed 1 unusual when we have a document that we
2 there does not a appear to be significant 2 circulate it for input and comments, and I'm
3 differences among atypicals." Correct' 3 quite certain that we did that with this.

~rEct:laDd
4 Q. Did anyone from the marketing
5 department review and comment?
6 A. Certainly we would have

7 MR. SUGGS: Move to strike 7 circulated it to members of marketing,
8 the nonresponsive portion. 8 particularly given the fact that it was going
9 QUESTIONS BY MR. SUGGS: 9 to be going to the sales force and then to

10 Q. When you stated there that 10 physicians. But I'm not recalling precisely,
11 there does not appear to be consistent 11 precisely who.
12 differences among atypicals, that was 12 Q. Would cassandra Mehlman have
13 referring to differences in rates of 13 reviewed this?
14 hyperglycemia and diabetes, correct? 14 A. I'm not recalling that name.
15 MR. BOISE: Object to the 15 I have no idea.
16 form of the question. 16 Q. How about Jack Jordan or Mike
17 A. That's my reading of that 17 Bandick?
18 Item. 18 A. I would assume that both of
19 Q. And on the second page under 19 them would have reviewed it, again, given the
20 the heading Corporate Response Letter it 20 fact that it was going to be going to the
21 states, "On July 11 customers will begin to 21 sales force to then to be circulated through
22 receive the corporate response letter, 22 that particular channel.
23 Attachment 1, a letter targeted to 23 Q. Okay. How about Denice
24 clinicians, delivered by their Lilly sales 24 Torres?
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Page 483 Page""S
1 A. I would assume she would. I that voicemail.
2 Q. Would have reviewed it? 2 Q. Oh, okay.
3 A. She would have been one of 3 A. And that then was found to be
4 the people that would have looked at this 4 helpful in terms of particular context.
S document, yes. S I think then that actiVity
6 Q. Did you come up with the 6 then led to some thinking that maybe a
7 first draft of this letter? 7 different kind of communication that also
8 A. My recollection is that I 8 looked at important questions might be
9 sent a voicemail that touched on some of 9 helpfui for the external environment.

10 these themes, but for internal use, and that 10 MR. ALLEN: Just for
11 that particular message was found to be 11 ciarification of the record because
12 helpful and that that then began sort of the 12 ies not clear when you said --
13 thinking that perhaps then a different 13 MR. SUGGS: I was going to
14 document or another document might be 14 get there.
15 helpful. 15 MR. ALLEN: This--
16 So, as I recall, that was the 16 MR. SUGGS: I'm getting
17 genesis of this document. I don't recall if 17 there.
18 I actually wrote the first draft of this 18 MR. BOISE: One at a time.
19 specific document. 19 QUESTIONS 8Y MR. SUGGS:
20 (Whereupon, 20 Q. You made some gestures with
21 Plaintiffs Exhibit(s) 3909, 21 your hands, and I want to track through and
22 preViously marked, was 22 make sure I understand the process.
23 presented to the Witness.) 23 It's your recollection and
24 MR. SUGGS: Let me hand you 24 understanding that you initially left a

Page 484 Page 486

1 whaes been preViously marked as 1 lengthy voice mail discussing the issue of
2 Exhibit 3909, which is an e-mail 2 Zyprexa and diabetes. That, somehow that got
3 dated -- well, it's an e-mail string 3 converted into this e-mail that's reflected
4 but you started it off with one 4 in Exhibit 3909?
5 dated May 6, 2003, which then got 5 A. I'm not a hundred percent
6 forwarded on to Alan, pardon me, to 6 sure, but that's my recollection.
7 Denice Torres, who then sent it 7 Q. Okay. And then the exhibit,
8 to -- I'm assuming that's some 8 the material that's in Exhibit 3909 became
9 marketing group within Lilly. 9 the basis for or the genesis for what then

10 QUESTIONS BY MR. SUGGS: 10 turned into the letter which we see reflected
11 Q. Is that a fair assumption 11 in Exhibit 9201; is that correct?
12 given that top e-mail address? 12 MR. BOISE: Object to the
13 THE WITNESS: The "to 13 form.
14 marketing at Lilly?" 14 A. What I'm recalling is that
15 MR. SUGGS: Yes. 15 the approach I took in what I believe was a
16 A. I assume so. I'm not 16 voicemail of posing a specific question,
17 familiar with that header. 17 providing the scientific information, was
18 Q. Is this e-mail that you're 18 found to be helpful. And that led to then
19 referring to here, is this that genesis that 19 the thought that a similar kind of format
20 you were referring to? 20 might be helpful to the external, to
21 A. Again, my recollection is 21 clinicians who might be haVing the same kinds
22 that I sent a voicemail attempting to 22 of questions.
23 summarize some facts on this topic. I 23 Q. Do you recall who it was that
24 believe this might have been a transcript of 24 would have actually taken the material that
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Page 487 Page 489
1 was reflected in Exhibit 3909, the e-mail, 1 form of the question.
2 and converted it to the letter that we see in 2 A. I don't know.
3 Exhibit 9201? 3 Q. Okay.
4 MR. BOISE: Object to the 4 You start off in the initial
5 form of the question. 5 paragraph of your letter, Exhibit 9201, by
6 A. I don't recali. 6 stating at the end of that paragraph,
7 Q. Okay. Would it have been 7 "We believe it's in the best interest of
8 someone in the marketing department? 8 patients to set the record straight."
9 MR. 80ISE: Object to the 9 Correct?

10 form of the question. Foundation. 10 A. You've read that oorrectly.
11 A. I don't recall. 11 Q. And you intended for
12 Q. Okay. The letter, though, 12 physicians to believe that what you were
13 was clearly intended for marketing purposes. 13 stating in here was the truth, the whole
14 Because as you said, it was going to be 14 truth, and nothing but the truth, oorrect?
15 distributed by sales reps to physicians out 15 MR. BOISE: Object to the
16 in the field, correct? 16 form.
17 MR. 80ISE: Object to the 17 A. I would state that these were
18 form of the question. 18 facts. That they were expressed in an
19 THE WITNESS: You're talking 19 honest, straightforward and clear manner.
20 about this document? 20 Q. With no spinning, correct'
21 MR. SUGGS: Exhibit 9201. 21 MR. BOISE: Object to the
22 A. This was intended for 22 form.
23 doctors. It was intended to raise questions 23 A. Correct.
24 that we understood were on some of their 24 Q. Okay.

Page 488 Page 490

1 minds and then provide scientifically-based 1 Because if you did spin the
2 answers to those questions. 2 facts in a letter to doctors, especially when
3 Q. Okay. The format of your 3 you've said here that irs in the best
4 letter, Exhibit 9201, is, after the 4 interest of patients to set the reoord
5 introductory paragraph, there are other 5 straight, that would be wrong, wouldn't it,
6 paragraphs that lead off with a question in bold 6 sir?
7 and then your response to that, to those 7 MR. BOISE: Object to the
8 questions, correct? 8 form of the question. Lack of
9 A. Yes. 9 foundation.

10 Q. Okay. And do you know if, in 10 A. Spinning of facts as we're
11 fact, this letter was distributed by the 11 talking about it now would be inappropriate.
12 saies reps to physicians? 12 Irs something that we wouldn't do, I didn't
13 A. It's my understanding that it 13 do, and what I'm looking at here are a very
14 was. 14 clear articulation of the data.
15 Q. Okay. And do you have any 15 Q. In the letter that went out
16 even ballpark kind of estimate as to how many 16 to the doctors, Exhibit 9201, the second
17 physicians would have received this from the 17 question there is, "Does Zyprexa cause
18 Lilly sales reps? 18 diabetes?" And the answer starts off by
19 A. No. 19 saying, "The available data do not establish
20 Q. Okay. Was it the intent that 20 a causal link between diabetes and Zyprexa --
21 the letter would be distributed by Lilly 21 or any other antipsychotic, for that matter."
22 sales reps to every potential Zyprexa 22 Is that correct?
23 prescriber? 23 A. Yes, it does.
24 MR. 80ISE: Object to the 24 Q. It goes on to say, "We have
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Page 491 Page 493
1 been intensely investigating this question 1 continuously posing hypotheses and attempting
2 for several years from multiple vantage 2 to answer them. Thars the way science works
3 points: Preclinical studies, head-to-head 3 and thars how we conducted ourselves. That
4 clinical trials, epidemiological surveys, and 4 was our culture --
5 endocrinological challenge or clamp studies. 5 MR. FIBICH: Objection.
6 Our conclusions have been confirmed by 6 Nonresponsive.
7 studies conducted by others from around the 7 A. -- raise questions, design
8 world. Two clamp studies conducted by Lilly 8 experiments, and let the data lead the way.
9 found that Zyprexa did not decrease 9 MR. 5UGGS: Move to strike as

10 pancreatic insulin release or, unlike other 10 nonresponsive.
11 medicines (prednisone, protease inhibitors) 11 QUESTIONS BY MR. SUGGS:
12 have a direct effect on insulin 12 Q. My question was, you knew and
13 insensitivity. It is clear that this 13 told other people at Lilly that the weight
14 important area requires more research, and 14 gain caused by Zyprexa could push some
15 Lilly is committed to staying on the 15 patients over in becoming diabetic, did you
16 forefront of this scientific inquiry." 16 not, sir?
17 Did I read that correctly? 17 MR. BOISE: Object to the
18 A. Yes, you did. 18 form of the question.
19 Q. Okay. So your basic message 19 A. That's an important
20 to the doctor was Zyprexa does not cause 20 hypothesis to examine. There's no data that
21 diabetes, correct? 21 confirms that relationship, and we looked
22 MR. BOISE: Object to the 22 very, very, carefully and very, very hard at
23 form of the question. 23 that exact point, and the data available does
24 A. Every word that you read in 24 not prove that point.

Page 492 Page 494

1 that paragraph is scientifically accurate and 1 Q. Sir, do you deny that you
2 states the case ''The available data do not 2 told --
3 establish a causal link between diabetes and 3 MR. ALLEN: Are we out of
4 Zyprexa -- or any other antipsychotic, for 4 tape or something?
5 that matter." That is a true refiection of 5 THE VIDEOGRAPHER: We have
6 the totality of scientific information. 6 five minutes.
7 MR. FIBICH: Objection, 7 MR. SUGGS: Go ahead and
8 nonresponsive. 8 switch the tape.
9 Q. Sir, you knew, and even told 9 MR. BOISE: We're going to

10 other people at Lilly, that the weight gain 10 take a iunch break then.
11 caused by Zyprexa could push some patients 11 MR. SUGGS: I'd rather
12 over in becoming diabetic, correct? 12 proceed on.
13 MR. BOISE: Object to the 13 MR. BOISE: We're going to
14 form of the question. Foundation. 14 take a lunch break.
15 A. Be very clear, we don't have 15 MR. SUGGS: Lers finish this
16 data that links weight gain as a causative 16 tape then.
17 factor of diabetes. Moreover, this exact 17 MR. BOISE: I have no
18 same point has been clearly rearticulated by 18 objection to that.
19 the FDA after looking at not only the data 19 MR. SUGGS: Okay.
20 from our studies, but from all sponsors' 20 QUESTIONS BY MR. SUGGS:
21 studies. So that is a comprehensive view. 21 Q. Sir, do you deny that the
22 We, throughout the course of 22 weight gain caused by Zyprexa can push some
23 this investigation of this particular topic, 23 patients over into becoming diabetic?
24 as we note in this paragraph, were 24 MR. BOISE: Object to the
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Page 496

1 A. I believe that's correct. I
2 don't see a date on this particular message
3 but I do see the date you're referring to on
4 the e-mail.
5 Q. Well, we know, for example,
6 from Exhibit 995, that you told the policy
7 committee that this ietter that you wrote was
8 going to be distributed beginning on
9 July 11th, 2003?

10 A. And I'm not recalling
11 precisely when it actually went out.
12 Q. Okay. Directing your
13 attention back to Exhibit 3909, the first
14 numbered paragraph says, "1. Does Zyprexa
15 cause diabetes?" And your first part of your
16 response says, quote, "The most
17 straightforward answer is we do not think so.
18 Why do I not say Zyprexa definitively does
19 not cause diabetes? In part, because it is
20 very difficult to prove a negative. When
21 anyone develops diabetes in the general
22 population it is often impossible to say
23 definitively why they developed diabetes."
24 Do you see that language,

Page 497

Do you see that language,

A. I do.
Q. And if your weight gain -­

MR. SUGGS: Lees stop right
there, I guess.

THE VlDEOGRAPHER: This marks
the end of tape NO.3. We're off
the record at 12:27.

(A lunch recess was taken by the
parties at this time.)

AFTERNOON SESSION
THE VlDEOGRAPHER: Back on

the record. Beginning of tape No.3

sir?

1 sir?
2 A. I do.
3 Q. And then you go on in point
4 two to say, "Why do I say no direct link as
5 opposed to any link at all?" And then you
6 wrote, quote, "We know and have well
7 characterized that Zyprexa and all
8 antipsychotics causes weight gain and weight
9 gain is an established risk factor for

10 diabetes. Thus in some patients the weight
11 gain of Zyprexa could predispose them to
12 diabetes, particularly if those patients have
13 other risk factors for diabetes. However,
14 and this is very important, most people who
15 gain weight do not develop diabetes.
16 Diabetes is an illness with multiple pathways
17 leading to and contributing towards its
18 development. Thus a patient who gains weight
19 on Zyprexa or other antipsychotic drugs and
20 mood stabilizers is probably, like anyone
21 else who gains weight, the general
22 population. For the vast majority of
23 individuals their pancreases are healthy and
24 the weight gain will not precipitate

Page 498

1 diabetes. For those in the minority whose
2 pancreases are functioning suboptimally,
3 weight gain could push them over to
4 diabetes."
5
6
7
8
9

10
11
12
13
14
15
16
17
18
19
20
21
22
23
24

Page 495
form of the question.
A. We have no data to support

that.

1
2
3
4 Q. Let me show you whaes
5 been -- well, let me refer you to
6 Exhibit 3909, the e-mail that you wrote
7 in-house. There you have some numbered
8 questions in bold and you have some answers
9 after that. And the first one, the first

10 question was "Does Zyprexa cause diabetes?"
11 This is the e-mail that got
12 sent to the marketing people in May of 2003,
13 a couple months ahead of the letter that went
14 out to physicians, correct?
15 MR. BOISE: Object to the
16 form.
17 A. I don't recall focusing this
18 to the marketing group. It was focused at a
19 more cross-functional group, including
20 scientists on the team, and statisticians.
21 Q. In any event, this e-mail of
22 yours was dated about two months before the
23 letter that went outside of the company to
24 physicians, correct?
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Page 499 Page SOl
1 of the deposition of Alan Breier. 1 form.
2 It's 1:26. 2 A. The part of the label
3 QUESTIONS BY MR. SUGGS: 3 language were to get a blood glucose prior to
4 Q. Dr. Breier, I have just a few 4 starting treatment.
5 questions before I complete my questioning at 5 Q. Okay.
6 this time. 6 A. Tha~s correct.
7 If I could direct your 7 Q. And those, that language that
8 attention to Exhibit 3909. 8 we just talked about here that was in
9 A. Yes. 9 Exhibit 3909 is not contained in the letter

10 Q. I'd iike to direct your 10 9201 that went out to physicians in the U.S.
11 attention to some particular language in your 11 that was distributed by Ully sales
12 numbered Paragraph 2 and also numbered 12 representatives, isn't that correct, sir?
13 Paragraph 3. 13 A. You are correct.
14 And in numbered Paragraph 2, 14 Q. Thank you.
15 three lines up from the bottom you state, 15 A. These are two different
16 "For those in the minority whose 16 documents. This document, the first document
17 pancreases are functioning suboptimally 17 we talked about was an internal document upon
18 weight gain could push them over to 18 which, in addition to other, sharing other
19 diabetes." 19 facts, we talked about hypotheses, areas that
20 Do you see that language, 20 we were interested in looking into.
21 sir? 21 This was a statement of
22 A. Urn-hum. 22 facts. This was not a letter. The one I'm
23 Q. And then numbered Item 3 23 referrin9 to now is the one that went out to
24 states, "Okay, then how can I tell if 24 the external community, was not a

Page 500 Page 502

1 a patient's pancreas is functioning 1 reiteration of treatment guidelines or a
2 suboptimally?" And your answer was, "The 2 how-to manual. There were a variety of other
3 most efficient and practical way to get a 3 programs underway at that time in the U.s.
4 handle on this is easy, jUst get a fasting 4 Affiiiate, including more specifics around
5 glucose level." 5 management gUidelines, treatment gUidelines,
6 Did I read that correctly? 6 we had endocrinologists in the field, et
7 A. You did. 7 cetera.
8 Q. And, in fact, that is what 8 So I just want to make it
9 had been recommended in the Japanese label 9 clear that these two documents were separate

10 change about a year and-a-half earlier, or 10 documents and had different purposes.
11 about a year eariier in 2002, correct? 11 MR. SUGGS: Move to strike
12 A. I'm attempting to recall if 12 the nonresponsive portion which is
13 they specified fasting glucose or just 13 everything after "you are correct."
14 glucose. 14 QUESTIONS BY MR. SUGGS:
15 Q. But in any event, the 15 Q. Dr. Breier, who was it that
16 Japanese regulatory authorities said to 16 made the decision not to include that
17 Japanese physicians - 17 language that was in 3909 in the internal
18 MR. SUGGS: Strike that. 18 e-mail, in the letter that went out to the
19 QUESTIONS BY MR. SUGGS: 19 pubiic in Exhibit 9201' Who made that
20 Q. The Japanese regulatory 20 decision?
21 authority made Lilly tell physicians in Japan 21 MR. BOISE: Object to the
22 to get a blood test for glucose before a 22 form of the question.
23 patient started on Zyprexa, correct? 23 A. I'm the author of both. I
24 MR. BOISE: Object to the 24 take responsibility for both.
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1 A. Yes.
2 Q. Okay. I'm going to cover
3 some of the things that Mr. Suggs covered and
4 I'm going to ask some questions that he
S didn't and try to probe some of your answers
6 that you have given previousiy in the last
7 day. All right?
8 The first thing I want the
9 jury to understand, sir, is you are a

10 psychiatrist, correct?
11 A. That's correct.
12 Q. Okay. Do you specialize in
13 any other field of medicine or have you ever
14 specialized in any other field of medicine?
15 THE WITNESS: Outside of
16 psychiatry?
17 MR. ALLEN: Yes, sir.
18 A. No.

3 Q. Okay. So the -- let me ask
4 this. I don't think we've exactly talked
5 about, to my knowledge, in a succinct form
6 where the jury could understand, what is the
7 product team that you were the leader of for
8 Zyprexa. What does a product team do?
9 A. Product team is an

10 organization of cross-functional
11 professionals focused on a specific
12 late-stage molecule.
13 There are many different
14 people that are members of a product team and
15 they have different tasks. The majority of
16 people on a product team are focused on
17 science and medicine, I call it research and
18 development, so those wouid include
19 physicians, statisticians, data managers,
20 research assistants.
21 On the Zyprexa Product Team
22 that constituted, [ would guess, somewhere
23 between 80-85 percent of people, so those
24 people were involved in examination of

Page S03
MR. SUGGS: Okay. I have no

further questions at this time.
MR. ALLEN: We need to go off

the record so we can change.
THE VIDEOGRAPHER: Off the

record.

1 Q. Okay. You hesitated. Did
2 you think we met before'
3 A. No.
4 Q. Okay. All right.
5 Dr. Breier, I heard you testify yesterday at
6 the outset when Mr. Suggs started asking you
7 questions that you take this process
8 seriously or something along those lines. Do
9 you recall that?

10 A. That's correct.
11 Q. Okay. I want you to know
12 that I do also. And I'm going to be asking
13 you some questions today. You and I are on
14 the opposite side of the lawsuit, you
15 understand that?
16 MR. BOISE: Object to the
17 form.
18 A. Yes.
19 Q. Okay. The questions I'm
20 going to ask you I'm certain we'll have some
21 disagreements, but I want you to know it's
22 nothing personal, but it's my job as a lawyer
23 to investigate the facts on behalf of my
24 clients. Do you understand that?

1
2
3
4
5
6
7 (At this time, there
8 was a brief recess taken,
9 after which the following

10 proceedings were had:)
11 THE VIDEOGRAPHER: We're back
12 on the record.
13 EXAMINATION
14 QUESTIONS BY MR. ALLEN:
15 Q. Good afternoon.
16 A. Good afternoon.
17 Q. Dr. Breier, could you state
18 your name for the record, please, sir?
19 A. M name is Alan Breier.
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4 Q. Thank you, sir.
S MR. SUGGS: He said medical
6 director.
7 THE WITNESS: Oh, I'm sorry,
8 did you say medical or marketing?
9 MR. ALLEN: I said marketing.

10 QUESTIONS BY MR. ALLEN:

•2 Q. In fact, she testified in a
3 deposition I took of her, I think it was
4 right before Christmas, sometime shortiy
5 before Christmas, that before she became the
6 global marketing director at Lilly, one of her
7 jobs had been in the past she'd been a sales
8 representative, I think in the Chicago area.
g Were you aware Denice Torres

10 had been a sales representative at one time,
11 a detail person?
12 MR. BOISE: You're making a
13 representation about her testimony
14 and then asking him a question?
15 MR. ALLEN: Yes, I am.
16 MR. BOISE: Just making it
17 clear.
18 MR. ALLEN: Yeah.
19 A. I don't recall that part of
20 her background, but it is not unusual for
21 people in marketing to assume, even sometimes
22 for short period of time, a sales role.
23 Q. Right. I think even in the
24 case as I recall it, and the evidence will be

I

Page 50S

Q. Okay. So on the product team
that you were head of, and you were assigned
by Dr. Lechieiter, who is currently the COO
of Lilly; is that right?

MR. BOISE: Object to the
form.
Q. Dr. Lechleiter, COO of Lilly?
A. That's correct.
Q. Who assigned you to be the

head of the Zyprexa Product Team, on the
Zyprexa Product Team were people that were
physicians and people that were marketers,
correct?

A.
other

important scientific questions, new
indications, new line extensions, of this
nature.

Confidential - Subject to Protective Order

Page 507
1
2
3
4 In addition, we were, up
S until, again, somewhere in the '02 time frame,
6 there was a global marketing team. This
7 global marketing team was responsible for the
8 high level understanding of the molecule in
9 terms of the scientists collecting the

10 information and then working with marketing
11 to kind of capture the major themes. The
12 global marketing team then would convey those
13 themes to locai affiliates who had their own
14 sales and marketing organization, who then
15 were in charge of translating that theme in
16 the context of their own local geography, and
17 then the implementation through sales,
18 marketing, and other venues.
19 In addition, there were a
20 number of people who were members of the team
21 but didn't have reporting lines into the
22 team such as regulatory scientists, members
23 from manufacturing, and people of that
24 nature.

1
Z
3
4
5
6
7
8
9

10
11
12
13
14

I
20

I
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Page SI1
what the evidence is, I think Jack Jordan
testified he had been a sales representative.
Did you know that?

A. Similarly, r don't recall
that specific part of his background, but r,
again, would say it was not uncommon.

Yes sir. Now back to Denice
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1 MR. BOISE: Objection. He's
2 asked and answered the question.
3 Q. Correct?
4 A. I'll state my answer again.
S There werel I'm sure, discussions, scenario
6 planning, looking at impact, but did I
7 believe that there wouid be a profound effect
8 on the label? Did I have certitude on that
9 point? I would say no.

10 Q. Okay. I'm going to hand your
11 lawyer and you -- somewhere in this stack
12 you've already seen this exhibit but instead
13 of finding it again --
14 MR. ALLEN: Do we have any
15 exhibit stickers?

Page 517

Page 518

39 (Pages 515 to 518)

1 diabetesl correct?
2 A. It had a -- it had ianguage
3 about hyperglycemia and diabetes in the one
4 warning and precaution section in Europe. As
S I mentioned earlier, warning precautions are
6 melded into one section.
7 Q. Yes. And just for the record,
8 by the summer, actually, the spring, but by
9 the spring of 2002, the Japanese label had a

10 waming on diabetes and hyperglycemia in the
11 Zyprexa label, true'
12 A. Thats correct.
13 Q. And in the summer of 2002,
14 while the wamings were in the European label
15 and the Japanese label, there was no waming
16 in the U.S. iabel, correct'
17 MR. BOISE: Object to the
18 form.
19 A. That's correct.
20 Q. And you knew in the summer of
21 2002 that if a waming on diabetes and
22 hyperglycemia were put into the label, it
23 would clearly have a very profound effect on
24 sales?

7 Q. Okay, thank you, sir.
8 A. And what I would just use as
9 an example, there was a warning precaution on

10 diabetes and hyperglycemia in the European
11 label, and to the best of my knowledge, that
12 had no bearing on sales.
13 Q. You raise an --
14 MR. ALLEN: I object to
15 everything after, I think it was
16 "no"l as nonresponsive.
17 QUESTIONS BY MR. ALLEN:
18 Q. You raised a point in your
19 testimony with Mr. Suggs, and I want to get
20 it clear, and we can move off this and
21 straight into the matter I was discussing,
22 but just so the jury understands, by 2002, by
23 the summer of 2002, the European label on
24 Zyprexa had a precaution and a waming on

I
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Page 521

Q. So the purpose of the trip
was to assess how the Japanese affiliate was
doing after the label change?

A. I think that would be fair.
We -- there was a group that was charged with
implementing the recommendations from the
Japanese regulatory group. This was going to
have an impact on staffing and a variety of
others in the affiliate.

18 MR. BOISE: Object to the
19 form.
20 A. One part I'm going to refresh
21 my memory, on your last point, if you had a
22 diagnosis of diabetes, then Zyprexa was
23 contraindicated by the label language, I
24 don't recali risk for diabetes as being a

1 withdrawing the question.
2 QUESTIONS BY MR. ALLEN:
3 Q. You and Dr. -- is it Mr.?
4 A. Yes.
5 Q. You and Mr. van den Bergh
6 went over to Japan?
7 A. Yes.
8 Q. Why did you ali go over to
9 Japan?

10 A. We wanted to assess how the
11 affiliate was doing, the Japanese affiliate
12 was doing with the label change, to review
13 their approach to this and their
14 implementation plan, and that was the primary
15 reason.
16
17
18
19
20
21
22
23
24

Page 520

contraindication.
Q. Thank you, sir. Other than

with that modification, you agree with what I
said?

Page 522

1 There were also discussions
2 about beginning some new prospective trials
3 and data assessments in that area. So it had
4 to do with matters like that.
5 Q. Right. And then when you got
6 back, at least according to Exhibit No.6,
7 Mr. van den Bergh and you prepared a
8 memoranda, irs calied "memo" at the top,
9 Neuroscience Products, dated July 1st, 2002,

10 to Dr. Lechieiter, Mr. Mayr; is that right?
11 A. Mayr's, correct.
12 Q. And Mr., can you pronounce
13 that word for me, Mr. Mascarenhas?
14 A. Mascarenhas.
15 Q. And who is Mr. Mayr?
16 A. At this time I believe he was
17 in charge of global sales and marketing.
18 Q. That's right. So you sent
19 this to global sales and marketing.
20 And who's Mr. Mascarenhas?
21 A. He was the country manager of
22 Japan.
23 Q. Okay. And Dr. Lechleiter at
24 this time was whom?

I'm sorry. I'm sorry.
-- went.
MR. BOISE: Hang on. He's

Q.
A.

MR. BOISE: Scott, it's also
8reier 5. Irs the same document.

MR. ALLEN: It may be, I don't
know. Thars why I'm just using my
own number so we don't have to be
confused.

QUESTIONS BY MR. ALLEN:
Q. In Breier NO.6 -- why did

you ali go over to Japan after the label
change, you and Dr. Lechleiter?

A. It was Mr. van den Bergh and
1--

1
2
3
4
5 MR. BOISE: Same objections.
6 A. Yes.
7 Q. Thank you. Now in this trip
8 summary which we've marked as Breier Exhibit
9 NO.6.

10
11
12
13
14
15
16
17
18
19
20
21
22
23
24
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Page 523

15 Here's the first paragraph of what you tell
16 Dr. Lechleiter and Mr. Mayr, the head of
17 global sales and marketing. You say this:
18 "This is a summary of issues and proposed
19 actions in follow-up to our previous update
20 on Japan. It is ciear that the impact of the
21 label change in Japan has had a" very
22 profound. We concluded, we, keep going on,
23 you left out -- what word should have come
24 after profound?

1 A. Dr. Lechleiter was in charge
2 of the product teams.
3 Q. And, in fact, I guess the
4 best way to say it, since he's the one that
5 appointed you to be the head of the Zyprexa
6 Product Team, he was your boss?
7 A. I reported to Mr. van den
8 Bergh, and Mr. van den Bergh reported to
9 Dr. Lechleiter.

10 Q. And just for the record,
11 Dr. Lechleiter is now the chief operating
12 officer of the entire Lilly company?
13 A. Tha~s correct.
14 Q. And I know without a doubt,
15 because in my job, in any job, and the jUry
16 will understand, that when you're reporting
17 to your superior concerning a trip to Japan,
18 you're going to try to be as accurate and as
19 truthful as you possibiy can be so your
20 superior will have true and accurate
21 information upon which to make his or her
22 decision that needs to be made, right?
23 MR. BOISE: Objection. Asked
24 and answered.

Page ill

MR. FIBICH: Objection.
Nonresponsive.

1 MR. BOISE: You ieft out a
2 word before very.
3 MR. ALLEN: Yes, I did. Let
4 me read it again.
5 QUESTIONS BY MR. ALLEN:

23
24

MR. BOISE: Objection. Asked
and answered.

7

j

1

I
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Page 527

A. For a period on the team we
had a group called an Issues Management team.

Q. Right. Thank you. And one
of the main things the Issues Management team
had to do was address the issue of
hyperglycemia'

A. One of the topics for this
team was to examine information around

Page 529
1 Management. You know who the Marketplace
2 Management people are? You know that
3 department?
4 MR. BOISE: Object to form.
5 Q. Matt Pike and cassandra
6 Mehlman and others?
7 A. I'm not a hundred percent
8 clear on the term "Marketplace Management" or
9 how thars being referred.

10 Q. Okay. Well, tell me how
11 you're not clear because I think -- I want you
12 and I to communicate, and I'm doing the best
13 job I can, and I'd like you to help me and
14 the jury. I've also heard it referred as
15 Issues Management. Does that help you at
16 all?
17
18
19
20
21
22
23
24

1 MR. ALLEN: I join, of
2 course.
3 QUESTIONS BY MR. ALLEN:

14 MR. FIBICH: Objection,
IS nonresponsive.
16 Q. I've read the words
17 correctly. Just so the jury understands, the
18 words "clear" and "very profound" are words
19 you selected, not SCott Allen, correct?
20 MR. BOISE: Object.
21 A. That's correct.
22 Q. Thank you, sir.
23 Sir, I take scribbly notes,
24 you can look at my pad and see nothing's

Page 528
1 really in that order, but I have it written
2 down here. We're going to go off that
3 subject now and go on to another, all right'
4 We've been talking about
5 diabetes and hyperglycemia in different
6 contexts throughout the deposition as you
7 probably expected when you came here, right'
8 A. I knew the topic of the
9 deposition.

10 Q. Right. And you knew the
11 topic was Zyprexa. And you certainly
12 understood that during the time Zyprexa was
13 on the market, hyperglycemia was one of the
14 main issues that Lilly had to address in
15 regard to Zyprexa, right?
16 A. Investigating hyperglycemia
17 as it related to Zyprexa, determined if there
18 was an association, et cetera, was a topic
19 and a focus of the team.
20 Q. Yes, sir. And just for the
21 record, I understand that answer and I agree
22 with what you just said, but also there was
23 on the team people who were specifically
24 assigned in what they call the Marketplace

Page 530

1 hyperglycemia.
2 MR. ALLEN: Thank you, sir.
3 And I'm going to put in, and I don't
4 want to spend any time on it, but
5 just so the jury understands and I
6 think you can, probabiy, help us
7 understand, I'm going to hand you
8 Breier Exhibit NO.7.
9 (Whereupon, Deposition

10 Exhibit(s) 7 duly received,
11 marked and made a part of the
12 record.)
13 MR. ALLEN: Which is a
14 document from Denice Torres's
15 deposition. You do not need to read
16 the whole thing, you just need to
17 turn to the second page and go to
18 the top where the name Mr. Mike
19 Bandick is listed at the top of the
20 second page.
21 QUESTIONS 8Y MR. ALLEN:
22 Q. You see where it says "Mike
23 Bandick will assume the role of Director,
24 Marketplace Management"?
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MR. BOISE: Object to the
form.
A. Correct. That was one of a

number of topics that that team worked on.
Q. Thank you. All I asked about

was that was one of them, wasn't it? Just 50

the jury understands. I'm not asking you
whatever else they worked on. I'm focusing

Page 532

MR. BOISE: Object to the
form.
A. You had two parts of your

question: One, did I know Mike Bandick? The
answer to that is yes. The second part of
your question was were we friends.

Q. Professional friends.
A. No.
Q. Okay. How did you know Mike

Page 534

on hyperglycemia and diabetes. You can tell
the jury that one of the issues that had to
be addressed by the Marketplace
Management/Issues Management department was
the issue of hyperglycemia and diabetes,
true?

Page 531
Do you see that?

A. I do.
Q. Does that help you help me

and help the jury understand what Marketplace
Management is' Marketplace Management was
one of the people on the Zyprexa Product
Team, correct?

MR. BOISE: Object to the
form.
A. I, in terms of -- obviously,

seeing the sentence they refer to, I don't
doubt that that was the title that
Mr. Bandick assumed.

A Marketplace Management team
or a Marketplace Management organization is
something that I'm not familiar with.

Q. Okay. All right.
Nevertheless, we'll move on.

Tell the jury since he was on
the -- you knew Mike Bandick when you are -­
are you still head of the Zyprexa Product
Team?

A. No.
Q. Okay. You're medical

1 director now?
2 A. No.
3 Q. What's your title exactly,
4 I'm sorry?
5 A. I'm Chief Medical Officer and
6 Vice-president of Medical.
7 Q. Okay. Back when you were
8 head of the Zyprexa Product Team, you knew
9 Mike Bandick. Mike Bandick was a friend of

10 yours professionally?
11 MR. BOISE: Object to the
12 form.
13 A. No.
14 Q. You never dealt with Mike
15 Bandick?
16
17
18
19
20
21
22
23
24
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1 Bandick when you were head of the Zyprexa
2 Product Team?
3 A. He joined as a member of the
4 team.
5 Q. Tell the jury what he did for
6 your team that you were head of?
7 A. Mr. Bandick, his background
8 in marketing, he joined as part of Denice's
9 team in the marketing area and was focused on

10 issues management.
11 Q. Focused on issues management.
12 Thars where we all started this
13 conversation. And one of the issues that you
14 at Eli Lilly had to address on the Zyprexa
15 Product Team was hyperglycemia and diabetes,
16 correct?
17
18
19
20
21
22
23
24

1
2
3
4
5
6
7 A. You're correct.
8 Q. Thank you, sir.
9 I've been sitting here all

10 day, and hyperglycemia, what is that?
11 THE WITNESS: Are you asking
12 for a definition?
13 MR. ALLEN: Sure, sir.
14 A. Hyperglycemia would refer to
15 glucose levels that are above a normal value.
16 Q. Glucose levels where'
17 A. Technically speaking, in
18 bodily fiuids. Blood, I would assume that
19 would apply also to urine, but traditionally
20 we think about it as in blood.
21 Q. In blood. Thars right.
22 Traditionally we do.
23 So what -- if I'm trying to
24 determine if a person has hyperglycemia, how
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Page 537

MR. BOISE: Object to the
form. Foundation.
A. I can relate to those terms.

I'm not relating to a -- of the terminology
three by three.

Q. You said you can relate to
those terms. Where did you hear that?

A. We can take one at a time and
I can give you the context.

Q. I want -- ease of use, I want

1 think I'm referring to'
2 A. Okay, I'll take a stab at it.
3 Q. I'll tell you what I'm
4 referring to. Let me save you some time.
5 I'm referring to the 3 by 3 message. 00 you
6 recall that message'
7 A. No.
8 Q. Well, let me see if I can
9 help you. As head of the Zyprexa Product

10 Team, you recall the three by three message
11 that said mood, thought and behavioral
12 disorders, broad spectrum efficacy, superior
13 safety, and ease of use. Does that help you
14 at alP
15
16
17
18
19
20
21
22
23
24
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do I make that determination?
A. One would measure glucose

levels in blood.
Q. Therefore, blood monitoring

would be required?
MR. BOISE: Object to the

form.
THE WITNESS: Blood

monitoring would be required to
determine if someone had higher
giucose ieveis in their blood?

MR. ALLEN: Right.
A. Yes.
Q. Thank you. And prior to the

time of the label change that took place in
March, I think the day was March 17, 2004,
prior to that time, there was no
recommendation in the Zyprexa label for blood
monitoring to test glucose levels, correct?

MR. BOISE: Object to the
form. Foundation.
A. If you're referring to the

dass labeling change, that occurred in the
fall of '03.

Page 536 Page 538

1 Q. Well, sir, I don't want to
2 quibble with you so we have too much time. I
3 disagree with you about when the actual label
4 change. But let's use, for the sake of not
5 arguing with you, using your words in the
6 fall, prior to the fall of 2003, according to
7 you at least, there was no statement in the
8 Zyprexa label requiring blood monitoring,
9 correct?

10 A. That's correct.
11 Q. And not only was there no
12 statement requiring blood monitoring in the
13 Zyprexa label prior to the change that you
14 just discussed, the lack of the need to do
15 blood monitoring was used as a selling point
16 for Zyprexa?
17 MR. 80ISE: Object to the
18 form of the question. Foundation.
19 A. I'm going to have to disagree
20 with you and proVide just a minute of context
21 because I think I know what you're referring
22 to but I'd like to check it.
23 Q. What am I referring to' Tell
24 the jury. Tell the jury, please, what do you

1 to know where you heard that?
2 A. Well, it's not where I heard
3 it. That would be an accurate description of
4 one of the attributes of Zyprexa.
5 Q. There, I think you and I are
6 then agreeing. Maybe it's just a matter of
7 terminology.
8 MR. BOISE: Were you done
9 with your answer?

10 THE WITNESS: No.
11 A. What it refers to is that
12 many antipsychotic drugs, dozapine, for
13 example, requires blood monitoring.
14 Clozapine, specifically, requires blood
15 monitoring for a side effect called
16 agranulocytosis, which is a drop in white
17 blood cells.
18 Olanzapine and dozapine have
19 some similarities in their chemical
20 structure, although there are significant
21 differences also, and one of the hypotheses
22 at the time of launch was that, was the
23 question will Zyprexa have a drop in
24 granulocytes, if so, that would require blood
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Q. Sure. And I'll show you a
document in a minute, and there's tons of
them in your files, how you all describe ease
of use, but you've made a good start.

By the way, in my little
notes here I had HGFU and then you described

mean.
Q. You used the word

"classified", I didn't. You said it's
classified as an anticonvulsant and mood
stabilizer. 50 I asked you "Where did it get
that classification" using your word?

A. Based on its efficacy, its
ability to decrease seizures, anticonvulsant.

ContloellUo, __
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1 monitoring. The evidence came forward to
2 indicate that Zyprexa was not associated with
3 agranulocytosis, therefore, blood monitoring
4 would not be required.
5 50 particularly in the early
6 years after launch, the indication of ease of
7 use as it relates to blood monitoring was
8 that no blood monitoring was required for
9 Zyprexa like it was required for c1ozapine.

10 I won't go on too much
11 further other than to say dose titration is
12 another area. Clozapine and other
13 antipsychotic drugs require very slow long
14 building up of the dose. Zyprexa is a drug
15 that is well-tolerated from that perspective
16 and does not require that. 50 those are the
17 features that would contribute to ease of
18 use.
19
20
21
22
23
24
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1 it as an olanzapine plus mood stabilizer
2 study. Do you recall telling Mr. Suggs about
3 that?
4 A. Yes.
5 Q. Okay. Olanzapine plus mood
6 stabilizers. What mood stabilizers?
7 A. In that particular study, if
8 I recall it correctly, were Depakote and
9 lithium.

10 Q. Depakote, what kind of drug
11 is that? Is that an antipsychotic?
12 A. No. It's classified as an
13 anticonvulsant and mood stabilizer.
14 Q. Where did it get that
15 classification?
16 A. I'm not sure I know what you
17
18
19
20
21
22
23
24

1 The ability to stabilize mood, mood
2 stabilizer.
3 Q. And it's not an
4 antipsychotic?
5 A. It's not classified as an
6 antipsychotic.
7 Q. Classified by whom, the FDA?
8 A. I've not reviewed the label
9 of Depakote in a long while, but I would bet

10 that It is not classified as an
11 antipsychotic.
12 Q. Doctor, whether you reviewed
13 the label or not, you're a psychiatrist. You
14 know that Depakote's not an antipsychotic?
15 You know that?
16 MR. BOISE: Object to the
17 form. Asked and answered.
18 A. Your question was narrowed to
19 the FDA, and one goes to the label then to
20 determine precise classifications. But
21 you're right, my clinical knowledge is that
22 it's used as an anticonvulsant and a mood
23 stabilizer.
24 Q. And then you said the HGFU
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1 also is olanzapine plus lithium. And
2 lithium's not an antipsychotic?
3 A. That's correct.
4 Q. Okay. 50 why were you doing
5 a study with olanzapine plus two different
6 mood stabilizers?
7 A. We had an indication for
8 acute mania in bipolar. There are three
9 phases of bipolar: The manic phase, the

10 maintenance phase, and the depression phase.
11 Lithium and Depakote are two drugs commonly
12 used for the maintenance phase. And that -­
13 those studies were an attempt to determine if
14 the combination of olanzapine with one of
15 those mood stabilizers would be an effective
16 treatment.
17 Q. By the way, olanzapine or
18 Zyprexa is not a mood stabilizer, is it?
19 MR. BOISE: Object to the
20 form.
21 A. Yes.
22 Q. You agree with me?
23 A. No.
24 Q. Okay. Well, Zyprexa had very
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1 limited indications in the package insert as
2 approved by the FDA. You agree with that?
3 MR. BOISE: Object to the
4 form.
S A. No.
6 Q. Tell me the indications. So
7 you think -- that's interesting. You think
8 Zyprexa had -- do you think Zyprexa had many
9 wonderful indications?

10 MR. BOISE: Object to the
11 form.
12 A. I can state to you the
13 indications it has today.
14 Q. Go right ahead. Tell the
1S jury -- I'm sorry, sir. Let me repeat the
16 question so the question's clear in my mind
17 before you answer it.
18 Tell the jUry, please, the
19 indications as approved by the FDA that
20 Zyprexa has?
21 A. Okay. It has an indication
22 for schizophrenia. It has an indication for
23 bipolar mania. It has an indication for use
24 in bipolar along with lithium and Depakote.

roo"o.. •. _

1 questions.
2 QUESTIONS BY MR. AULEN:
3 Q. I'm here trying a case. And
4 I'm asking the Witness, do you want to help
S the jury understand Zyprexa, yes or no'
6 MR. BOISE: If you will give
7 him a chance to answer the questions,
B he will.
9 MR. ALLEN: No, you just need

10 to object to form.
11 MR. BOISE: I object to the
12 form of that question.
13 MR. ALLEN: Thank you.
14 QUESTIONS BY MR. ALLEN:
1S Q. Do you want to help the jury
16 understand Zyprexa?
17 A. My purpose here is to answer
18 your questions as fully and directly and
19 honestly as I possibly can.
20 Q. And you understand I'm here
21 because I'm a trial lawyer and we may have to
22 go to trial and the jUry will be at trial,
23 right? You understand that?
Z4 A. Yes.

Page 544 Page 546

1 Q. So you understand your
2 testimony, the questions I'm asking and
3 you're answering are, the ultimate pecple
4 that are going to hear these are a jUry. You
5 understand that?
6 A. Yes.
7 Q. Okay. And my question is in
8 answering my questions, do you want to help
9 the jury understand Zyprexa?

10 MR. BOISE: Object to the
11 form of the question.
12 A. I'm giving my testimony to be
13 direct, honest and forthright for who all is
14 exposed to this testimony.
1S Q. Okay. Now we're going to go
16 over the indications that you just described.
17 When was Zyprexa indicated
18 for schizophrenia'
19 A. 1996.
20 Q. When did it get the
21 indication for bipolar mania?
22 A. 2000.
23 Q. When did it get the
24 indication for bipolar maintenance?

MR. BOISE: Object to the
form, He's here to answer your

1 It has an indication for maintenance of
2 bipolar. It has an indication along with
3 Prozac for treatment of bipolar depression.
4 It's got an Indication for maintenance of
S response/relapse prevention in schizophrenia.
6 Q. You need to slow down and say
7 that again. You were mumbling or at least I
8 couldn't hear you. What was that last one?
9 A, Maintenance of response in

10 schizophrenia.
11 It has an indication In the
121M for agitation that occurs in schizophrenia
13 and in bipolar. We just received an
14 indication this week for adolescent and child
15 bipolar and adolescent child schizophrenia.
16 I think I quoted them all.
17 Q. I think you did, too. Now
18 you're going to go back and you're going to
19 help the jUry even more. You want to help
20 the jUry, don't you, understand? Let me ask
21 this, do you want to help the jury understand
22 Zyprexa?
23
24
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1 A. I believe that was 2002, but
2 I'm not a hundred percent positive.
3 Q. 2002, okay. Now you talked
4 about an indication for Zyprexa for bipolar
5 disease with lithium for depression. When
6 did it get that indication?
7 MR. BOISE: Object to the
8 form.
9 A. Again, I believe it was in

10 the 2002 time frame. I don't remember the
11 exact year.
12 Q. Okay. You said it got an
13 indication. Was there a particular product
14 tha~s this Zyprexa with lithium' Is there a
15 brand name for that?
16 MR. BOISE: Object to the
17 form. I think your--
18 MR. SUGGS: It's what he
19 said.
20 MR. BOISE: You
21 mischaracterized his prior
22 testimony.
23 Q. Let me ask you. I want to
24 make sure I didn't. Didn't you tell me one

Page sso

1 Q. Okay. And lithium and
2 Depakote are the mood stabilizers, right?
3 A. Tha~s correct.
4 Q. Okay. When did Zyprexa get
5 the indication with Prozac for depression?
6 A. I believe that was near the
7 end of '03.
8 Q. Is that Symbyax?
9 A. Symbyax.

10 Q. Okay, I'm sorry. When you
11 said it got the indication with Prozac for
12 depression, tha~s Symbyax?
13 A. That's correct.
14 Q. Okay. Tha~s an entirely
15 different product that you had to put in a
16 new NDA on, right?
17 A. Yes.
18 Q. That is not Zyprexa, is it?
19 A. It appears in the Zyprexa
20 label along with the Prozac label.
21 Q. Just for the record, because
22 Denice Torres has already testified under
23 oath, unless she's was wrong, she testified
24 clearly as did, I think, other witnesses,

1 that Zyprexa has never been indicated for
2 bipolar depression. Isn't that true, that
3 Zyprexa has never been indicated for bipolar
4 depression?
5 A. Mono-therapy or single use
6 of Zyprexa is not indicated for bipolar
7 depression, the combination is.
8 Q. The "combination" being
9 Symbyax?

10 A. Yes. The combination of
11 Prozac plus olanzapine.
12 Q. Which is a different drug.
13 I~s called Symbyax, right?
14 A. That's correct.
15 Q. That's right. After "tha~s

16 correct" we don't need to do anything else.
17 If I have any other questions, I'll ask you.
18 A. Okay.
19 Q. Let me go back to the other
20 drug. Zyprexa with lithium and Depakote, is
21 that another drug product?
22 A. No.
23 Q. Tha~s just a drug therapy?
24 A. I~s a type of use of the two

Page 547

When did it get this
indication for bipolar disease with lithium
and Depakote?

A. Lithium and Depakote --
again, I'm thinking it was in the '02 time
frame.

1 of the indications, and help the jury, heip
2 me understand because I don't. I'm trying to
3 figure this out.
4 Tell the jury when it got
5 this -- didn't you tell me it had an
6 indication for bipolar with lithium for
7 depression?
8 A. No.
9 Q. Okay, what were you saying?

10 You said something along those lines. Help
11 me understand what you were saying.
12 A. It has an indication for the
13 use of Zyprexa with lithium and Depakote. It
14 also has an indication for bipolar depression
15 along with Prozac.
16 Q. Okay. You know what, I
17 probably did misspeak, and that's why I need
18 your help.
19
20
21
22
23
24
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1 drugs.
2 Q. Now the 1M, that means
3 intramuscular Zyprexa, right?
4 A. Correct.
5 Q. You were very clear, I think,
6 in your answer, but I want to make sure I
7 understood it. 1M, intramuscular Zyprexa, is
8 indicated for schizophrenia-related agitation
9 and -- excuse me, let me rephrase it.

10 Intramuscular Zyprexa is
11 indicated for agitation associated with
12 either schizophrenia or bipolar mania,
13 correct?
14 A. It Is for agitation in
15 schizophrenia, and I'm trying to recall if it
16 was agitation only bipolar mania or other
17 parts of bipolar as well, I'm not remembering
18 that, but bipolar disorder.
19 Q. We're not going to spend a
20 lot of time, but I want to make sure that the
21 intramuscular Zyprexa is indicated for
22 agitation associated with schizophrenia and
23 bipolar?
24 A. Yes.

Page 55)

1 Q. Okay. And you said last week
2 Zyprexa received a new indication for bipolar
3 disease or was it bipolar mania in
4 adolescents and children?
5 A. I believe ifs bipolar mania.
6 Q. Okay. And that was last
7 week. Thafs 2007, right?
8 A. Thafs correct.
9 Q. Okay. And we have now

10 covered all the indications for Zyprexa, or a
11 product containing Zyprexa, since it came on
12 the market in 1996 up to 2007, right?
13 A. I think I included in my
14 initial answer our maintenance to response in
15 schizophrenia. And maintenance in bipolar
16 mono-therapy, single use meaning. And I'm
17 not recalling any other uses or indications.
18 Q. Thank you. I forgot to ask
19 the question I always ask, or not always, but
20 I ask a lot of witnesses just so we have a
21 clear record, and ifs my time to ask
22 questions, and you understand you're under
23 oath testifying, you know that'
24 MR. BOISE: He's taken the
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1 Q. It's not indicated for 1 oath.
2 agitation atone? 2 Q. I know. You understand it,
3 A. That's correct. 3 though'
4 Q. Right. And I'm not trying to 4 MR. ALLEN: You're entitled
5 be -- I'm really not trying to be cute or funny 5 to ask it, it's one of the key
6 here because I don't know how else to ask the 6 questions in a case.
7 question. I mean, witnesses get agitated, 7 QUESTIONS 8Y MR. ALLEN:
8 lawyers get agitated, we've had some 8 Q. You understand you're under
9 agitation in the room over the past two days, 9 oath'

10 in fact, haven't we? 10 A. Yes.
11 MR. BOISE: I don't think so. 11 Q. You understand the effect of
12 Q. Haven't we? 12 that oath?
13 A. NO. 13 A. Yes.
14 Q. Well, that's good. So you're 14 Q. And we have to depend upon
15 not agitated with me then? 15 your testimony to be truthful and accurate,
16 A. I am not. 16 you understand that?
17 Q. Okay. Good. But justfor 17 A. Yes.
18 the record, and it could be important to me, 18 Q. Is there any reason in your
19 doc, that's why I'm asking, I really am 19 testimony of either yesterday or today, is
20 asking because it's important. Zyprexa is 20 there any reason physically why your
21 not and has never been indicated for 21 testimony could not be truthful and accurate'
22 agitation that is not related to either 22 Is there any ailment or anything that you're
23 schizophrenia or bipolar disease, correct? 23 suffering from that would make that
24 A. That's correct. 24 impossible to do?
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1 A. No. 1 A. Yes.
2 Q. Are you today or were you 2 Q. Mr. Bandick worked on your
3 yesterday on any medication? 3 Zyprexa team. And we know he was fired. And
4 A. Yes. 4 you're telling this jury you don't know why
5 Q. What medication, if you don't 5 he was fired --

6 mind me asking? 6 MR. BOISE: Object to form.
7 A. I take Crestor. 7 Q. -- other than, quote, "some
8 Q. For cholesterol? 8 inappropriate activity with vendors?"
9 A. Yes. I take low dose 9 MR. BOISE: Object to the

10 aspirin. 10 form.
11 Q. As a cardiovascular 11 A. My understanding is he was
12 prophylaxis? 12 separated from the company because of
13 A. Yes. 13 inappropriate activities with a vendor or
14 Q. Sir? 14 vendors.
15 A. Yeah. 15 Q. Tell the jury, help the jury
16 Q. Is there any medication that 16 understand, help me understand, what would be
17 you're on that would interfere with your 17 some examples of inappropriate activities
18 ability -- those two medications -- 18 with vendors?
19 MR. ALLEN: Let me finish. I 19 MR. BOISE: Object to the
20 understand, I just want to make a 20 form.
21 clear record. 21 A. I don't know.
22 QUESTIONS BY MR. ALLEN: 22 Q. You don't know? As an
23 Q. The Crestor and the aspirin, 23 executive at Eii Lilly you don't know what
24 they would not interfere with your ability to 24 would constitute inappropriate activities
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1 give truthful testimony, correct? 1 with vendors?
2 A. Correct. 2 MR. BOISE: Object to the
3 Q. Is there any medication that 3 form.
4 you're on that would interfere with that? 4 A. Thars correct.
S A. No. 5 Q. Well, can you have
6 Q. Okay, thank you. 6 inappropriate activities with vendors that
7 Why did Mr. Bandick get 7 result in your termination from Eli Lilly?
8 fired? 8 MR. BOISE: Object to the
9 MR. BOISE: Object to the 9 form.

10 form. Foundation. 10 Q. EVidently you can because
11 A. My understanding, he was 11 Mr. Bandick had that.
12 separated from the company because of 12 MR. BOISE: What is your
13 inappropriate activities with a vendor or 13 question?
14 vendors. 14 Q. My question is, Dr. Breier,
15 Q. Tell me what those are. 15 where did you learn that Mr. Bandia was
16 MR. BOISE: Object to the 16 fired because of inappropriate activities
17 form. 17 with vendors?
18 A. I don't know. 18 MR. BOISE: Object to the
19 Q. Mr. Bandick was on the 19 form.
20 Zyprexa Product Team. We've seen him 20 A. I had -- it occurred after I
21 described in the document I gave you as 21 left the team. I had heard after the fact.
22 Marketplace Manager. He was, actually, also 22 And I was notified by a person in the human
23 the brand manager at the time of the Zyprexa 23 resource department.
24 primary care physician launch, right? 24 Q. Who?
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1 circumstances,
2 Q. Nevertheless, Ms. Connolly
3 picked up the phone and called you in your
4 office to give you this information, right'
5 MR. BOISE: Object to the
6 form.
7 A. She called me and gave me
8 that information.
9 Q. Right. I bet -- this is

10 Scott Allen thinking, you tell me if I'm
11 wrong. I bet she didn't call -- did she call
12 you Alan or did she call you Dr. Breier?
13 A. Calls me Alan.
14 Q. And you call her Diedre?
15 A. Yes.
16 Q. I'm thinking that she didn't
17 just call you and say, "Alan, this is Diedre.
18 Mike Bandick has been separated from the
19 company. Got to go now," and hung up. I'll
20 bet that's not the way the conversation went.
21 I bet there was some body to that
22 conversation, Am I accurate?
23 MR. BOISE: Object to the
24 form.

Page 559
A. Diedre Connolly.
Q. Who?
A. Diedre Connolly.
Q. Where did Ms. Connolly notify
How did that come about?
A, She gave me a call and told

me.
Q. Why did she call you?

MR. BOISE: Object to the
form.
A. It was for my information.
Q. Why did you need that

information?
MR. BOISE: Object to the

form.
A, I didn't.
Q. Okay. Diedre Connolly,

what's her title?
A. She is now in charge of the

U.S. Affiliate.
Q. In charge of the U.s.

Affiiiate?
A. Um-hum.
Q. Sir?

1
2
3
4
5 you?
6
7
8
9

10
11
12
13
14
15
16
17
18
19
20
21
22
23
24
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resources.
Q. Okay. So Diedre Connolly,

who was in charge of human resources and is
currently President of the u.s. Affiliate of
Lilly, called you to inform you Mike Bandick
had been fired?

A. As I recall our conversation,
she indicated that he was separated from the
company. I don't know if he was asked to
resign, fired. I don't know the

1 A. Yes,
2 Q. And I just want to make sure,
3 and I think I understand, but I want to make
4 sure I understand and the jury understands
5 that if she's in charge of the U.s. Affiiiate,
6 she'd be president of the u.s. Affiliate?
7 A. I beiieve that's her title.
8 Q. Okay. When Ms, Connolly
9 called you to tell you that Mike Bandick had

10 been fired, what was her title then or what
11 was her job then?
12 MR. KANTRA: Objection.
13 Foundation.
14 A. She was in charge of human
15
16
17
18
19
20
21
22
23
24

1 A. My recollection is it was
2 very brief. She indicated he had been
3 separated from the company. I believe she
4 indicated, I don't recall if I heard it from
5 her or maybe heard it someplace else, that it
6 related to inappropriate behavior with
7 vendors. There was really no more discussion
8 about it other than that.
9 Q, It went iike this, "Alan,

10 this is Diedre. I'm calling to tell you Mike
11 Bandick has been separated from the company
12 for some activities with vendors. Got to go
13 now," and hung up?
14 MR. BOISE: Objection to the
15 form. It's been asked and answered
16 two times.
17 A. I don't recall any other
18 content.
19 Q. And you didn't ask any
20 questions. You didn't go, "You know, Diedre,
21 I was head of the product team on Zyprexa and
22 Mike Bandick had been the marketplace
23 manager, he had also been the brand manager
24 at the time Zyprexa had come on the PCP

50 (Pages 559 to 562)

Golkow Technologies, Incorporated - 1.870.370.3377



Confidential - Subject to PrO{b.......... _

l-'agt: JvJ

Zyprexa, so you must have asked "did it have
anything to do with Zyprexa?"

MR. BOISE: Objection.
Mischaracterizes his testimony.
Q. So the conversation must have

included more content than you've told us
about.

1
2
3
4
5
6
7
8 MR. BOISE: Objection.
9 What's your question?

10 Q. Did you ask her, did it have
11 anything to do with Zyprexa?
12 MR. BOISE: Objection. Asked
13 and answered.
14 A. No.
15 Q. Well, how do you know it
16 didn't have anything to do with Zyprexa
17 according to you?
18 MR. BOISE: Objection.
19 Mischaracterizes his testimony.
20 A. Perhaps I misunderstood your
21 question. 1 thought you were asking me
22 something differently than what apparently
23 you were. If you could rephrase your
24 question, I'll answer it directly.

Q. Using your good logic, I'm
sure. I think you taught at Yale. Did you
teach at Yale?

A. I trained in psychiatry
there.

Q. Okay. I'm thinking you're a
logical man. Do you consider yourself a
logical man?

A. Yes.
Q. Okay. You're logicai enough

to, in your own mind, understand why Dledre
Connolly would be calling you. But using
your logic, why do you think Diedre Connolly,
who was head of human resources, called
Dr. Breier about Mike Bandick when Mike
Bandick got let go? What's your logical

Page 563
1 launch, and 1want to know why was he fired?"
2 You didn't ask any questions?
3 MR. BOISE: Object to the
4 form.
5 A. 1 recall it being a very
6 brief conversation. And 1 recall the content
7 regarding Mike Bandick what I had conveyed to
8 you.
9

10
11
12
13
14
15
16
17
18
19
20
21
22
23
24
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1 Q. You know as a fact that Mike
2 Bandick's separation from the company, and
3 I'm going to call it a firing, occurred due
4 to his activities surrounding Zyprexa. You
5 know that?
6 MR. BOISE: Objection. Asked
7 and answered.
8 A. My knowledge of what happened
9 was that there was some inappropriate

10 behavior with vendors. 1 don't know the
11 details of it beyond that. It occurred when
12 I was no longer on the team. And tha~s the
13 extent of my knowledge.
14 Q. Okay. What vendors?
15 MR. BOISE: Objection,
16 foundation.
17 A. I don't know.
18 MR. BOISE: Scott, let's take
19 five.
20 MR. ALLEN: I'll take five
21 because [ like you. But 1 find this
22 a little incredible, but I'll take
23 five.
24 THE VIDEOGRAPHER: This is

MR. BOISE: Object to the
form. Foundation.
A. No.
Q. No what?
A. It did not have to do with

Zyprexa.
Q. How do you know? Did you ask

her? So you must have made an inquiry. You
said it didn't have anything to do with

1 answer why you were called?
2 MR. BOISE: Object to the
3 form of the question.
4 A. I recall it being purely
5 informational. It's common when personnel
6 changes occur at Lilly, movement of one
7 person to another, someone leaves the
8 company, a promotion, that there's an
9 informational network about those events

10 before they come out more publicly. And my
11 understanding was she was just calling me for
12 my information.
13 Q. Had nothing to do with
14 Zyprexa or did it have something to do with
15 Zyprexa?
16
17
18
19
20
21
22
23
24
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MR. BOISE: Objection. Asked
and answered.
A. That is my recollection.
Q. You didn't ask Diedre, "Why

company?1
2 MR. BOISE: Objection. Asked
3 and answered.
4 A. That's my recollection of the
5 conversation.
6 Q. Okay. Have you, and you did
7 not make any inquiry, it's your testimony,
8 that you did not make any further inquiry as
9 to what the inappropriate behavior was; is

10 that correct?
11 MR. BOISE: Asked and
12 answered.
13 A. That's my recollection.
14 Q. You didn't ask who the
15 vendors were?
16 MR. BOISE: Objection. Asked
17 and answered.
18 A. That is my recollection.
19 Q. You didn't ask, was this about
20 Zyprexa'
21
22
23
24
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the end of tape three, we're off the
record.

1
2
3 (At this time, there
4 was a brief recess taken,
5 after which the following
6 proceedings were had:)
7 THE VIDEOGRAPHER: Back on
8 the record. This is beginning of
9 tape No.4 of the deposition of Alan

10 Breier.
11 QUESTIONS BY MR. ALLEN:
12 Q. Dr. Breier, we're back on the
13 record and we have a lot of ground to cover,
14 but I want to go back to this Diedre Connolly
IS conversation regarding Mike Bandick. I want
16 to make sure you and I are communicating and
17 I have the full information on the Diedre
18 Connolly conversation about Mr. Bandick.
19 As reflected in Exhibit
20 No.7, Denice Torres was head of global
21 marketing, and as you testifled previously, she
22 was on the Zyprexa Product Team, right?
23 A. Yes.
24 Q. And as reflected in
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1 Exhibit 7, and based upon your own personal
2 knowledge separate and apart from Exhibit 7,
3 Mike Bandick worked as Director of
4 Marketplace Management --
5 THE OPERATOR: Alika Moitra
6 has joined the conference.
7 Q. And as reflected in Exhibit 7
8 and from your own personal knowledge, Mike
9 Bandick was also a member of the marketing

10 team and the Zyprexa Product Team, correct?
11 A. Yes.
12 Q. And you received a call in
13 your office one day from Diedre Connolly, who
14 was then head of human resources at Eli Lilly
IS and who is now the president of Eli Lilly
16 USA, and she called you, who had formerly
17 been the head of the Zyprexa Product Team,
18 and told you that Mike Bandick, who was also
19 at one time on the Zyprexa Procuct Team, was,
20 in your words, quote, "separated from the
21 company for inappropriate behavior with a
22 vendor." And that was the extent of the
23 conversation and your knowledge concerning
24 why Mike Bandick was separated from the

Page 570

1 are you calling to tell me this?"
2 A. Correct.
3 Q. And after that phone call
4 occurred with Diedre Connolly, you made no
5 investigation or inquiry of any kind since
6 then to flnd out why Mike Bandick got
7 separated from the company?
8 A. Not to my recollection.
9 Q. SO you were informed -- let's

10 see if I get it right -- that a member of the
11 Zyprexa Product Team who was Brand Manager at
12 the time of the primary care physician launch
13 occurred had been separated from the company
14 for inappropriate behavior, and you have never
15 made an inquiry as to what the behavior was'
16 MR. BOISE: Object to the
17 form of the question.
18 A. I have no recollection of
19 making any further inquiries.
20 Q. Were any other members of the
21 Zyprexa Procuct Team -- while you were head of
22 the Zyprexa Procuct Team, have any other
23 members of that team ever been terminated or
24 separated from the company due to

52 (Pages 567 to 570)

Golkow Technologies, Incorporated - 1.870.370.3377



Confidential - Subject to Protective uroer

Pagem

Lilly?

many years ago.
Q. Before you were with Eii

1
2
3
4 A. Yes.
5 Q. Okay. Other than the
6 deposition as an expert -- who did you
7 testify for, a doctor, drug company, who?
8 A. I testified for a plaintiff,
9 I guess that would be the correct --

10 Q. What happened to that
11 plaintiff?
12 A. It was a young man with
13 schizophrenia who committed a crime, and I was
14 asked as an expert, as a psychiatrist in
15 schizophrenia, to testify on his behalf.
16 Q. Okay. And other than that
17 testimony - that was a criminal proceeding?
18 A. Yes.
19 Q. And other than that testimony
20 and this deposition, you've never given any
21 other testimony; is that correct?
22 MR. BOISE: Object to the
23 form.
24 Q. Sir?

Page 571

1 inappropriate behavior?
2 MR. BOISE: Object to the
3 form of the question.
4 A. I don't recall anyone else ••
5 Q. Okay.
6 A. -- being separated from the
7 company.
B Q. SO the only person that you
9 recall ever being separated from the company,

10 using your words, who was on the Zyprexa
11 Product Team, was Mike Bandick. It was for
12 inappropriate behavior. And you've never
13 tried to find out what it was, right?
14 MR. BOISE: Object to the
15 form of the question.
16 A. That is my recollection.
17 Q. And I guess if I take Diedre
18 Connolly's deposition and ask her about the
19 conversation, her recollection will be the
20 same as yours?
21 MR. BOISE: Object to the
22 form of the question.
23 A. I can only speak to my
24 recollection.

Page 572 Page 574

1 Q. You've seen Diedre and you
2 call her by her first name and she calls you
3 Alan. You've seen her since the time of this
4 telephone conversation. I'm sure you have,
5 haven't you?
6 A. Yes.
7 Q. Have you ever discussed this
8 again?
9 A. I have no recollection of

10 having any further conversations with her
11 about this topic.
12 Q. Did you know whether or
13 not·· have you ever testified before?
14 A. Have I ever testified before?
15 Q. Yes.
16 A. Have I ever had a deposition?
17 Q. Testified either
18 in a courtroom, a Grand Jury room,
19 in a deposition, on a sworn •• let's
20 ieave it at that. Grand Jury, trial
21 or deposition, have you ever
22 testified before?
23 A. This is my first deposition.
24 I did appear as an expert witness in a trial

1 A. That's correct.
2 Q. Have you ever been involved
3 in any federai investigations or state
4 investigations as a witness or has anybody
5 interviewed you regarding Zyprexa concerning
6 federal or state investigations?
7 MR. BOISE: Object to the
8 form.
9 A. Outside of preparing for this

10 deposition with my lawyers, no.
11 Q. Okay. Do you consider
12 yourself an expert in schizophrenia?
13 A. Yes.
14 Q. Okay. Which I think brings
15 me to a question I had in mind for you. You
16 talked about the Zyprexa Product Team. And
17 as I understand it, Zyprexa was in the
18 Neuroscience division of Lilly; is that
19 right? Help the jury and me understand that.
20 A. Yes.
21 Q. Okay. And I really want the
22 jury to understand, I need to understand,
23 there's a Neuroscience division of Lilly?
24 A. Yes. There was a
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Page 575

5 Q. The endocrine. Okay, would
6 it be called the Endocrine division, sir'
7 A. Yes.
8 Q. And that's where the diabetes
9 drugs are?

10 A. Yes.
11 Q. Okay. Now when they started
12 the Zyprexa Product Team and you were
13 appcinted by Dr. Lechleiter to head that team
14 up, do you know or do you have an opinion as
15 to why they chose a psychiatrist to head up
16 the Zyprexa Product Team?
17 MR. BOISE: Object to the
18 form.
19 A. I think they look at multiple
20 different qualities of an individual. Having
21 a background in psychiatry would be
22 advantageous in running a Zyprexa Product
23 Team.
24 Q. Why?

I

A. Yes.
Q. And I can, if I wanted to

work the computer, you can hit Eli Lilly on
here and they call themselves a diabetes care
company. You've seen that?

A. Diabetes is one of the major
therapeutic areas that we are involved in.

Q. Yes, sir, thars getting
close. But not only is it one of the major

1 Neuroscience division for late-stage
2 molecules that included Zyprexa, and there's
3 a Neuroscience division in early state that
4 was involved in discovering the next
5 generation, the new drugs for neuroscience
6 disorders.
7 Q. Okay. And so Zyprexa is a
8 neuroscience product'
9 A. Yes.

10 Q. Okay. Now in my memory, and
11 I can go look at my notes but I'm sure you
12 can help me with this, Lilly also has, and
13 I've seen it in some of the e-mails and
14 things, has diabetes care products, doesn't
15 it?
16
17
18
19
20
21
22
23
24

Page 576 Page 578

1 therapeutic areas that Lilly is involved in,
2 Lilly often refers to itseif as the diabetes
3 care company, doesn't it, sir?
4 A. I'm not familiar with the
5 terminology as you stated it. I would
6 interpret that to be more of an exclusive
7 focus on diabetes. Whereas, we're very
8 strong on neuroscience, we're strong on
9 diabetes, we're strong on oncology and areas

10 of that nature. And diabetes is one of the
11 areas that we're particularly invested in.
12 Q. If we had enough time I'd
13 show you one of the documents that came out
14 of the Zyprexa Product Team that referred to
15 Lilly as the diabetes care company. We may
16 not get to it, but we might, and I'll show it
17 to you. Enough of that.
18 So the diabetes care drugs, I
19 don't need to list every one of them, and I'm
20 going to try to remember the Lilly diabetes
21 drugs. Is one of them Humalog?
22 A. Yes.•

1 A. Because the illnesses,
2 primary illnesses that we were focused on
3 included illnesses that would be familiar to
4 a psychiatrist.
5 Q. Okay. Now you've already
6 testified under oath that one of the issues
7 that confronted Zyprexa during the time you
8 were head of the Zyprexa Product Team was the
9 issues of hyperglycemia and diabetes,

10 correct?
11 A. Yes.
12 Q. So who did you, Dr. Breier,
13 as head of the product team, consult with
14 from the Endocrine division, thars the
15 diabetes care side of the company? Who did
16 you begin to consult with to advise you about
17 Zyprexa and diabetes and hyperglycemia when
18 this issue arose?
19 MR. BOISE: Object to the
20 form.
21 A. There were contacts and
22 communications with scientists in the
23 endocrine part of the company relatively
24 early on. Some of the people that we worked
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Page 581

MR. BOISE: Object to the
form. Is he an expert in diabetes,
is that the question?

1 Doctor, I don't mean this to
2 be disrespectful, I really don't. I'll tell
3 you my perspective right now so you
4 understand I'm not being disrespectful. I'm
5 a trial lawyer, you understand that?
6 A. Yes.
7 Q. Okay. And I'll tell you
8 right now I don't do corporate finance or
9 securities. I don't do real estate

10 transactions and I don't do divorces, okay?
11 I don't have expertise in those areas. So if
12 somebody wanted to buy a bank or restructure
13 a land deai, I'd be the last person to come
14 to. I'm just giving that as background to
15 show I'm not trying to be rude to you.
16 But the fact of the matter is,
17 with all due respect to you, sir, as a
18 psychiatrist, you're not an expert, never have
19 been, and it would be improper to even imply
20 to a jUry that you are, in diabetes; isn't
21 that true'
22
23
24

Page 579
1 with included Jamie Dananberg.
2 Q. Jamie?
3 A. Jamie Dananberg. Skip
4 Vignati.
5 Q. Le~s take one at that time.
6 Jamie Dananberg, is that a doctor'
7 A. Yes.
8 Q. What kind of doctor?
9 A. Endocrinologist.

10 Q. Then you went to the next
11 name, Vignati?
12 A. Skip Vignati.
13 Q. Doctor?
14 A. Yes.
15 Q. What kind of doctor?
16 A. Endocrinologist.
17 Q. Who else from the Endocrine
18 division you consult with?
19 A. Jose caro.
20 Q. What kind of specialty'
21 A. Endocrinologist.
22 Q. Who eise from the endocrine
23 division?
24 A. John Hoicombe.

1 Q. What kind of doctor?
2 A. Endocrinologist.
3 Q. Who else from the endocrine
4 division you consult with?
5 A. Will Dere.
6 Q. What kind of doctor?
7 A. I believe he's an
8 endocrinologist.
9 Q. Who else from the endocrine

10 division you consult with?
11 A. Margaret Sowell.
12 Q. What kind of doctor?
13 A. Endocrinologist.
14 Q. Who else from the endocrine
15 division you consult with?
16 A. Mark Himen.
17 Q. What kind of doctor?
18 A. He is a Ph.D., a basic
19 scientist with an expertise in endocrinology.
20 Q. Who else do you consult with
21 from the Endocrine division?
22 A. I'm not recalling other names
23 at this time.
24 Q. That's fine. Tha~s fine.

Page 580 Page 582
1 MR. ALLEN: Right.
2 A. No.
3 Q. You're not an expert in
4 diabetes, are you?
5 A. No.
6 MR. ALLEN: Okay. We have a
7 double negative in the record and
8 I'm going to try to correct it. I
9 think you and I are communicating,

10 but let me ask this way.
11 QUESTIONS BY MR. ALLEN:

15 Q. Are you an expert -- well,
16 were you ever in private practice? I
17 didn't -- were you ever in private practice?
18 A. Yes.
19 Q. Okay. Did -- if you got a call
20 from somebody that said, "Dr. Breier, I
21 have diabetes, or I think I have diabetes,
22 and I need some care and treatment for it. I
23 need you to diagnose it. I need you to help
24 me determine what caused it. can I make an
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Page 583 Page 58S

1 appointment in your office today at ten'" 1 University of Maryland, I ran a research
2 You would have told the patient or 2 clinic which I referred to yesterday.
3 prospective patient, "You know, you don't 3 Q. Okay.
4 need to be coming to see me. I don't have any 4 A. We investigated a variety of
5 expertise in that area. You need to go see 5 different questions. Some of the - this was

6 an endocrinologist." Isn't that what you 6 a clinic primarily for schizophrenia. And
7 wouid have done? 7 we would also not only investigate aspects of

8 A. If their only concern is what 8 the psychiatric syndromes but some of the

9 you described, diagnosis, mechanism, I think 9 co-morbid medical conditions. And I recall a

10 you indicated also treatment management, they 10 study where we looked at the relationship

11 had no other needs, I might well refer them 11 between weight gain and clinical efficacy.

12 to an endocrinologist or an internist 12 That was data that we ultimately published.
13 primarily. 13 That was data that I then presented in
14 Q. All right. I'm certain in 14 lectures, things of that nature.
15 your psychiatric practice, you probably 15 So I guess what I would like
16 treated people who had diabetes, right, but 16 to do is qualify myself not as a primary
17 you're treating them as a psychiatrist, 17 expert in endocrinology, but as a psychiatrist
18 correct? 18 who has had fairly extensive clinical
19 MR. BOISE: Object to form. 19 experiences. I've encountered the medical
20 A. Yes. 20 problems of my patients. Sometimes those
21 Q. I mean, I'm not trying to be 21 work their way into research questions and
22 facetious. Just so the record's clear, you 22 then we would write manuscripts and present
23 probably treated people in your psychiatric 23 that data.
24 practice with the mumps and the measles, 24 Q. Tell me the name of that

Page 584 Page 586

1 flu, with broken hips, but you specialized 1 paper?
2 your treatment in psychiatry, right? 2 A. I would need to actually look
3 A. That's correct. 3 at my 01 to get the exact title.
4 Q. Right. And I know you had 4 Q. Give me your best shot.
5 some academic background, and I understand 5 A. It would be something like
6 you had teaching positions and research 6 Clozapine Induced Weight Gain. Its
7 positions and things of that nature, whatever 7 Relationship to Clinical Symptoms.
8 they may be, you never taught diabetes care 8 Q. What journal was it published
9 and treatment, you never taught diabetes 9 in?

10 diagnosis, you never taught mechanisms of the 10 A. I believe that was published
11 cause of diabetes or any subject area like 11 in "Biological Psychiatry."
12 that, did you, sir? 12 Q. What year, apprOXimately?
13 MR. BOISE: Object to the 13 Approximately'
14 form. 14 A. Yeah, I don't recall the
15 A. Those were not my primary 15 exact year.
16 areas of expertise. 16 Q. I didn't ask for an exact
17 Q. Doctor, I'm a lawyer. When 17 year that's why I said apprOXimate.
18 you say something like that to me "that's not 18 A. I'd say in the '90s, perhaps
19 my primary area of expertise," my question 19 second half of the '90s.
20 was, did you teach in that area in any regard? 20 Q. Thank you. Any other
21 A. Yes. 21 article? Any article that you in any way
22 Q. Tell me what you taught. 22 relate to diabetes?
23 A. Give an example. We -- when 23 A. Yes.
24 I was an associate research professor at the 24 Q. Tell me the name. Give ita
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Page 587 Page 589

1 shot. 1 before. You've told me the clazapine
2 A. I'm a co-author on PCS 2 article, right?
3 analysis. The PCS analysis was an 3 A. Urn-hum.
4 epidemiology study of diabetes. It examined 4 Q. Sir, you need to say yes or
5 rates of diabetes across a variety of 5 no.
6 antipsychotic treatments, both typical and 6 A. Yes.

7 traditional. Typical and atypical 7 Q. You told me about the PCS

8 antipsychotic drugs in the general 8 study, right' say yes or no. You have to

9 population. 9 for the record.
10 Q. What journal is that 10 MR. BOISE: He's waiting for

11 published in? 11 a question.
12 A. I think it's in "Clinical 12 Q. You told me about the PCS
13 Epidemiology." 13 study, correct'
14 Q. Approximately, what year? 14 A. Yes.
15 A. I would say somewhere in the 15 Q. Okay. And you told me that
16 2001/2002 time frame. 16 both of those were published after you were
17 Q. While you were at Lilly? 17 at Lilly, correct'
18 A. Yes. 18 A. I was unclear when the
19 Q. Was the other article 19 c1ozapine-related article was published. The
20 published before you got to Lilly, right' 20 work was done prior to me coming to Lilly, but
21 A. The work was done before I 21 I don't recall the exact year it was
22 got to Lilly. 22 published.
23 Q. And it was published when you 23 Q. Okay. And all I'm asking,
24 got to Lilly? 24 any other articles that you are listed as an

Page 588 Page 590

1 A. I believe it was published 1 author on dealing with the issue of diabetes,
2 before -- 2 other than those two, any other ones occurred
3 Q. Any other articles' 3 after you were at Eli Lilly, correct? Just a
4 A. -- I got to Lilly. 4 yes or no.
5 MR. BOISE: Let him finish. 5 A. Yes.
6 Q. I'm sorry. I'm sorry. 6 Q. Thank you.
7 Any other articles' 7 And now when you were a
8 A. There were two clamp studies. 8 psychiatrist, what area of psychiatry did you
9 Q. Let me stop you there. Any 9 practice in?

10 other article you published or listed as an 10 A. My area of specialization was
11 author on occurred after you got to Eli 11 in the more severe forms of psychiatric
12 Lilly? 12 disorders such as schizophrenia.
13 A. Related to? 13 Q. Okay. So, did you practice
14 Q. This issue of 14 general psychiatry?
15 diabetes. 15 A. I had clinical
16 A. We did a number of 16 responsibilities for the pa~ents who are in
17 mechanistic studies -- 17 our research clinics both at the NIH and at
18 Q. Sir, sir, sir, I didn't ask 18 the University of Maryland.
19 what you did. I said any other articles 19 While I was at the NIH, I had
20 you're listed as author on dealing with the 20 a private practice in addition to my work at
21 issue of diabetes occurred after you got to 21 NIH where that was a general psychiatric
22 Lilly? That's my only question. 22 practice.
23 A. After I got to Lilly or before? 23 Since rve come to Lilly, I've
24 Q. Well, you've told me about 24 had a faculty position at the University
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Page 591 Page 593
1 of -- of Indiana University. And I make 1 disorders are the only two you recall that
2 clinical rounds through my faculty 2 were off-label; is that correct?
3 appointment and see a range of patients 3 MR. BOISE: Object to the
4 through those activities. 4 form of the question.

5 Q. Do you ever prescribe Zyprexa 5 A. I don't recall.

6 to anybody? 6 Q. Sir, you do recall -- because

7 A. Yes. 7 you just testified that you can recall two

8 Q. How many patients? 8 for primary mood disorder. Other than those

9 A. When we-- 9 two, can you recall any others?
10 Q. My question is simply how 10 MR. BOISE: Objection. Asked

11 many patients? I know you can't give 11 and answered.

12 specifics, just how many approximately? 12 A. I don't recall.

13 MR. BOISE: Can you 13 Q. Did you ever prescribe

14 approximate a number? 14 Zyprexa for dementia?

15 Q. That's my only question. 15 A. I don't recall.

16 Where you are the prescribing physician for 16 Q. Did you ever prescribe it for
17 Zyprexa. 17 depression?
18 A. This is a very rough 18 A. Yes.
19 approximation. I will say between 25 and 50. 19 Q. Okay. Is that one of the two
20 Q. Somewhere between 25 and 50. 20 patients with primary mood disorder'
21 Were they all patients who had either 21 A. Yes.
22 schizophrenia or bipolar mania? 22 Q. Have you ever prescribed
23 A. NO. 23 Zyprexa for -- well, let me go at it this
24 Q. What other conditions did the 24 way. The two patients with primary mood

Page 592 Page 594

1 people that you prescribed Zyprexa for have? 1 disorder, who you do recall prescribing
2 A. I'm recalling two patients 2 Zyprexa to, what did they have? Lers go
3 that had primary mood disorders that were not 3 with patient NO.1 first.
4 in the bipolar area. 4 A. My best recollection is they
5 Q. So you have two -- excuse me, 5 had forms of depression.
6 sir, between this rough estimate of 25 and 6 Q. Both of them, sir?
7 50, other than those two patients who had 7 A. Yes.
8 primary mood disorder, were the rest of the 8 Q. Forms of depression unrelated
9 patients you prescribed Zyprexa to peeple who 9 to schizophrenia and/or bipolar mania,

10 had either schizophrenia or bipolar mania? 10 correct?
11 A. I don't recall. 11 A. That's my recollection.
12 Q. Well, sir, I'm asking you 12 Q. Yes. So those would be
13 because this is going to be an issue in the 13 off-label prescriptions, is that true?
14 case. So I'm asking, the jury and me are 14 A. Yes.
15 asking you for your best recollection. 15 Q. And when did those
16 Do you recall any other 16 prescriptions occur, approximately, before or
17 patients to whom you have prescribed Zyprexa 17 after you came to Eli Lilly?
18 for things other than schizophrenia or 18 A. I had a private practice when
19 bipolar mania, other than the two patients 19 I was at the NIH before I came to Eli Lilly.
20 you discussed who had primary mood disorder? 20 So that would have been prior to 1997.
21 MR. BOISE: Objection. Asked 21 In my role at Indiana
22 and answered. 22 University as a professor of psychiatry
23 A. I don't recall. 23 there, and when I make rounds, I'm not the
24 Q. So the two for primary mood 24 prescribing physidan but I'm invoived in the
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Page S98

1 other medicines as well, sometimes multiple
2 medicines. 50 it can be difficult to tease
3 out or to sort out exactly what mayor may
4 not have been contributing to weight gain.
5 Q. But at least as an
6 approXimation for the jury at least
7 50 percent of the patients to whom you have
8 prescribed Zyprexa and/or your team has
9 prescribed Zyprexa, you have seen in those

10 patients clinically significant weight gain?
11 MR. BOISE: Object to the
12 form.
13 A. Again, irs a rough
14 approximation--
IS Q. Thank you.
16 A. -- but I would say that of
17 the patients that I have seen in clinical
18 settings who have been treated with Zyprexa,
19 I've seen weight gain, but in particularly the
20 patients that I've seen since I've been in
21 Indianapolis who tend to be very, very ill,
22 those patients tend to be treated with
23 multiple different medications over very long
24 periods of time, and irs very difficult to
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1 MR. BOISE: Objection to the
2 form.
3 A. Yes.
4 Q. How many? I'm talking --
5 let's clarify, clinically significant weight
6 gain. Let me rephrase the question.
7 In any of the patients to
8 whom you've ever prescribed Zyprexa and/or
9 you've been on a team where the patient was

10 prescribed Zyprexa, did any of those patients
11 have clinically significant weight gain which
12 you felt was secondary to Zyprexa?
13 MR. BOISE: Object to the
14 form.
15 A. Again, this is a very rough
16 approximation, but I would -- I would
17 approXimate that approximately half of the
18 patients that I'm aware of have had
19 clinically meaningful weight gain associated
20 with their treatments with Zyprexa.
21 But I must add that
22 particularly since I've been at the Indiana
23 University where I see very sick patients,
24 nearly all of those patients have been on

Page 595
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Yes.
How many times?

MR. BOISE: Object to the
form.
A. This is a very rough

approximation -- 20.
Q. Okay. Now do any of these

patients, any of the patients that you ever
prescribed Zyprexa to or you've been on a
team where Zyprexa's been prescribed, did any
of those patients gain weight with respect to
Zyprexa?

Page 596

I University of Indiana, and I guess peeple
2 work underneath you.
3 A. No.
4 Q. Okay. Let me ask it this
5 way: Have you ever been a physician on a
6 team for a patient, either singularly as a
7 one-person team being Dr. Breier, or as
8 Dr. Breier with other doctors, since you got
9 to Eli Lilly, where that patient, who either

10 you're treating or your team is treating, has
11 been prescribed Zyprexa in an off-label
12 fashion?
13 A.
14 Q.
15
16
17
18
19
20
21
22
23
24

1 clinical assessment of, of many patients.
2 Q. With due respect thars
3 nonresponsive. My question to you only was:
4 Those two patients to whom you prescribed
5 Zyprexa for depression unrelated to
6 schizophrenia or bipolar mania, did that
7 occur before or after you came to Eii Lilly?
8 MR. BOISE: Object to the
9 form.

10 A. Before.
11 Q. Okay. Since you came to Eli
12 Lilly, have you ever prescribed Zyprexa in an
13 off-label fashion?
14 MR. BOISE: Object to the
15 form.
16 A. No.
17 Q. Why not?
18 MR. BOISE: Object to the
19 form.
20 A. Because my clinical duties
21 are as a consultant and teacher as opposed to
22 a primary prescribing physician.
23 Q. Okay. Now you just talked
24 about the fact you make rounds at the
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Page S99 Page 601

1 kind of sort out in terms of what the 1 But I just want to be very
2 association means. 2 dear that I don't see patients over a

3 MR. ALLEN: Objection. 3 longitudinal period of time, week after week,
4 Nonresponsive. 4 to be dear about the actual trajectory of

5 QUESTIONS BY MR. ALLEN: S the weight.

6 Q. I understand, sir, what 6 But walking in, seeing a case

7 you're trying to say, and I'm just asking a 7 in cross-section, about half of those that

8 real simpie question of numbers. We can talk 8 I've seen on Zyprexa and other medicines have

9 about those other issues if you iike if your 9 had weight gain.

10 lawyer wants to ask you. 10 Q. To the patients where you

11 I want you to listen to the 11 have prescribed Zyprexa or you've been on a

12 question because it's really an easy 12 team where a patient was prescribed Zyprexa,

13 question. Of those patients to whom you've 13 how many of those have gained dinically

14 prescribed Zyprexa and/or you've been on a 14 significant weight that you beiieved was

IS team where those patients have been treated IS related to the Zyprexa?

16 with Zyprexa, according to you, 50 percent of 16 A. As I think back to my private

17 those patients you had seen had dlnically 17 practice, I can think of a small number of

18 significant weight gain, as an approximation, 18 patients. My experience at I.U. is not, it's

19 true? 19 difficult to--

20 A. Again, I just want to qualify 20 Q. Sir, you know what, really, I
21 that this is a very rough approximation. 21 swear, you're thinking. You're letting me
22 Q. Okay. Was the rough 22 hear your thinking. I just neec a number,
23 approximation 50 percent? 23 okay.
24 A. Yes. 24 Give me an approximation of

Page 600 Page 602

1 Q. Thank you. Now of those 1 the percentage of patients to whom you
2 patients, the 50 percent of patients that had 2 prescribed Zyprexa or you've been on a team
3 dinically significant weight gain, how many 3 that the patient got Zyprexa, a percentage of
4 of those patients ended up deveioping 4 patients who had dinically significant
S diabetes? 5 weight gain that you, yourself, reiated to
6 MR. BOISE: Object to the 6 the Zyprexa? A number, piease.
7 form. 7 MR. BOISE: Object to the
8 A. Again, I want to just be 8 form of the question.
9 precise in my answer. You said at one point 9 A. Very rough, very rough

10 how many of those patients had ciinically 10 percentage, 10 percent.
11 significant weight. And your second question 11 Q. Okay. Of those patients, how
12 as I heard it, maybe I misunderstood it, 12 many developed diabetes?
13 related to weight gain. And so what I need 13 MR. BOISE: Object to the
14 to describe, so it's clear,is that my response 14 form.
15 was at Indiana University as a consuitant 15 A. None that I know of.
16 I'll come in and see a case, usually very, 16 Q. Okay. When they gained the
17 very ill, who is being treated with multiple 17 dinically significant weight gain after you
18 medicines. 18 administered Zyprexa, did you do blood glucose
19 The ones I'm thinking about 19 monitoring?
20 now with Zyprexa I'm saying, approximately, 20 MR. BOISE: Object to the
21 haif of those had weight, were overweight. I 21 form of the question.
22 don't know when the weight gain started or if 22 Q. Yes or no is the answer or
23 It occurred temporally with the start of 23 you don't know.
24 Zyprexa or before or after. 24 A. In my private practice where
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Page 606

don't recall it.
Q. Sir, you've read it already

In the last two days.
MR. BOISE: Object to the

form.
Q. Okay. You've already read

it.

1
2
3
4
5
6
7
8 A. I need to read it.
9 Q. If you don't recall reading

10 it in the last two days, we're going to go
11 through it and read it together.
12 Sir, under "Background" -- do you
13 see the word "Background" at the top? The
14 answer's yes, you see it.
15 MR. BOISE: Let him find it.
16 Just let him find it.
17 MR. ALLEN: Irs easy, irs
18 right there.
19 QUESTIONS BY MR. ALLEN:
20 Q. Do you see it, doc?
21 A. Yes.
22 Q. Let me read for you. It says,
23 "Following several months of study by the
24 Lilly U.S.A. Zyprexa brand team." That would

Page 605
1 management in the U.S. Affiliate. I couldn't
2 tell you the names.
3 Q. So senior management in the
4 U.S. Affiliate made the decision to do the
5 primary care physician launch, correct?
6 MR. BOISE: Object to the
7 form.
8 A. Yes.
9 (Whereupon, Deposition

10 Exhibit(s) 8 duly received,
11 marked and made a part of the
12 record.)
13 THE WITNESS: All right,
14 here's Exhibit 8, Breier 8. I think
15 irs been marked previously but I
16 don't want to go back and look for
17 it. You read it already in this
18 case. Irs called Zyprexa Primary
19 care Implement Strategy and
20 Overview.
21 QUESTIONS BY MR. ALLEN:
22 Q. You recall that document, do
23 you not?
24 A. Just looking at the title, I

Page 603
I was the primary psychiatrist and primary
treating physician, no.

Q. Okay.
A. At I.U., my role was not one

to follow along patients.
Q. Thank you, sir.

All right. Sir, do you
remember when the primary care physician
launch occurred? You remember that'

MR. BOISE: The question is
does he remember?

MR. ALLEN: Yes. Thars the
question. These are easy questions.

MR. BOISE: I want to make
sure I understood the question.
That you were done.

QUESTIONS BY MR. ALLEN:
Q. You recall that, do you not?
A. Yes.

I
5 MR. BOISE: Object to the
6 form.. .-8 Q. And at the time a decision
9 was made to do the primary care physician

10 launch, you were part of the team that made
11 the decision to do the primary care physician
12 launch, correct?
13 MR. BOISE: Object to the
14 form of the question.
15 A. No.
16 Q. Okay. So who was on that
17 team that made the decision to launch in the
18 primary care physician market?
19 MR. BOISE: Object to the
20 form of the question.
21 Q. Just tell me who's on the
22 team. There's no explanation. If you don't
23 remember, tell me you don't remember.
24 A. They would have been senior

1
2
3
4
5
6
7
8
9

10
11
12
13
14
15
16
17
18

I
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Page 607 Page 609

1 be the team you're head of, isn't it? 1 MR. ALLEN: I'm marking
2 MR. BOISE: Object to the 2 Breier No.9, the Zyprexa launch
3 form. 3 meeting. I'm asking you to turn to
4 A. No. 4 Page 86. Let me just get it for
5 Q. Why, because i~s limited to 5 you, I'm going to help you out.

6 the USA brand team? 6 Eighty-six, the launch meeting

7 MR. BOISE: Object to the 7 agenda day one.

8 form. 8 QUESTIONS BY MR. ALLEN:

9 A. The Lilly U.s.A. Zyprexa 9 Q. Just so the record reflects

10 brand team is part of the U.S. Affiliate, not 10 that the general session that you're

11 the product team. 11 reflected, General session Olanzapine

12 Q. Okay. Let me go on. 12 Medical, A. Breier, MD.
13 "Following several months of stUdy by the 13 You spoke at the launch
14 U.S.A. Zyprexa Brand Team the affiliate 14 meeting, right?
15 approved the recommendation that Lilly 15 MR. BOISE: Objection. Asked
16 actively promote Zyprexa to selected current 16 and answered.
17 primary care prescriber targets." 17 Q. "Yes, Mr. Allen, I spoke at
18 Did I read that correctly? 18 the launch meeting."
19 A. Yes. 19 MR. BOISE: You can ask him
20 Q. Yes, thank you. Go down to 20 the question without the document.
21 I1Current Situations." 21 You asked him with the document.
22 MR. BOISE: Let him answer. 22 MR. ALLEN: Yes.
23 Q. It's just so easy. 23 MR. BOISE: He's answered
24 MR. BOISE: For you. 24 that question.

Page 608 Page 610

1 Q. You see "Current Situation"? 1 MR. ALLEN: I'm trying to
2 A. Yes. 2 refresh his recollection.
3 Q. And it says "PCPs," tha~s 3 QUESTIONS BY MR. ALLEN:
4 primary care physicians, right? 4 Q. You spoke at the launch
5 A. That's correct. 5 meeting as reflected in this document,
6 Q. Okay. "PCPs account for 6 correct?
7 about 18 percent of retail antipsychotic 7 MR. BOISE: His recollection
8 prescriptions. Risperdal holds a 29 share 8 wasn't needing refreshing.
9 compared to 18 for Zyprexa. Typical agents 9 He already answered that

10 such as Haldol account for another 40 plus 10 question.
11 percent. Nearly half of all PCP 11 Q. Help me out, sir.
12 antipsychotic prescriptions go to patients 12 A. I spoke at the launch
13 age 6S plus," which is 6S and above, correct? 13 meeting.
14 MR. BOISE: Object to the 14 Q. Okay. Now, you were involved
15 form. Correct what? 15 in the Zyprexa primary care physician launch,
16 Q. Did I read that correctly' 16 were you not?
17 MR. BOISE: No. 17 MR. BOISE: Object to the
18 A. You've read that paragraph 18 form. He testified at length about
19 correctly. 19 this yesterday.
20 Q. Thank you, sir. Now-- 20 MR. ALLEN: I understand.
21 (Whereupon, Deposition 21 QUESTIONS 8Y MR. ALLEN:
22 Exhibit(s) 9 duly received, 22 Q. Just were you not?
23 marked and made a part of the 23 MR. BOISE: Object to the
24 record.) 24 form.
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63 (Pages 611 to 614)

1 load it up with that. You know you
2 don't.
3 MR. SUGGS: I understand, but
4 he can do this.
5 MR. BOISE: You know you
6 don't.
7 QUESTIONS BY MR. ALLEN:
8 Q. Look at "Current Situation" in
9 Exhibit 8. It says "PCPs account for nearly

10 18 percent of all retail antipsychotic
11 prescriptions," right?
12 MR. BOISE: Object to the
13 form.
14 A. I'm reading the words over
15 here that you just .-
16 Q. Yes, sir.
17 A. -- indicated.
18 Q. Right. And that's contained
19 in the Zyprexa Primary care Strategy and
20 Implementation Overview, Breier NO.8. And
21 then we go to Page 68 of the Zyprexa Launch
22 Meeting document. And if we look at it, the
23 third bullet point on Page 68 says "PCPs
24 account for 18 percent of antipsychotic

Page 613

1 going to look at the page numbers on Breier 9
2 that are in the bottom right-hand comer,
3 okay? And go to Page 69. Lers go to 68,
4 first. Okay? Lers go to 68 first. Okay.
5 Are you with me, sir? Irs real easy just
6 turn to Page 68, are you there?
7 MR. BOISE: Let him be.
8 Q. That's all I'm asking. Are
9 you there at Page 68?

10 A. Yes.
11 Q. Okay. Now I know you can do
12 this because you're an educator, you've
13 taught at Yale, you've been at NIH, you've
14 held academic positions and you're head of
15 Zyprexa Product Team.
16 If you look at Exhibit 8 to
17 your left, and while you're still holding 9 in
18 your right hand, look at 8. You see NO.8
19 over there to your left? All right.
20 MR. BOISE: Don't be
21 condescending.
22 MR. ALLEN: I'm not. I'm
23 trying to -- he can do this.
24 MR. BOISE: You don't have to

Page 611
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with me?
A. Yes.
Q. Okay. Now go to page -- and

the page number, sir, I'm talking, we're

Page 612

-

1 before.
2 Q. Well, let's just go through
3 some of the paragraphs in the .• is it Breier
4 8? Get Breier 8 out. It's right over there.
5 see Breier 8 and Breier 9, put them together.
6 We're going to look at them together.
7 MR. SUGGS: Could you read
8 off the exhibit number in the left
9 corner at the bottom.

10 MR. ALLEN: The left hand
11 corner?
12 MR. SUGGS: Yes.
13 MR. ALLEN: It's Plaintiffs
14 Exhibit No. 85046.
15 QUESTIONS BY MR. ALLEN:
16 Q. Now, look under the iast thing
17 we read is "nearly haif of all PCP
18 antipsychotic prescriptions go to patients
19 age 65 plus."
20 Do you recall reading that
21
22
23
24

8

i
13 Q. To the saies representatives?
14 MR. BOISE: Object to the
15 form.
16 A. I don't know who all in the
17 U.s, Affiliate it was made available to. I
18 assume it was the sales representatives.
19 Q. Now if you look on page --
20 prior to today, you've certainly seen what
21 we've marked as Bandick .. I mean, excuse me,
22 Breier No.9, the document in your hand. You
23 have seen this exhibit before, have you not?
24 A, I don't recall seeing it

1,
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Page 615 Page 617

1 market. More than half is composed of older, 1 Q. Characterize it for the jury

~
2 vulnerable agents." 2 as sUccinctly as possible.
3 Did 1 read that correctly? 3 A. Okay. Hyperglycemia, trying

4 A. You read that bullet point 4 to understand is it/is it not associated

5 correctly. 5 with Zyprexa was an important SCientifIC

6 Q. Yes, sir. Now, jf you go to 6 focus. And there were multiple groups on the

t 7 Page 69. 7 team that were involved w~h that, primarily,

8 THE WITNESS: Excuse me, 8 from RD perspective.

9 could we take a short break at a 9 The Issues Management team

10 point that's conducive? 10 was a team, lers say a subteam on the team,

11 MR. ALLEN: You need to take 11 that looked at a range of issues as well.

12 a break for the restroom or 12 But your characterization that was primarily,

13 something' 13 maybe I'm misunderstanding and misquoting,

14 THE WITNESS: Yes. 14 but your characterization that the Issues

15 MR. ALLEN: Go right ahead. 15 Management team was the primary group

16 We'll take it right this second. 16 focusing on hypoglycemia would not have been

17 THE WITNESS: Sure. I'll 17 correct.
18 make it qUick. 18 Q. Okay. Nevertheless, we

19 THE VIDEOGRAPHER: We're off 19 know -- maybe I should rephrase my questions
20 the record. 20 better. The Issues Management team, which
21 (At this time, there 21 was part of the marketing people, right?
22 was a brief recess taken, 22 They were a marketing department.
23 after which the following 23 A. It did not have a primary
24 proceedings were had:) 24 marketing focus, it had a primary medical

Page 616 Page 618

1 THE VlDEOGRAPHER: Back on 1 focus.
2 the record. Beginning of tape 2 Q. Thars fine. So you're
3 No.5. 3 saying the Issues Management team that was
4 QUESTIONS BY MR. ALLEN: 4 headed up by Michael Bandick had a primary
5 Q. Doctor, we took a break at 5 medical focus?
6 your request. Are you ready to proceed? 6 A. No. It was not headed by
7 A. lam. 7 Michael Bandick.
8 Q. I'm not going to ask you 8 Q. I don't want to argue with
9 anything more about that Viva Zyprexa, okay' 9 you but get out Exhibit 7, please.

10 We're going to go on to another subject. 10 MR. ALLEN: Let me have the
11 All right. Doctor, we've 11 stack, I'll find it. There it is.
12 discussed and Mr. Suggs discussed with you at 12 I saw it go right through your hand.
13 some length the issue of the Japanese label, 13 I think I'll recognize it right when
14 you recall that? 14 I see it. It's going to be one of
15 A. Yes. 15 these. Here it is.
16 Q. And I'm just trying to put 16 QUESTIONS BY MR. ALLEN:
17 this In context. You and I discussed the 17 Q. Sir, Breier No.7, it's
18 fact of hyperglycemia and the fact it was one 18 called "Restructuring the Marketing Component
19 of the issues confronted by the Zyprexa 19 For Zyprexa Product Team." second page, top
20 Product Team, and, in particular, was discussed 20 of the second page, it says "Mike Bandick
21 by the Issues Management people. 21 will assume the role of Director of
22 MR. BOISE: Object to form. 22 Marketplace Management."
23 A. I wouldn't characterize it 23 Did I read that correctly?
24 that way. 24 Irs very simple.
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A. Yes.
Q. Continuing. "We then have

three components to our message." And it has
three bullet points, correct?

A. Yes.
Q. Okay. ''The three components

Page 621

far?

Page 622

1 to the message" -- I want to address each one
2 separately -- "broad efficacy (refer to three
3 patient types: Martha, David, Christine.)"
4 Did I read that correctiy?
5 A. Yes.
6 Q. Okay. The next component to
7 the message is safety. And I'll read it. It
8 says "Safety (Proven: 5 years 5 miilion
9 patients, low risk of certain serious medical

10 complications.)"
11 Did I read that correctly?
12 A. Yes.
13 Q. Now I want to focus on the
14 third bullet point of the message. "Ease of
15 use (5 milligrams to start, QD"--
16 That means once a day,
17 doesn't it, QD?
18 A. You're correct.
19 Q. "5 milligrams to start, QD at
20 bedtime with or without food, no blood
21 monitoring." Did I read that correctly?
22 A. Yes.
23 Q. Okay. So if this document is
24 correct, the Zyprexa implementation gUide

1 form.
2 A. I don't know.
3 Q. Okay. If you don't know,
4 we'll go to the second page and we'll let the
5 Jury determine what they think about that.
6 Go to the second page. You see where it says
7 "Key Message Elements." About the top
8 one-third of the page.
9 A. I see that.

10 Q. Okay. 1'm going to read and
11 you follow along. "In essence, the Zyprexa
12 primary care message has a, quote, 'three
13 times three', closed quotes, component to it.
14 The three set of disturbances we need to
15 focus on are mood disturbances, thought
16 disturbances, and behavioral disturbances."
17 Did I read that correctly so
18
19
20
21
22
23
24

Page 619

1 A. Yes, you did.
2 Q. Okay. And Marketplace
3 Management was the department that handled
4 marketing issues and messaging as one of its
5 roles, correct, or you don't know, or no?
6 A. 1wouldn't characterize it
7 that way.
8 Q. Okay, sir. Thank you. We'll
9 Just rely on the testimony of the people that

10 were in that department.
11 Now, 1'm going to hand you
12 what's been marked as Breier No. 10.
13 (Whereupon, Deposition
14 Exhibit(s) 10 duly received,
15 marked and made a part of the
16 record.)
17 Q. 1'm not going to ask you
18 about the whole document. This is something
19 called Zyprexa Implementation Guide.
20 Turn to the second page of
21 Exhibit 10 where it says "Key Message
22 Elements." Do you see that? Right in kind of
23 the top third of the page, the heading "Key
24 Message Elements."

1 A. I see that.
2 Q. All right. And I'm going to
3 read underneath it. It says -- this is from
4 the Zyprexa Implementation Guide. And if we
5 go back to the first page briefly. Will you
6 do that for me, sir? Back to the first page,
7 please. Under the heading "Strategy Overview."
8 You see the heading "Strategy Overview"?
9 A. Yes.

10 Q. Here's what it says. "Welcome
11 to the primary care resource guide. This
12 gUide will function as your resource for our
13 launch of the primary care message. Our
14 vision is to expand the market of Zyprexa by
15 redefining how primary care physicians help
16 reduce mood, thought, and behavioral
17 disturbances."
18 Did I read that correctly?
19 A. Yes.
20 Q. Go to the second page. So
21 this document was created, it's very clear,
22 as a part and parcel of the primary care
23 physician launch. Do you agree with that?
24 MR. BOISE: Objection to the

Page 620
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A. As stated here, 1 do not.
MR. ALLEN: Okay. can you

hand me the document?
MR. BOISE: Were you done

with your answer?
THE WITNESS: No.
MR. ALLEN: Go ahead, finish.

Go ahead and finish your answer.
A. Again, we spoke a little bit

about this before. The product team's
responsibilities is one not involved in
implementation, sales force activities, et
cetera; however, 1 can speak to each one of
these points from a clinical perspective.

MR. ALLEN: I'm not asking
you to do that. See, your lawyer'S
going to ask you that. Hand me the
document. We'll put it here. We're
not going to talk about it.

Page 625
1 you'd only have to take it once a day at
2 bedtime with or without food, and there was
3 no need for blood monitoring? You don't know
4 whether that message was given to doctors or
5 not?
6
7
8
9

10
11
12
13
14
15
16
17
18
19
20
21
22
23
24
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MR. BOISE: Object to the
form.
A. I'm reading the words as we

go along on this page. 1 have not reviewed
this entire document, but the document from
what I've seen so far is not one that I'm
familiar with. 1cannot then determine from
or answer your question along the lines as
you said -- something of the effect -- this
is something that we're going to. And 1
don't have the context to answer yes or no to
that.

1can talk to some of these
points from a clinical perspective if you'd
like, but I don't have enough context to talk
about this specific document and these points
in the context of this document.

Page 623

1 says that the three components to the message
2 that we're going to give doctors are that
3 Zyprexa has broad efficacy, proven safety,
4 and ease of use. And as part of the ease of
5 use message you're going to tell doctors,
6 there's no need for blood monitoring,
7 correct?
8
9

10
11
12
13
14
15
16
17
18
19
20
21
22
23
24

Page 624 Page 626

MR. BOISE: Objection. Asked
and answered.
A. Again, 1can talk to the data

that would support each one of those points.
1 think each one of those points has validity
and can be supported by the medical data. 1
don't know precisely what verbatims were
given to sales reps, how they framed it, what
those kind of interactions went to.

Q. That's your best answer to my
question?

A. Yes.
Q. Okay. You used some words

just then in your answer. You said "I don't
know about the specific verbatims and how
they framed it." Do you recall saying that?

1 QUESTIONS BY MR. ALLEN:
2 Q. can you, Alan Breier, tell
3 this jUry that one of the messages given to
4 doctors by Lilly sales representatives was
5 Zyprexa is easy to use, you have once a day
6 dosing at bedtime with or without food, and
7 there's no need to do blood monitoring, yes
8 or no?
9

10
11
12
13
14
15
16
17
18
19
20
21
22
23
24

MR. BOISE: Object to the
form.
A. As 1 stated earlier this

afternoon, 1 can prOVide the background on
the --

Q. 1didn't ask you to provide
the background. 1didn't ask you to provide
the background.

A. Then I'll have to say that 1
don't know the context that this information
would be conveyed to a doctor.

Q. 50 you don't know whether or
not, as the head of the Zyprexa Product Team,
you don't know that doctors were given the
message that Zyprexa was easy to use, you
could give patients five milligrams to start,

1 Q. Let me ask this question,
2 Dr. Alan Breier, former head of Zyprexa
3 Product Team, can you testify whether or not
4 one of the messages you gave to doctors was
5 ease of use, and included within that message
6 was the fact that doctors did not need to do
7 blood monitoring? can you testify to that or
8 not?
9

10
11
12
13
14
15
16
17
18
19
20
21
22
23
24
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Page 630

A. Yes.
Q. Yeah. Just for example, I'm

looking right here on the memo you wrote
after your trip to Japan, you wrote it on
stationery that says, "Lilly:' down at the
bottom right here preprinted, it says, "Answers
that matter," right?

1 statement.
2 Q. I thought you WOUld. And
3 thars why if you see on some of the
4 documents, sir, I'm sure you've seen it and
S you've seen the phrase "UIIy, Answers that
6 matter." Thars kind of a corporate slogo
7 of you ails. Slogo. Corporate slogan of you
8 ails, isn't it?
9 MR. BOISE: can we

10 translate?
11 MR. ALLEN: Yeah, let me
12 rephrase it.
13 QUESTIONS BY MR. ALLEN:
14 Q. You've seen the phrase
IS "Ully, Answers that matter." That's kind of
16 a corporate slogan of your company's, is it
17 not?
18
19
20
21
22
23
24

1 A. Yes.
2 Q. And so when you trained your
3 sales representatives to give answers to
4 doctor's questions, for example, you knew
5 that those answers mattered to the doctors
6 and to the patients?
7 MR. BOISE: Object to the
B form.
9 A. Yes. We as a company strove

10 to get the most meaningful and accurate
11 information to prescribers, doctors.
12 Q. And you knew that that
13 information could be and was likely to be
14 relayed to patients?
15 MR. BOISE: Object to the
16 form.
17 THE WITNESS: I'm not sure --
18 I didn't fully understand your
19 question. Could you repeat it?
20 QUESTIONS BY MR. ALLEN:
21 Q. You understood whatever Lilly
22 toid doctors could be, and you suspected
23 would be, related to patients?
24 MR. BOISE: Object to the

Page 628

1 Those are your words, not mine.
2 Do you recall jUst saying "I
3 don't know the specific verbatims and how
4 they framed it." Do you recall saying that?
5 A. Yes.
6 Q. Whars a verbatim?
7 MR. BOISE: Objection. Asked
8 and answered.
9 A. Verbal product.

10 Q. What's "framing" mean?
11 A. Context.
12 Q. And you do know that sales
13 representatives were trained in verbatims
14 that they were to relay to doctors and they
15 were taught how to frame those verbatims?
16 You do know that, don't you?
17 MR. BOISE: Object to the
18 form.
19 A. Yes.
20 Q. Okay. And why were sales
21 representatiVes given verbatims and then told
22 how to frame the verbatims when they went and
23 met with doctors?
24 MR. BOISE: Object to the

1 form.
2 A. My best understanding of that
3 is that the sales, members of the sales force
4 had varied background. Some had deeper
5 science background than others. So in order
6 to get the communication of the data accurate
7 and precise, having training and what
8 information to deliver, if it's accurate, not
9 accurate, supported by data, et cetera, so

10 there would be a training on how you present
11 the information.
12 Q. Makes common sense. The
13 sales representatives are not all doctors,
14 they're not all pharmadsts, they're not
IS scientists, they're not epidemiologists,
16 they're not endocrinologists. They may be,
17 we may find one that is somewhere. What
18 you're telling this jUry in Scott Allen
19 language is the sales representatives have to
20 be trained by the company so we make sure
21 that they're giving the people that they talk
22 to truthful and accurate information they can
23 count on, right?
24 A. I agree with that, your

Page 627
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sir?
A.

•Q. Okay. Then they have
questions and answers to help train the sales
reps. We're going to get to particular
questions, Ooctor. I appreciate it if you
stay with me on Page 11 right now. Here's
the questions, then they gave the answers.
I'm not going to read all the answers.

Just to put into context,
question one is "How do I switch from other
psychotropics to Zyprexa?" Question two is
"What about the cost? Then gives an answer.
Question three is "How does Zyprexa compare
to Haldol?"

Do you see those questions,

1 departments, they have to approve, for
2 example, all of the written material that may
3 be passed out to physicians or to PBMs,
4 pharmaceutical benefit managers. Any written
5 material that comes out of Eli Ully on
6 Zyprexa has to go through this review
7 process, correct?
8 MR. BOISE: Object to the
9 form. Foundation.

10 A. That's correct.
11 Q. Thank you, sir.
12 A. I also believe they have to
13 reView, I'm not a hundred percent sure about
14 this, but I aiso believe they have to review
15 and ap rove an sort of trainin aids.

Page 631
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1 form.
2 Q. Who did doctors -- let me put
3 it this way, and then if you don't want to
4 agree with me -- you know doctors treat
5 patients?
6 A. Yes.
7 Q. And you know doctors talk to
8 patients?
9 A. Yes.

10 Q. And you know patients ask
11 questions about the drugs that they're going
12 to be prescribed?
13 MR. BOISE: Object to the
14 form.
15 A. They certainly, certainly
16 they often do.
17 Q. Yes. And you know doctors
18 will try to answer the patient's questions if
19 they can. You know that?
20 A. Yes.
21 Q. And you know that your sales
22 representatives taik to doctors about
23 Zyprexa?
24 A. Yes.

Page 632

1 Q. And you know that the doctors I
2 who are talking to your sales
3 representabves, as you said, are entitled to 3
4 answers that matter that are truthful and 4
5 accurate, true? 5
6 MR. BOISE: Object to the 6
7 ~~ 7
8 A. I agree with what you said. 8
9 Q. Thank you. Now, and you know 9

10 your sales representatives are trained to 10
11 answer the doctor's questions so you as a 11
12 company can make sure that your sales 12
13 representatives are acting appropriately when 13
14 they talk to the doctors, right? 14
15 A. That's correct. There's a 15
16 diversity of background. So in order to make 16
17 sure there's a uniformity in conveying the 17
18 data, we have very rigorous policies and 18
19 procedures around training. We have a
20 function called MLR that reviews very
21 carefully all the information that a sales
22 rep conveys.
23 Q. And the MLR process that
24 stands for medical, legal, and regulatory

Golkow Technologies, Incorporated - 1.870.370.3377
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Page 637

1 THE WITNESS: Before
2 answering that question, I'd like to
3 get a little more context and look
4 at a little bit more of the
5 document.
6 MR. ALLEN: No. This is a
7 scientific question. You can put
8 the document down. You can hand me
9 the document, please, sir. I'm

10 going to ask you a scientific
11 question.
12 QUESTIONS BY MR. ALLEN:
13 Q. Is it true that
14 treatment-emergent glucose elevations with
15 Zyprexa are comparable to placebo?
16 MR. BOISE: Object to the
17 form.
18 THE WITNESS: Could you
19 repeat the question?
20 MR. ALLEN: Is it true that
21 the incidence of treatment-emergent
22 glucose elevations with Zyprexa are
23 comparable to placebo?
24 A. The differences in glucose

Page 635

-8 Q. Thank you, sir. Let's go to
9 the next question. The next question is "I

10 have heard that Zyprexa causes diabetes. Has
11 this been your clinical experience?"
12 Thars the question, right?
13 A. You've read those words
14 correctiy.
15 Q. Okay. Read the answer to
16 that question that Ully gave.
17 MR. BOISE: Object to the
18 form of the question. Foundation.
19 Q. Can you read it out loud for
20 the jUry, please?
21 A. In a large, (n = 5,022)
22 retrospective analysis, the incidence of
23 treatment-emergent glucose elevations with
24 Zyprexa was comparable to placebo,

,

Page 636

MR. BOISE: Object to the
form.

1 (3.1 percent versus 2.5 percent.) Further,
2 the incidence of developing diabetes while on
3 Zyprexa is not statistically different from
4 the population at large. I can supply you
S with a medical letter that can proVide
6 further details."
7 Q. Okay, sir. So in this
8 question, the question is asked "I have heard
g that Zyprexa causes diabetes. Has this been

10 your clinical experience?" The answer that
11 Lilly has in the Zyprexa Implementation Guide
12 for primary care physicians is ''The incidence
13 of treatment-emergent glucose elevations with
14 Zyprexa was comparable to placebo."
IS Correct?
16 A. You've reread that sentence
17 correctly.
18 Q. Right. So you were training
19 the sales representatives -- let me ask this.
20 Is it true that treatment-emergent glucose
21 elevations with Zyprexa are comparable to
22 placebo?
23
24

Page 638

1 levels between placebo and Zyprexa are, from
2 large datasets of that nature, would be
3 coming from the clinical trial dataset.
4 Those are random samples. The differences
5 are relatively small between Zyprexa and
6 placebo and not outside of the normal range.
7 We've done analyses that have
8 showed statistically significant differences
9 between Zyprexa and placebo, but, again, those

10 have to be interpreted both with the fact
11 that they're random samples, that the
12 differences were small.
13 And I think to fully
14 understand this issue, one has to look at the
15 totality of medicine. I think the reference
16 to a medical letter is a way of appropriately
17 bringing in -- our medical letters are very
18 thorough -- in bringing all of the
19 information on this particular topic.
20 MR. ALLEN: We'll have to
21 argue about this later, but with all due
22 respect, this is nonresponsive.
23 QUESTIONS BY MR. ALLEN:
24 Q. I don't want you to consider
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1 Breier No. 10. We're not talking about 1-12 Breier No. 10. I'm asking, as we sit here
3 today, January the 12th, 2007, is it true
4 that treatment-emergent biood glucose 4 Q. In relation to Zyprexa, who's

5 eievations with Zyprexa are comparable to a 5 Mark?

6 placebo? 6 A. I don't know.

7 MR. BOISE: Objection. Asked 7 Q. In relation to Zyprexa, who's

8 and answered. 8 Martha?

9 A. I would need to give you my 9 A. I believe that Martha is a --

10 same answer again. 10 if this is what you're referring to, I'll

11 Q. The one you just gave? 11 test it -- is a patient profile that exhibits

12 A. Yes. 12 specific symptoms.
13 MR. ALLEN: Thank you, tha~s 13 MR. ALLEN: Okay. Thank you.

14 all I needed to know. 14 I'm going to hand you what's been
1S QUESTIONS BY MR. ALLEN: 1S marked as Breier 11. Give your
16 Q. Is it true the incidence, in 16 counsel a copy.
17 your opinion, sitting here today, are you 17 (Whereupcn, Deposition
18 telling me the incidence of developing 18 Exhibit(s) 11 duly received,
19 diabetes on Zyprexa is the same as the 19 marked and made a part of the
20 pcpulatlon at large? 20 record.)
21 MR. BOISE: Objection to the 21 QUESTIONS BY MR. ALLEN:
22 form. Asked and answered. 22 Q. You knew there was a diabetes
23 THE WITNESS: Could you 23 sell sheet, hyperglycemia and diabetes sell
24 repeat the question? 24 sheet. You knew that, didn't you?

MR. ALLEN: That's all I need
to know. All right.

QUESTIONS BY MR. ALLEN:
Q. Now, who's Donna?
A. I don't know.

MR. ALLEN: Let me rephrase
the question because, you know, I've
gotten that answer every time I've
asked it.

QUESTIONS BY MR. ALLEN:

A. Yes.
Q. Okay. And you, in fact, were

involved in developing the
hyperglycemia/diabetes sell sheet, weren't
you?

Page 640

1 QUESTIONS BY MR. ALLEN:
2 Q. Are you telling me -- have
3 you ever heard of a consensus statement
4 dealing with second generation
5 antipsychotics?
6 THE WITNESS: ADA consensus
7 statement?
8 MR. ALLEN: Yes.
9 A. Yes.

10 Q. Do you agree with that
11 consensus statement, yes or no?
12 A. There are parts of it I agree
13 very much with, and there are parts I disagree
14 with.
15
16
17
18
19
20
21
22
23
24

1
2
3
4
5
6 MR. BOISE: Object to the
7 form. Foundation.
8 A. I don't recall.
9 Q. Okay. On Exhibit 11, it's

10 called Hyperglycemia/Diabetes Sell Sheet
11 Implementation--
12 MR. SUGGS: Could you read
13 the Plaintiffs Exhibit number?
14 MR. ALLEN: Yeah, I'm sorry.
15 It's hard for me to read this number
16 i~s so small. 01962.
17 QUESTIONS BY MR. ALLEN:

Page 642
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Sir, I'm going to direct your
attention to the third page of this document,
okay? Go to the third page. If you look,

1 Exhibit 13, it might heip you.
2 (Whereupon, Deposition
3 Exhibit(s) 13 duly received,
4 marked and made a part of the
5 record.)
6 MR. BOISE: You skipped 12.
7 MR. ALLEN: Yeah, I did skip
8 12 because I happened to have been
9 another standby statement.

10 MR. SUGGS: Can you read the
11 plaintiffs exhibit number?
12 MR. ALLEN: I'm sorry. I
13 swear to God I can barely read it.
14 It's 06128.
15 QUESTIONS BY MR. ALLEN:
16 Q. Have you ever seen this
17 document before, sir?
18 THE WITNESS: I'll take a
19 look.
20 Q. Yes, sir. It's an e-mail
21 string.
22
23
24

Page 643

10 Q. Thank you, sir. While you
11 were -- sir, we're through with that.
12 While you were Zyprexa
13 Product Team leader, that was your position,
14 right?
15 A. Yes.
16 Q. Okay. I have a hard time
17 remembering that exact terminology. I
18 apologize, all right?
19 You recall that at times you
20 would get or you would be involved in a
21 process where people were wondering, people
22 on the Zyprexa Product Team were wondering
23 whether or not certain questions about the
24 safety and efficacy of Zyprexa were available

Page 644

1 from the company in the form of a standby
2 statement? Do you recall that process?
3 MR. BOISE: Object to the
4 form of the question. Foundation.
5 A. No.
6 Q. Okay. Do you know what a
7 standby statement is?
8 A. I have an understanding of
9 standby statement.

10 Q. Tell the jury what a standby
11 statement is.
12 A. My assumption is -- there's
13 probably different meanings for that and
14 different ways that a standby statement can
15 be used -- it would be --
16 Q. I didn't ask how it would be
17 used. My question is -- I apologize to
18 interrupt -- my only question is, what is a
19 standby statement?
20 A. Again, I think there's
21 probably several different meanings depending
22 on the context.
23 Q. Okay. Then give the jury --
24 MR. ALLEN: Let me show you

Page 646

1 it's an e-mail by Ernie Anand. Do you know
2 who Ernie Anand is?
3 A. Yes.
4 Q. Tell the jury who he is.
5 A. He is a Lilly employee who
6 works out of London. He worked on issues
7 related to Zyprexa. Quite frankly, I don't
8 know what his title was or his ievel.
9 Q. That's fine. And then he

10 says in the e-mail on the -- on Page 3. Did
11 you stay with me? Yeah, you did. It's to
12 Patrick Johnson and others. It says,
13 "Olanzapine and cardiovascular risk. Dear
14 all. Thought you'd like to be aware of this
15 article." And it references a publication
16 below. "In my opinion it's yet another
17 example of how we are becoming qUickly
18 associated into this whole area -- arena -­
19 into this whole arena of cardiovascular risk
20 due to cholesterol/weight gain/diabetes as
21 key causative factors; comments have also
22 been made in the last two week from very
23 independent sources as well, e.g., -- which
24 means for example -- Professor Nicholas Moore
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1 at the February 28 Diabetes Advisory Board 1 cardiovascular complications due to weight
2 meeting in London and Professor John camm at 2 gain/diabetes, which are clinically

3 the March 7th, QTc meeting organized by 3 recognized risk factors."

4 LillyUK, also in London. It's very clear to 4 Did I read that correctly?

5 me that our whole cardiovascular message 5 A. You read the words on the

6 needs to be further refined to help 6 page correctly. It's clearly not the

7 differentiate positioning versus QTc, 7 position of the company or supported by data.

8 hypotension/bradycardia and obesity/weight as 8 Q. No --

9 0/5 risk factors. Weicome your 9 A. Irs words on the page.

10 thought/comments. Regards, Ernie." 10 Q. I didn't even think, sir -- you

11 Did I read that correctly? 11 know what, I don't think that is the position

12 A. Yes. 12 of the company. If it is, then we wouldn't

13 Q. And then it references a 13 need to be here.
14 publication below and it's, the publication 14 I think what they're saying

15 date's March 5, 2001, and it has a summary of 15 here is if somebody asked whether or not
16 the publication, summary of the text. Do you 16 Zyprexa can cause cardiovascular
17 see that? 17 complications due to weight gain/diabetes and
18 A. I see the summary of the 18 whether or not that's a clinically recognized
19 text. 19 risk factor, do we have a statement in
20 Q. Okay. Now, Ernie sends this 20 response? Thars the way I read it. Let's
21 e-mail out, and if you go back to Page 3, he 21 assume that's the way I read it, all right?
22 also sends another e-mail to Andrea Smith. 22 Okay?
23 Do you know who Andrea Smith is, sir? 23 A. Okay.
24 A. Yes. 24 Q. Now, you know Dr. Charles

Page 648 Page 650

1 Q. Who's Andrea Smith? 1 Beasley, do you not?
2 A. I believe Andrea Smith is a 2 A. Yes.
3 Lilly employee who works in the
4 communications department.
5 Q. Right. The e-mail's
6 then carbon-copied to Patrick Johnson and
7 Suni Keeling. You know Suni Keeling, do you 7 Q. Okay. It would be accurate
8 not? She's been deposed in this case? 8 and truthful to say that you and Dr. Beasley
9 A. I don't recall who that is. 9 were close professionai colleagues involved

10 Q. Okay. Nevertheless, let's 10 in Zyprexa when you all worked together on
11 read Ernie Anand's e-mail of March 12, 11 Zyprexa Product Team, right?
12 2001 -- no, it's probably not. It's December 12 A. We were colleagues who worked
13 the 3rd, 2001. It's probably going to be the 13 together on the Zyprexa Product Team, yes.
14 European way. 14 Q. Sir, and I don't know this
15 MR. BOISE: Did you take that 15 but it just makes common sense, to me it
16 deposition? 16 does, you tell me if I'm wrong, I bet you and
17 MR. ALLEN: I will. 17 Dr. Beasley would also see each other after
18 QUESTIONS BY MR. ALLEN: 18 work. I bet you all had dinner together. I
19 Q. It says, "Dear Andrea. Do we 19 mean, you all -- you all are not -- you all
20 have a standby statement to clarify our 20 are friends probably, I would think.
21 position here, e.g.," -- in this case it 21 MR. BOISE: Object to the
22 means regarding -- "Do we have a standby 22 form.
23 statement to clarify our position here:' and 23 A. I wouldn't classify ourselves
24 here's the position, ''That Zyprexa can cause 24 as social friends.
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Q. Cavazzoni and Sowell for
certain were, weren't they?

A. At the time of this e-mail,

10 MR. ALLEN: Okay. Now you
11 can put that e-mail aside. We're
12 not going to talk about that exhibit
13 number anymore, okay?
14 QUESTIONS BY MR. ALLEN:
15 Q. I have a -- Scott Allen, I
16 come to you as a psychiatrist. But when I
17 walk in the door, I have my medical records
18 from my GP with me and I want to bring them
19 with me, I want to show them to you. It
20 shows that I have put on 80 pounds in the
21 last six weeks, my fasting glucose levels
22 have been elevated, and I ask you this
23 question, I say, "Doctor, am I at increased
24 risk of getting diabetes?" What's your

Page 651

Q. Okay. So you're just
business colleagues on Zyprexa?

A. Yes.
Q. Who's your best social friend

at Eii Lilly that you worked on with Zyprexa?
I'm sure you have some friends. When you
work on a big team, some of those people you
work with end up being your friends. Who's
your friend in that regard?

A. I didn't really have social
friends from the Zyprexa Product Team.

Q. Oka. Thank ou.

Page 652

19 Q. And we know it's dated
20 March 15, 2001 to Andrea K. Smith, who you
21 believe was in communications, right?
22 A. That's correct.
23 Q. Dr. Beasley also carbon
24 copies Mr. or Dr. Anand, who is over in

1 London, Dr. Cavazzoni, we know who
2 Dr. Cavazzoni is you worked with her on
3 Zyprexa, correct?
4 A. Correct.
5 Q. Carbcn-copied Margaret
6 Sowell. You testified, you know, within the
7 last hour, Dr. Sowell was an endocrinologist
B that worked on Zyprexa, correct?
9 A. Yes.

10 Q. And Anna Thornton. Who is
11 Anna Thornton? I don't know who that is.
12 I'm sure you do. Who's Anna Thornton?
13 A. The name rings a bell. I
14 believe she worked on the Zyprexa Product
15 Team, perhaps a medical writer, but I'm not
16 100 percent sure.
17 Q. Right. Nevertheiess, this is
18 an e-mail from Dr. Beasley to people, at
19 least the names you do know -- Cavazzoni and
20 Sowell and Andrea Smith -- you do know were
21 on the Zyprexa Product Team, right?
22 MR. BOISE: Object to form.
23 A. Andrea Smith was not a member
24 of the Zyprexa Product Team.

1
2
3
4
5
6
7
8
9

10
11

I
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MR. BOISE: Object to the
form.
A. I think given the obesity

1 have put on clinically significant weight
2 gain in the last 6 weeks of about 20 pounds.
3 Does that put me at risk of any diseases?"
4 What's your answer?
5 MR. BOISE: Object to the
6 form of the question.
7 A. Well, the mere fact that
8 you've gained 20 pounds does not necessarily
9 pose a risk factor. If that 20 pounds puts

10 you into a significantly overweight category,
11 an obese category, then you'd have a risk
12 factor.
13 Q. And what would my risk
14 factors be for? I'm saying, "Doc, what risks
15 are those, what risk are you talking about?"
16 Wha~s your answer?
17 A. Being obese is a risk factor
18 for diabetes and i~s also a risk factor for
19 cardiovascular complications.
20 Q. That's just common knowledge,
21 isn't it?
22
23
24

Page 655

1 answer?
2 THE WITNESS: Just to be a
3 hundred percent clear. You said you
4 are a psychiatrist coming to see me?
5 MR. BOISE: Are you a patient
6 or psychiatrist?
7 MR. ALLEN: Oh, I'm sorry,
8 you got me. But let me rephrase the
9 question.

10 QUESTIONS BY MR. ALLEN:
11 Q. Assume a patient walks in
12 your office. Patient walks in your office
13 and says, "Look, I have gained 80 pounds in
14 the last six weeks. My fasting glucose biood
15 levels show I have hyperglycemia. Am I at
16 increased risk for getting diabetes?" What's
17 your answer?
18 A. You have two risk factors
19 that are -- have been associated with the
20 development of cardiovascular disease.
21 Q. And then I ask you, I said,
22 "Okay, I think I understood your answer, doc,
23 but I need -- as a layman I want to know am I
24 at an increased risk above the general

Page 656 Page 658

1 population?"
2 A. You have two risk factors, so
3 that would put you at -- you would be an
4 individual with added risk.
5 Q. Okay. And I say, "Okay, doc,
6 I'm really trying to understand. You said
7 I'm an individual at added risk. Does that
8 mean I'm more likely than other people to get
9 diabetes, is that what you're saying?"

10 What's your answer'
11 MR. BOISE: Object to the
12 form of the question.
13 A. Well, did you already say
14 that you had elevated fasting glucose levels?
15 Q. Yes, sir.
16 A. Above 126?
17 Q. Yes, sir.
18 A. So that, yes, you are at high
19 risk of diabetes. In fact, you might have it
20 already.
21 Q. Okay. Now let's say I walk
22 into your office, and I'm just a patient now,
23 not a lawyer in a courtroom, a patient that
24 just really wants to know. Say, "Doctor, I

1 epidemic in the United States and the
2 numerous publications, Time magazine, et
3 cetera, et cetera, yes, I would say it is
4 probably common knowledge.
5 Q. Let me ask you, say,
6 "Doctor" -- I'm a patient. I'm looking
7 forward to taking care of my health. I'm
8 saying, "Doctor, assume I have one risk
9 factor for getting diabetes." No, let me ask

10 it this way. I say, "Doc, I'm thinking about
11 my future health and I have a family history
12 of diabetes. Am I at an increased risk?"
13 Wha~s your answer?
14 MR. BOISE: Of diabetes?
15 MR. ALLEN: Yeah.
16 THE WITNESS: Would you
17 repeat that'
18 QUESTIONS BY MR. ALLEN:
19 Q. I'm a patient. I'm not a
20 lawyer I'm just a patient. I say to you,
21 "Doctor, I have a family history of diabetes.
22 Am I at an increased risk of getting
23 diabetes?" What's your answer?
24 A. You have a risk factor,
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1 that's correct. A family history is a risk 1 A. Correct.

2 factor for diabetes. 2 Q. Now I say to you, "Doc, I'm

3 Q. Doc, I wish I could get a 3 not a doctor. Why does that 7 percent weight

4 straight answer to my question. My question 4 gain that made me obese put me at additional

5 to you is this: "I have a family history of 5 risk for diabetes?" Wha~s your answer?

6 diabetes. And I'm not asking you if I have a 6 MR. B0I5E: Object to the

7 risk factor, I'm asking you am I at an 7 form.

8 increased risk of getting diabetes over the 8 Q. What is it about the weight

9 peopie who don't have a family history?" 9 gain that puts me at additional risk?

10 MR. BOISE: Object to the 10 A. I would say that the

11 first part of your question. 11 understanding, the scientific data of how

12 A. Well, when you say "people 12 significant amounts of weight gain actuaily

13 who don't have a risk," do the people have 13 ieads to the development of diabetes is

14 other risk factors? 14 poorly understood.

15 Q. This is how you talk to a 15 Q. Okay. So, doc, are you

16 patient? 16 telling me you don't know how it happens, you

17 MR. BOISE: Object to the 17 just know that it does happen>

18 form. 18 MR. BOISE: Object to the

19 Q. Let me ask this. I walk in 19 form.
20 the door and I say "I have a family history 20 A. We know that i~s a risk
21 of diabetes, am I at an increased risk of 21 factor. We can't explain when an individual
22 getting diabetes>" What would your answer 22 gets diabetes, even if they have risk
23 be, yes or no? 23 factors, why and how they got diabetes.
24 MR. BOISE: Object to the 24 Q. Okay. And I'll tell you, and

Page 660 Page 662

1 form. Incomplete hypothetical. 1 now I'm going to go back to being a lawyer
2 A. Again, I would say you have a 2 for a second. I~s like cigarette smoking
3 risk factor, a well-recognized risk factor 3 and lung cancer, we know that those are
4 for the deveiopment of diabetes. 4 statistically and epidemiologically
S Q. All right. Then I say, "You 5 associated, don't we>
6 know, doc, not only do I have a family 6 A. I don't think it's a good
7 history of diabetes, but I have gained 7 parallel.
8 c1inicaily significant weight of 7 percent or 8 MR. ALLEN: I didn't ask you
9 greater in the last six weeks. Is that an 9 whether you thought it was a good

10 additional risk for getting diabetes?" What 10 parallel. With all due respect, I
11 would your answer be? 11 object as nonresponsive.
12 A. If the weight gain took you 12 QUESTIONS 8Y MR. ALLEN:
13 to a phase of being overweight or obese, then 13 Q. We know that cigarettes are
14 I would say you now have an additional risk 14 statistically and epidemiologically
15 factor, so you have two. If the increase in 15 associated with lung cancer, don't we?
16 weight took you to a normal weight, then it 16 A. Yes.
17 would not be a risk factor. 17 Q. But we don't know the
18 Q. Okay. So assume it took me 18 mechanism of action how cigarette smoking
19 to obese, obesity, the weight gain. And I 19 causes lung cancer, do we? There's theories,
20 say to you, "Okay, doc, I have a family 20 hypotheses, but there's no known mechanism of
21 history. The 7 percent weight gain was 21 action.
22 clinically significant. It did cause me to 22 MR. BOISE: Object to the
23 fall in the range of obesity. You've told me 23 form of the question.
24 now I have two risk factors, right?" 24 A. I'm not an expert in that
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1 area. 1 thought there were, but I would not 1 decrease my risk factors?
2 qualify myself as an expert. 2 MR. BOISE: Object to the

3 Q. The fact of the matter is, 3 form.

4 though, that is what the field of 4 A. Because we believe that the

5 epidemiology does. It can identify 5 fewer risk factors you have, the better.

6 associations such as cigarette smoking and 6 Q. Okay. According to your

7 lung cancer that are accepted by the medical 7 company, at least, and we don't need to get

8 community, although the mechanism of action 8 in debate, I'm just asking, is this your

9 may not be known. You know that as a fact, 9 company's position that haVing schizophrenia

10 don't you? 10 or bipolar mania is a risk factor for

11 MR. BOISE: Object to the 11 diabetes? Is that your company's position or

12 form. Compound. 12 not?

13 A. I wouid agree with your 13 MR. BOISE: Object to form.

14 comment that if you only have epidemiological 14 A. We know that schizophrenia

15 eVidence, you cannot prove cause and effect. 15 and bipolar carry an increased risk for

16 You'll need many more other lines of evidence 16 diabetes. In schizophrenia, it's two to

17 that wouid allow one to prove cause and 17 fourfold higher, and bipolar we think it's two

18 effect. 18 to three and-a-half times more. So those

19 So my understanding, although 19 illnesses alone are associated with increased

20 I'm not an expert, with cigarette smoking and 20 risk for diabetes.

21 lung cancer, is there have been those refined 21 Q. That's your company's
22 studies in animals and cell cultures with 22 position you just stated'
23 tumor cells that have been able to take the 23 MR. BOISE: Object to form.
24 epidemiological finding and actually 24 A. Thaes what the data says.

Page 664 Page 666

1 demonstrate mechanistic cause and effect. 1 MR. ALLEN: Objection.
2 Q. Thaes your opinion at least. 2 Nonresponsive.
3 Lees go on. 3 QUESTIONS BY MR. ALLEN:
4 I'm back to being a patient. 4 Q. I'm not asking you for the
5 I now have a family history of diabetes. And 5 reason of your company's position. You just
6 I have clinically significant weight gain 6 stated -- I just want to know, is your
7 that has made me obese. You've now told me I 7 company's position what you just stated, that
8 have two risk factors, all right? 8 patients with schizophrenia and bipolar mania
9 A. Yes. 9 are at increased risk for diabetes? Is that

10 Q. I ask you, I say, "DOC, is it 10 your company's position or not?
11 better to have the additional risk factor of 11 MR. BOISE: Object to the
12 weight gain or should I -- and should I try 12 form.
13 to lose weight or should I maintain my 13 A. Our company, when it comes to
14 weight, does it matter?" What would your 14 a scientific issue, will rest its position
15 advice be' IS and opinions on the strength of the
16 MR. BOISE: Object to the 16 scientific data.
17 form of the question. 17 MR. ALLEN: Objection
18 A. You're the patient, I'm the 18 nonresponsive.
19 physician. I would say that any risk factors 19 QUESTIONS BY MR. ALLEN:
20 that you can decrease, if we're talking about 20 Q. Doctor, I'm not even
21 those alone and in isolation, then I would 21 asking -- doctor, I swear we're not even
22 say please decrease them. Do what you could 22 quibbling right now. I'm just asking is it
23 to decrease them. 23 your company's position that people with
24 Q. Why would you want to 24 schizophrenia and bipolar mania are or are
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12 Now, however, your company's
13 position is that schizophrenia and bipolar
14 mania is a risk factor for diabetes. That's
15 your company's position, right?
16 MR. BOISE: Object to the
17 form of the question.
18 A. Again I'll give you my same
19 answer. That's what's refiected by the data
20 and that is, you know, articulated by the -­
21 so its, no, its not the company's position,
22 its the scientific data.
23 MR. ALLEN: Objection.
24 nonresponsive.

Page 667

1 not at increased risk of diabetes?
2 A. They are at increased risk.
3 Q. Okay. Now, I'm a patient
4 with schizophrenia/bipolar mania and a
5 family history of diabetes. Am I at an
6 increased risk of getting diabetes over and
7 above that of the normal population?
8 MR. BOISE: Object to the
9 form of the question.

10 THE WITNESS: If you have
11 schizophrenia/bipolar and a family
12 history?
13 MR. ALLEN: Of diabetes.
14 A. You have -- let's say you've
15 got two risk factors. Although the ADA has
16 not necessarily recognized
17 schizophrenia/bipolar as risk factors. So
18 iet's assume you have two risk factors. You
19 would have an increased risk over individuals
20 who have no risk factors.
21 Q. You made a very interesting
22 point. The American Diabetes Association has
23 never said that schizophrenia and bipolar
24 mania are risk factors for diabetes. They

1
2
3
4

J

MR. BOISE: Just go back on
that. Yes, no, I don't know, you're
correct.

MR. ALLEN: Okay.
QUESTIONS BY MR. ALLEN:

Page 669
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1 have not said so, have they?
2 MR. BOISE: Object to the
3 form of the question. Foundation.
4 A. To the best of my knowledge,
5 the ADA has not listed chronic mental
6 illnesses as one of their formal risk
7 factors. Although in the ADA consensus
8 statement you referenced earlier, they were
9 fairly clear in indicating that, at ieast the

10 consensus group for the ADA saw evidence
11 that both schizophrenia and bipolar were
12 populations at increased risk.
13 MR. ALLEN: Objection.
14 Nonresponsive.
15 QUESTIONS BY MR. ALLEN:
16 Q. The ADA guidelines on
17 diabetes have never listed severe mental
18 illness and/or schizophrenia and/or bipolar
19 mania as increased risk factors for diabetes,
20 have they? Yes, no, or you don't know?
21 A. To the best of my knowledge, I
22 believe you're correct.
23 Q. Okay. Now, but your
24 company--

Page 670

1 QUESTIONS BY MR. ALLEN:
2 Q. See, I'm not in an argument.
3 I'm not asking you why your company's
4 position is what it is. I'm not asking --
5 you know, I see the house -- you ever drive
6 by a house and it's red, okay? And I ask you
7 what color it is and it's red, what would
8 your answer be?
9 MR. BOISE: Objection.

10 MR. ALLEN: No, I want you to
11 know this is especially gooc. I'm
12 trying to follow up.
13 MR. BOISE: Ask the next
14 question, Scott.
15 QUESTIONS BY MR. ALLEN:
16 Q. Let me give you the example.
17 We're driving by a house and I say it's a red
18 house and I say, dOctor, what coior is it?
19 You'd say "red." You wouldn't say "Red. And
20 the reason it's red, Mr. Allen, is because
21 Sherwin Williams developed that color, they
22 put it in a bucket, they shipped it to town,
23 three painters picked up brushes and spatulas
24 and rollers and they came on a Wednesday and
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1 they painted the house red." You'd just say 1 A. I would say if you went and

2 "red," okay? You understand what I'm telling 2 did that, you'd have three risk factors.

3 you here? 3 Q. I'm asking you, "Is it a good

4 MR. BOISE: Start asking your 4 idea I put on those 30 pounds or is it a bad

5 questions. 5 idea?"

6 MR. ALLEN: Okay. All right. 6 MR. BOISE: Object to form.

7 QUESTIONS BY MR. ALLEN: 7 A. If we're talking about weight

B Q. With that as background, with 8 gain in oniy isolation in this very abstract

9 that as background, is it your company's 9 example, with no other considerations,

10 position that schizophrenia and bipolar mania 10 particulariy clinical considerations, then I

11 are risk factors for diabetes? Is it your 11 would say it's not a good thing and not

12 company's position? 12 advisable.

13 MR. BOISE: Object to the 13 Q. Why?

14 form of the question. 14 A. As we spoke before, the fewer

15 A. Yes. 15 risk factors the better.

16 Q. Okay. Now, I am a patient. 16 Q. Right. Now I say to you:

17 I have a family history of diabetes, and I 17 "Doctor, I've got a family history of

18 have schizophrenia. According to you, 18 diabetes. I have a disease state" .- doesn't

19 Dr. Breier, and your company, I have two risk 19 matter what it is. We call it disease state

20 factors for diabetes, correct? 20 X •• "that puts me at additional risk for

21 THE WITNESS: I'm sorry. 21 diabetes, and I need to take a medicine for

22 You've got schizophrenia and which 22 disease state Y."
23 other one? Family history? 23 So are you following me?

24 MR. ALLEN: Family history. 24 This is just logic, okay?

Page 672 Page 674

1 A. Yes. 1 "I have family history of
2 Q. Okay. Now'- 2 diabetes. I also have disease state X, and I
3 THE WITNESS: I don't mean to 3 need to take a medication to treat disease
4 interrupt, but -- and I don't want to 4 state X." You follow me?
5 cut you in midstream, but can we 5 A. Yes.
6 finish this line and then take a 6 Q. Okay. I have a choice,
7 short break? Keep going. I just 7 though, I've gone to my doctor and I can take
8 want to lodge that as a request 8 several medications for disease state X. One
9 within the next 5 to 10 minutes. 9 that adds additional risk factor of obesity

10 MR. ALLEN: Okay. I heard 10 or one that doesn't add the additional risk
11 you. I'm a fair and honest man and 11 factor for obesity, and I'm trying to avoid
12 I'll let you take a break in just a 12 diabetes which I have a family history of,
13 second. 13 should I take the medicine that's going to
14 QUESTIONS BY MR. ALLEN: 14 make me overweight and obese or should I take
15 Q. I've got the two risk IS the medicine that's not going to make me
16 factors. I've got family history and a 16 overweight and obese?" Whars your answer?
17 history of schizophrenia. I say, "Doctor, 17 MR. BOISE: Object to the
18 I'm thinking about gaining about 30 pounds 18 form of the question.
19 and it's going to put me and make me obese. 19 A. This is a very abstract
20 How's that going to affect my risk of factor 20 example. Most conditions that you take
21 of diabetes? Am I going to increase my risk 21 medicines for are very compiex. And it's a
22 factor, am I going to lower it, or is it not 22 doctor's job to always weigh risk/benefit of
23 going to make any difference?" 23 every medication choice. And if your
24 What's your answer? 24 medical -- if the condition, I believe you
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Page 675

And irs that balance between
the severity of the illness, the past
background of medicines that have been tried,
and the potential side effects that doctors
have to make a decision about every day. So
you can't reduce it to a simple yes/no
right/wrong, but you have to look at all of
the data in making those decisions.

Q. Well, sir, I keep on seeing,
and I don't want to go back and look at any
documents, I've seen throughout y'all's
documents there at Eli Lilly that y'all
said that Zyprexa had superior efficacy of
the other second-generation antipsychotics.
Didn't your company take that position?

Page 6n

A. Point NO.1 is there are
several studies that have demonstrated that
Zyprexa is superior to a number of other
atypical antipsychotic drugs, that's one
thing.

1
2
3
4
5
6 No.2, when you're talking
7 about the treatment of schizophrenia and
8 bipolar, each patient is quite unique and
9 different. And the importance of tailoring

10 the medicine to the patient becomes critical.
11 A patient may not respond to drug A in a
12 class and respond beautifully to drug B. And
13 thars the clinical reality of treating these
14 conditions.
15 Q. Well, that's interesting.
16 What was that word -- counterdetailing. You
17 call it counterdetailing. Is that the term
18 you used, counterdetailing?
19 A. I'm familiar with that term.
20 Q. You used it earlier. Tell me
21 and tell the jury what it is again,
22 counterdetailing?
23 MR. BOISE: Objection. Asked
24 and answered.

1 called condition X, is a very severe
2 complicated illness, there won't be a simple
3 answer of a yes/no that you could pursue.
4 You would have to look at how severe is the
5 primary illness we're treating? What other
6 medications has that person been tried on?
7 How successful have they been? Is the
8 person's medical condition very, very
9 severe?

10
11
12
13
14
15
16
17
18
19
20
21
22
23
24

Page 676 Page 678

1 Q. Short and succinct and to the
2 point, what is counterdetaillng?
3 MR. BOISE: Let him answer
4 the question.
5 MR. ALLEN: It's easy.
6 Answer it.
7 A. Again, I think irs a term
8 that probably has a range of meanings
9 depending on the context. When I think of

10 counterdetailing, what I think of is
11 competitive companies that may have products
12 in a similar class will provide contrary
13 messaging to a competitor drug.
14 Q. Contrary messaging to a
15 competitor drug. And you told Mr. Suggs
16 yesterday that you thought there was a lot of
17 counterdetailing going on by your competitors
18 trying to relate Zyprexa to weight gain and
19 diabetes. Didn't you tell Mr. Suggs that?
20 MR. BOISE: Objection.
21 A. I don't recall --
22 Q. Let me ask you this: Did you
23 think there was a lot of counterdetailing
24 going on by your competitors against Zyprexa

MR. BOISE: Object to the
form.
A. I want to make two points

about that.
Q. No, that's not my question.

My question is --
MR. BOISE: He's answering

your question.
THE WITNESS: I'm going to

answer very directly.
MR. ALLEN: All right.

1 MR. BOISE: Object to the
2 form.
3 A. Yes.
4 Q. Okay. So that means although
5 Zyprexa is in a class of drugs called
6 second-generation antipsychotics, your
7 company takes the position that on the
8 efficacy side of the equation there's
9 something about y'all's molecule that makes

10 it more efficacious when it's taken by
11 patients. Isn't that the position you take,
12 there's something different about your
13 molecule?
14
15
16
17
18
19
20
21
22
23
24
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Page 680

MR. ALLEN: Objection,
nonresponsive. Are you through? Go
ahead. Are you through with that
answer?

THE WITNESS: Yes.

Page 679

1 trying to relate Zyprexa with weight gain,
2 yes, no, or you don't know?
3 A. There was a lot of
4 counterdetailing regarding Zyprexa-related
5 weight changes, yes.
6 Q. Right. And by the way,
7 though, just so the record's clear, Lilly did
8 a lot of counterdetaiiing against the other
9 drugs in the class, and It counterdetailed

10 against Geodon on QTc, it counterdetailed on
11 Depakote, which was not an antipsychotic, but
12 it counterdetailed on Depakote concerning
13 black box warning, it counterdetailed against
14 lithium, it counterdetailed against Abilify,
15 it counterdetailed against 5eroquel, and it
16 counterdetailed against Risperdal, didn't it?
17 MR. BOISE: Objection to
18 form.
19 A. Not that I'm aware of.
20 Q. So to your knowledge Lilly
21 never counterdetailed against any of the
22 other drugs in the second-generation
23 antipsychotic class?
24 MR. BOISE: Object to the

1 form.
2 Q. Is that your knowledge?
3 MR. BOISE: Object to the
4 form.
5 A. I'm not an expert in this
6 area. My area --
7 Q. I'm just asking do you know.
8 A. Let me share my
9 understanding. When I think of

10 counterdetailing, I think of a message element
11 thars taken out of context. So it would be
12 a biased message, perhaps of one
13 characteristic without putting it in the
14 context of the rest of the data and making
15 it as if it's a one-issue detail as opposed
16 to a detail that may look at a liability of a
17 medicine, but to do that in the context of the
18 data. And we're a data-driven company so
19 we-­
20
21
22
23
24
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1 MR. BOISE: Are you done with
2 this line because we do have to
3 break.
4 MR. ALLEN: No. No, I'm not.
5 We're going to be done with the
6 deposition. No, I'm not going to
7 give him a break.
8 Objection, nonresponsive.
9 Hold on. Hold on. You've

10 taken like three and I've only been
11 examining -- just give me -- I'm
12 almost done.
13 QUESTIONS BY MR. ALLEN:
14 Q. You've already testified
15 preViously what counterdetailing is. You
16 gave us a definition, it's on the record.
17 My only question to you is, do
18 you know whether or not Eli Lilly
19 counterdetailed against other
20 second-generation antipsychotics? Yes, no,
21 or you don't know?
22 A. My understanding is that we
23 would put other products in a comparison
24 context with Zyprexa, but we would do that

Page 682

1 with not looking at one data element but do
2 that in the context of all of the available
3 or more available data so that it would be a
4 more balanced portrayal of the drug. That is
5 my understanding the way we worked in the
6 marketplace.
7 MR. ALLEN: Objection
8 nonresponsive.
9 QUESTIONS BY MR. ALLEN:

10 Q. Let me ask this: You
11 testified, yes, other companies
12 counterdetailed against Eli Lilly/Zyprexa.
13 The answer to thars yes, isn't it?
14 A. That's my understanding.
15 Q. Okay. Now, I'm just asking
16 you yes, no, or you don't know, did Lilly,
17 using your definition of counterdetaiiing you
18 gave us earlier, using that definition, did
19 Eli Lilly counterdetail against other
20 second-generation antipsychotics? Yes, no,
21 or you don't know?
22 MR. BOISE: Object to the
23 form of the question.
24 A. I don't believe we did but
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Page 683 Page 685

1 I -- I'll have to leave my answer there. I 1 read it.

2 don't believe we did. 2 MR. BOISE: You understand my

3 Q. You think counterdetailing is 3 instruction, though, if you need to
, 4 unethical, using your definition of 4 stand up?

5 counterdetailing as given in this deposition? 5 THE WITNESS: I'm okay.

6 You think it's unethical? 6 MR. ALLEN: Sir, this Is --

7 MR. BOISE: Object to the 7 Breier Exhibit 14 is an e-mail dated

8 form of the question. 8 August the 12th, 2002. The subject

9 A. I think that a detail should 9 is "Morgan Stanley First call Note -

10 be balanced and provide information that's 10 Zyprexa Conference cali."

11 useful to clinicians to treat their patients. 11 QUESTIONS BY MR. ALLEN:

12 MR. ALLEN: Objection. 12 Q. Do you recall being on this

13 Nonresponsive. 13 conference call with the Morgan Stanley?

14 QUESTIONS BY MR. ALLEN: 14 A. I'm not recalling it at this

15 Q. Using your definition of 15 moment. If you'd like, I can refresh my

16 counterdetailing that you gave us earlier, I'm 16 memory, take a look at the document.
17 asking you whether or not you think 17 Q. You know, sir, that would be --

18 counterdetailing is ethical or not? 18 I appreciate that, and I'm trying to get
19 MR. BOISE: Object to the 19 through, and so my only question really -- if
20 form of the question. 20 we had more time, I would let you, but my only
21 A. I don't think it's 21 question is, do you recall being on the call
22 appropriate. 22 with Morgan Stanley?
23 MR. ALLEN: Okay, thank you. 23 A. No.
24 Last exhibit, last series of 24 Q. But you do recall that you

Page 684 Page 686

1 questions. We'll be done. 1 would be on calls with Wall Street at times?
2 Exhibit 14. 2 You recall being on conference calls with
3 (Whereupon, Deposition 3 people on Wa II Street?
4 Exhibit(s) 14 duly received, 4 A. I have met with analysts.
5 marked and made a part of the 5 When I was on the Zyprexa product team, I did
6 record.) 6 meet with Wall Street analysts from time to
7 MR. SUGGS: can you read 7 time.
8 the -- 8 Q. And why would you do that?
9 MR. ALLEN: I can't read it. 9 A. Primarily to answer their

10 According to the folder -- 10 questions about generally important issues,
11 MR. BOISE: I mean with all 11 new studies, data related to Zyprexa.
12 respect to Mr. Allen, if you do need 12 Q. And how does that relate --
13 to stand up and stretch or do 13 what did Wall Street have to do with that?
14 something. 14 MR. BOISE: Object to the
15 MR. ALLEN: This is the last 15 form.
16 exhibit. 16 A. There are Wall Street firms
17 MR. BOISE: I know, but he did 17 that invest in pharmaceutical companies.
18 ask for a break. 18 They want to understand the portfolio of
19 MR. ALLEN: I think it's 19 products, the data behind them, so that they
20 02588 but I can't read it really. 20 can determine how they're going to invest.
21 Unless the exhibit number has to 21 Q. So Wall Street is interested
22 stick up like this one -- 22 in the nature and characteristics of
23 THE WITNESS: Fourteen. 23 pharmaceutical drug products because it will
24 MR. ALLEN: -- is 14 I can't 24 affect their investment. Is that what you're

81 (Pages 683 to 686)

Golkow Technologies, Incorporated - 1.870.370.3377



COnfidential - Subject to Protective Order

Golkow Technologies, Incorporated· 1.870.370.3377

I do.
MR. ALLEN: You can hand that

back to me now.
QUESTIONS BY MR. ALLEN:

Q. You knew, Dr. Alan Breier,
the head of the Zyprexa Product Team knew that
if the label of Zyprexa was changed on
diabetes where Lilly warned about diabetes in
the package insert, it had the potential to
lower the sales of Zyprexa and reduce the

A. I'm sorry, I'm literally
having a hard time _.

MR. ALLEN: Here, look at the
highlighted. I agree. That's the
way it was produced.

QUESTIONS BY MR. ALLEN:
Q. You see the one says "No

label change for Zyprexa seems imminent

sir?

Page 690

1 though the FDA is looking into it. We think
2 the most likely outcome" --
3 Sir?
4 A. I'm just checking the date so
5 I can ground myself in the document.
6 Q. The date is August the 12,
7 Z002.
B A. Okay.
9 Q. "No label change for Zyprexa

10 seems imminent, though the FDA is looking
11 into it. We think the most likely outcome is
12 the addition of precautionary language for
13 the whole class a antipsychotics. " Do you
14 see that?
15 A.
16
17
18
19
20
21
22
23
24
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1 additional studies have assessed a potential
2 link to all antipsychotics. According to
3 Dr. Breier, patients with schizophrenia are
4 more likely to develop diabetes."
5 Next bullet point: "No label
6 change for Zyprexa seems imminent. Though
7 the FDA is looking" -- Hum?
8 A. I'm losing it.
9 Q. "No label change for Zyprexa

10 seems imminent though the FDA is looking into
11 it. We think the most likely outcome is the
12 addition of precautionary language for the
13 whole class a antipsychotics." It should,
14 probably, be of.
IS Did I read that correctly,
16
17
IB
19
20
ZI
22
23
24

Okay.
Many factors would determine

Q.
A.

MR. BOISE: Object to the
form.
Q. Has the potential, thars my

question.
A. It's a hypothetical. It

would depend on the drug.
Q. Yes, sir. I agree. There's

a lot of factors. My only question is:
Assuming there's a lot of factors, negative
information about a pharmaceutical company's
No. 1 selling product has the potential to
decrease that company's stock price?

MR. BOISE: Object to the
form of the question.
A. Again, it would depend on the

drug. It would depend on what the
information were.

that.

telling us?1
2 MR. BOISE: Object to form.
3 A. Yes.
4 Q. And negative information
5 about a drug product has the potential to
6 lower the stock price of the pharmaceutical
7 company?
8
9

10
11
12
13
14
15
16
17
18
19
20
21
22
23
24

1
2
3
4 Q. Look at Exhibit 14. I'm
5 going to read it. I have to read it a little
6 fast because I have to go catch a plane.
7 You're going to win this.
8 Right on the first page,
9 "9:18 a.m. Eastern Daylight Time, 12, August

10 2002, Morgan Stanley," and I'm skipping some
11 words, "Eli Lilly: Power Brunch on Lilly's
12 Antipsychotic Zyprexa PI." PI's package
13 insert, isn't it?
14 A. I'm sorry, I'm haVing troubie.
15 Q. I'll go on. This is an
16 e-maii. "We hosted a conference call with
17 Lilly's Dr. Alan Breier and two outside
IB doctors. The topic was association between
19 Zyprexa and metabolic side effects, an issue
20 that has recently gained more prominence from
21 a study published in 'Pharmacotherapy'."
22 Next bullet point: "No
23 conclusive data indicates that Zyprexa is
24 associated with diabetes but it appears that
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Page 693

That the foregoing deposition
was taken on behalf of the Plaintiffs
pursuant to the Indiana Rules of Trial
Procedure;

That said deposition was
taken down in stenograph notes and afterwards
reduced to typewriting under my direction,
and that the typewritten transcript is a true
record of the testimony given by the said
deponent; and that the signature of said
deponent to his or her deposition was
requested;

1 STATE OF INDIANA
2 ) SS:
3 COUNTY OF MORGAN )
4 I, Rebecca J. Swinney,
S RMR-FCRR, a Notary Public in and for the
6 County of Morgan, State of Indiana at large,
7 do hereby certify that ALAN BREIER, M.D., the
8 deponent herein, was by me first duly sworn
9 to tell the truth, the whole truth, and

10 nothing but the truth in the aforementioned
11 matter;
12
13
14
15
16
17
18
19
20
21
22
23
24
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1 stock price? You knew that, didn't you?
2 MR. BOISE: Objection. Asked
3 and answered.
4 A. No.
5 MR. ALLEN: Okay, thank you,
6 sir. Nice meeting you. You get to
7 go home now and you take your final
8 break. Okay, thank you very much.
9 MR. BOISE: You're not going

10 to stay for my questions?
11 MR. ALLEN: You have
12 questions? I'll stay.
13 MR. BOISE: I think we're
14 done.
15 MR. ALLEN: Are you done?
16 MR. BOISE: Give me two
17 minutes.
18 MR. ALLEN: Okay.
19 THE VIDEOGRAPHER: We're off
20 the record.
21 (At this time, there
22 was a brief recess taken,
23 after which the foilowing
24 proceedings were had:)

County of Residence:
Morgan
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My Commission Expires:
March 9, 2007

Rebecca J. Swinney, RMR-FCRR
CSR No. 94-R-1047
Notary Public

1 That the parties were
2 represented by their counsel as
3 aforementioned.
4 I do further certify that I
5 am a disinterested person in this cause of
6 action; that I am not a relative or attorney
7 of either party, or otherwise interested in
8 the event of this action, and am not in the
9 employ of the attorneys for either party.

10 IN WITNESS WHEREOF, I have
11 hereunto set my hand and affixed my notarial
12 seal this 13th day of January, 2007.
13
14
15
16
17
18
19
20
21
22
23
24ALAN BREIER, M.D.
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AND FURTHER THE DEPONENT SAITH NOT.

(Conducted off the video record)
MR. BOISE: We have no

questions.
Does anyone else have any

other questions?
MR. FARRELL: No. I have

nothing other than just getting one
last exhibit number.

MR. BOISE: Okay. I'm sure
Mr. Suggs can accommodate that.
Thank you very much.

(On video record)
THE VIDEOGRAPHER: That

conciudes the deposition of
Dr. Breier. We're off the record at
5:02. This is the end of tape five
of five.

MR. SUGGS: Very good.

1
2
3
4
5
6
7
8
9

10
11
12
13
14
15
16
17
18
19
20
21
22
23
24
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Case No. 3AN-06-S630 CI
STATE OF ALASKA,

Plaintiff,

...

RESPONSE TO STATE'S
LETTER MOTION TO THE

COURT REGARDING
OFF-LABEL PROMOTIONDefendant.

v.

ELI LILLY AND COMPANY,

-
IN THE SUPERIOR COURT FOR THE STATE~.l~9JMkP=NCO

n ..t". , ~/Q~ v'f5
THIRD JUDICIAL DISTRICT ATANCH~UE

Clerk: -?10

I. INTRODUCTION

Ever since the Court prohibited the State from introducing evidence of off-label

promotion, the State has insisted that Lilly "opened the door" to such testimony. Despite the

Court's observation that, "if the door has been opened, it's not readily apparent to me,'" the State

sees in Lilly's opening statement a "door flung wide open."

Rehashing its time-worn refrain, the State forgets that its opening was replete with

the kind of off-label innuendo that later characterized the testimony of its witness, Dr. John

Gueriguian. The State has not been prejudiced, and the subject of off-label promotion has not

become independently relevant to the trial as a result of Lilly's opening. Moreover, as the Court

instructed the jury, openings are not evidence. Lilly therefore urges the Court to close discussion

of this issue and deny the State's letter motion of March 7, 2008.'

I Vol. 4 Tr. of Proceedings, Mar. 6, 2008, at 11 :2-3 (Exh. A).

2 See, e.g., Loncar v. Gray. 28 PJd 928, 932 n.7 (Alaska 2001) (applying (he curative admissibility
doctrine only when the original evidence made an otherwise irrelevant issue independently relevant).



II. ARGUMENT

The State mischaracterizes Lilly's opening statement. Using tortured semantics, it

complains that "counsel for Lilly engaged in error or extreme inadvertence in opening when she

continually referred to Zyprexa's use ... in 'bipolar disorder,''') but the State ignores the fact

that Zyprexa is approved for treatment of bipolar I disorder' The State claims that Zyprexa was

only approved for treatment of "bipolar mania,"s but there is no such thing as a bipolar mania

diagnosis· In addition, the State argues that Lilly's statement that "schizophrenic and bipolar

patients are at risk of diabetes regardless of what medication they use" skews the risk/benefit

analysis that physicians make before prescribing Zyprexa7 Again, the State ignores that Lilly's

statement is a medical fact supported by the scientific literature cited by Dr. Brancati.
8

During opening statements, counsel for Lilly did not say or imply, as the State

claims, that "23 million [Zyprexa] prescriptions have been for schizophrenia and 'bipolar

disorder. ...' Rather, Lilly's reference to "23 million people"lo was a statement of fact that

contained no reference or suggestion to the reasons why physicians chose to prescribe Zyprexa.

J Letter from S, Allen to 1. Rindner, Mar. 7, 2008, at 3.

4See Letter from FDA to Lilly, Mar. 17,2000, which approves Zyprexa for Uthe treatment of manic or
mixed episodes in bipolar disorder," which is also known as bipolar Idisorder. Diagnostic and Statistical Manual of
Mental Disorders 357-68, 382-97 (4th ed. 2000) (Exh. B); see also EL-3800, Lener from FDA to Lilly, Jan. 14
2004 (Exh. C) ,

, Exh. A, Vol. 4 Tr. of Proceedings, Mar. 6, 2008, at II: I0-15.

6 Exh. B, Diagnostic and Statistical Manual of Mental Disorders 357-68, 382-97 (4th ed. 2000).

7 Lener from S. Allen to 1. Rindner, Mar. 7, 2008, at 2.

8 See. e.g.. AK-2368, Consensus Development Conference 011 Antipsychotic Drugs and Obesity and
Diabetes, 27 Diabetes Care 596, 597 (2004) (Exh. D).

9 Letter from S. Allen to J. Rindner, Mar. 7, 2008, at 3.

LO Exh. A, Vol. 4 Tr. of Proceedings, Mar. 6, 2008, at 121:9-11; 157:8·10.

-2-



Nor did Lilly say that Zyprexa "saved '23 million people' with schizophrenia from having

'frontal lobotomies' and [from] being 'robbed of their dignity""" The State had 10 shuffle

phrases that were scanered across five pages of transcript to concoct this sentence." Lilly's

actual statement is a historical fact-divorced from any suggestion that Zyprexa rescued patients

from this fact-that the early treatment for schizophrenia and bipolar disorder entailed

lobotomies and other treatments. 1J

Finally, the State claims that Lilly opened the door with counsel's statement that

"when Lilly received approval from FDA in 2000 for Zyprexa to be used in bipolar disorder,

that's why it started to move into calling upon primary care physicians.,,14 What the State

ignores, however, is that Lilly's opening statement was a rebunal to the State's impermissible

references and innuendo to off-label promotion in the primary care field. ls Lilly's singular

statement, which was a benign and passing reference to primary care that occupied no more than

ten seconds of an opening statement that lasted for over an hour, simply attempted to cure the

prejudice inflicted on Lilly by the State's impermissible opening statement. The issue is

closed. 16

II Lener from S~ Allen to J. Rindner. Mar. 7,2008, at 1.

1~ "Robbed of their dignity" appears on page 117, "frontallobolomies" appears in the middle of page 120,
and "23 million people" appears in the middle of page 121 of the March 6 transcript.

l) See, e.g., Joel T, Sraslow, Mental Ills and Bodily Cures: Psychiatric Treatment in the First Halfofthe
Twentieth Century 169 (1997) (After the introduction of the first generation anti psychotics, lobotomies fell Qut of
common use); YW Swayze, Frontal Leukotomy and Related Psychosurgical Procedures in the Era Before
Antipsychotics (I935-J954): A Historical Overview, 152 Am. J. Psychiatry 505 (1995).

14 Letter from S. Allen to J. Rindner, Mar. 7,2008, at 3.

15 Exh. A, Vol. 4 Tr. of Proceedings, Mar. 6, 2008, at 93:7-16.

16 See Uniled Slates v. Brown. 921 F.2d 1304, 1307 (D.e. Cir. 1990) (noting that curative admissibility is a
shield, not a sword); United States v. Winston, 447 F.2d 1236, 1240 (D.C. Cir. 1971) ("Introduction of otherwise

(continued ...)
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Regardless of how the State distorts the factual statements in Lilly's opening, the

State could not have been prejudiced because its witnesses' testimony and several improper

remarks made during its opening undermine its position. First, Lilly relied on the State's expert,

Dr. Wirshing, to support statements like "[second generation antipsychotics are] the closest thing

to magic that I have ever experienced in my professionallife.,,17 Second, the State developed

impermissible testimony from Dr. Gueriguian on direct examination that a Lilly promotional

piece was off_labeL ls Third, the State asserted in its own opening statement that it would present

evidence concerning the non-superiority of second-generation antipsychotic medications to

earlier forms oftreatment. l
• Fourth, the State made several comments during its opening

statement, the sole purpose of which was to imply off-label promotion: repeated statements like

"[Zyprexa] is not indicated for depression or anxiety for children or the elderly with

Alzheimer's;,,2o and discussion about Lilly's entry into the primary care market, for example,

"we've got to sell it to more people. We've got to get it to more doctors. Had the indications

changed? Was it now for something else? No. Their needs had changed; they needed

money."" These statements sufficiently rebut the State's claimed prejudice.

(continued...)

inadmissible evidence under shield of[curative admissibility) is permitted 'only to the extent necessary to remove
any unfair prejudice which might otherwise have ensued from the original evidence,''' (citation omitted».

11 Exh. A, Vol. 4 Tr. of Proceedings, Mar. 6, 2008, at 119:1-3.

"Vol. 5 Tr. of Proceedings, Mar. 7, 2008, at 182:25 to 183:4 (Exh. E).

19 Exh. A, Vol. 4 Tr. of Proceedings, Mar. 6, 2008, at 55:1-5.

" [d. at 44:21-24; see id. at 53:21-25; 81 :24 to 82:5; 95: 1-21.

'I [d. at 93: 12-16; see id. at 92:6 to 94:2.
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For the foregoing reasons, Lilly requests that the Court enter an order preventing

lite from presenting, on the basis of Lilly's opening statement, evidence described in the

e's March 7 letter to the Court.

DATED this 10th day of March, 2008.

Attorneys for Defendant

PEPPER HAMILTON LLP
Nina M. Gussack, admitted pro hac vice
George A. Lehner, admilled pro hac vice
John F. Brenner, admilledpro hac vice
3000 Two Logan Square
Philadelphia, PA 19103-2799
(215) 981-4618
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IN THE SUPERIOR COURT FOR THE STATE OF ALASKA

THIRD JUDICIAL DISTRICT AT ANCHORAGE

STATE OF ALASKA,

Plaintiff,

vs.

ELI LILLY AND COMPANY,

Defendant.

Case No. 3AN-06-05630 CI

WL~E 4

TRANSCRIPT OF PROCEEDINGS

March 6, 2008 - Pages 1 through 238

BEFORE THE HONORABLE MARK RINDNER
Superior Court Judge
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1 thinking about it, but I just will say that if

2 the door has been opened, it's not readily

3 apparent to me, at least at this point. If the

4 door is opened, we'll take that up, but right now

5 risk benefit analysis in a general sense is still

6 in a general sense and I haven't heard specific

7 differences of risk benefit analysis coming out

8 or any of those kinds of things nor have I heard

9 the statistics or any of that kind of thing.

10 I don't have that evidence

11 competently put in front of us at this point, and

12 so I'll just tell you that maybe after today's

13 testimony I'll think the door's been open, but

14 based on -- based on the opening, the door may be

15 open to the bipolar mania issue that was

16 discussed and there was a little bit of colloquy

17 between counsel as to whether it was approved or

18 whether it wasn't approved. But right now,

19 that's all I see the door being open.

20 MR. FIBICH: We would like the

21 opportunity to talk to the Court about that at

22 the conclusion of today's testimony.

23 MR. LEHNER: Your Honor, we'd be

24 happy to engage in that conversation if it's

25 necessary.
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~ this goes beyond the scope of what's

2 necessary to

3 THE COURT: So do I.

4 MR. KANTRA: Just establishing the

5 boundaries, sir. with that, my only objection

6 would be that he be offered as an expert witness

7 with respect to type 2 diabetes and not type 1,

8 since he's not offering that.

9 THE COURT: Any objections to that

10 clarification?

11

12

MR. SUGGS: No, Your Honor.

THE COURT: Then I'll recognize him

13 as that, as an expert and will be discussing type

14 2 diabetes.

15 MR. SUGGS: Your Honor, the State

Thank you, Your Honor.

Go, on Mr. Suggs.

Okay. We were talking

16 takes the position that Dr. Brancati is clearly

17 an expert with respect to both types of diabetes.

18 We're offering his testimony about type 2 and

19 that's essentially you've heard all the

20 testimony we're going to have about type 1.

21 THE COURT: Okay. I will recognize

22 him for that purpose.

23 MR. SUGGS:

24 THE COURT:

25 Q. (BY MR. SUGGS)
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1 decreased calorie expenditure in the form of

2 exercise and so weight deposits and then that

3 weight gain is associated with insulin

4 resistance.

5 Q. Sorry. I was going to ask you what

6 insulin resistance is.

7 A. Sure, sure. Well, for the body to

8 maintain a stable label of glucose, the pancreas

9 serves as a bit of thermostat. It senses the

10 level of glucose or sugar in the blood. As that

11 level rises, the pancreas secretes insulin. And

12 then the response of the body depends on a prompt

13 response to the insulin-sensitive tissues to that

14 signal.

15 What happens is as people gain

16 weight and reach middle age is they'll develop

17 resistance to that insulin signal or it will take

18 more and more insulin to generate the same

19 response of the body to incorporate glucose from

20 the blood into the insulin-sensitive tissues like

21 fat and liver and muscle. As long as the

22 pancreas compensates by making more insulin, by

23 sending out more hormone, the balance is

24 maintained and the glucose levels stay steady.

25 But unfortunately, in many people the pancreas
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~ wnen I'm walking slowly for a block, it's fine

2 but if I walk two blocks quickly, my legs will

3 cramp up. I'll get pain in the calves and I have

4 to rest for five minutes, then I can walk again.

5 Q. What is the end stage of this particular

6 problem in the leg?

7 A. The problem here is that the leg

8 gradually becomes more and more ischemic. It's

9 getting less and less blood and less and less

10 oxygen. And that -- that predisposes to

11 infection and infection can be very severe if the

12 blood -- if the body is unable to deliver oxygen

13 and nutrients and inflammatory cells to the

14 involved area. As the blood supply is closed

15 off, there could even be death of the tissue

16 downstream. So death of tissue due to lack of

17 blood is called gangrene. There's dry gangrene

18 when there's no infection involved and it's just

19 lack of blood and oxygen that kills the tissue;

20 it's called wet gangrene when there's an active

21 infection along with the compromised blood

22 supply.

23 Q. And do you have a picture of the dry

24 gangrene?

I do.A.25



3 diabetes. You see here the tips of the toes and

4 in this case the entire toe has essentially just

5 died, turned black, and gradually worn -- worn

6 away because of lack of blood supply.

7 Q. okay. So we've now talked about

8 atherosclerosis in the big vessels that can

9 impact the heart, the brain and the limbs.

10 Have we covered the macrovascular

11 side of the problem?

12 A. Yes.

2

Q.

A.

And what is this picture showing?

This is the foot of someone with

Page 82

13 Q. Okay. Let's go back and take a look at

14 the microvascular side of this.

15 This is the slide we looked at

16 earlier. But could you focus on the

17 microvascular portion of the slide and describe

18 for us what is involved in microvascular disease?

19 A. Sure. Macro is you can see with the

20 naked eye. Microvascular disease is disease of

21 the small vessels; the ones you can only see with

22 the microscope. There are three vessel beds we

23 are particularly concerned about in diabetes; the

24 retina, which is the screen in the back of the

25 eye that lets us see; the kidney and the nerves,



2 our legs. It pushes all the nutrients, pushes a

3 lot of the fluid out. And then on the return

4 trip it has to have a way to re-collect the fluid

5 and minerals. The only sort of pressure dragging

6 the fluid and minerals back is called osmotic

7 pressure, it's because the protein concentration

8 in the blood of albumin is maintained high enough

9 that it actually sucks that fluid back in. When

10 albumin levels drop, and the blood goes to the

11 leg, the fluid gets pushed out and never comes

12 back and is one of the causes of leg swelling and

13 fluid retention in the legs. That happens in

14 other parts of the body, for example, the chest

15 and it causes shortness of breath and trouble

16 there.

17 Q. Okay. I interrupted you. Can you go

18 back and explain what you mean by less filtering?

19 A. So one problem is the leakiness. The

20 other problem is sort of not leaky enough. One

21 way to think about this is using a coffee filter

22 to make coffee. You don't want the filter to be

23 leaky and let the coffee grounds go into the pot.

24 You don't want it that leaky. On the other hand,

25 if the filter doesn't work, if it was made of

l send blood

page 92

say the heart pumps blood to, say,
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19 care of people with diabetes include frequent

20 blood and urine testing. Some of that is to

21 check the sugar but some of that is also to check

22 on the kidney. We can -- in the urine we can

23 measure the leakiness of the kidney, how much

24 protein there is. And then in the blood we can

25 measure how waste products are breaking up. We

1 linoleum, you wouldn't be able to make coffee

2 because it needs to filter to a certain extent.

3 You need a filter that works just right.

4 Diabetes creates two problems for

5 the kidney. It makes parts of it more leaky and

6 it makes part of it not leaky enough. So the

7 overall amount of filtering that goes on

8 decreases. This is the bigger problem, because

9 when there's not enough filtering, the waste

10 products accumulate in the blood; acids, other

11 toxins, waste products formed by the normal

12 metabolism of all the cells in the body. When

13 those waste products build up, they can cause

14 illness and if untreated, before we had dialysis,

15 would lead to death.

16 Q. And you note there early damage shows in

17 blood and urine tests; is that correct?

Yeah, current recommendations for theA.18
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1 measure a substance called creatinine, a waste

2 product formed by muscle. When it's normally

3 filtered the level should be low in the blood.

4 And as the filtering system of the kidney begins

5 to deteriorate, we'll start to see levels of this

6 molecule go up. It's not dangerous in itself but

7 it stands for the collection of other waste

8 products that signal trouble.

9 Q. Okay. I think we had another slide here

10 that further discusses this but I think you may

11 have covered some of the items in there. Let me

12 see if I can pull it up. Okay. Did I do that or

13 did you do that?

14 Okay. Could you tell us what's

15 involved in this slide, what the later problems

16 are?

17 A. Sure. Well, early on, kidney disease is

18 pretty asymptomatic. People don't know that they

19 have it and that's why physicians have to check

20 the urine and the blood to get early signs. You

21 wouldn't know you have it at all. One of the

22 reasons we have two kidneys; there's a bit of

23 redundancy there. You can take out a whole

24 kidney. You could lose half your kidney function

25 and not notice it. That's the basis for kidney
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1 transplants. But as kidney function continues to

2 decline, and we go under 50 percent function,

3 down to 30 percent, 20 percent now the problems

4 are more serious than just abnormalities on

5 tests. Now fluid begins to accumulate in the

6 legs and chest, as I mentioned a moment ago.

7 People don't feel right. Fatigue, loss of

8 appetite, nausea. And then waste products begin

9 to accumulate in the blood, especially acids.

10 Our body generates a lot of acids in the course

11 of normal metabolism. If they don't come out in

12 the kidney, they build up in the blood. The pH

13 drops and that's incompatible with life. The

14 thing that keeps people alive, once they develop

15 full-blown kidney failure, is either

16 transplantation or hemodialysis. And diabetes is

17 the leading cause of kidney failure and the need

18 to go on dialysis in the United States.

20 element of microvascular disease that we have yet

21 to talk about and that's diabetic neuropathy; is

22 that right?

Okay. And there is, I think, one other

That's right.

Okay. Let me go to that.Q.

A.

Q.

24

19

23

25 If I can. There we go.
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1 example -- other elements of tobacco, for

2 example, chewing tobacco, smoking cigars or most

3 recently, passive smoking; all exposures related

4 to cigarette smoking. But the fact that we knew

5 so much about cigarette smoking made it a little

6 easier to connect the dots in relation to

7 those -- to those other elements of tobacco

8 exposure, whether active or passive.

9 And, for example, when the -- when

10 the passive smoking literature was developing,

11 the fact that we already knew that direct

12 exposure to cigarette smoke was highly dangerous

13 made it more likely right up front that passive

14 exposure to other people's smoke might be

15 dangerous, albeit somewhat less so.

16 Q. And then, finally, I think the last

17 factor in the Bradford-Hill criteria is

18 experiment; is that correct?

19 A. Yes. Experiment is really the acid

20 test. So a few moments ago I talked about the

21 acid test for proving A causes B, which is a

22 large-scale randomized human experiment where you

23 take thousands of people and follow them for

24 decades and then count the occurrence of

25 complications in the two groups. It's easy to



2 full-blown emphysema that restricts them to bed

3 and oxygen, but they might have chronic

4 bronchitis which is on the way to developing

5 full-blown emphysema. You could test that in the

6 short-term experiment and that would add to the

7 experimental -- that would add to the evidence

8 base in favor of causality.

1

9 Q.

For example, they might not have

Dr. Brancati, regarding diabetes, in

Page J.J.9

10 particular, and leaving aside for a moment the

11 question of whether Zyprexa is involved in

12 diabetes, are there risk factors for diabetes

13 that are well established and accepted in the

14 field of medicine?

15 A. Yes, there are.

16 Q. And let me pull up this next slide, Risk

17 Factors for Type 2 Diabetes. Can you very

18 briefly describe for us the risk factors that are

19 on this slide?

20 A. Sure. I've grouped them into two

21 categories modifiable and nonmodifiable. It's

22 just the jargon we use to mean the factors we can

23 do something about; the factors we can change or

24 modify, and the factors we can't do anything

25 about. The ones we can't do anything about, we
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1 don't fret too much over them, except that we

2 know that they can be used for risk prediction,

3 identifying which group's at highest risk to go

4 after the modifiable factors.

5 So the nonmodifiable factors for

6 type 2 diabetes that are well established, one is

7 age. As people get older, they're more and more

8 likely to have type 2 diabetes. Type 2 diabetes

9 is unusual in kids and young adults. Can happen.

10 It's happening more in this country, but it's a

11 strong risk factor.

12 Another factor is race and

13 ethnicity. It turns out in the United

14 States that people of European ancestry, we get a

15 lot of diabetes, but we get a lot less than

16 people of every other ethnic group in the United

17 States. So, African-Americans are at higher

18 risk, Hispanic Americans are at higher risk,

19 Native Americans, Pacific Islanders, Native

20 Alaskans, all of those other ethnic groups are at

21 higher risk than their European counterparts.

22 The third there is family history.

23 I think that's something we all know, that

24 diabetes runs in families, especially type 2

25 diabetes. It's always one of the questions we
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1 ask -- that I ask when someone comes in and

2 they're concerned about getting diabetes. I know

3 their age, their race, ethnicity. I also ask

4 them about a history of diabetes in the family.

5 If there's been a lot of it, I worry that they're

6 at high risk.

7 Q And then over on the right-hand side you

8 have the modifiable risk factors. Am I correct

9 that those are the ones that can be altered by

10 behavioral changes to some extent?

11 A. That's correct. These are the ones we

12 have a shot at doing something about. So obesity

13 is the single strongest risk factor for type 2

14 diabetes. The gradient of risk across the full

15 range of obesity, from lean all the way up to

16 morbidly obese, is well over tenfold. So it's

17 like over the full range of the relationship

18 between cigarette smoking and lung cancer. It is

19 the single biggest risk factor. That's why it's

20 been the target in studies aimed at preventing

21 diabetes and preventing diabetic complications.

22 Q. Dr. Brancati, how much weight gain does

23 it take to significantly increase the risk of

24 diabetes?

25 A. That's a good question. It depends
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5 weight gain. A kilo is about 2.2 pounds, so this

6 was on the order of eight or nine pounds of

7 weight gain in ten weeks.

1 something that's not effective at all. And,

2 again, you know, as we saw before, olanzapine and

3 clozapine up high here in terms of weight gain,

4 and olanzapine up in the range of a 4 kilogram

Is that a large amount of weight gain inQ.8

9 that short a period of time in your opinion?

10 A. Sure. That's a lot to gain in a short

11 period, because if you play that out over a year,

12 five times that, 40 pounds in a year. That's a

13 lot.

24 the scale. That's part of why the relationship

25 between olanzapine and Zyprexa was so plausible

20 studies in terms of the risk for diabetes, where

21 did olanzapine and clozapine stand on the scale

22 there?

15 clozapine are at the highest end over there on

16 the right in terms of weight gain of all those

17 other drugs; is that correct?

And it shows that olanzapine and

Right here. Right at the upper end of

That's correct.

When you were analyzing the data in the

Q.

A.

A.

Q.

14

23

18

19

IJ\
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Manic Episode

Episode Features

A Manic Episode is defined by a distinct period during which there is an abnormally
and persistently elevated, expansive, or irritable mood. This period of abnormal
mood. must last at least 1 week (or less if hospitalization is required) (Criterion A).
The mood disturbance must be accompanied by at least three additional symptoms
from a list that includes inflated self-esteem or grandiosity, decreased need for sleep,
pressure of speech, flight of ideas, distractibility, increased involvement in goa1­
directed activities or psychomotor agitation, and excessive involvement in pleasur­
able activities with a high potential for painful consequences. If the mood is irritable
(rather than elevated or expansive). at least four of the above symptoms must be
present (Criterion B). The symptoms do not meet criteria for a Mixed Episode, which
is characterized by the symptoms of both a Manic Episode and a Major Depressive
Episode occurring nearly every day (or at least a I-week period (Criterion C). The dis­
turbance must be sufficiently severe to cause marked impairment in social or occupa­
tional functioning or to require hospitalization, or it is characterized by the presence
of psychotic features (Criterion D). The episode must not be due to the direct physi­
ological effects of a drug of abuse. a medication, other somatic treatments for depres­
sion (e.g., electroconvulsive therapy or light therapy), or toxin exposure. The episode
must also not be due to the direct physiological effects of a general medical condition
(e.g., multiple sclerosis, brain tumor) (Criterion E).

The elevated mood of a Manic Episode may be described as euphoric, unusually
good, cheerful, or high. Although the person's mood may initially have an infectious
quality for the uninvolved observer, it is recognized as excessive by those who know
the person well. The expansive quality of the mood is characterized by unceasing and
indiscriminate enthusiasm (or interpersonal. sexual, or occupational interactions. For
example, the person may spontaneously start extensive conversations with strangers
in public places, or a salesperson may telephone strangers at home in the early morn­
ing hours to initiate sales. Although elevated. mood is considered the prototypical
symptom, the predominant mood disturbance may be irritability, particularly when
the person's wishes are thwarted. Lability of mood (e.g., the alternation between eu­
phoria and irritability) is frequently seen.

Inflated selfo.esteem is typicaUy present, ranging from uncritical self-confidence to
marked grandiosity, and may reach delusional proportions (Criterion 81). Individu­
als may give advice on matters about which they have no special knowledge (e.g.,
how to run the United Nations). Despite lack of any particular experience or talent,
the individual may embark on writing a novel or composing a symphony or seek
publicity for some impractical invention. Grandiose delusions are common (e.g., hav­
ing a special relationship to God or to some public figure from the political, religious,
or entertainment world).

Almost invariably, there is a decreased need for sleep (Criterion HZ). The person
usually awakens several hours earlier than usual. feeling full of energy. When the
sleep disturbance is severe. the person may go for days without sleep and yet not feel
tired.
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Manic EpisodeMood Disorders

Manic speech is typically pressured, loud, rapid, and difficult to interrupt (Criteri­
on 53). Individuals may talk nonstop, sometimes for hours on end, and without re­
gard for others' wishes to communicate. Speech is sometimes characte~edby.joking,
punnin~ and amusing irrelevancies. The individual may b~ome theatrical, WIth ~ra­

matic mannerisms and singing. Sounds rather than meanmgful conceptual relation­
ships may govern word choice (i.e., clanging). If the person's mood is more irritable
than expansive, speech may be marked by complaints, hostile comments, or angry
tirades.

The individual's thoughts may race, often at a rate faster than can be articulated. (Cri­
terion 64). Some individuals with Manic Episodes report that this experience resembles
watching two or three television programs simultaneously. Frequently there is flight
of ideas evidenced by a nearly continuous flow of accelerated speech, with abrupt
changes from one topic to another. For example, while talking about a potential busi­
ness deal to sell computers, a salesperson may shift to discussing in minute detail the
history of the computer chip, the industrial revolution, or applied mathematics. When
flight of ideas is severe, speech may become disorganized and incoherent.

Distractibility (Criterion 85) is evidenced by an inability to screen out irrelevant
external stimuli (e.g., the interviewer's tie, background noises or conversations, or
furnishings in the room). There may be a reduced ability to differentiate between
thoughts that are germane to the topic and thoughts that are only slightly relevant or
clearly irrelevant.

The increase in goal-directed activity often involves excessive planning of, and ex­
cessive participation in} multiple activities (e.g., sexual, occupational, political, reli­
gious) (Criterion 86). Increased sexual drive, fantasies, and behavior are often
present. The person may simultaneously take On multiple new business ventures
without regard for the apparent risks or the need to complete each venture satisfac­
torily. Almost invariably, there is increased sociability (e.g., renewing old acquain­
tances or calling friends or even strangers at all hours of the day or night), without
regard to the intrusive, domineering, and demanding nature of these interactions.
Individuals often display psychomotor agitation or restlessness by pacing or by hold­
ing multiple conversations simultaneously (e.g., by telephone and in person at the
same time). Some individuals write a torrent of letters on many different topiCS to
friends, public figures, or the media.

Expansiveness, unwarranted optimism, grandiosity, and poor judgment often
lead to an imprudent involvement in pleasurable activities such as buying sprees,
reckless driving, foolish business investments, and sexual behavior unusual for the
person, even though these activities are likely to have painful consequences (Criteri­
on 87). The individual may purchase many unneeded items (e.g., 20 pairs of shoes,
expensive antiques) without the money to pay for them. Unusual sexual behavior
may include infidelity or indiscriminate sexual encounters with strangers.

The impairment resulting from the disturbance must be severe enough to cause
marked impairment in functioning or to require hospitalization to protect the indi­
vidual from the negative consequences of actions that result from poor judgment
(e.g., finandallosses, illegal activities, loss of employment, assaultive behavior). By
definition, the presence of psychotic features during a Manic Episode constitutes
marked. impairment in functioning (Criterion D).

Symptoms like those seen in a Manic Episode may be due to the direct effects of
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antidepressant medication, electroconvulsive therapy, light therapy, or medication
prescribed for other general medical conditions (e.g., corticosteroids). Such presenta­
tions are not considered Manic Episodes and do not count toward the diagnosis of
Bipolar I Disorder. For example, if a person with recurrent Major Depressive Disorder
develops manic symptoms following a course of antidepressant medication, the epi­
sode is diagnosed as a Substance-Induced Mood Disorder, With Manic Features, and
there is no switch from a diagnosis of Major Depressive Disorder to Bipolar I Dis·
order. Some evidence suggests that there may be a bipolar "diathesis" in individuals
who develop manic-like episodes following somatic treatment for depression. Such
individuals may have an increased likelihood of future Manic, Mixed, or Hypomanic
Episodes that are not related to substances or somatic treatments for depression. This
may be an especially important consideration in children and adolescents.

Associated Features and Disorders

Associated descriptive features and mental disorders. Individuals with a Manic
Episode frequently do not recognize that they are ill and resist efforts to be treated.
They may travel impulsively to other cities. losing contact with relatives and caretak­
ers. They may change their dress. makeup, or personal appearance to a more sexually
suggestive or dramatically flamboyant style that is out of character for them. They
may engage in activities that have a disorganized or bizarre quality (e.g., distributing
candy, money, or advice to passing strangers). Gambling and antisocial behaviors
may accompany the Manic Episode. Ethical concerns may be disregarded even by
those who aTe typically very conscientious (e.g., a stockbroker inappropriately buys
and sells stock without the clients' knowledge or permissioni a scientist incorporates
the findings of others). The person may be hostile and physically threatening to others.
Some individuals, especially those with psychotic features, may become physically as­
saultive or suicidal. Adverse consequences of a Manic Episode (e.g., involuntary hos­
pitalization, difficulties with the law, or serious financial difficulties) often result
from pOOT judgment and hyperactivity. When no longer in the Manic Episode, most
individuals are regretful for behaviors engaged in during the Manic Episode. Some
individuals describe having a much sharper sense of smell. hearing, or vision (e.g.,
colors appear very bright). When catatonic symptoms (e.g., stupor, mutism, negativ­
ism, and posturing) are present. the specifier With Catatonic Features may be indicat­
ed (see p. 417).

Mood may shift rapidly to anger or depression. Depressive symptoms may last
moments, hours, or, more rarely, days. Not uncommonly, the depressive symptoms
and manic symptoms occur simultaneously. If the criteria for both a Major Depres­
sive Episode and a Manic Episode are prominent every day for at least 1 week, the
episode is considered to be a Mixed Episode (see p. 362). As the Manic Episode de­
velops, there is often a substantial increase in the use of alcohol or stimulants. which
may exacerbate or prolong the episode.

Associated laboratory findings. No laboratory findings that are diagnostic of a
Manic Episode have been identified. However, a variety of laboratory findings have
been noted to be abnormal in groups of individuals with Manic Episodes compared with
control subjects. Laboratory flndin&i in Manic Episodes include polysomnographic
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abnormalities and increased cortisol secretion. There may be abnormalities involving
the norepinephrine, serotonin, acetylcholine, dopamine, or ganuna-aminobutyric acid
neurotransmitter systems, as demonstrated by studies of neurotransmitter metabo­
lites, receptor functioning, pharmacological provocation, and neuroendocrine
function.

Specific Culture, Age, and Gender Features

Cultural considerations that were suggested for Major Depressive Episodes are also
relevant to Manic Episodes (see p. 353). Manic Episodes in adolescents are more likely
to include psychotic features and may be associated. with school truancy, antisocial
behavior, school failure, or substance use. A significant minority of adolescents ap­
pear to have a history of long-standing behavior problems that precede the onset of
a frank Manic Episode. It is unclear whether these problems represent a prolonged
prodrome to Bipolar Disorder or an independent disorder. See the corresponding sec­
tions 01 the texts for Bipolar I Disorder (p. 385) and Bipolar D Disorder (p. 394) lor spe­
cific information on gender.

Course

The mean age at onset for a first Manic Episode is the early 20s, but some cases start
in adolescence and others start after age 50 years. Manic Episodes typical1y begin sud­
denly, with a rapid escalation of symptoms over a few days. Frequently, Manic Epi­
sodes occur foUowing psychosocial stressors. The episodes usually last from a few
weeks to several months and are briefer and end more abrupUy than Major Depres­
sive Episodes. In many instances (SOo/o-6O%), a Major Depressive Episode immediate­
ly precedes or immediately follows a Manic Episode, with no intervening period of
euthymia. If the Manic Episode occurs in the postpartum period. there may be an in­
creased risk for recurrence in subsequent postpartum periods and the specifier With
Postpartum Onset is applicable (see p. 422).

Differential Diagnosis

A Manic Episode must be distinguished from a Mood Disorder Due to a General
Medical Condition. The appropriate diagnosis wouLd be Mood Disorder Due to a
General Medical Condition if the mood disturbance is judged to be the direct physi­
ological consequence of a specific general medical condition (e.g., multiple sclerosis,
brain tumor, Cushing's syndrome) (see p. 401). This determination is based on the
history, laboratory findings, or physical examination. If it is judged that the manic
symptoms are not the direct physiological consequence of the general medical condi­
tion, then the primary Mood Disorder is recorded on Axis I (e.g., Bipolar I Disorder)
and the general medical condition is recorded on Axis III (e.g., myocardial infarction).
A late onset 01 a first Manic Episode (e.g., after age 50 years) should alert the clinician
to the possibility of an etiological general medical condition or substance.

A Substance--lnduced Mood Disorder is distinguished from a Manic Episode by
the fact that a substance (e.g., a drug of abuse, a medication, or exposure to a toxin) is
judged to be etiologically related to the mood disturbance (see p. 405). Symptoms like
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!hose seen in a Manic Episode may be precipitated by a drug of abuse (e.g., manic
symptoms that occur only in the context of intoxication with cocaine would be diag­
nosed as Cocaine-Induced Mood Disorder, With Manic Features, With Onset During
Intoxication). Symptoms like those seen in a Manic Episode may also be precipitated
by antidepressant treatment such as medication, electroconvulsive therapy, or light
therapy. Such episodes are also diagnosed as Substance-Induced Mood Disorders
(e.g., Amitriptyline-Induced Mood Disorder, With Manic Features; Electroconvulsive
Therapy-Induced Mood Disorder, With Manic Features). However, clinical judg·
ment is essential to detennine whether the treatment is truly causal or whether a pri­
mary Manic Episode happened to have its onset while the person was receiving the
treatment (see p. 406).

Manic Episodes should be distinguished from Hypomanic Episodes. Although
Manic Episodes and Hypomanic Episodes have an identical list of characteristic
symptoms, the disturbance in Hypomanic Episodes is not sufficiently severe to cause
marked impairment in social or occupational functioning or to require hospitaliza­
tion. Some Hypomanic Episodes may evolve into full Manic Episodes,

Major Depressive Episodes with prominent initable mood may be difficult to
distinguish from Manic Episodes with irritable mood or from Mixed Episodes. This
determination requires a careful clinical evaluation of the presence of manic symp­
toms. [f criteria are met for both a Manic Episode and a Major Depressive Episode
nearly every day for at least a I-week period, this would constitute a Mixed Episode.

Attention-DeficitIHyperactivity Disorder and a Manic Episode are both charac­
terized by excessive activity, impulsive behavior, poor judgment, and denial of prob­
lems. Attention-Deficit/Hyperactivity Disorder is distinguished from a Manic
Episode by its characteristic early onset (Le.,.before age 7 years), chronic rather than
episodic course, lack of relatively clear onsets and offsets, and the absence of abnor­
mally expansive or elevated mood or psychotic features.

"'r
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iteria for Manic Episode
A distinct period of abnormally and persistently elevated, expansive, or irritable
mood, lasting at least 1 week (or any duration if hosprtalization is necessary).

During the period of mood disturbance, three (or more) of the following symptoms
have persisted (four if the mood is only irritable) and have been present to a signifi·
cant degree:

(1) inflated self·esteem or grandiosity
(2) decreased need for sleep (e.g., feels rested after only 3 hours of sleep)
(3) more talkative than usual or pressure to keep talking
(4) flight of ideas or subjective experience that thoughts are racing
(5) distractibility (Le., attention too easily drawn to unimportant or irrelevant ex·

ternal stimuli)
(6) Increase in goal..(jireeted activity (either socially, at work or school. or sexually)

or psychomotor agitation
(7) excessive involvement in pleasurable activities that have a high potential for

painful consequences (e.g .. engaging in unrestrained buying sprees, sexual in·
discretions, or foolIsh business investments)

C. The symptoms do not meet criteria for a Mixed Episode (see p. 365).

D. The mood disturbance is sufficiently severe to cause marked impairment in occupa·
tional functioning or In usual social activities or relationships with others, or to ne·
cessitate hospitalization to prevent harm to self or others, or there are psychotic
features.

E. The symptoms are not due to the direct physiological effects of a substance (e.g., a
drug of abuse, a medication, or other treatment) or a general medical condition
(e.g.• hyperthyroidism).

Note: Manic~like episodes that are clearly caused by somatic antidepressant treat·
ment (e.g., medication, electroconvulsive therapy, light therapy) should not count
toward a diagnosis of Bipolar I Disorder.

Mixed Episode

Episode Features

A Mixed Episode is characterized by a period of time (lasting at least I week) in which
the criteria are met both for a Manic Episode and for a Major Depressive Episode
nearly every day (Criterion A). The individual experiences rapidly alternating moods
(sadness, irritability, euphoria) accompanied by symptoms of a Manic Episode (see
p. 357) and a Major Depressive Episode (see p. 349). The symptom presentation fre­
quently includes agitation, insomnia, appetite dysregulation, psychotic features, and
suicidal thinking. The disturbance must be sufficiently severe to cause marked im­
pairment in social or occupational functioning or to require hospitalization, or it is
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Mixed Episode

characterized by the presence of psychotic features (Criterion B). The disturbance is

not due to the direct physiological effects of a substance (e.g., a drug of abuse, a med·
icatian, or other treabnent) or a general medical condition (e.g., hyperthyroid~sm)
(Criterion C). Symptoms like those seen in a Mixed Episode may be due to the direct
effects of antidepressant medication, electroconvulsive therapy, light therapy, or
medication prescribed for other general medical conditions (e.g., corticosteroids?
Such presentations are not considered Mixed Episodes and do not count toward a dI­
agnosis of Bipolar I Disorder, For example, if a person with recurrent Major Depres­
sive Disorder develops a mixed symptom picture during a course of antidepressant
medication, the diagnosis of the episode is Substance-Induced Mood Disorder, With
Mixed Features. and there is no switch from a diagnosis of Major Depressive Disorder
to Bipolar I Disorder. Some evidence suggests that there may be a bipolar "diathesis"
in individuals who develop mixed-like episodes following somatic treatment for de­
pression. Such individuals may have an increased likelihood of future Manic, Mixed,
or Hypomanic Episodes that are not related to substances or somatic treatments for
depression.1bis may be an especially important consideration in children and ado­
lescents.

Associated Features and Disorders

Associated descriptive features and mental disorders. Associated features of a
Mixed Episode are similar to those for Manic Episodes and Major Depressive Epi­
sodes. Individuals may be disorganized in their thinking or behavior. Because in­
dividuals in Mixed Episodes experience more dysphoria than do those in Manic
Episodes, they may be more likely to seek help.

Associated laboratory findings. laboratory findings for Mixed Episode are not well
studied, although evidence to date suggests physiological and endocrine fIndings
that are similar to those found in severe Major Depressive Episodes.

Specific Culture, Age, and Gender Features

Cultural considerations suggested for Major Depressive Episodes are relevant to
Mixed Episodes as well (see p. 353). Mixed episodes appear to be more common in
younger individuals and in individuals over age 60 years with Bipolar Disorder and
may be more common in males than in females.

Course

Mixed Episodes can evolve from a Manic Episode or from a Major Depressive Epi­
sode or may arise de novo. For example, the diagnosis would be changed. from Bi·
polar t Disorder, Most Recent Episode Manic, to Bipolar I Disorder, Most Recent
Episode Mixed, for an individual with 3 weeks of manic symptoms followed by
1 week of both manic symptoms and depressive symptoms. Mixed episodes may last
weeks to several months and may remit to a period with few or no symptoms or
evolve into a Major Depressive Episode. It is far less common for a Mixed Episode to
evolve into a Manic Episode.



Mood Disorders

A Mixed Episode must be distinguished hom a Mood Disorder Due to a General
Medical Condition. The diagnosis is Mood Disorder Due to a General Medical Con­
dition if the mood disturl>ance is judged to be the direct physiological consequence of
a specific general medical condition (e.g., multiple sclerosis, brain rumor, Cushing's
syndrome) (see p. 401). This detennination is based on the history, laboratory find­
ings, or physical examination. If it is judged that the mixed manic and depressive
symptoms are not the direct physiological consequence of the general medical condi­
tion, then the primary Mood Disorder is recorded on Axis 1 (e.g., Bipolar I Disorder)
and the general medical condition is recorded on Axis m(e.g., myocardial infarction).

A Substance-Induced Mood Disorder is distinguished from a Mixed Episode by
the fact that a substance (e.g., a drug of abuse, a medication, or exposure to a toxin) is
judged to be etiologically related to the mood disturbance (see p. 405). Symptoms like
those seen in a Mixed Episode may be precipitated by use of a drug of abuse (e.g.,
mixed manic and depressive symptoms that occur only in the context of intoxication
with cocaine would be diagnosed as Cocaine-Induced Mood Disorder, With Mixed
Features, With Onset During intOxication). Symptoms like those seen in a Mixed
Episode may also be precipitated. by antidepressant treatment such as medication,
electroconvulsive therapy, or light therapy. Sudt episodes are also diagnosed. as Sub­
stance-Induced Mood Disorders (e.g., Amitriptyline-Induced Mood Disorder, With
Mixed Features; Electroconvulsive Therapy-lnduced. Mood Disorder, With Mixed
Features). However, clinical judgment is essential to determine whether the treat­
ment is truly causal or whether a primary Mixed Episode happened. to have its onset
while the person was receiving the treatment (see p. 406).

Major Depressive Episodes with prominent irritable mood and Manic Episodes
with prominent irritable mood may be difficult to distinguish from Mixed Episodes.
This det~rminationrequires a careful clinical evaluation of the simultaneous presence
of symptol)1S that are characteristic of both a full Manic Episode and a full Major De­
pressive Episode (except for duration).

Attention-DeficitIHyperactivity Disorder and a Mixed Episode are both charac­
terized. by excessive actiVity, impulsive behavior, poor judgment, and denial of prob­
lems. Attention-Deficit/Hyperactivity Disorder is distinguished from a Mixed
Episode by its characteristic early onset (i.e., before age 7 years), chronic rather than
episodic course, lack of relatively clear onsets and offsets, and the absence of abnor­
mally expansive or elevated mood. or psychotic features. Children with Attention­
Deficit/Hyperactivity Disorder also sometimes show depressive symptoms such as
low self-esteem and fTustration tole,ranee. If criteria are met for both, Attention­
Deficit/Hyperactivity Disorder may be diagnosed in addition to the Mood Disorder.

Hypomanic Episode
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! !
Episode Features

A Hypomanic Episode is defined as a distinct period during which there is an abnor­
mally and persistently elevated, expansive, or irritable mood that lasts at least 4 days
(Criterion A). This period of abnonnal mood must be accompanied by at least three
additional symptoms from a list that includes inflated selI-esteem or grandiosity
(nondelusional), decreased need for sleep, pressure of speech, flight of ideas, distract­
ibility, increased involvement in goaL·directed activities or psychomotor agitation,
and excessive involvement in pleasurable activities that have a high potential for
painful consequences (Criterion B). If the mood is irritable ;ather than elevated or ex­
pansive, at least four of the above symptoms must be present. This list of additional
symptoms is identical to those that define a Manic Episode (see p. 357) except that de­
lusions or hallucinations cannot be' present. The mood during a Hypomanic Episode
must be dearly different from the individual's usual nondepressed mood, and there
must be a clear change in functioning that is not characteristic of the individual's usu­
al functioning (Criterion C). l!e<:ause the changes in mood and functioning must be
observable by others (Criterion 0), the evaluation o( this criterion will often require
interviewing other infonnants (e.g., family members). History from other informants
is particularly important in the evaluation of adolescents. In contrast to a Manic Epi­
sode, a Hypomanic Episode is not severe enough to cause marked impairment in
social or occupational functioning or to require hospitalization, and there are no psy­
chotic features (Criterion E). The change in functioning for some individuals may
take the fonn o( a marked increase in efficiency, accomplishments, or creativity.
However, (or others, hypomania can cause some social or occupational impairment.

Hypomanic Episode

Criteria for Mixed Episode
A. The criteria are met both for a Manic Episode (see p. 362) and for a Major Depressive

Episode (see p. 356) (except for duration) nearly every day during at least a '-week

period.

B. The 'mood disturbance is sufficiently severe to cause marked impairment in occupa­
tional functioning or In usual social activities or relationships with others, or to
necessitate hospitalization to prevent harm to self or others, or there are psychotic
features.

C. The symptoms are not due to the direct ph~iological effects of a substance (e.g., a
drug of abuse, a medication. or other treatment) or a general medical condition
(e.g., hyperthyroidism).

Note: Mixed-like episodes that are clearly caused by somatic antidepressant treat­
ment (e.g., medication, electroconvulsive therapy, light therapy) should not count
toward a diagnosis of Bipolar IDisorder.

Hypomanic Episode

VI
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The mood disturbance and other symptoms must not be due to the direct physicr
Jgica.l effects of a drug of abuse, a medication, other treatment for depression (e1.ec~

roconvulsive therapy or light therapy), or toxin exposure. The episode must also not
'" due to the direct physiological effects of a general medical condition (e.g., multiple
clerosis, brain tumor) (Criterion F). Symptoms like those seen in a Hypomanic Epi­
ode may be due to the direct effects of antidepressant medication, electroconvulsive
herapy, light therapy, or medication prescribed for other general medical conditions
e.g., corticosteroids). Such presentations are not considered Hypomanic Episodes
I11d do not count toward the diagnosis of Bipolar U Disorder. For example, if a person
vith recurrent Major Depressive Disorder develops symptoms of a hypomanic-like
l'isode during a COUISe of antidepressant medkation, the episode is diagnosed as a
iubstance--Induced Mood Disorder, With Manic Features, and there is no switch from
I diagnosis of Major Depressive Disorder to Bipolar II Disorder. Some evidence sug­
;ests that there may be a bipolar "diathesis" in individuals who develop manic- or
\ypomanic-like episodes follOWing somatic treatment Ior depression. Such individu­
tIs may have an increased likelihood of future Manic or HypomaniC Episodes that are
lot related to substances or somatic treatments for depression.

The elevated mood in a Hypomanic Episode is described as euphoric, unusually
~ood, cheerful, or high. Although the person's mood may have an infectious quality
:or the uninvolved observer, it is recognized as a distinct change from the usual self
>y those who know the person well. The expansive quality of the mood disturbance
s characterized by enthusiasm for social, interpersonal, or occupational interactions.
bJthough elevated mood is considered prototypical, the mood disturbance may be ir­
ritable or may alternate between euphoria and irritability. Characteristically, inflated
~-esteem, usually at the level of uncritical self-confidence rather than marked gran­
iiosity, is present (Criterion 81). There is very often a decreased need for sleep (Cri­
retion B2); the person awakens before the usual time with increased energy. The
speech of a person with a Hypomanic Episode is often somewhat louder and more
rapid than usual, but is not typically difficult to interrupt. It may be full of jokes, puns,
plays on words, and irrelevancies (Criterion 63). Flight of ideas is uncommon and, if
present, lasts for very brief periods (Criterion 84).

Distractibility is often present, as evidenced by rapid changes in speech or activity
as a result of responding to various irrelevant external stimuli (Criterion BS). The in­
crease in goal-directed activity may involve planning of, and participation in, multi­
ple activities (Criterion 86). These activities are often creative and productive (e.g.,
writing a letter to the editor, clearing up paperwork). Sociability is usually increased,
and there may be an increase in sexual activity. There may be impulsive activity such
as buying sprees, reckless driving, or foolish business investments (Criterion 87).
However, such activities are usually organized, are not bizarre, and do not result in
the level of impainnent that is characteristic of a Manic Episode.

Associated Features and Disorders

Associated features of a Hypomanic Episode are similar to those for a Manic Episode.
Mood may also be characterized as dysphoric if irritable or depressive symptoms are
more prominent than euphoria in the clinical pre.sentation.
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Specific Culture and Age Features

Cultural considerations that were suggested for Major Depressive Episodes are rele­
vant to Hypomanic J1pisodes as weU (see p. 353). In younger (e.g., adolescent) per­
sons, Hypomanic Episodes may be associated with school truancy, antisocial
behavior, school failure, or substance use.

Course

A Hypomanic Episode typically begins suddenly, with a rapid escalation of symp­
toms within a day or two. Episodes may last for several weeks to months and are usu­
ally more abrupt in onset and briefer than Major Depressive Episodes. In many cases,
the Hypomanic Episode may be preceded or followed by a Major Depressive Epi·
sode. Studies suggest that 5%-15% of individuals wi~ hypomania will ultimately de­
velop a Manic Episode.

Differential Diagnosis

A Hypomanic Episode must be distinguished from a Mood Disorder Due to a Gen­
eral Medical Condition. The diagnosis is Mood Disorder Due to a General Medical
Condition if the mood disturbance is judged to be the direct physiological conse­
quence of a specific general medical condition (e.g., multiple sclerosis, brain tumor,
Cushing's syndrome) (see p. 401). This determination is based on the history, labora­
tory findings, or physical examination. If it is judged that the hypomanic symptoms
are not the direct physiological consequence of the general medical condition, then
the primary Mood Disorder is recorded on Axis I (e.g., Bipolar 11 Disorder) and the
general medical condition is recorded on Axis III (e.g., myocardial infarction).

A Substance-Induced Mood Disorder is distinguished from a Hypomanic Epi~

sode by the fact that a substance (e.g., a drug of abuse, a medication, or exposure to a
toxin) is judged to be etiologically related to the mood disturbance (see pA05). Symp­
toms like those seen in a Hypomanic Episode may be precipitated by a drug of abuse
(e.g., hypomanic syl)'\ptoms that occur only in the context of intoxication with cocaine
would be diagnosed as Cocaine-Induced Mood Disorder, With Manic Features, With
Onset During Intoxication). Symptoms like those seen in a Hypomanic Episode may
also be precipitated by antidepressant treatment such as medication, electroconvul~
sive therapy, or light therapy. Such episodes are also diagnosed as Substance­
Induced Mood Disorders (e.g., Amitriptyline-Induced Mood Disorder, With Manic
Features; ElectToconvulsive Therapy-Induced Mood Disorder, With Manic Fea­
tures). However, clinical judgment is essential to determine whether the treatment is

truly causal or whether a primary Hypomanic Episode happened to have its onset
while the person was receiving the treatment (see p. 406).

Manic Episodes should be distinguished from Hypomanic Episodes. Although
Manic Episodes and Hypomanic Episodes have identical lists of characteristic symp­
toms, the mood disturbance in Hypomanic Episodes is not sufficiently severe to cause
marked impairment in social or occupational functioning or to require hospitaliza­
tion. Some Hypomanic Episodes may evolve into full Manic Episodes.

Attention-OeficitlHyperadivity Disorder and a Hypomanic Episode are both
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characterized by excessive activity, impulsive behavior, poor judgment, and denial of
problems. Attention-Deficit/Hyperactivity Disorder is distinguished from a Hypo­
manic Episode by its characteristic early onset (Le., before age 7 years), chronic rather
than episodic course, lack of relatively clear onsets and offsets, and the absence of at>­
normally expansive or elevated mood.

A Hypomanic Episode must be distinguished from eUlhymia, particularly in indi­
viduals who have been chronically depressed and are unaccustomed to the experi·
ence of a nondepressed mood state.

Criteria for Hypomanic Episode
A. A distinct period of persistently elevated, expansive. or irritable mood, lasting

throughout at least 4 days, that is clearly different from the usual nondepressed
mood.

B. During the period of mood disturbance, three (or more) of the follOWing symptoms
have persisted (four if the mood is only irritable) and have been present to a signifi­
cant degree:

(1) inflated self-esteem or grandiosity
(2) decreased need for sleep (e.g., feels rested after only 3 hours of sleep)
(3) more talkative than usual or pressure to keep talking
(4) flight of ideas or subjective eKperience that thoughts are racing
(5) dlstraetlbillty (I.e., attention too easily drawn to unimportant or inelevant ex­

ternal stimuli)
(6) increase in goal-directed activity (either socially, at work or school, or sexually)

or psychomotor agitation
(7) excessive involvement in pleasurable activities that have a high potential for

painful consequences (e.g., the person engages in unrestrained buying sprees,
sexual Indiscretions, or foolish business investments)

C. The episode is associated with an unequivocal change in functioning that is unchar­
acteristic of the person when not symptomatic.

O. The disturbance in mood and the change in functioning are observable by others.

E. The episode is not severe enough to cause marked impairment in social or occupa­
tional functioning, or to necessitate hospitalization, and there are no psychotic fea·
tures.

F. The symptoms 3re not due to the direct physiological effects of a substance (e.g., a
drug of abuse, a medication, or other treatment) or a general medical condition
(e.g., hyperthyroidism).

Note: Hypomanic-l1ke episodes that are dearly caused by somatic antidepressant
treatment (e.g., medication, electroconvulsive therapy, light therapy) should not
count toward a diagnosis of Bipolar II Disorder.
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3. Recurrent brief depressive disorder: depressive episodes lasting from 2 days up
to 2 weeks, occurring at least once a month for 12 months (not associated with
the menstrual cycle) (see p. 778 for suggested research criteria).

4. Postpsychotic depressive disorder of Schizophrenia: a Major Depressive Epi­
sode that occurs during the residual phase of Schizophrenia (see p. 767 for sug­
gested research criteria).

5. A Major Depressive Episode superimposed on Delusional Disorder, Psychotic
Disorder Not Otherwise Specified, or the active phase of Schizophrenia.

6. Situations in which the clinidan has concluded that a depre-sive disorder is
present but is unable to detennine whether it is primary, due to a general medi­
cal condition, or substance induced.

Bipolar Disorders

This section includes Bipolar I Disorder, Bipolar n Disorder, Cyclothymia, and Bipo­
lar Disorder Not Otherwise Specified. There are six separate criteria sets for Bipolar I
Disorder: Single Manic Episode, Most Recent Episode Hypomanic, Most Recent Epi­
sode Manic, Most Recent Episode Mixed, Most Recent Episode Depressed, and Most
Recent Episode Unspecified. Bipolar I Disorder, Single Manic Episode, is used to de­
scribe individuals who are having a first episode of mania. The remaining criteria sets
are used to specify the nature of the current (or most recent) episode in individuals
who have had recurrent mood episodes.

Bipolar I Disorder

Diagnostic Features

The essential feature of Bipolar I Disorder is a clinical course that is characterized by
the occurrence of one or more Manic Episodes (see p. 357) or Mixed Episodes (see
p. 362). Often individuals have also had one or more Major Depressive Episodes (see
p. 349). Episodes of Substance-Induced Mood Disorder (due to the direct effects of
a medication, other somatic treatments for depression, a drug of abuse, or toxin ex­
posure) or of Mood Disorder Due to a GeneraJ Medical Condition do not count to­
ward a diagnosis of Bipolar I Disorder. In addition, the episodes are not better
accounted for by Schizoaffeclive Disorder and are not superimposed on Schizophre­
nia, Schizophreniform Disorder, Delusional Disorder, or Psychotic Disorder ot Oth­
erwise Specified. Bipolar I Disorder is subclassified in the fourth digit of the code
according to whether the individual is experiencing a first episode (i.e., Single Manic
Episode) or whether the disorder is recurrent. Recurrence is indicated by either a shift
in the polarity of the episode or an interval between episodes of at least 2 months
without manic symptoms. A shift in polarity is defined as a clinical course in which
a Major Depressive Episode evolves into a Manic Episode or a Mixed. Episode or in
which a Manic Episode or a Mixed Episode evolves into a Major Depressive Episode.
In contrast, a Hypomanic Episode that evolves into a Manic Episode or a Mixed. Epi-



The diagnostic codes for Bipolar I Disorder are selected as follows:

Recording Procedures

The foUm'ling specifiers Ciln be used to indicate the pattern of episodes:

longitudinal Course Specifiers (With and Without Full Interepisode Recov­
ery) (see p. 424)

With Seasonal Pattern (applies only to the pattern of Major Depressive Epi­
sodes) (see p. 425)

With Rapid Cycling (see p. 427)

If criteria are currently met for a Major Depressive Episode, the following may be
ll"ed to describe features of the current episode (or, Ucriteria are not currently met
but the most recent episode of Bipolar I Disorder was a Major Depressive Episode,
the,e specifiers apply to that episode):

Chronic (see p. 417)
With Melancholic Features (see p. 419)
With Atypical Features (see p. 420)

If the full criteria are not currently met for a Manic, Mixed or Major Depressive Ep­
1"lId~', the following specifiers may be used to describe the current clinical status of
rill' lSi polar I Disorder and to describe features of the most recent episode:

In Partial Remission, In Full Remission (see p, 411)
With Catatonic Features (see p. 417)
With Postpartum Onset (see p. 422)

1. The first tnree digit< are 296.
2. The fourth digit is 0 if there is a single Manic Episode. For recurrent episodes, the

fourtn digit indicates the nature of tne current episode (or, if tne Bipolar I Dis-
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IIlh,. IlllllTjt~riaare currently met for a Manic, Mixed, or Major Depressive Episod~,

Ilw llllh.wing specifiers may be used to describe the current clinical status of the epI­

,-,I,· ,llld tCI describe features of the current episode:

Mild, Moderate, Severe Without Psychotic Features, Severe With Psychotic

Features (see p. 411)
With Catatonic Features (see p. 417)
With Postpartum Onset (see p. 422)

... h ,,, I \./'11111.: Episode that evolves into a Mixed Episode (or vice versa). is consid­
..., I 11'1',' .,111 .... <1 single episode. For recurrent Bipolar I Disorders. the nature of the

tllt'"l "'I' 1111,.. t recent) episode can be specified (Most Recent Episode Hypomanic.
\",,,,1 1{1'1 '·111 Episode Manic, Most Recent Episode Mixed. Most Recent Episode De­

I't' ...."11 "It ,.. t Recent Episode Unspecified).
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order is currently in partial or full remission, the nature of the most recent epi­
sode) as follows: 4 if the current or most recent episode is a Hypomanic Episode
or a Manic Episode, 5 if it is a Major Depressive Episode, 6 if it is a Mixed Epi­
sode, and 7 if the current or most recent episode is Unspecified.

3. The fifth digit (except for Bipolar I Disorder, Most Recent Episode Hypomanic,
and Bipolar I Disorder, Most Recent Episode Unspecified) indicates the severity
of the current episode if full criteria are met for a Manic, Mixed, or Major Depres­
sive Episode as follows: 1 for Mild severity, 2 for Moderate severity, 3 for Severe
Without Psychotic Features, 4 for Severe With Psychotic Features. If full criteria
are not met for a Manic, Mixed, or Major Depressive Episode, the fifth digit in­
dicates the current clinical status of the Bipolar f Disorder as follows: 5 for in Par­
tial Remission, 6 for In FulJ Remission. U current severity or clinical status is
unspecified, the fifth digit is O. Other specifiers for Bipolar I Disorder cannot be
coded. For Bipolar I Disorder, Most Recent Episode Hypomanic, the fifth digit is
always O. For Bipolar Disorder, Most Recent Episode Unspecified, there is no
fifth digit.

In recording the name of a diagnosis, terms should be listed in the following order:
Bipolar I Disorder, specifiers coded in the fourth digit (e.g., Most Recent Episode
Manic), specifiers coded in the fifth digit (e.g., Mild, Severe With Psychotic Features,
In Partial Remission), as many specifiers (without codes) as apply to the current or
most recent episode (e.g., With Melancholic Features, With Postpartum Onset), and
as many specifiers (without codes) as apply to the course of episodes (e.g., With Rap­
id Cycling); for example, 296.54 Bipolar I Disorder, Most Recent Episode Depressed,
Sever. With Psychotic Features, With Melancholic Features, With Rapid Cycling.

Note that if the single episode of Bipolar I Disorder is a Mixed Episode, the diag­
nosis would be indicated as 296.0x Bipolar I Disorder, Single Manic Episode, Mixed.

Associated Features and Disorders

Associated descriptive features and mental disorders. Completed suicide occurs
in 100/0-15% of individuals with Bipolar IDisorder. Suicidal ideation and attempts are
more likely to occur when the individual is in a depressive or mixed state. Child
abuse, spouse abuse, or other violent behavior may occur during severe Manic Epi­
sodes or during those with psychotic features. Other associated problems include
school truancy, school failure, occupational failure, divorce, or episodic antisocial be­
havior. Bipolar Disorder is associated with Alcohol and other Substance Use Dis­
orders in many individuals. Individuals with earlier onset of Bipolar 1 Disorder are
more likely to have a history of current alcohol or other substance use problems. Con­
comitant alcohol and other substance use is associated with an increased number of
hospitalizations and a worse course of illness. Other associated mental disorders
include Anorexia Nervosa, Bulimia Nervosa, Attention-Deficit/Hyperactivity Dis­
order, Panic Disorder, and Social Phobia.

Associated laboratory findings. There appear to be no laboratory features that are
diagnostic of Bipolar I Disorder or that distinguish Major Depressive Episodes found
in Bipolar I Disorder from those in Major Depressive Disorder or Bipolar 11 Disorder.



Prevalence

385\

I'WKII1~ 'ltudies comparing groups of individuals with Bipolar I Disorder with
"rtriIV-i \'11th Major Depressive Disorder or groups without any Mood Disorder tend
~~ IHW' increased rates of right-hemispheric lesions, or bilateral subcortical or peri­
v\lf\trlcul.u lesions in those with Bipolar I Disorder.

At.oclated physical examination findings and general medical conditions. An

t,t11 ,Il onset for a first Manic Episode after age 40 years shouJ~ alert th~ ~inician to
It u possibility that the symptoms may be due to a general me.dieal condi~on or su~­
,1.tl1c.'c lise. Current or past hypothyroidism or laboratory eVIdence of mild thyrOId
hypofunction may be associated with Rapid Cycling (see p. 427). In addition, hyper­
IhyrOIJism may precipitate or worsen manic symptoms in individuals Wlth a ~re~x­
,.,jIlH Mood Disorder. However, hyperthyroidism in individuals without preeXIsting

~flMld Disorder does not typically cause manic symptoms.

Specific Culture, Age, and Gender Features

111cre me no reports of differential incidence of Bipolar I Disorder based on race or
l'lhnicity. There is some evidence that clinicians may have a tendency to overdiag­
rillS\! Schizophrenia (instead of Bipolar Disorder) in some ethnic groups and in
younger individuals.

Approximately 10%-15% of adolescents with recurrent Major Depressive Epi-
·•..,des will go on to develop Bipolar [ Disorder. Mixed Episodes appear to be more
likely in adolescents and young adults than in older adults.

R~ent epidemiological studies in the United States indicate that Bipolar [Disorder
1-; .-.pproximately equally common in men and women (unlike Major Depressive Dis­
l)rder, which is more common in women). Gender appears to be related to the num­
ber and type of Manic and Major Depressive Episodes. The first episode in males is
111ure likely to be a Manic Episode. The first episode in females is more likely to be a
l'v'lajor Depressive Episode. In men the number of Manic Episodes equals or exceeds
the number of Major Depressive Episodes, where!1s in women Major Depressive
Episodes predominate. In addition, Rapid Cycling (see p. 427) is more common in
women than in men. Some evidence suggests that mixed or depressive symptoms
during Manic Episodes may be more common in women as well, although not all
studies are in agreement. Thus, women may be at particular risk for depressive or in­
termixed mood. symptoms. Women with Bipolar I Disorder have an increased risk of
developing subsequent episodes in the immediate postpartum period. Some women
have their first episode during the postpartum period. The specifier With Postpartum
Onset may be used to indicate that the onset o[ the episode is within 4 weeks of de­
livery (see p. 422). The premenstrual period may be associated with worsening of an
ongoing Major Depressive, Manic, Mixed, or Hypomanic Episode.

The lifetime prevalence of Bipolar I Disorder in community samples has varied from
0.4% to 1.6%.
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Course

Average age at onset is 20 for both men and women. Bipolar I Disorder is a recurrent
disorder-more than 90% of individuals who have a single Manic Episode go on to
have future episodes. Roughly 6lW~70% of Manic Episodes occur immediately be­
fore or after a Major Depressive Episode. Manic Episodes often precede or follow the
Major Depressive Episodes in a characteristic pattern for a particular person. The
number of lifetime episodes (both Manic and Majer Depressive) tends to be higher
for Bipolar I Disorder compared with Major Depre~ive Disorder, Recurrent. Studies
of the course of Bipolar I Disorder prior to lithium maintenance treatment suggest
that, on average, four episodes occur in 10 years. The interval between episodes tends
to decrease as the individual ages. There is some evidence that changes in sleep-wake
schedule such as occur during time zone changes or sleep deprivation may precipi­
tate or exacerbate a Manic, Mixed, or Hypomanic Episode. Approximately 5%--15%
of individuals with Bipolar I Disorder have multiple (four or more) mood episodes
(Major Depressive, Manic, Mixed, or Hypomanic) that occur within a given year.
If this pattern is present, it is noted by the specifier With Rapid Cycling (see p. 427).
A rapid-cycling pattern is associated with a poorer prognosis.

Although the majority of individuals with Bipolar I Disorder experience signifi­
cant symptom reduction behveen episodes, some (200/0-30%) continue to display
mood lability and other residual mood symptoms. As many as 60% experience chron­
ic interpersonal or occupational difficulties between acute episodes. Psychotic symp­
toms may develop after days or weeks in what was previously a nonpsychotic Manic
or Mixed Episode. When an individual has Manic Episodes \vith psychotic features,
subsequent Manic Episodes are more likely to have psychotic features. Incomplete in­
terepisode recovery is more common when the current episode is accompanied by
mood·incongruent psychotic features.

Familial Pattern

Fmt-degree biological relatives of individuals with Bipolar [Disorder have elevated
rates of Bipolar I Disorder (4o/~24%),Bipolar Il Disorder (Jo/~S%),and Major Depres­
sive Disorder (4o/~24%).Those individuals with Mood Disorder in their first-degree
biological relatives are more likely to have an earlier age at onset. Twin and adoption
studies provide strong evidence of a genetic influence for Bipolar I Disorder.

Differential Diagnosis

Major Depressive, Manic, Mixed, and Hypomanic Episodes in Bipolar I Disorder must
be distinguished from episodes of a Mood Disorder Due to a General Medical Condi­
tion. The diagnosis is Mood Disorder Due to a General Medical Condition for episodes
that are judged to be the direct physiological consequence of a specific general medical
condition (e.g., multiple sclerosis, stroke, hypothyroidism) (see p. 401). This determina­
tion is based on the history, laboratory findings, or physical examination.

A Substance-Induced Mood Disorder is distinguished from Major Depressive.
Manic, or Mixed Episodes that occur in Bipolar I Disorder by the fact that a substance
~e.g., a drug ~f abuse,a ll1edication, or exposure.to a toxin) is judged to be etiological·
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\I,,,·J. or Hypomanic Episode may be part of an intoxication with or withdrawal
j(lUll.1 drug of abuse and should be diagnosed as a Substance-Induced. Mood Disor­
.!t·r {e.g., euphoric mood that occurs only in the context of intoxication with cocaine
wmdd be diagnosed as Cocaine-Induced Mood Disorder, With Manic Features. With
()ll;d During lntoxication). Symptoms like those seen in a Manic or Mixed Episode
ftl,1V .115u be precipitated by antidepressant treatment such as medication, electrocon­
vllblVe therapy, or light therapy. Such episodes may be diagnosed as a Substance­
Indllced Mood Disorder (e.g., Amitriptyline-Induced Mood Disorder, With Manic
!"',Itllres; Electroconvulsive Therapy-Induced Mood Disorder, With Manic Features)
.llld would not count toward a diagnosis of Bipolar I Disorder. However, when the
'.ubstance use or medication is judged not to fully account for the episode (e.g., the
\'pisoJe continues for a considerable period autonomously after the substance is dis­
I..lllltinued), the episode would count toward a diagnosis of Bipolar I Disorder.

Bipolar I Disorder is distinguished from Major Depressive Disorder and Dysthy­
mic Disorder by the lifetime history of at least one Manic or Mixed Episode. Bipolar I
Oisorder is distinguished from Bipolar II Disorder by the presence of one or more
l'Annic or Mixed Episodes. When an individual previously diagnosed with Bipolar II
Disorder develops a Manic or Mixed Episode, the diagnosis is changed to Bipolar I
Uisorder.

[n Cyclothymic Disorder, there are numerous periods of hypomanic symptoms
that do not meet criteria for a Manic Episode and periods of depressive symptoms
that do not meet symptom or duration criteria for a Major Depressive Episode. Bipo­
lor [ Disorder is distinguished from Cyclothymic Disorder by the presence of one or
more Manic or Mixed Episodes. If a Manic or Mixed Episode occurs after the first
2 years of Cyclothymic Disorder, then Cyclothymic Disorder and Bipolar I Disorder
may both be diagnosed.

The differential diagnosis between Psychotic Disorders (e.g., Schizoaffective Disor­
der, Schizophrenia, and Delusional Disorder) and Bipolar I Disorder may be difficult
(especiaUy in adolescents) because these disorders may share a number of presenting
symptoms (e.g., grandiose and persecutory delusions, irritability, agitation, and cata­
tonic symptoms), particularly cross-sectionally and early in their course. In contrast
to Bipolar I Disorder, Schizophrenia, Schizoaffective Disorder. and Delusional Disor­
der are aU characterized by periods of psychotic symptoms that occur in the absence
of prominent mood symptoms. Other helpful considerations include the accompany­
ing symptoms, previous cocrse, and family history. Manic and depressive symptoms
may be present during Schizophrenia, Delusional Disorder, and Psychotic Disorder
Not Otherwise Specified, but rarely with sufficient number, duration, and pervasive­
ness to meet criteria for a Manic Episode or a Major Depressive Episode. However,
when full criteria are met (or the symptoms are of particular clinical significance), a
diagnosis of Bipolar Disorder Not Otherwise Specified may be made in addition to
the diagnosis of Schizophrenia, Delusional Disorder, or Psychotic Disorder ot Oth­
erwise Specified.

If there is a very rapid alternation (over days) between manic symptoms and de­
pressive symptoms (e.g., several days of purely manic symptoms followed by several
days of purely depressive symptoms) that do not meet minimal duration criteria for
a Manic Episode or Major Depressive Episode, the diagnosis is Bipolar Disorder Not
Otherwise Specified.
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Diagnostic criteria for
296.0x Bipolar I Disorder. Single Manic Episode

A. Presence of only one Manic Episode (see p. 362) and no past Major Depressive Epi­

sodes.
Note: Recurrence is defined as either a change in polarity from depression or an
interval of at least 2 months without manic symptoms.

B. The Manic Episode is not better accounted for by Schizoaffective Disorder and is not
superimposed on Schizophrenia, Schizophrenikrm Disorder, Delusional Disorder, or
Psychotic Disorder Not Otherwise Specified.

Specify if:

Mixed: if symptoms meet criteria for a Mixed Episode (see p_ 365)

If the full criteria are currently met for a Manic, Mixed, or Major Depressive Episode,
specify its current clinical status and/or features:

Mild, Moderate, Severe Without Psychotic Features/Severe With Psychotic
Features (see p. 410)
With Catatonic Features (see p. 417)
With Postpartum Onset (see p. 422)

If the fuJI criteria are not currently met for a Manic, Mixed, or Major Depressive Epi­
sode, specify the current clinical status of the Bipolar I Disorder or features of the most
recent episode:

In Partial Remission, In Full Remission (see p. 410)
With Catatonic Features (see p. 417)
With Postpartum Onset (see p. 422)

Diagnostic criteria for
296.40 Bipolar I Disorder. Most Recent Episode Hypomanic
A. Currently (or most recently) in a Hypomanic Episode (see p. 368).

B. There has previously been at least one Manic Episode (see p. 362) or Mixed Episode
(see p. 365).

C. The mood symptoms cause clinically significant distress or impairment in social, occu­
pational, or other important areas of functioning.

D. The mood episodes in Criteria A and 8 are not better accounted for by Schizoaffective
Disorder and are not superimposed on SChizophrenia, Schizophreniform Disorder,
Delusional Disorder, or Psychotic Disorder Not Otherwise Specified.

Specify:

Longitudinal Course Specifiers (With and Without Interepisode Recovery)
(see p. 424)
With Seasonal Pattern (applies only to the pattern of Major Depressive Episodes)
(see p. 425)
With Rapid Cycling (see p. 427)
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Diagnostic criteria for
296.4x Bipolar I Disorder. Most Recent Episode Manic

A. Currently (or most recently) in a Manic Episode (see p. 362).

n There has previously been at least one Major Depressive Episode (see p. 356), Manic

Episode (see p. 362), or Mixed Episode (see p. 365).

C. The mood episodes in Criteria A and B are not better accounted for by Schizoaffective
Disorder and are not superimposed on SChizophrenia, Schizophreniform Disorder,

Delusional Disorder, or Psychotic Disorder Not Otherwise Specified.

If the full criteria are currently met for a Manic Episode, specify its current clinical status

.Ind/or features:
Mild. Moderate, Severe Without Psychotic Features/Severe With Psychotic

Features (see p. 413)
With Catatonic Features (see p. 417)
With Postpartum Onset (see p. 422)

If the full criteria are not currently met for a Manic Episode, specify the current clinical
Hatus of the Bipolar I Disorder and/or features of the most recent Manic Episode:

In Partial Remission. In Full Remission (see p. 414)
With Catatonic Features (see p. 417)
With Postpartum Onset (see p. 422)

Specify:

Longitudinal Course Specifiers (With and Without Interepisode Recovery)
~~~ .
With Seasonal Pattern (applies only to the pattern of Major Depressive Epis~des)
(see p. 425)
With Rapid Cycling (see p. 427)
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Diagnostic criteria for
296.6x Bipolar I Disorder, Most Recent Episode Mixed

A. Currently (or most recently) in a Mixed Episode (see p. 365).

B. There has previously been at least one Major Depressive Episode (see p. 356), Manic
Episode (see p. 362), or Mixed Episode (see p. 365).

C. The mood episodes in Criteria A and B are not better accounted for by SChizoaffec­
tive Disorder and are not superimposed on Schizophrenia. Schizophreniform Disorder,
Delusional Disorder, or Psychotic Disorder Not Otherwise Specified.

If the full criteria are currently met for a Mixed Episode, specify its current clinical status
and/or features:

Mild. Moderate. Severe Without Psychotic FeatureslSevere With Psychotic
Features (see p. 415)

With Catatonic Features (see p. 417)
With Postpartum Onset (see p. 422)

Ifthe full criteria are not currently met for a Mixed Episode, specify the current clinical
status of the Bipolar I Disorder andJor features of the most recent Mixed Episode:

In Partial Remission, In Full Remission (see p. 416)
With Catatonic Features (see p. 417)
With Postpartum Onset (see p. 422)

Specify:

Longitudinal Course Specifiers (With and Without Interepisode Recovery)
(see p. 424)

With Seasonal Pattern (applies only to the pattern of Major Depressive Episodes)
(see p. 425)
With Rapid Cycling (see p. 427)



Specify:

Longitudinal Course Specifiers (With and Without Interepisode Recovery)
(see p. 424)
With Seasonal Pattern (applies only to the pattern of Major Depressive Episodes)
(see p. 425)
With Rapid Cycling (see p. 427)

If the full criteria are not currently met for a Major Depressive Episode, specify the cur­
rent clinical status of the Bipolar I Disorder and/or features of the most recent Major De­

pressive Episode:

In Partial Remission. In Full Remission (see p. 411)
Chronic (see p. 417)
With Catatonic Features (see p. 417)
With Melancholic Features (see p. 419)
With Atypical Features (see p. 420)
With Postpartum Onset (see p. 422)

Diagnostic criteria for
196.5x Bipolar I Disorder. Most Recent Episode Depressed

A, Currently (or most recently) in a Major Depressive Episode (see p. 356).

Il. There has previously been at least one Manic Episode (see p. 362) or Mixed Episode

(see p. 365).

C. The mood episodes in Criteria A and B are not better accounted for by SChizoaffec­
tive Disorder and are not superimposed on SChizophrenia, SChizophreniform Disorder.
Delusional Disorder. or Psychotic Disorder Not Otherwise Specified.

If the full criteria are currently met for a Major Depressive Episode, specify its current

clinical status andlor features:

Mild. Moderate, Severe Without Psychotic Features/Severe With Psychotic
Features (see p. 41 1)

Chronic (see p. 417)
With catatonic Features (see p. 417)
With Melancholic Features (see p. 419)
With Atypical Features (see p. 420)
With Postpartum Onset (see p. 422)
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Diagnostic criteria for
296.7 Bipolar I Disorder. Most Recent Episode Unspecified

A. Criteria, except for duration, are currently (or most recently) met for a Manic (see
p. 362), a Hypomanic (see p. 368), a Mixed (see p. 365), or a Major Depressive Episode
(see p. 356).

B. There has previously been at least one Manic Episode (see p. 362) or Mixed Episode

(see p. 365).

C. The mood symptoms cause clinically significul"!! distress or impairment in social. occu­
pational, or other important areas of functioning.

D. The mood symptoms in Criteria A and B are not better accounted for by SChizoaffec­
tive Disorder and are not superimposed on Schizophrenia, SChizophreniform Disorder.
Delusional Disorder, or Psychotic Disorder Not Otherwise Specified.

E. The mood symptoms in Criteria Aand 8 are not due to the direct physiological effects
of a substance (e.g., a drug of abuse, a medication, or other treatment) or a general
medical condition (e.g., hyperthyroidism).

Specify:

Longitudinal Course Specifiers (With and Without Interepisode Recovery)
(see p. 424)
With Seasonal Pattern (applies only to the pattern of Major Depressive Episodes)
(see p. 425)
With Rapid Cycling (see p. 427)

296.89 Bipolar II Disorder (Recurrent Major
Depressive Episodes With Hypomanic Episodes)

Diagnostic Features

The essential feature of Bipolar II Disorder is a clinical course that is characterized bv
the occurrence of one or more Major Depressive Episodes (Criterion A) accompanied
by at least one Hypomanic Episode (Criterion B). Hypomanic Episodes should not be
confused with the several days of euthymia that may follow remission of a Major De­
pressive Episode. The presence of a Manic or Mixed Episode precludes the diagnosis
of Bipolar II Disorder (Crite.rion C). Episodes of Substance-Induced Mood Disorder
(due to the direct physiological effects of a medication, other somatic treatments for
depression, drugs of abuse, or toxin exposure) or of Mood Disorder Due to a General
Medical Condition do not count toward a diagnosis of Bipolar II Disorder. In addi­
tion, the episodes must not be better accounted for by Schizoaffective Disorder and
are not superimposed on Schizophrenia, SchizophreniIorm Disorder, Delusional Dis·
order, or Psychotic Disorder ot Otherwise Specified (Criterion D). The symptom.
must cause clinically significant distress or impairment in social, occupational, or oth·
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The following specifiers may be used to indicate the pattern or frequency of epi­
sodes:

Itnpurtant areas of functioning (Criterion E). In some cases, the Hypomanic Epi-
lhcmselves do not cause impainnent. lnstead, the impairment may result from

M1110r Depressive Episodes or from a chronic pattern of unpredictable mood epi­
nit ,Ind fluctuating unreliable interpersonal or occupational functioning.
Individuals with Bipolar II Disorder may not view the Hypomanic Episodes as
Ihological, although others may be troubled by the individual's erratic behavior.

( '1I.'n Individuals, particularly when in the midst of a Major Depressive Episode, do
~Il rccilll periods of hypomania without reminders from close friends or relatives.
Inln,mation from other informants is often critical in establishing the diagnosis of

IlIpol'" II Disorder.

If the full criteria are not currently met for a Hypomanic or Major Depressive Epi­
sode, the following specifiers may be us~c to describe the current clinical status of the
Bipolar Il Disorder and to describe features of the most recent Major Depressive Ep­
isode (only if it is the most recent type of mood episode):

[n Partial Remission, In Full Remission (see p. 411)
Chronic (see p. 417)
With Catatonic Features (see p. 417)
With Melancholic Features (see p. 419)
With Atypical Features (see p. 420)
With Postpartum Onset (see p. 422)

If the full criteria are currently met for a Major Depressive Episode, the following
"p~cifiersmay be used to describe the current clinical status of the episode and to de­
~cribe features of the current episode:

Mild, Moderate, Severe Without Psychotic Features, Severe With Psychotic
Features (see p. 411)

Chronic (see p. 417)
With Catatonic Features (see p. 417)
With Melancholic Features (see p. 419)
With Atypical Features (see p. 420)
With Postpartum Onset (see p. 422)

Specifiers

Ihe following specifiers for Bipolar II Disorder should be used to indicate the nature
III the current episode or, if the full criteria are not currently met for a Hypomanic or
\I.ljor Depressive Episode, the nature of the most recent episode:

Hypomanic. This specifier is used if the current (or most recent) episode is
a Hypomanic Episode.
Depressed. This specifier is used if the current (or most recent) episode is
a Major Depressive Episode.
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Longitlldinal Course Specifiers (With and Without Interepisode Recovery)
(see p. 424)
With Seasonal Pattern (applies only to the pattern of Major Depressive Epi-

sodes) (see p. 425)
With Rapid Cycling (see p. 427)

Recording Procedures

The diagnostic code for Bipolar II Disorder is 296.89; none of the specifiers are cod­
able. In recording the name of the diagnosis, terms should be listed in the following
order: Bipolar II Disorder, specifiers indicating current or most recent episode (e.g.,
Hypomanic, Depressed), severity specifiers that apply to the current Major Depres­
sive Episode (e.g., Moderate), as many specifiers describing features as apply to the
current or most recent Major Depressive Episode (e.g., With Melancholic Features,
With Postpartum Onset), and as many specifiers as apply to the course of episodes
(e.g., With Seasonal Pattern); for example, 296.89 Bipolar II Disorder, Depressed, Se­
vere With Psychotic Features, With Melancholic Features, With Seasonal Pattern.

Associated Features and Disorders

Associated descriptive features and mental disorders. Completed suidde (usu­
ally during Major Depressive Episodes) is a significant risk, occurring in 10o/~15%

of persons with Bipolar II Disorder. School truancy, school failure, occupational fail­
ure, or divorce may be associated with Bipolar II Disorder. Associated mental dis­
orders include Substance Abuse or Dependence, Anorexia NeIVosa, Bulimia Nervosa,
Attention-Deficit/Hyperactivity Disorder, Panic Disorder, Social Phobia, and Bor­
derline Personality Disorder.

Associated laboratory findings. There appear to be no laboratory features that are
diagnostic of Bipolar nDisorder or that distinguish Major Depressive Episodes found
in Bipolar I1 Disorder from those in Major Depressive Disorder or Bipolar I Disorder.

Associated physical examination findings and general medical conditions. An
age at onset for a first Hypomanic Episode after age 40 years should alert the clinician
to the possibility that the symptoms may be due to a general medical condition or
substance use. Current or past hypothyroidism or laboratory evidence of mild thy­
roid hypofunction may be associated with Rapid Cycling (see p. 427). In addition, hy­
perthyroidism may precipitate or worsen hypomanic symptoms in individuals with
a preexisting Mood Disorder. However, hyperthyroidism in other individuals does
not typically cause hypomanic symptoms.

Specific Gender Features

Bipolar II Disorder may be more common in women than in men. Gender appears to
be related to the number and type of Hypomanic and Major Depressive Episodes. In
men the number of Hypomanic Episodes equals or exceeds the number of Major De­
pressive Episodes, whereas in women Major Depressive Episodes predominate. In
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tl.hJUlon, Rapid Cycling (see p. 427) is more common in women than in men. Some
IJvldcnce suggests that mixed. or depressive symptoms dUring Hypomanic Episodes
m,'y b~ more common in women as well, although not all studies are in agreement.
n'll~, women may be at particular risk for depressive or intennixed mood symptoms.
Wllmt:n with Bipolar IT Disorder may be at increased risk of developing subsequent

Itplo;oJes in the immediate postpartum period.

Prevalence

'"mmunity studies suggest a lifetime prevalence of Bipolar IT Disorder of approxi­

ltli\telyO.5%.

Course

Iloughly 6Oo/~70% of the Hypomanic Episodes in Bipolar IT Disorder occur immedi­
,Ildy before or after a Major Depressive Episode. Hypomanic Episodes often precede
or follow the Major Depressive Episodes in a characteristic pattern for a particular
person. The number of lifetime episodes (both Hypomanic Episodes and Major De­
pressive Episodes) tends to be higher for Bipolar II Disorder compared with Major
Depressive Disorder, Recurrent. The interval between episodes tends to decrease as
the individual ages. Approximately 5°/~15% of individuals with Bipolar II Disorder
have multiple (four or more) mood episodes (Hypomanic or Major Depressive) that
occur within a given year. [f this pattern is present, it is noted by the specifier With
Rapid Cycling (see p. 427). A rapid-cycling pattern is associated with a poorer prog­
nosis.

Although the majority of individuals with Bipolar II Disorder return to a fully
functional level between episodes, approximately 15% continue to display mood la­
bility and interpersonal or occupational difficulties. Psychotic symptoms do not oc­
cur in Hypomanic Episodes, and they appear to be less frequent in the Major
Depressive Episodes in Bipolar [J Disorder than is the case for Bipolar I DiSorder.
Some evidence is consistent with the notion that marked changes in sleep-wake
schedule such as occur during time zone changes or sleep deprivation may precipi­
tate or exacerbate Hypomanic or Major· Depressive Episodes. If a Manic or tvlixed
Episode develops in the (ourse of Bipolar IT Disorder, the diagnosis is changed to Bi­
polar I Disorder. Over 5 years, about S:lfo-lS% of individuals with Bipolar IT Disorder
will develop a Manic Episode.

Familial Pattern

Some studies have indicated that first-degree biological relatives of individuals with
Bipolar nDisorder have elevated rates of Bipolar II Disorder, Bipolar I Disorder, and
Major Depressive Disorder compared with the general population.

Differential Diagnosis

Hypomanic and Major Depressive Episodes in Bipolar IT Disorder must be distin­
guished from episodes of a Mood Disorder Due to a General Medical Condition.
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Mood Disorders

The diagnosis is Mood Disorder Due to a General Medical Condition for episodes
that are judged to be the direct physiological consequence of a specific general med­
ical condition (e.g., multiple sclerosis, stroke, hypothyroidism) (see p. 401). TItis de­
termination is based on the history, laboratory findings, or physical examination.

A Substance-Induced Mood Disorder is distinguished from Hypomanic or Major
Depressive Episodes that occur in Bipolar Il Disorder by the fact that a substance (e.g.,
a drug of abuse, a medication, or exposure to a toxin) is judged to be etiologically re­
lated to the mood disturbance (see p. 405). Symptoms like those seen in a Hypomanic
Episode may be part of an intoxication with or withdrawal from a drug of abuse and
should be diagnosed as a Substance-Induced Mood Disorder (e.g., a major depres­
sive-like episode occurring only Ut the context of withdrawal from cocaine would be
diagnosed as Cocaine-Induced Mood Disorder, With Depressive Features, With On­
set During Withdrawal). Symptoms like those seen in a Hypomanic Episode may also
be precipitated by antidepressant treatment such as medication, electroconvulsive
therapy, or light therapy. Such episodes may be diagnosed as a Substance-Induced
Mood Disorder (e.g., Amitriptyline-Induced Mood Disorder, With Manic Features;
Electroconvulsive Therapy-Induced Mood Disorder, With Manic Features) and
would not count toward a diagnosis of Bipolar II Disorder. However, when the sub­
stance use or medication is judged not to fully account for the episode <e.g., the epi­
sode continues for a considerable period autonomously after the substance is
discontinued), the episode would count toward a diagnosis of Bipolar Il Disorder.

Bipolar nDisorder is distinguished from Major Depressive Disorder by the life­
time history of at least one Hypomanic Episode. Attention during the interview to
whether there is a history of euphoric or dysphoric hypomania is important in mak­
ing a differential diagnosis. Bipolar Il Disorder is distinguished from Bipolar I Dis­
order by the presence of one or more Manic or Mixed Episodes in the latter. When an
individual previously diagnosed with Bipolar Il Disorder develops a Manic or Mixed
Episode, the diagnosis is changed to Bipolar I disorder.

In Cyclothymic Disorder, there are numerous periods of hypomanic symptoms
and numerous periods of depressive symptoms that do not meet symptom or dura­
tion criteria for a Major Depressive Episode. Bipolar II Disorder is distinguished from
Cyclothymic Disorder by the presence of one or more Major Depressive Episodes. If
a Major Depressive Episode occurs after the first 2 years of Cyclothymic Disorder, the
additional diagnosis of Bipolar Il Disorder is given.

Bipolar II Disorder must be distinguished from Psychotic Disorders (e.g.,
Schizoaffective Disorder, Schizophrenia. and Delusional Disorder). Schizophrenia,
Schizoaffective Disorder, and Delusional Disorder are all characterized by periods of
psychotic symptoms that occur in the absence of prominent mood symptoms. Other
helpful considerations include the accompanying symptoms, previous course, and
family history.



If the full criteria are currently met for a Major Depressive Episode, specify its current
clinical status and/or features:

Mild. Moderate. Severe Without Psychotic FeatureslSevere With Psychotic
Features (see p. 411) Note: Fifth-digit codes specified on p. 413 cannot be used
here because the code for Bipolar II Disorder already uses the fifth digit.
Chronic (see p. 417)
With Catatonic Features (see p. 417)
With Melancholic Features (see p. 419)
With Atypical Features (see p. 420)
With Postpartum Onset (see p. 422)

DI.gnostic criteria for 296.89 Bipolar II Disorder
" Presence (or history) of one or more Major Depressive Episodes (see p. 356).

Pre~ence (or history) of at least one Hypomanic Episode (see p. 368).

C. mere has never been a Manic Episode (see p. 362) or a Mixed Episode (see p. 365).

o rhe mood symptoms in Criteria A and B are not better accounted for by 5chizoaffec­
tive Disorder and are not superimposed on SChizophrenia, 5chizophreniform Disorder,

Delusional Disorder. or Psychotic Disorder Not Otherwise Specified.

The symptoms cause clinically significant distress or impairment in social, occupation­

al. or other important areas of functioning.

Specify current or most recent episode:

Hypomanic: if currently (or most recently) in a Hypomanic Episode (see p. 368)
Depressed: if currently (or most recently) in a Major Depressive Episode (see
p.356)

397 ,

If the full criteria are not currently met for a Hypomanic or Major Depressive Episode,
specify the clinical status of the Bipolar II Disorder and/or features of the most recent
Major Depressive Episode (only if it is the most recent type of mood episode):

In Partial Remission. In Full Remission (see p. 411) Note: Fifth-digit codes
specified on p. 413 cannot be used here because the code for Bipolar II Disorder
already uses the fifth digit.
Chronic (see p. 417,
With Catatonic Features (see p. 417)
With Melancholic Features (see p. 419)
With Atypical Features (see p. 420)
With Postpartum Onset (see p. 422)

Specify:

Longitudinal Course Specifiers (With and Without Interepisode Recovery)
(see p. 424)
With Seasonal Pattern (applies only to the pattern of Major Depressive Episodes)
(see p. 425)
With Rapid Cycling (see p. 427)
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DEPA.RTMENTOF KEALlli" tfUMAHSI!:RVlC!'S

FoodIlftdDNg~

RockWIe.1oI0 20157

NOA 20,592/ S-ol9

Eli LiUy and Co., Inc.
Mention: Grego!)' T. Brophy, Ph.D.
Ltlly Cot]lOrate Center
Indianapolis, Indiana 46285
USA

Dear Or. Brophy:

Pleas. refer to your supplemental new drug application (NOA) dated November 20, 2002,
re«ivcd Noyember 21, 2002, submitted under section 50S<b) of lb. Federal Food, Drug, and
C_ Act forZypreu (otanzapiD.) Tablets, 2.5, 5, 7.5,10, IS, and 20 mg. TItissupplemental
NOA provides for the usc of olanzapine' in the long-term treatment ofbipoJar Idisorder.

We abo acknowledge re«ip, of youroll1l_ dated November 4, 2003 and November 13,
2003. Your submission ofNovember 13. 2003 conititutcd. complete response to our September
22,2003 action letter.

ApplicatiOD approftd. We bave:: co~letcd tho mriew ormis application as amended. It is
approved. effective on the dace of this letter, for use as recommeudcd in the agn:ed-upon lAbeling
ten, per our disCUSSions ofJaDUal)' 13,2Q04..

F1oa1 PriDled LobeIiog. The final printed Iaboling (FPL) must be Identical to the ..dosed
labeling (text for the pacJcagc insert). Please submit the FPL electronically, o=mIing to the
guidaDc<: for industty titled Providing RegvloliJry SubmusiollS in ElocJTonic FornuU - NDA.
Alternatively. you may submit 20 paper copies of the FPL as soon as it is available, in no case
alO.. thaD 30 daya after it i. prinled. Please Individually motmt 15 of the copi.. on hcaV)'-woighl
paper or ,iMiJar material For admimstmivc PUl"pOSe&. this submission should be dcsignaSod
"FPL for aPProved supplement NOA 2o-592JS.019". Approval oflhis .ubmission by FDA is nol
reqUUod before the labeling is used.

Waiver of Rcquin!DKQI for Pediatric Studies. AU applications for DeW active ingredients, new
~f~ new indications, new ['O\1tc$ ofad:miniitratiOll, aDd DOW dosing n::gimeas Ill:

required to contain an assessment of the safety and effectiveness oflbe product in pediattic
patients unless this requirement is wllived or deferred. We are waiving the pedialric study
requimDcnt for lhc we of 018lllllJlinc: in the !ong-l'lDllml1mealefbipolar I disorder.

No PostmarketiDg COlDlDltmetlb Required. We nete that there are no postmmeting
commitmeDt3 for 1his supplemental application.

EL-3800



NO... 20-S92 15-019

Prumodo.... M...ri. In addition, submit thra: copies oflhe intro<b:1ory pn>mG.ional
maleri.1s rJw you propox lO .... for this procb:<. SUbmit.... """"""" uwmal. in dJUI or
mock-up- fonr.. not fioaJ prinL Send one copy to tIus Division and two copies of'bodI the
promotional materials and Ihc pacl<age insert dit<ctly lO;

Division ofl>Jug Marlteting, Advertising and Co'mmmicalions (DDMAC), HFD-42
food and I>Jug AdministBlion
5600 fish= Lane
RocIcville, MD 208S7

Dar Healtbcare Professional Letten.lfyou issue a letter communicating important
infortnatioa abolll1his drug produ<1 (i.•.• a "Dear Healthcan: Professional" lett.,.), w. request
1hat you submit a copy ofth.l.tterto thisNOA and a c:opy to th~ followmg addr=:

MEDWATCH, HFD-410
food and Drug Administration
S600 Filii... Lane
Rockville, MD 208S7

We mnind you that you must comply with reporting rc:quireroents for an approved NOA (21
CFR 314.80 and 314.81).

Ifyou have auy questions, pi.... c:ontBcl I>ari3 J. Bates, FhD., Regulatory Project Manap, at
301~594-28SO~ or via C'-mail at batesd@Cder fda.goy.

. Siocc:rciy•

(See appended electronic .signature page)

RusseU KAtz, M.D.
DilllClOr . .
Division ofNeuropllllntw:ologi<:all>Jug f!n?ducts
Office of DNg Evaluation I
Cenlc:T for Drug EvaJuaOOD and R.....-ch

Endosun: (Agrced-UponLabellngJ [The .lectronic.ignalure P"ll. will follow 1holabeling.j

EL-3800



This Is • representation 01 an electronic: ntCOnI _ ~gned electn>nlcally ani
this page I. the manifestation of the eleelronlc slgn re.

/./

Russell Katz
1/14/04 12,48,23 PM
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.Consensus Development Conference on
Antipsychotic Drugs and Obesity and
Diatietes

F~om tilt AfJll~rlc:1ll Diabetes Assocl:l1km. lilt Amtnon Ps}'clU:UIlC Auoca~ion. :ht ArntnCUl &.sOCi:l1lUn oC
Cllnbl Endocnnologisu, ~nd tht Nonh Amnian As§()Ci:nlon for tht Sludy of Ohnlty

AddrmcorrtsrondtncTltlNllh:milllG Cbri<. MD,Amtnan Dla~t5Assotutlon.1701N 1k3u-tgard
51 .A1ulIndna, VA. 22)11 E.m:lLl:nclllrlriPdml'ltlu.org

Abbr('Vl:ulons: CYD. cardl<)\'UCUbr disnsc'. 010\. dtlhcdc knOX\dO$ls. FDA. Food and Drug Adnun_
ISt:'lltlOn; FGAs. hrsl-Ktner:m<>n ~n\lps}'thol1ts: SLjAs, sttond·lo.>fneral1Ol1 anllpsychllllCS.

C 200+ h}' the Amenan Dl~hc:esA5socullon.

meot for psychotic illnesses and are also
widely used in many other psychlatnC
conditions. Introduced - 50 years ago,
these medications have helped millions of
people manage their symptoms. For peo­
ple who respond well, antlpsychotic.s can
mean Ihe difference between leading an
engaged, fulfilling community tife and be­
ing severely disabled.

The firsl·generation amipsycholics
(FGAs) are still widely available and are
effective at treating positive symptoms of
psychosis, such as hallucinations and de­
lusions. FGAs do noL, howncr, ade­
quately alleviate many other common and
important aspects of psychotic illness,
such as negative symPlOms (e.g.. wilh­
drawal. apathy, poveny of speech), cog­
niLive Impalrmenl, and affective
sympLoms. In addition, all FGAs can pro­
duce significant extrapyramIdal Side ef­
fecLS at clinically effective doses. These
side effects, which include dystonic reac­
tions, drug-induced parkinsonism. aka­
lhisia, and tardive dyskmesla, can make
treatment intolerable for some people,
leading to subjective distress. diminished
function, sllgma, and nonadherence.

The eITon LO find more effective: mecl­
Icallons with fewer and less-severe SIde
effects led to the development of the
SGAs. often referred to as the ~atypical

antipsycho(lcs.~ SGAs have fewer or no
extrapyramidal Side effecLS at chmcally ef­
fccllve doses. Many of these newer medl­
(allons are also more effective Lhan the
older agenLS at treating the negmlVe. cog.
nillve, and affective S}'mploms of psy­
chotic Illnesses.

The six currently aVailable SGAs vary
In Lheir efficacy, formulation, biochemIS­
try. receptor binding, and side effect pro­
files. One of them, clozapme. isclearly the
most effecllve amlpsycholic. However,
doznpine IS only mdicau:d aher other
medlcauons have failed or in pallenLS aL
high risk forsulcidnl beluvior, largely be­
cause it can cause agranulocystosis.

In general, SGAs are beller IOlerated
and more effective than the FGAs. Aside
(rom c1ozapme, they have become the
first-line agents for their indicaLed use and

1. Whal is the current use of antipsy·
ChOLic drugs?

2. Wh:1t is the prevalence of obesity. pre­
diabetes, and type 2 diabeles in the
populations in which the SGAs are
used?

3. Whm IS the relalionship between the
use of these: drugs and the Incidence of
obesity or diabeles?

4. Given lhe above risks, how should pa.
lIents be monilored for lhe develop­
mem of significant weight gOlin,
dyslipedemiOi. and du'betes. and how
should lhey be lreated If dIabetes de­
velops?

5. Whm research is needed to belter un­
derstand the relatIonship between
these drugs and slgnlficam weighl
gain, dyslipedemia. and diabetes?

Janssen, Lilly, and Pfizer pharmaceutical
compamcs. In addition, before lhc con­
ference, the consensus panel was given
copies of most of the known peer­
reVIewed, English language clinical stud­
Ies published m this area, as well as
additIOnal anldcs from aOlmal sludies;
olher papers and abstracts were reviewed
at the conference.

Wilh this information, the panel de­
veloped a consensus posllJon on the fol­
lowing questions:

AMERICAN ASSOCIATION Of CLINICAL
ENDOCRINOLOGISTS

NORTH AMERICAN As!)()CIATION fOR THE

STUDV OF OBESITY

AMERICAN DIABETES ASSOCIATION

AMERICAN P!)VCHlATRIC A5SOCIATION

Antipsychotic medications are an im­
portanl component in the medical
managemem of many psychotic

conditions. With the introduction of the
second-general ion antipsychOlics (SGAs)
over the last decade, the use of these med·
Ications has soared. Allhough Lhe SGAs
have many notable benefiLs compared
wilh their earlier counterparts, lheir use
has been associaled with reports of dra­
matic weight gam. diabetes (even acute
meLabolic dccompcnsallon, e.g.. diabelic
kelOacldosis /OKAn, <J,nd an aLherogenic
lipid profile (increased LOt cholesterol
and triglyceride levels and decreased HOt
cholesterol).

Be(,:au.se of the close assoclallons be­
tween obesity, diabetes, !lnd dyslipidemia
OInd cardiovOiscular disease (CVD). there
is heightened imeresl in lhe relationship
between the SGAs and the developmem
of these m..1jor CVD nsk factors. To gam a
beller undersl<J,nding of lhis relatlonship.
the AmencOin Diabetes Associtnion, the
American Psychiatric Associ:lIion, lhe
American Association of Chnlcnl Endocn­
nologlsts, and the North Amencan Asso­
clUllon for lhe Sludy of Obesity convened
iI consensus developmem conference
19-21 November 2003 on the' subject of
o.mipsychollc drugs and diabetes An
clght-member panel hcard prcsemnuons
from 14 e.'<perts drawn from the areas of
psychiatry, obesity. and dlabeles. Presen­
lalions werenlso mnde by a represemmive 1. WHAT IS THE CURRENT
from the u.s. Food nnd DrugAdmin~lra- USE OF ANTIPSYCHOnC
lion (FDA) nnd by representatives from DRUGS? - Antipsycholic medlca­
the AstraZenecn, Bnslol.Myers SqUibb, liOns (Table l) are the maJnsUlY of lreat-.................................................
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behavior, may contribute to the appar­
emly higher prevalence of melabolic ab­
normalities. However, none of these
Studies controlled for all of the major di·
abetes risk factors. For example, BMI and
famlty history of diabetes were rarely de­
termmed, nor were the control popula­
liOns appropnately malched for these and
other varlables. Thus. II IS unclear
whether psychlatrlc conditlons per se, 10­

dependenl of other known diabetes risk
factors, i\ccoum for (he increased preva­
lence.

There are limned dma evalunlmg Ihe
metabolic profile and diabetes rlsk of
drug-naive subjects with schizophrema.
In a small cohon of adults wuh schizo­
phrema untreated with medltallOns, VIS·

ceral fat content (which is correlated wuh
insulin resistance) was threefold higher
than in age· and BMI·mmched control
subjectS. In anolher study, Ihe same in­
vestigmors found (hm drug.nah·e p;1tienls
preseming with their first episode of
schizophrenia had an Increased preva­
lenl'e of Impaired fasting glucose, were
more msulin reslst,mt, and had hIgher
plasma levels of glucose, insulin. and cor­
usol than did matched comrol subjects.

Overall, the hml1ed amount of epide­
mIOlogICal dma suggesl:m increased pre-.'.
alcnce of obesity, Imp:ured glucose
tolerance, and t)'pe: 2 diabeles In people
WIth psychiatric Illness. Whether Ihls IS a
funeuon of Lhe illness ltsdf versus liS
tremmem IS unknown. Siudies usmg Ihe
proper dmgnoses of glucose mtolerance
i\nd more: complele nsk factor ch.1r:tcter·
lumon are necess.:ny to order to resolve
IhlS ISSue.

Gt=nericname

Chlorpromazint:
Perphe.n:\zine
Trifluoperazine
Thlothixene
H<Jloperidol
fluphenazine
Clol.Jpine
Risperidone
Olanupine
Qutliapine
Ziprasidone
An i m..lok

are Increasmgly bemg used off· label. In
current practice, people who are likely to
be treated with an SGA mclude Lhose with
schizophrenia spectrum disorders, bipo­
lar disorder, dementia, psychotic depres­
Sion, aULism, and developmental
disorders and, 10 a lesser extent, indivId­
uals with condilions such as delirium, ;tg.
gre.ssi\'e behavior, person;t!ity disorders,
and posttraumalic Stress disorder. These
psychlatnc condillons are common and
oflen reqUire Iifdon~ lfealmenl. In Lhe
U.s.. the prev:!lence of schIzophrenia and
rel':lled condillons is - I %, (he prtv:!­
lence of bipolar disorders is - 2%, and
the prevalence of major depression is -­
8%. The SGAs are Iherefore ....'ldely used
medIC:ltlons, and their use has Imponam
public heallh ramilkalions.

2. WHAT IS THE
PREVALENCE OF OBESITY,
PRE·DIABETEs, AND TYPE
2 DIABETES IN THE
POPULATIONS IN WHICH
THE SGA. ARE USED? - It is dif­
ficult 10 delermine whether Ihe preva·
lence of these meLabolic disorders IS
mcre.:tsed in Ihese psydualflc populutlons
mdependenl of drug treatment Most of
the nvnllnble dntn nre denved from sludies
of individunls wilh schizophrenin, i\nd
even in thiS condillon. Ihe eVidence 15

very hmllcd. Data rrom moslstudlt.:S sug­
gest Ihal the prevalence of both dmbeLes
and obesit)' nmong indiViduals wuh
schizophrl'nin and nffecllve disorders 15

-15-2.0 limes higherthnn in Ihe general
populnuon. Mnny ch.'lractensllcs of peo­
ple wilh schizophremn, such as sedemnry

Trade name

Thorazint:
Trilafon
SIe.lazine
Navane
Haldol
Prolixm
Clozaril
lllip<roal
Zyprexa
Seroquel
Geodon
Abihr

Yf3r approved

1989
1993
1996
1997
2001
2002

A ...c:rlcun Digbc:lC:S A$$odadon

3. WHAT .S TN.
ULAnONSIlIP BETWEEN
TH. USE OF TH'" DRUGS
AND THI IHCIDEHCI OF
OBislTY OR DIABITI!s?- Re­
cognition of an association between SGAs
and diabetes was first derived from case
reports of severe, sometimes falal, acute
diabetiC decompensation, including
DKA. Subsequent drug surveillance and
retroSpeclive database analyses suggesl
there is an association between specific
SGAs and bom diabetes and obesity. ThtS
potential relationship is of conSIderable
clinical concern because obeSity and dia­
betes are impon.ant risk factors for CVD.
and the relative risk of CVD mortality is
significantly greater in people with PS)'·
ehJalric disorders than in the general pop­
ulation. High rates of smoking and
physical inacu1"ilY may also cOnlribute 10

the excess monalit),. Therefore, if SGA
therapy further lOcreases the risk for obe·
sity and Iype 2 diabetes, thIS should be of
major clinical concern.

Although there are significant short­
comings 10 many of the Studies examming
the relauonships between the SGAs and
obesity or diabetes, dear-cul lrends enn
be idenllfied.

Obesity
There IS conSiderable c\'1dence, particu­
larly in pauenLS With schlZophreOla, IhaL
treatment WIth SGAs can cause a rapId
Increase in body wtighl in the first few
months of therapy Ihat may nOI reach a
plateau even after 1 year of treatment.
There IS, however, conSiderable vambll·
ity in weight gain amonglhe vanous SGAs
(Table 2). At 10 weeks of therapy, esti­
mated average weight gam with drug
treatment compared with placebo vanes
from -0.5 LO 5.0 kg. Limited data suggest
that in humans, most of the weighl gained

Table 2-SGA's und mtfabollt abnormalidn:

Weighl Rtsk for Worsc:nmjt
Drug gain di:lbc:u:s lipid profile

Clo::!aplll~ ++ + + +
Obm:apmt + +
RlSpcndonc: 0 0
Queuapmc 0 0
Ariplpm..:u)(· ./-
ZlpJ":lSlrlon~' T/-

+ - U'lCR:2SC tll~ct: - - no dTttt. 0 - ducn:p;IIn:
:,esultS •~~tt d:u1P wuh lurn:td Iong.tt::rn d.1u

l)L.'oUl1'D c'\IU" \\lLUMl! 1.7, NUMlILII2, I"llUtLAItV 20tH

fPI1lXlt MOL P1alnll!Ts' EJll1IbIl No 02388
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is raL DaL'l derived (rom a canine model
Indicaled that ccn.a!n SGAs increase. (otal
Visceral fat mass and intrahepatiC lipid
content

'The. mechanism(s) responsible for
weigh' gain assOClated with SGA therapy
are unknown. Welghl gam occurs when
more energy lS mgested than IS expended.
Therefore. weight gam lS due to Increased
energy inLake. decreased energy expendi­
ture, or both Even a small, chromc Im­
balance between energy inlake and
cxpendllure can lead to large changes In

body weight over lime. For example. m·
gestlon of -500 kcaVday more than 15

expended COIn aCCQum for the largest av·
erage weight gain reponed wuh SGA ther·
apy (1.5 kg at 10 v.eeks) ThiS amount of
dally Increase 10 energy Intake represents
the calones In a normal-slu: candy bar
plus II soda or In an Ice cream dessert.
Hunger and satiety may be altered In pe.o·
pie ",ktng SGAs because of the known
bll1dmg arfinltlcs of these drugs to scroto­
nln. noreplnephnne. dopamine, and p:u·
Ilcularly htstammc·1l1 receptors All of
these receptors tuvc. bten Implicated In

the connol of body wClghl.
Weight gam and changes In body

composition may :\ccount for m:my of the
purported met:lbolic compliCatiOns asso­
Ciated WIth SGA therapy, e.g.. Insulm re­
sisumce. pre-diabetes, diabetes. and
dy)hpldc:mla A ~Ible dlreu effect of
SGAs on a·cell function and msulm ne­
lion In llvtr nnd muscle Ilssue could also
bt: Involved, as dISCussed below

Olllbcu:s
Numerous case repons hnve documented
the 01lSCt or tx.leerb:\lIon of dLlbctes. In­

cludmg the occumnce of h)'PCrglycemic
cnses, followmg tmtlittlon of thempy WIth
Inllny of the SliAs

Snernl of these events occurred
wlthln:1 few weeks of lnltl.1tmg drug treat
men!. In some, bUI nO! llll C3SeS. hyprr.
glycemia promptly resoh-cd afler the
mcdlcnllon was dlSlonunued eral rt­
ports documented rrcurrtnl h),ptrgl)'Cc­
min after nnother challenge \\lth the s.lme
drug Arirhllonal r:Llits of dlJbttts or h),·
ptrgl}CCmlll h:l\'t been reported through
~k<.lWntlh UllO tht' rDA~ A<.l\c;r5t E\~1ll

ReportIng S)'Sh~n1

Lugc rC'tr(lspC'lll\'e cohort studlcs
h.Wt bt"tn rtported tn.lt eStlm.lle tht' pre\'
:lIenee of dtnbttr 10 p.l11ems usmg '<."A\
Thc~ repons relied on:l "ancty of meth­
ods for dettrnllnmg tht dm,gnoslS of dlJ-

bele5. such n.s ICD·9 codes and dar,') on
prescriptions for dia~tes medicatlons. In
addlllon, several cross-sectional studIes
of patientS taking dIfferent SGAs. ~swltch
studles~ of pallents changed rrom one
medication to another_and one prospec­
tive randomized controlled mal e\'<lluat­
mg SGA therapy on parameters of msuhn
sensillvny and glycemiC control have
been conducted. Despite limitations In
study desIgn, the data consIStently show
an mcreased nsk for diabeteS in pallents
treated With c10zapme or olanzapme
compared with patients not receiving
treatment With FGAs or with ot.her SGAs.
The nsk in patients taking risperidone
and queliapine IS less clear; some studies
show an Increased nsk for dl3betes. whlle
Olhers do nOt The two most recently
approved SGAs, aripiprazole and ziprasi­
done. have relatively Ilmiu:d epidemiO­
logical data, but available clintcal tn'll
expcm:nce with these drugs has not
shown an Increased rISk for diabetes (Ta­
ble 2).

One poSSible mechamsm for hyper­
glycemia lS ImpalrTnent of msuhn aClion
(!.C .. Insulin rcslstance). Drug-Induced
Insuhn rcslstance may occur because of
W'tlght gam ora change m body fat dlStn­
bUlIon or by a direct effect on msulin­
stNlllve target tISSUes Pauents lrtated
wuh olanzllpmc: and c1ozaplOe have
hl'ther fasunK and poslpramhal IOsuhn
levels tn.1n p;luems trtated with FGAs.
even after ndJU5llng for body weight. To
dale. studies In humans have not sho\\'n
adverse effects of any anupsychouc med­
IOUlOn on r:s-cell function, but lh15 Issue
h.,s not been adequately studied In IOdl·
VlduaLs wuh psychlatnc Illnesses

Oyslipidonill
An addillonni relaled consequence of
SGA use 15 their effect on strum hpuis
Although the d.,ta Mt hmned. the :lV:ul~

able l"Vldence suggestS th.ll cn.1nges In se­
rum Ilpldsartconcorcbm wuhchangcsln
body \\elght. Clo::aplne and ola~pm('.

.....hKh produ e tne greatest \\'tlght g3m.
:Ut 0\SS0C1.11cd "1th the gre:lteSl lncno;lSeS
In tot31 "holester I LOL cholesterol, nod
mglycendes and wllh decre3scd HOL
holesterol Anplpra:ole ilnd :lpr3St·

done ,,~hlch are a l:It~d ..... lth the le~t

amount of welghl pm do not seem to be
son:ued \\lth a "()r5t'nJn~('lf rum lip_

Ids Rispendone ilIld quetuptne 3ppe:3r to
t'l;;W( Inlenncdl.1tt eiTct:1S n lipids (Table
2).

RUk-bcnefil~1
Despite: the: adverse. eITcclS cued above. a
number of factors should be consadercd
when choosing among the: antipsychotic
medicatiOns. These mclude the rulture of
the patlent's psychiatric condmon, spe·
clfic target signs and symptoms. past h15­
lOry of drug response (both therapeu.tlc
and adverse), patient preference, hlSlOl)'
of treaunent adherence, medicatIOn effec·
uveness, psychiatnc and medical comor­
bldities, availability of appropriate
formulations (e.g., fast-dissolVing oral.
shon- or long·acting intramuscular),
need for specml monitonng. and cost of
and access to medlCalions. "Jonetheless,
the risks or obesity. diabetes. and dyslip­
Iderrua have considerable cllmcallmplica­
lions In thiS patlent population and
should also mfluence drug choice.

Even for those medic~uions associated
\\-1th an increased nsk of metabolic side
effecLS. the benefit to specIfic patients
l:ould outweigh the potenLJal riSks. For
e.x"lmple, clozaptne h.1s umque benefits
for treatmenl·refractory pallents and
thoseatslgmficam risk forsUlcldal beha,,'­
lor. Since treatment response In many
psychiatriC l:Ondllions IS heterogeneous
and unpredlclable. physlClans and pa­
tlents can benefit from the availability ofa
broad array of different therapeutic
agentS

4. GIVEN THE ABOVE
RISKS, HOW SHOULD
PAnENTS BE MONITORED
FOR THE DEVELOPMENT OF
SIGNIFICANT WEIGHT
GAIN, DYSLIPIDEMIA, AND
DIABETES, AND HOW
SHOULD THEY BE TRlAnD
IF DIABETES DEVELOPS? _
Gi\"en the seriOUS health nsks, p:l.lIcms
taking SGAs should re<el\'t: appropn31e
b,1S('line scr~emng and ongomg monltor­
109 Chnta:ms who prescnbe: SGAs for
patients wuh P5)chlatnc IlInessts should
roVt, t~ c:lp3blht)' of determmmg :l pa4
tlent s height and w"tlght (8M)) and W:1I5t
CIrcumference These \'3lue.sshould be re.
corded and tr.t ked for the d:.lratlon of
tre:ltmem Chrucu~ should also cnCOl:.r­
J~ pauents to monitor :lnd dun their
O\\'n \\tlght It IS panlCubrly ImporL,n( to
m nnor Jl'1Y J.lter.m n 1:"1 v,el :u follow­
tng tl mrol tlon change The patients
psychcun" Illness should nOl dISCourage
IL,lCun5 fror.'l adartsslng the meubohc



'"Mort: frequent UkssmentS may he wlIrT:lntt:d bastd on c1lnicl sunus

PersonaVf:unLly history X
W~lghl (8M!) X X
Waisl clfcumrertnet: X
Blood pressure X
Fasling plasma glucose X
Fasting lipid profile X

and escalauon strategy. Particular consld~
eratlon should be gwen before dlscon·
unumg c10zapme because of the potenual
for senous psychIatric sequelae.

Fasllng plasma glucose, lipId levels,
and blood pressure should also be as­
sessed 3 months after Inltmtlon of anti­
psychotic medications. Thereafter. blood
pressure and plasma glucose values
should be obtamed annually or morc ffe·
quemly in those who have a higher base·
hne flsk for the development of diabel.eS
or hypertension. In those \\<llh a normal
lipid profile, repeat tesungshould be per.
fanned at 5~year intervals or more ffe·
quently if clinically lodic.ued

Although limned daL.1 are av'l.Ilable to

children and adolescents reg:trdmg the
risks of dw.betes whm SGAs are glYcn,
these panents should have theIr height, m
addition to weight, measured at regular
Intervals and their BMI calculated B~lI

percentile adjusted for age and sex should
be used lO delennine If e..'(Ces5I\"e ",-eIght
gam has occurred. and If presenl, a
change In themp)' should be consIdered

For people who de\'c1op \\orscOlng
glycemm or dyshpldcmu while on antl~

psychotic thernpy, the panel recommends
coosldenng S\\1tchmg to an SGA that h3.s
nOl been llssoclated with signtfica.nt
"~Igh. ga," or dIabetes (Table 2). All pa­
tients With dlalxu.5 sho Id be I'lferrro to
an Amencan Diabetes ASSOClatlon­
rtCogmze.d dl3bftts stlf.lTl.1ll3gemt:Of cd·
ucallon program. If3v31bble Rtfeml (O:l

chmcl:lO .....lth e.'(pc.neocc tretlng people
\\1th dIabetes 15 recomrmnckd These pa­
l1(nts should Clrf)' dlabetcs Idtnufio·
lion

(mmedl.:ue rt or consultJuon 15 re­
qUlrtd for patients \\1th s:--rnplOfT\3UC or
St\"ere h),perglyceml:l (glucose \'3Iue:s
»00 ml'ldll, symplom.,uC h)l)oglyet­
m13. or glu ose k\~ls s6\l IT',& t eV(:\ m
the~nce ofS} rnptolm The presrllC'e of

12 weeks Quanerly AnnU3ny Every ~yaB

X
X

X
X X
X X
X X

B weeks

Follow·up monitori0J;
The p:luent's weight should be rtas5t:ssed
at ;, B, and 12 wecks after lniU:Utog or
changing SGA therapy and qU3rterl)'
lhereafter at the time of roUline v15lts (T:t.
bk 3). If a p'.ltu:nt gO\lns :>5% of hIS or her
InLll:ll wClghl at any time dunng themp)',
one should conSider s\\1tchtog the SGA
In such :l SlIuatlon. the panel I'lcom­
mends cross·Ulr:ttton lO be: the safest ap­
proach. abrupl discontinuation of an
anups)'chotlc drug should genemlly be
a\'otded When switching from one aOlI­
ps)' houc drug to nnother. It IS prderable
to dlSConunut the current medlc:ltton to 3
gradu.11 rash.on The profile of.he subs<-

uem drug Will deli::nmne (he mnw dose

or obese, panicularly if they are startlng
treatment with an SGA that 15 associated
\\~th significant weight gain. Referral to a
health care professIOnal or program wah
expertise in welghl management may also
be appropnate.

Health professionals. pmients. famIly
members. and caregivers should be 3w-are
of the sIgns and symptoms ofdiabetes and
espeCially those associated with the acule
decompensallon of diabetes such as DKA
(Table 4). The l1tler is a life·thre.'nenmg
conditIon and always requires Immed131e
treatment. Patients, famIly members, and
caregivers also need to know that treat­
ment wnh some SGAs may be aSSOCIated
with slgmficant weight gam and a height.
ened risk of developmg diabetes and dys.
Iipldemia, For patients with. or at higher
nsk for. dlabeles and In those treated WIth
olher medicatiOns lhal may Increase lhese
nsks (e.g,. valproate. lithium. Depo·
Provera), It may be prefernble to initiate
trealment with an SGA lh.1t appears to
have a lower propensity for weIght gam
nnd glucose mtoleram:e (Table 2), Poten·
tint for welghl g.11n should also be consld·
ered In the choice of other psychlatnc and
nonpsychlalnc medicatiOns

4 weeksBaseline

Tllblc i-DKA "inlct" ptru:nuJlion

RApid onSl."1 or
• Pul)'unu, pul)'dl~li.l

.Wrlgluloss
• Nausea yomllln$t
• Dch)'dratlon
• RapId resplriltiOn
• Cloudmg or St'rbOflum C\'t'n ('Ulna

Table 3-Monltorlng protocol for FHJtltnU on SGAs '"

These assessments can determine If lhe
p;lue.m IS overweight (BMI25.0-29.9) or
obese (8MI »0), ,"'\5 p,,·dlabelcs (raSl­
Ing plasma glucose 100-125 mgldl) or
diabetes (fastlng plasma glucose> 126
mwdl), hypcnenslOn (blood pressure
> 140190 mmllg), ordyslip.demm Irany
of these condllions 3re IdentIfied, appro-­
pTlate treatment should be initiated Psy·
chlCltrtsts should not hesltale to refer the
pal lent to the nppropnate health cO\re
profcsslon.'\l or specmhst knowledgeable
about these disorders

The panel recommends that nutrtuon
and physlcnl acuvny counseling be pro­
Vided for all pnl1CnlS who are overwelghl

• Personal and family hislory of obesllY
diabetes, dyslipidemia, hypertension,
or cardiovascular disease

• Weighl and height (so thal 8MI can be
calculaled)

• Waist tlrcumference (at the level of the
umbilicus)

• Blood pressure
• Fasllng plasma glucose
• Fasting hpld profile

complications for which these patients are
at increased risk.

8ase.lin~ monitoring
The panel recommends lhal basel me
.screening measures be obtained before. or
as soon as clinically feasible after, the im·
tialion of any anllpsychollC medication
(Table )). These include
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symptoms ofDKA (Table 4), requires Im­
mediate evaluation and lre<ltmem.

Blood pressure. hpld, and glycemiC
goals of therapy for people wllh diabetes
apply equally to those who also have psy­
chiatric disorders. However. all goals
need to be Individualized. The benefits
and nsks or different therapeutic agents
used 10 the treatment or diabetes and its
comorbidlues should be considered In

the: context or the patient's psychiatric
condiuon and treatmenl.

In summary, the panel recommends
the follow1Og:

• Consideration of metabolic nsks when
slarting SGAs

• Patlcnt, family. and care gIver cduca-
tlon

• Basel me screemng
• Regular moniloling
• Referral to speclahzed 5ervlCes, when

appropflate

5. WMAT UIlAReM II
NIIDID TO BnTlR
UNDIRSTAND THE
.ILAnONIMI' BETWEIN
TMIII DRUGI AND
IIGNlflCANT WlIGHT
GAIN, DYSLI'IDIMIA, AND
DIA..-TIS? - Evidence for weigh'
gam and abnormnhucs or glucoSC' and
lipid mClUoohsm In p.111ents takmg SGAs
IS 10 pan denved from cnsc·comrolstud·
les, phnrmacovlgtlnnce (e.g., through
MedWntch), and database reVlews M:my
of thcse studies suITer from theIr retro·
speLlIve nnture, hcteroKenelty or method·
ology, selection or nscenninmem bl:lS,
and absence or npproprHlte or well­
ch.,mctertzed control subjects. Comp.1n­
son slUdlcs nmong SGAs arc also hmited
by relallvely shon penods of stud)', by
failure to comrol for n possible treatment
sequence buts In Mswitchover~ studies,
nnd by not always using clinically eqUl\'­
Client dosages or the medicntlons.

Trmls with SGAs should be mndom­
I;:cd and controlled, pre£embly usmg
drug·nnlve subjects, Welghl gam and
mrasures of gluC'ose- and lipid metnbohsm
should be ,horoughly evnlu3led S'udy
SUbJCCLS should be well·c;hnmctenud 10

terms of their basehne fISk factors for dl·
nhetts. obesity. and lipid disorders and
the'lr degree: of basehne impairment 10 10·

sulln sensIH\'lt)' llnd ~~cel1 runctlon The
dumllon of c:-:POSUft to the vnnous SGAs
should be cnrefully ontrolled FUlUre re-
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search sludll~.sshould focus on ,he follow.
tng·

• Baseline body composition in un­
treated patients with psychlatric dlsor­
ders and changes that occur dunng
treatment wilh SGAs need to be better
charactenzed. This would Include mea­
sures of rat versus fat-free mass and vis­
ceral and subcutaneous adipose stores.
using valid methods to measure body
fat (e.g.• magnetiC resonance imaging,
compUled tomography, dual-energy x­
rayabsorpuometry).

• The contribution or altered neuroendo~

crine function (e.g.• hypothalmic­
phuiLary-adrenal a.xis activation) lO
alterations to body compOSlll0n and
abnormahues In glucose and hpid me­
tabolism needs further study to dlstin­
gu\sh the acute effeclS of st ress from the
underlymg disease process.

• Studies are needed that examlOe glu­
cose and lipid metabolism as they relate
to alterauons In msulin sensttivllY In

penpheral and hepauc tissues (e.g.• eu·
g1ycemic-hyperinsulinemic clamp wuh
labeled glucose mrUSIOns), alterations
In a-cell function (hyperglycenuc;
clamp or frequently s.1mpled intrave­
nous glucose tolerance test). and alter­
allOns 10 lipid metabolism (using tracer
infUSions).

• Large prospective studies should be
conducted to Idenury baseline and
early treatment faclors thaI predict the
later occurrence of abnormalities III

body weight and composmon and dIS·
orders of glucose and lipid metabohsm
dUling lmItment with these: drugs.

• Addition.,1 studies are needed to ideo·
tiry whether there: are basehne chamc·
tensttcs that predict acute. Iife­
threatening complicatiOns (e,g.• DKA,
pancreatitis).

• Addltion.11 daL.1 are needed to deter~

mme whethe:r the rISks of therapy arc
mcrensed In certmn ethmc groups(e g.
Arncan AmenLaJ1s).

• Studies deternllmng the rITect of SGAs
10 \'anous psychiatric disorders are
needed to c1anr)' the dlst~·rtlated

nsk for l})( development of \\'tlght gam
and metabolIC dl.)turbances.

• Alternuons 10 energy Intakc and upen·
dnuft ns comnbutors to weight gam 10

Ihe psychintriC' population and how
these processes are altered by treatment
,,"h SGAs should be studied,

• Studies are needed to determine

whefher the disorders of body weIght
and glucose. and hptd metabolism are
duc to central ocrvous system or pe­
ripheral tissue actIons or the SGAs
Valuable mrormal.lon on the direct e£­
f«1S of SGAs on dJffercot body ussue
companments might be obulined rrom
studies In appropnate animal models.

• Studies or the genetic markers thai are
associated With. and may be causall}'
related to. the metabolic disturbances
occurring in treated patients with psy­
chiatric disorders (e.g., 5-HT,c. hlS",­
mme-H I receptor alleles) are needed.

SUMMARY - The SGAs are of great
benefit to a Wide variety or people with
psychiatric disorders. As with all drugs.
SGAs are associated with undeslrable side
effects. One consrellation of adverse ef·
rects IS an increased risk ror obesity. dia­
betes, and dyshpidemia. The etiology or
the Increased risk for metabolic abnor­
malities is uncertain, bUl their prevalence
seems correlaled lO an increase In body
weight orten seen in pattents takmg an
SGA. Direct drug effeclS on ~-cell runc­
Han and insulin action could also be in­
volved, since there 15 Insufficient
inrorrn:\tion to rule oUlthlS POSSIbilIty. In
the gener:tl populauon. bemg overv."tlght
or obese also carnes", much higher fisk of
dIabetes and dysllpldemla.

These three adverse condlUons are
closely linked. and their prevalence ap­
pears to differ depending on the SGA
used, Clozapme. and olanzapine are asso­
ciated with the greatest weight gain and
highest occurrence or diabetes and dys­
Iipldemla Rispendone and queuapme
appear to have intermediate efrects. Anp.
Ipro:ok: nnd ziprasidone are a5SOl:lated
WIth lillie or no SlgOlfitilOl weight gain.
diabetes, or d)"Shp.demla, ahhough ,hey
have not been used as extenSively as the:
other <lgents.

The chOICe or SGA for a specific p:l­
Hent depends on mnn}' £actors The hke­
hhood or developmg st\'ere metaboliC
d15e3Se should also be a.~ Important con­
slder.luon. When p~nbmg an SGA, a
commitment to baseh~ screenmg and
rollow·up monnonng IS essential 10 order
to miUg::ue the: hkehhood of deve.lopIng
CVD. diabetes. or Olher diabetes comph­
C3110ns

lY2OO3
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IN THE SUPERIOR COURT FOR THE STATE OF ALASKA

THIRD JUDICIAL DISTRICT AT ANCHORAGE

STATE OF ALASKA,

plaintiff,

vs.

ELI LILLY AND COMPANY,

Defendant.

Case No. 3AN-06-05630 CI

VOLUME 5

TRANSCRIPT OF PROCEEDINGS

March 7, 2008 - Pages l through 2ll

BEFORE THE HONORABLE MARK RINDNER
superior Court Judge

page :1.



17 don't have to talk about it.

2 between diabeteS and zyprexa?

14 Now, if you don't talk about the

page 182

the bad sides of any of that drug.

well, if you have convinced with the

It says: Check for agreement and get

-
Yes.

In your opinion, was it inappropriate

A.

Q.

Q.

A.

the use of zyprexa?

for Eli Lilly to be using these type of methods

in dealing with physicians that were considering

25

24 agreement?

21

22 back to Donna. Do you know what they're

23 referring to here when they say check for

20 reassure them.

19 you have been given exactly what to say in order to

18 And if others raise the issue, then

16 that some of them will not raise the issue so you

15 problems of zyprexa proactively, then you're hoping

13 the good

6

7

5

8 A. Yes.

9 Q. Why, sir?

10 A. well, simply stated, you shouldn't

11 the rep is supposed to go to the physician and

12 tell the physician the good sides of any drug and

4

3

1 company on notice that there was an association



Page 183

25 instruction, Your Honor.

MR. BRE ER: I would request that

THE COURT: No, I think he's talking

24

verbatim, the physician not to worry about

zyprexa and diabeteS, then now is the time to

talk about Donna, which is an off-label use,

and try to convince the physician --

MR. BRENNER: Objection, YOur Honor.

We're going to need a sidebar on that one.

(Bench discussion.)

MR. BRENNER: TwO objections, Your

15 about marketing efforts, but it's in the context of

16 warnings and I'll alow it for that purpose. I did

17 hear him say the term, it's an off-label use. The

18 question is do you want an instruction or don't you

19 want an instruction? But I have to tell the jury

20 that off-label uses are not part of the issue in

21 this case except as I would let them know that it

22 relates to marketing as it relates to warning

23 issues.

14

9 Honor. First, maybe it was inadvertent, but

10 off-label __ the second is he'S now really talking

11 about marketing efforts, and I don't think this is

12 what he'S offered for and I don't think he'S

13 qualified for that --

1

2

3

4

5

6

7

8



IN THE SUPERIOR COURT FOR THE STATE OF ALASKA
THIRD JUDICIAL DISTRICT

Case no. 3AN·06-563OCIV

Plaintiff,

Defendant

v.

DEFENDA T ELI LILLY AND COMPANY'S
DEPOSITION COUNTER.DESIGNATIONS FOR TRIAL AND

OBJECTIONS TO PLAI TIFF STATE OF ALASKA'S
TRIAL DEPOSITION AND EXlllBIT DESIGNATIONS

7J\\ ll\~6~Defendant Eli Lilly and Company ("Lilly") counter-designates for trial the

following deposition transcript excerpts in response to Plaintiff State of Alaska's Trial

Deposition Designations for Jack Jordan:

IStart (Page:Line) End (Page:Line)

238:7 238:19 V
238:22 239:2 V
244:9 244:1 I V
244:14 244:20 V
248:8 248:20 .V
332:8 332:17 V
342:16 343: I V.
343:9 3-13:2-1 I'

3-14:5 34-1: 10 "V
1344:13 3-1-1:15 vV

f.A. ~\.... tv
fj\J~s:k. ....~

pkl~-

(fIr (,~h

C-fd~s



Start (Page:Line) End (page:Llne)

369:12 369:24 ,/

375:8 375:21 V
v-

i/

376:2 376:13 V
393:15 395: I V

421:14 422:11 v
422:14 422:15 /

462:11 462:14 /
462:23 463:7 /

Lilly objects to the following pages and lines of Plaintiff State of Alaska's Trial

Deposition Designations for Jack Jordan.

Start End Objection
(Page: Line) (Page:Line)

Start End Objection
(Page: Line) (page:Line)

137:24 138:6 Relevance; Probative value outweighed by danger of unfair
prejudice; Foundation; Motion for Summary Judgment- Off-label
marketing (Alaska R. Evid. 401, 402, 403, 602, 701)

164:15 164:19 Relevance; Probative value outweighed by danger of unfair
prejudice; Motion in limine - profit/net worth/price (Alaska R.
Evid. 401,402,403)

166:21 166:22 Relevance; Probative value outweighed by danger of unfair
prejudice (Alaska R. Evid. 401. 402, 403)

167:1 167:2 Relevance; Probative value outweighed by danger of unfair
prejudice (Ala ka R. Evid. 401, 402. 403)

G



Start End Objection

(Page:Line) (Page:Line)

167:10 167:20 Relevance; Probative value outweighed by danger of unfair
prejudice (Alaska R. Evid. 401, 402, 403)

168:14 168:17 Relevance; Probative value outweighed by danger of unfair
prejudice (Alaska R. Evid. 401,402,403)

174:24 175: 10 Relevance; Probative value outweighed by danger of unfair
prejudice (Alaska R. Evid. 401, 402,403)

175:24 176:14 Relevance; Probative value outweighed by danger of unfair
prejudice (Alaska R. Evid. 401, 402, 403)

189:17 189:19 Compound; Relevance; Probative value outweighed by danger of
unfair prejudice; Motion for Summary Judgment - Off-label
marketing (Alaska R. Evid. 401,402,403,611)

189:20 190:2 Relevance; Probative value outweighed by danger of unfair
prejudice; Motion for Summary Judgment - Off-label marketing
(Alaska R. Evid. 401,402,403)

209:15 209:20 Ambiguous; Relevance; Probative value outweighed by danger of
unfair prejudice; Motion for Summary Judgment- Off-label
marketing (Alaska R. Evid. 401,402,403,611)

223:13 223:17 Relevance; Probative value outweighed by danger of unfair
prejudice; Motion for Summary Judgment - Off-label marketing
(Alaska R. Evid. 401,402.403)

223:22 223:24 Relevance; Probative value outweighed by danger of unfair
prejudice; Motion for Summary Judgment - Off-label marketing
(Alaska R. Evid. 401 ,402,403)

236:4 236:7 Foundation; Misstates the evidence; Relevance; Probative value
outweighed by danger of unfair prejudice; Motion for Summary
Judgment - Off-label marketing (Alaska R. Evid. 401.402,403,
602,611,701)

237:24 238:6 Foundation; Misstates the evidence; Relevance; Probative value
outweighed by danger of unfair prejudice; Motion for Summary
Judgment - Off-label marketing (Alaska R. Evid. 401.402.403,
602.611,701)

243:24 244:8 Relevance; Probative value outweighed by danger of unfair
nreiudice; Summarv Jud~ment Off-label marketin~ (Alaska R.

ow



Start End
(Page:Line) (Page:Line)

Evid. 401,402,403)

246:9 246:18 Foundation; Misstates the evidence; Relevance; Probative value
outweighed by danger of unfair prejudice; Motion for Summary
Judgment - Off-label marketing (Alaska R. Evid. 401,402.403,
602,611,701)

246:19 247:4 Relevance; Probative value outweighed by danger of unfair
prejudice; Motion for Summary Judgment- Off-label marketing
(Alaska R. Evid.40I,402,403)

296:17 296:24 Foundation; Misstates the Evidence; Ambiguous; Relevance;
Probative value outweighed by danger of unfair prejudice; Motion
for Summary Judgment - Off-label marketing (Alaska R. Evid.
401,402,403,602.611,701)

I-=:;:;-;-;;----f-::;:::;-;:::;;---b-;-----;;,...-;--,---;------;--;--;-;---;-----;-----;:-;------j -rz, 3 f-
297: 18 297:20 Relevance; Probative value outweighed by danger of unfair

prejudice; Motion for Summary Judgment - Off-label marketing A. .... -"l
(Alaska R. Evid. 401 ,402.403) ~ .. ,'

a.,-,Uf,

301:20 302:2 Relevance; Probative value outweighed by danger of unfair
prejudice: Motion for Summary Judgment- Off-label marketing
(Alaska R. Evid. 401,402.403)

306:1 306:7 Relevance; Probative value outweighed by danger of unfair
prejudice; 10tion for Summary Judgment - Off-label marketing
(Alaska R. Evid. 401. 402, 403)

308: 18 309:4 Relevance; Probati e value outweighed b) danger of unfair
prejudice; Motion for ummary Judgment - Off-label marketing
(Ala ka R. Evid.401,402,403)

Foundation; Relevan e; Probative value outweighed b) danger of
unfair prejudice; Motion for ummary Judgment - Off-label
marketing ( la ka R. Evid. 401. 402, 403, 601. 02)

Relevan e: Pr bative "alue outweighed b danger of unfair
prejudi e; Moti n for ummar) Judgment - Off-I, bel markcting
(AlakaR.Evid.401.402.40 .611)

09:21 Relevance; Probative "alue out, eighed b) danger of unfair
prejudi : lotion for ummary Judgment - Off-label m, rketing
( laska R. Ev,d. 401. 402. 4(3)

318:23

309:10309:5

31 :15

Is\<
'-- --'- -'- ..J



Start End
(Page:Line) (Page:Line)

339:6 339: II Relevance; Probative value outweighed by danger of unfair S"""~
prejudice; Argumentative; Motion for Summary Judgment - Off-
label marketing (Alaska R. Evid. 401, 402, 403, 611)

342:8 342:9 Relevance; Probative value outweighed by danger of unfair
0Jif~prejudice; Motion for Summary Judgment - Off-label marketing

(Alaska R. Evid. 40 1,402,403)

342:11 342: 15 Relevance; Probative value outweighed by danger of unfair
O//if"""~prejudice; Argumentative; Motion for Summary Judgment - Off-

label marketing (Alaska R. Evid. 401,402,403,611)

343:2 343:8 Relevance; Probative value outweighed by danger of unfair Sl/j~
prejudice; Motion for Summary Judgment - Off-label marketing
(Alaska R. Evid. 40 1,402,403)

344:16 345:9 Relevance; Probative value outweighed by danger of unfair (j VVt.Jl.
prejudice; Motion for Summary Judgment - Off-label marketing
(Alaska R. Evid.401,402,403)

347:12 348:4 Relevance; Probative value outweighed by danger of unfair Q<1V4.i...,
prejudice; Motion in Limine - Other Lilly Drugs; Motion in limine
- profit/net wonhlprices (Alaska R. Evid. 401, 402, 403)

355:20 356:2 Relevance; Probative value outweighed by danger of unfair aVeIl.'l..J
prejudice; Motion for Summary Judgment - Off-label (Alaska R.
Evid. 401,402,403)

362:20 363:3 Relevance: Probative value outweighed by danger of unfair [; Jt...."
prejudice; Motion for Summary Judgment - Off-label marketing
(Alaska R. Evid. 401, 402, 403)

363:16 364:18 Relevance; Probative value outweighed by danger of unfair
S",J.>~prejudice: Motion for Summary Judgment - Off-label marketing

(Alaska R. Evid. 401,402,403)

366:19 366:23 Relevance; Probative value outweighed by danger of unfair Sv. he
prejudice; Motion for Summary Judgment - Off-label: Motion in
limine - profit/net wonhlprices (Alaska R. Evid. 401,402,403)

368:5 368: 14 Relevance; Probative value outweighed by danger of unfair
:5 st.prejudice; Motion for ummar Judgment - Off-label marketing

(Ala ka R. Evid. 401 ,402. 403)



Start End
(page:Line) (Page:Line)

369:2 369:11 Relevance; Probative value outweighed by danger of unfair S"o/~
prejudice: Motion for Summary Judgment - Off-label marketing
(Alaska R. Evid. 401, 402, 403)

373:22 375:7 Relevance; Probative value outweighed by danger of unfair
O~prejudice; Motion for Summary Judgment- Off-label marketing

(Alaska R. Evid. 401 ,402,403)

388:7 388:23 Relevance; Probative value outweighed by danger of unfair
Otft,J,.prejudice; Motion for Summary Judgment - Off-label marketing

(Alaska R. Evid. 401 ,402, 403)

389:6 389:20 Relevance; Probative value outweighed by danger of unfair
~Lprejudice; Motion for Summary Judgment - Off-label marketing

(Alaska R. Evid. 401, 402, 403)

396:7 397:8 Relevance; Probative value outweighed by danger of unfair
~prejudice; Motion for Summary Judgment - Off-label marketing

(Alaska R. Evid. 401, 402, 403)

413:6 413:8 Relevance; Probative value outweighed by danger of unfair OWlIll,t.g---.
prejudice; Motion for Summary Judgment - Off-label marketing
(Alaska R. Evid. 401 ,402,403)

421:05 421:13 Relevance; Probative value outweighed by danger of unfair O~
prejudice; Motion for Summary Judgment - Off-label marketing
(Alaska R. Evid. 401 ,402,403)

422:16 423:6 Relevance; Probative value outweighed by danger of unfair
MvGtu.4prejudice; Motion for Summary Judgment - Off-label marketing

(Alaska R. Evid. 401. 402, 403)

436:14 436:22 Relevance; Probative value outweighed by danger of unfair c'I tn-.lc..
prejudice; Motion for Summary Judgment - Off-label marketing
(Alaska R. Evid. 401 ,402,403)

437:20 438:7 Relevance: Probative value outweighed by danger of unfair
~'lJl,.~prejudice: Motion for Summary Judgment - Off-label marketing

(Alaska R. Evid. 401 ,402.403)

456:13 458: I Relevan e; Probative value outl eighed by danger of unfair (}1.4;prejudice; 10tion in limine - profi net wonhlpri e: Motion in
limine - Other Lilly drugs ( laska R. El'id.40I,40_.403)



Lilly also objects to Plaintiff's exhibIts lor use during the testimony of Jack

Jordan

Plaintiff's Exhibit Objection(s)

Zyprexa MDL Plaintiffs' Not Relevant (Alaska R. Evid. 401, 402) to Labeling Claims:
Exhibit No. 3872 internal planning document that discusses market positioning and

(Jordan Dep. Exh. 8) strategy
MIL regarding Profits and Price
Prejudicial, Confusing, Waste ofTime (Alaska R. Evid. 403)
Foundation (Alaska R. Evid. 901)
Not Authenticated (Alaska R. Evid. 901, 902)

Zyprexa MDL Plaintiffs' Not Relevant (Alaska R. Evid. 401,402) to Labeling Claims:
Exhibit No. 8632 Internal document discussing sales representative interaction with

(Jordan Dep. Exh. 13) physicians

Zyprexa MDL Plaintiffs' Nol Relevant (Alaska R. Evid. 401, 402) to Labeling Claims:
Exhibit No. 130 I internal marketing plan

(Jordan Dep. Exh. 23) Prejudicial, Confusing, Waste of Time (Alaska R. Evid. 403)
M.I.L. reeardino Profits and Price

Lilly reserves the right to object to these exhibits. and any others that may be

introduced by Plaintiff, under the Alaska Rules of Evidence or any other applicable rule of law.

based on this oun's rulings or the purposes for which Plaintiff seeks to use the exhibits at trial.
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THE SUPERIOR COURT FOR THE STATE OF ALASKA '" {C'<-"';
THIRD JUDICIAL DISTRICT "''' ~'~ "'6 '/~• 0, ~..p ".D/. .. t <S:

~~O'"f{, , ':Yo 0,

~ ~ "'.. '€n"Plaintiff, "1,. 0;;, oS ~v
~~/~

q,..~ 4·~"/o
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DEFENDANT ELI LILLY AND COMPA V'S
DEPOSITION COUNTER-DESIGNATIONS FOR TRIAL A D

OBJECTIO S TO PLAI TIFF STATE OF ALASKA'S
TRJAL DEPOSITION A D EXHmlT DESIGNATIO S

Defendant Eli Lilly and Company ("Lilly") counter-designates for trial the

following deposition lranseript excerpts in response to PlainliffState of Alaska's Trial

Deposition Designations for Joey L. Eski (designated pages Exhibit A), all of which must be

presented together with the late's affirmative designations to ensure proper context (Lilly will

laler be filing designations to be played in Lilly's own case):

Start (Page:Line) End (Page: Line)

10:24 II :3

12:23 13:2

19:6 19:11

71:18 71:22

72:10 72:1"

81:3 81:15

85:11 85:22

88:14 89:2

98:25 99:8



Start (Page:Line) End (page:Line)

151 :8 152:4

264:24 265:12

267:15 267:18

267:20 268:4

271:23 271:24

272:1 272:3

340:22 341:4

Lilly objects to the following pages and lines of Plaintiff State of Alaska's Trial

Deposition Designations for Joey L. Eski:

SCart End Objection
(Pagc: Linc) (Page: Linc)

12:18 12:22 Question without answer

25:10 25:17 Commentary of counsel; relevance (Alaska R.
Evid.401)

27:02 27:18

56:13 56:15 Commentary of counsel; relevance (Alaska R.
Evid.401)

57:13 57:24 Relevance (Alaska R. Evid. 40 I)

59:02 59:07

67:01 67:03 Relevance; probative value is outweighed by the
danger of unfair prejudice (Alaska R. Evid. 40 I;

71:03 71 :17 403). ubject to Motion to Exclude Evidence
Regarding peech Protected by the oerr-
PenninglOn Doctrine and Common Law Pri ilege,
filed March 6, 2008.

71:23 72:09 Relevance; foundation; lack of personal
knowledl!e; assumes facts not in evidence (Alaska

-2-



Start End Objection
(page:Line) (page:Line)

72:14 72:20 R. Evid. 401; 602)

75:04 75:07 Relevance; probative value is outweighed by the
danger of unfair prejudice (Alaska R. Evid. 401;

75:11 75:17 403). Subject to Motion to Exclude Evidence
Regarding Speech Protected by the Noerr-

76:06 76:08 Pennington Doctrine and Common Law Privilege,

77:19
filed March 6, 2008.

77:05

81:6 81:18

82:13 83:02

83:05 83:17

84:02 84:18 Relevance; probative value is outweighed by the
danger of unfair prejudice (Alaska R. Evid. 401;

85:01 85:10 403). Subject to Motion to Exclude Evidence

85:23 86:11
Regarding Speech Protected by the Noerr-
Pennington Doctrine and Common Law Privilege,

86:16 86:18
filed March 6, 2008.

88:06 88:13

89:08 89:11

90:16 90:24

92:14 92:23

93:05 93:06

93:11 93:15

97:21 98:2-1 Relevance; probative value i outweighed by the
dangcr of unfair prejudice (Alaska R. Evid. 40 I;

99:09 99:14 403). ubject to Motion to Exclude Evidence

103:19 104:07
Regarding peech Protected by the 'oerr-
Pennington Doctrine and Common Law Privilege,

104:10 104:10
filed March 6, 200 .

10-1:1-1 104:16



Start End Objection

(Page: Line) (page: Line)

104:19 104:20

107:04 107:11

107:14 107:23

112:24 113:14 Relevance; probative value is outweighed by the
danger of unfair prejudice (Alaska R. Evid. 401;

115:22 116:11 403). Subject to Motion to Exclude Evidence
Regarding Speech Protected by the Noerr-

116:21 117:02 Penning/on Doctrine and Common Law Privilege,
filed March 6, 2008.

117:21 117:24

118:02 118:03

119:07 119:12 Relevance; probative value is outweighed by the
danger of unfair prejudice (Alaska R. Evid. 401;

120:03 120:16 403). Subject to Motion to Exclude Evidence
Regarding Speech Protected by the Noerr-
Pennington Doctrine and Common Law Privilege,
filed March 6, 2008.

122:17 122:19 Vagueness; foundation (Alaska R. Evid. 602)

122:22 123:09

123:12 123:14

123:18 123:22

132:18 132:21 Vagueness; assumes facts not in evidence;
foundation (Alaska R. Evid. 602)

146:01 146:05

146:08 146:08

166:06 166:10 Witness has not had an opponunity to review and
sign transcript; improper hypothetical; as umes
facts not in evidence; vagueness; foundation; lack
of personal knowledge (Ala ka R. Evid. 40 I; 602).

168:04 168:08 Improper hypothetical; assumes facts not in

168:11 168:14
evidence; vagueness; foundation; lack of personal
kno\ ledge (Ala ka R. Evid. 401; 602).

-4-



Start End
(page:Line) (Page:Line)

168:17 168:22

168:23 169:11

169:15 169:24

187:17 188:06

189:13 189:23

210:20 210:24

211 :04 211:05

211:07 212:03

212:08 212:19

218:06 219:04

219:10 220:02

227:5 227:18

226:07 226:11

243:17 243:22

243:24 244:05

244:07 244:07

2-6:01 256:19

2-8:1_ 259:04

259:07 259:07

Vagueness; foundation; lack of personal
knowledge (Alaska R. Evid. 401; 602).

Assumes facts not in evidence; vagueness;
foundation; lack of personal knowledge (Alaska R.
Evid. 401; 602)

Foundation; lack of personal knowledge; lay
opinion (Alaska R. Evid. 401; 602; 701).

Foundation; lack of personal knowledge (Alaska R.
Evid 40 I; 602).

Foundation; lack of personal knowledge ( 1aska R.
Evid. 40 I; 602).

Vagueness; foundation; lack of personal
knowledge; lay opinion (Ala ka R. Evid. 602, 70 I)

Incomplete (no question designated); foundation;
lack of personal knowledge (Alaska R. Evid. 401;
602).

Relevance; hearsay; improper hypothetical;
foundation; lack of personal knowledge; assumes
facts not in evidence (Ala ka R. Evid. -101; 602:
802)

Relevance (Alaska R. Evid. 40 I)

ssumes fa ts not in evidence; foundation; lack of
personal knowledge ( In kn R. E\id. 401; 60_).



Start End
(Page:Line) (page:Line)

259:12 259:19

263:07 264:8 Relevance (Alaska R. Evid. 40 I).

266:14 266:15 Relevance; improper hypothetical; foundation; lack
of personal knowledge (Alaska R. Evid. 401; 602).

266:17 267:14

270:17 270:19 Relevance; foundation; lack of personal
knowledge; vagueness (Alaska R. Evid. 401; 602).

270:21 271 :14

272:15 272: 16

272:18 272:24

284:12 284:22 Relevance (Alaska R. Evid. 401) (off-label issue).

285:15 285:25 Vagueness; relevance; foundation; lack of personal
knowledge; lay opinion (Alaska R. Evid. 40 I; 602;

287:08 287:12 701).

288:04 288:09 Vagueness; relevance; foundation; lack of personal
knowledge; lay opinion (Alaska R. Evid. 401; 602;
701).

301 :13 301:22 Vaguene s; relevance; foundation; lack of personal
kno\ ledge; lay opinion; asked and answered

01 :25 301:25 (Alaska R. Evid. 401; 602; 701).

304:22 Argumentative; foundation' lack of personal
knowledge; assumes facts not in e idence ( la ka
R. E id. 602).

62:19 363:02 Relevance ( laska R. Evid. -l01).

Lilly also objects t PlaintilT" e, hibits for use during the te tim n} of Joe} L.

Eski:

IPlaintifrs Exhibit IObjcction(s)

-6-
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Lilly reserves the right to object to these exhibits, and any others that may be

Not Relevant (Alaska R. Evid. 401,402)

Prejudicial, Confusing, Waste ofTime (Alaska R. Evid. 403)

Foundation (Alaska R. Evid. 90 I)

Not Authenticated (Alaska R. Evid. 90 I, 902)

Not Relevant (Alaska R. Evid. 401, 402) to Labeling Claims:
Internal document concemiDg sales-lqJIelICIltive interactiODl with
physicians.

(Provided without bates number; unable to match to previously
identified plaintiff's exhibit)

Not Relevant (Alaska R. Evid. 401, 402)

Prejudicial, Confu ing, Waste of Time (Alaska R. Evid. 403)

Foundation (Alaska R. Evid. 90 I)

Not Authenticated (Alaska R. Evid. 90 I, 902)

(Unable to match to previou Iy identified plaintiff's exhibit)

01 Relevant (Alaska R. Evid. 401, 402)

Prejudicial, Confusing, Waste of Time (Alaska R. E id.403)

Foundation (Alaska R. Evid. 90 I)

Not Authenticated (Alaska R. Evid. 90 I, 902)

Not Relevant (Alaska R. Evid. 401, 402)

Prejudicial, Confusing, Waste of Time (Alaska R. Evid. 403)

Foundation (Alaska R. Evid. 90 I)

Not Authenticated (Alaska R. Evid. 901,902)

Not Relevant (Alaska R. Evid. 401,402)

Prejudicial, Confusing, Waste of Time (Alaska R. Evid. 403)

Not Relevant (Alaska R. Evid. 401,402)

Prejudicial, Confusing, Waste of Time (Alaska R. Evid. 403)

intr du ed by Plaintiff, under the Alaska Rules of Evidence or any other applicable rule of law,

based n thi Court's ruling or the purpo es for which Plaintiff seek to use the exhibits at trial.

Eski Exhibit 6

PI.lntIW. Exhibit

Eski "xhibit 7

Zyprexa Plaintiffs Exhibit
10121

Zyprexa Plaintiff's Exhibit
10097

Zyprexa Plaintiffs Exhibit
10120

Zyprexa Plaintiff's Exhibit
10096

Zyprexa Plaintiff's Exhibit
10122
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Eric Rothschild
Pepper Hamilton LLP
3000 Two Logan Square
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By:__--------

LANE POWELL, PC

Respectfully submitted,

Attorneys for Defendant
Eli Lilly and Company

Dated: March 10,2008
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The State has provided yet another letter (March 9), which re-treads three stale

RESPONSE TO STATE'S
MARCH 9,2008, LETTER MOnO

Plaintiff,

Defendant.

v.

IN THE SUPERJOR COURT FOR THE STATE OF ALASKA

THIRD JUDICIAL DISTRICT AT ANCHORA(ltED IN OP::. ",'" '~T

Date: Y --/CJ-cf5

Case No. 3.cf~630~

issues: (I) a redundant argument of its March 7 letter motion that has been fully briefed for the

Court; (2) the mechanics of playing videotaped depositions that were already ruled on by the

Court; and (3) deposition designations disputes already resolved by the Court. The only new

issue that the State raises-superficially at be t-i an objection to testimony that Lilly wishes to

present to the jury, but the State does not identify the specific testimony to which it object.

Lilly urges the Coun to deny the tate's motion to set the trial back on track.

The only claims that remain in the State's case are the UTPCPA claims related to

Zyprexa's labeling and the common law failure-to-warn claim. At the hean of these remaining

claims is Zyprexa's labeling: Did Zyprexa's labeling convey the risks a required by federal

law? Did Lilly adequately inform Alaska physicians about these risks? lIegations of ofT-label

promotion are entirely irrelevant to the e claims, but the tate continues its full-court press to

prescnt evidence of this nature to the jury. In fact. without having considered Lilly' respon e to

its Mareh 7 letter motion on the issue, the tate re-argues that Lilly "opened the door" during it



opening statement to evidence of off-label promotion. Lilly refers the Court to its Mareh 8

response to this issue. I

Although the State's presentation of videotaped deposition is expected to last

several days, the State asks the Court to allow more testimony-testimony that the Court already

ruled out-to demonstrate bias and prejudice of witnesses
2 It is no secret, however, that the

witnesses whose deposition testimony the State will play are present or former Lilly employees.

and that the entire scope of their deposition testimony relates to their roles as Lilly employees.

Thc jury can make judgments about potential bias of the witnesses based on this fact.

Yesterday, the Court made rulings about which Lilly counter-designated

dcposition testimony could be played along with the tate's affinnative designations to add

ncccssary context to the State's presentation of evidence. The State's argument that Lilly "get[s]

two bitcs at thc samc applc," although the procedure ha been endorsed by the Court and accords

with thc Alaska Rules of Civil Procedure, is meritless. l

The tatc also ask thc Court to exclude certain deposition testimony designated

by Lilly bccausc thc tate raised "nonresponsive" objection or because Lilly only designated

answcrs, in some instances, withollt the question. The tate has not identified thi testimony

I Lilly supplements it re ponse to Ihis i sue with EL·2580, the April 2000 ZYl're a package insert, which
notes, "ZYPREXA is indi Bted for the han-term trealm olofa ute manic episode associated \\ith Bipolar I
Disorder. The emcacy orZYPREXA was eSlabli hed in two placebo-conlrolled trials (one 3-week and one 4-week)
\ ith patients meeting OSM~I criteria for Bipolar 1Disorder \\ho urrentl) displa)ed an acute manic or mi cd
pisode with or without psycholic reature .. (hh A); ee also EL-3798, Lett r rTOm FDA to Lilly, Mar. I ,2000,

which approves Zyprc:\o for "the treatment of monic or mhed episod in bipolar disorder" (E.'\h. B)

2 Judge' Rulings Re: Der. Ell Lilly and o's DbJ . to PI. tal or laska', Trial Dep De ignau os, Mar
2007.

I laska Rule i. P 2(0)(4) (.. tronl) part ora deposition i olTered In ,idenee by a part)_ an ad, rse
party mn) requir~ the m:ror to introdu c an> other pan \,hich ought 1M faim to be onsiderro \\lth th part
inlr duced. . ,").



PEPPER HAMILTO LLP
ina M. Gussack, admitted pro hac vice

George A. Lehner. admitted pro hac vice
John F. Brenner, admitted pro hac vice
3000 Two Logan Square
philadelphia, PA 19 I 03-2799

(215) 98 I-4618

Attomeys for Defendant

DATED this 10th day of March, 2008.

For the foregoing reasons, Lilly requests that the Court enter an order denying the

State's March 9 letter motion.

confer with the State and/or address this issue with the Court.

either to Lilly or to the Court. If the State timely identifies such testimony, Lilly will meet and

By: _.u---=-~--=-..-=.u-/'I------­
Brewster 1-1. Jamie
ASBA No. 841112
Andrea E. Girolamo-Welp,
ASBA 0.0211044
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PV34001W1P
ZVPREXAe

(Olanzaplne) Tablets

ZVPREXAe ZVDlS·
(Olanzaplne) Orally Disintegrating Tablets

DESCRIPTION
ZYPREXA (olanzapine) is a psychotropic agent tha~ belo~gs to the thienobenzodiazepine class.

The chemical designation is 2-methyl-4-(4.methyl_l_ptperazmyl)-10H-thieno[2,3-b1
[I,5)benzodiazepine. The molecular formula is CI1H,.N.S, which corresponds to a molecular
weight of312.44. The chemical structure is:

,CH3

r-N

NJ
a:~

H S CH3

Olanzapine is a yellow crystalline solid, which is practically insoluble in water.
lYPREXA tablets are intended for oral administration only.
Each tablet contains olanzapine equivalent to 2.5 mg (8 ~mol), 5 mg (16 ~ol), 7 5 mg (24

~mol), 10 mg (32 ~mol), or 15 mg (48 ~mol). Inactive ingredients are camauba wax,
crospovidone, hydroxypropyl cellulose, hydroxypropyl methylcellulose, lactose, magnesium
stearate, microcrystalline cellulose, and other inactive ingredients. The color coating contains
Titanium Dioxide (all strengths) and FO&C Blue No.2 Aluminum Lake (IS mg). The 2.5,5.0,
7.5, and 10 mg lablets are imprinted with edible ink which contains FD&C Blue No.2 Aluminum
Lake.

lYPREXA ZYDIS (olanzapine orally disintegrating tablets) is inlended for oral administration
only.

Each orally disintegrating tablet contains olanzapine equivalent 10 5 mg (16 ~ol) or 10 mg (32
~mol). It begins disintegrating in the mouth within seconds, allowing its contents to be
subsequently swallowed with or without liquid. lYPREXA ZYDIS (olanzapine orally
disintegrating tablets) also contains the following inactive ingredients: gelatin, mannitol,
aspartame, sodium methyl paraben and sodium propyl paraben.

CLINICAL PHARMACOLOGY
Pharmacodynamics:
Olanzapine is a selective monoaminergic antagonist with high affinity binding to the following

receptors: serotonin 5HT2A/2c (1<;=4 and 110M, respectively), dopamine 01.. (1<,=11-31 nM),

PV3400AMP
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muscarinic MI_5 (K,=1.9-25 nM), histamine HI (K,~7 nM), and adrenergic al receptors (1(.-19

nM). Olamapine binds weakly to GABAA, BZD, and ~ adrenergic receptors (K; > 10 /1M).
The mechanism of action ofolanzapine, as with other drugs having efficacy in schizophrenia, is

unknown. However, it has been proposed that this drug's efficacy in schizophrenia is mediated

through a combination of dopamine and serotonin.type.2 (5HTz) antagoni~. The mechanism of
action of olanzapine in the treatment ofacute marne episodes asSOCl&led WIlh Bipolar I DIsorder IS

unknown.
Antagonism at receptors other than dopamine and 5HT2 with similar receptor affinities may

explain some of the other therapeutic and side effects of olanzapine. Olanzapine's antagonism of
muscarinic M,., receptors may explain its anticholinergic effects. Olanzapine's antagonism of
histamine H, receptors may explain the somnolence observed with this drug Olanzapine's
antagonism ofadrenergic a, receptors may explain the orthostatic hypotension observed with this
drug.

Phmmacokinelics:
Olanzapine is well absorbed and reaches peak concentrations in approximately 6 hours

following an oral dose. It is eliminated extensively by first pass metabolism, with approximately
40% of the dose metabolized before reaching the systemic circulation. Food does not affect the
rate or extent of olanzapine absorption. Pharmacokinetic studies showed that ZYPREXA tablets
and ZYPREXA ZYDIS (olanzapine orally disintegrating tablets) dosage forms ofolanzapine are
bioequivalcnt

Olanzapine displays linear kinetics over the clinical dosing range. Its half-life ranges from 21 to
54 hours (5th to 95th percentile; mean of 30 hr), and apparent plasma clearance ranges from 12 to
47 Uhr (5th to 95th percentile, mean of25 Uhr)

Administration of olanzapine once daily leads to steady-state concentrations in about one week
that are approximately twice the concentrations after single doses Plasma concentrations, half­
life, and clearance ofolanzapine may vary between individuals on the basis of smoking status,
gender, and age (see Special Populations)

Olanzapine is extensively distributed throughout the body, with a volume of distribution of
approximately 1000 L. It is 93% bound to plasma proteins over the concentration range of? to
1100 nglmL, binding primarily to albumin and ai-acid glycoprotein

Metabolism and Elimination Following a single oral dose of "c labeled olanzapine, 7"/0 of the
dose ofolanzapine was recovered in the urine as unchanged drug, indicating that olanzapine is
highly metabolized Approximately 57"/0 and 300!o of the dose was recovered in the urine and
feces, respectively In the plasma, olanzapine accounted for only 12% of the AVC for total
radioactivity, indicating significant exposure to metabolites Aller muillple dosing, the major
cir ulating metabolites were the lOoN-glucuronide, present at steady state at 44% of the
concentration ofolanzapine, and 4'. -de methyl olanzapine. present at ready state at 31% of the
concentration ofolanzapine Both metabolites I ck pharmacolo!pcaI activity at the concentrations
observed

Direct glucuronidation and cytochrome P450 (CVP) med18ted oxidation are the primary
metabolic pathways for olanzapine In vitro studie suggest that CVPs 1A2 and 206, and the
navin-comalOing monno genase ystem are lOvolved lO olanzaplne oXld.llon CYP2D6 mediated
oxidation ppears to be minor metabolic pathwa} in vivo, because the clearance ofolanzapine is
not reduced in subjects who are deficient 10 thi. enzyme

ZY201316339
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Special PQPulatiQns--
Renal Impairment-Because Qlanzapine is highly metabolized befQre excretiQn and Qnly 7% Qf

the drug is excreted unchanged, renal dysfunctiQn alQne is unlikely to have a ma!Qr impact.Qn!be
phannacokinetics Qf Qlanzapine. The phannacokineuc charact,:"sucs Qf Qlanzapme '7ere similar m
patients with severe renal impairment and nQrmal subjects, tndicaung that dQsage adjustment
based upon the degree Qf renal impairment is nQt required. In addltlQn, Qlanzaplne IS n~l removed
by dialysis. The effect Qf renal impairment Qn metabQlite eliminatiQn has nQt been stUdIed.

Hepatic Impairment--A1thQugh the presence Qfhepatic. impairment may be expected tQ reduce
the clearance Qf Qlanzapine, a study Qf the effect Qf impillred liver li.lnctlQn In subjects (n=6) WIth
clinically significant (Childs Pugh ClassificatiQn A and B) cirrhQsis revealed linle effect Qn the
pharmacokinetics Qf Qlanzapine.

Age--ln a study involving 24 healthy subjects, the mean eliminatiQn half-life Qf Qlanzapine was
about 1.5 times greater in elderly (>65 years) than in nQn-elderly subjects ($65 years). CautiQn
shQuld be used in dQsing the elderly, especially if there are Qther factQrs that might additively
influence drug metabolism and/or phannacodynarnic sensitivity (see DOSAGE AND
ADMlNISTRATION).

Gender-Clearance Qf Qlanzapine is apprQximately 30% lQwer in WQmen than in men. There
were, however, no apparent differences between men and women in effectiveness or adverse
effects. DQsage modificatiQns based Qn gender shQuld nQt be needed.

SmQking Status--Olanzapine clearance is about 40% higher in smQkers than in nQnsmQkers,
althQugh dQsage mQdificatiQns are nQt routinely recommended.

Race-NQ specific pharmacokinetic study was conducted to investigate the effects Qf race. A
crQss-study cQmparison between data Qbtained in Japan and data Qbtained in the US suggests that
exposure tQ Qlanzapine may be abQut 2-fQld greater in the Japanese when equivalent dQses are
administered Clinical trial safety and efficacy datB, hQwever, did not suggest clinically significant
differences amQng Caucasian patients, patients Qf African descent, and a third pooled categQry
including Asian and Hispanic patients. DQsage modificatiQns fQr race are, therefQre, nQt
recommended

CQmbined Effects-The combined effects Qf age, smQking, and gender could lead to substantial
pharmacokinetic differences in populatiQns. The clearance in young smQking males, for example,
may be 3 times higher than that in elderly nonsmoking females. DQsing modificatiQn may be
necessary in patients whQ exhibit a combinatiQn Qffactors that may result in s1Qwer metabQlism Qf
Qlanzapine ( e DOSAGE AND ADMlNlSTRATION).

Cliniool Efficacy Dota:
Schizophrenia

The efficacy Qf Qlanzapine in the management Qfthe manifestations Qf psychotic disorders was
established in 2 hQn-term (6-week) contrQlled trials Qfinpatients wbQ met DSM ill-R criteria for
schizophrenia A single haloperidQI arm was included as a cQmparative treatment in Qne Qf the
tWQ trials, but this trial did not compare these tWQ drugs Qn the full range Qf chnically relevant
dQses fQr both

Several inStruments were used fQr assessing psychiatric signs and symptQms in these studies,
mQng them the Brief Psychiatric Rating Scale (BPRS), a multi-item inventQry Qfgeneral

psychQpathQIQgy traditiQnally u ed tQ evaluate the effects Qf drug treatment in psychQsis The
BPRS psychQsis cluSter (conceptual disorganizatiQn, hallucinatQry behaviQr, suspiciousness, and
unusual thQught cQntent) i considered a panicularly u ful subset for assessing actively psychotic

ZY201316340
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schizophrenic patients. A second traditional assessment, the Clinical Global lmpression (CGI),
reflects the impression ofa skilled observer, fully familiar with the manifestations of
schizophrenia. about the overall clinical state afthe patient. In addition. two more recently
developed but less well evaluated scales were employed; these included the 30-item Positive and
Negative Symptoms Scale (PANSS), in which is embedded the IS items of the BPRS, and the
Scale for Assessing Negative Symptoms (SANS). The tnal summanes below focus on the
followins outcomes: PANSS total and/or BPRS total; BPRS psychosis cluster; PANSS negative
subscale or SANS' and CGI Severity. The results ofthe trials follow:

(I) In a 6-week,'placebo-controlled trial (0=149) involving two fixed olanzapine doses of I and
10 mglday (once daily schedule), olanzapine, at 10 mglday (but not at I mglday), was supenor to
placebo on the PANSS total score (also on the extracted BPRS total), on the BPRS psychosis
cluster, on lhe PANSS Negative subscale, and on eGI Severity.

(2) In a 6-week, placebo-controlled trial (0=253) involving 3 fixed dose ranges of olanzapine
(5.0±2.5 mglday, 10.0±2.5 mgfday, and 15.0±2.5 mgfday) on a once daily schedule, the two
highest olanzapine dose groups (actual mean doses of 12 and 16 mglday, respectively) were
superior to placebo on BPRS total score, BPRS psychosis cluster, and CGI severity score; the
highest olanzapine dose group was superior to placebo on the SANS. There was no clear
advantage for the high dose group over the medium dose group.

Examination of population subsets (race and gender) did not reveal any differential
responsiveness on the basis of these subgroupings.
Bipolar Mania

The efficacy of otanzapine in the treatment of acute manic episodes was established in 2 short­
term (one 3-week and one 4-week) placebo-controlled trials in patients who met the DSM·IV
criteria for Bipolar I Disorder with manic or mixed episodes. These trials included patients with or
without psychotic features and with or without a rapid-cycling course.

The primary rating instrument used for assessing manic symptoms in these trials was the
Young Mania Rating Scale (Y-MRS), an II-item clinician-rated scale traditionally used to
assess the degree of manic symptomatology in a range from 0 (no manic features) to 60
(maximum score). The primary outcome in these trials was change from baseline in the Y­
MRS total score. The results of the trials follow:

(I) In one 3-week placebo-controlled trial (0=67) which involved a dose range of
olanzapine (5-20 mgfday, once daily, starting at 10 mglday), olanzapine was superior to
placebo in the reduction ofY-MRS total score. In an identically designed trial conducted
simultaneously with the first trial, olanzapine demonstrated a similar treatment difference
but possibly due to sample size and site variability, was not shown to be superior to '
placebo on this outcome.

(2) In a 4-week placebo-controlled trial (n~115) which involved a dose ",nge of
olanzapine (5-20 mgfday, once daily, starting at 15 mg/day), olanzapine was superior to
placebo in the reduction of Y-MRS total scorc.

INDICATIONS AND USAGE
Schizophrenia

ZVPREXA is indicated for the management of the manifestations of psychotic disorders.
The efficacy of ZYPREXA was estabtished in shon-term (6-week) controlled trials of

schizophrenic inpatients (see CLINICAL PHARMACOLOGY).

ZY201316341
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The effectiveness oflYPREXA in long-term use, that is, for more than 6 weeks, has not been
systematically evaluated in controlled trials. Therefore, the physician who elects to use
ZYPREXA for extended periods should periodically re-evaluate the long-term usefulness of the
drug for the individual patient (see DOSAGE AND ADMINISTRATION).
Bipolar Mania .. .

lYPREXA is indicated for the short-term treatment of acute marne episodes associated
with Bipolar I Disorder.

The efficacy afZYPREXA was established in two placebo-controlled trials (one 3-week
and one 4-week) with patients meeting OSM-IV criteria for Bipolar I Disorder who
currently displayed an acute manic or mixed episode with or without psychotic features
(see CLINICAL PHARMACOLOGY).

The effectiveness oflYPREXA for longer-term use, that is, for more than 4 weeks
treatment of an acute episode, and for prophylactic use in mania, has not been
systematically evaluated in controlled clinical trials. Therefore, physicians who elect to use
ZYPREXA for extended periods should periodically re-evaluate the long-term risks and
benefits of the drug for the individual patient (see DOSAGE AND ADMINISTRATION).

CONTRAINOICATIONS
lYPREXA is contraindicated in patients with a known hypersensitivity to the product.

WARNINGS
Neurolept;c Malignant Syndrome (NMS)-A potentially fatal symptom complex sometimes

referred to as Neuroleptic Malignant Syndrome (NMS) has been reported in association with
administration of antipsychotic drugs, including olanzapine. Clinical manifestations ofNMS are
hyperpyrexia, muscle rigidity, altered mental status and evidence of autonomic instability
(irregular pulse or blood pressure, tachycardia, diaphoresis and cardiac dysrhythmia). Additional
signs may include elevated creatinine phosphokinase, myoglobinuria (rhabdomyolysis). and acute
renal failure.

The diagnostic evaluation of patients with this syndrome is complicated. In arriving at a
diagnosis, it is important to exclude cases where the clinical presentation includes both serious
medical illness (e.g., pneumonia, systemic infection, etc.) and untreated or inadequately treated
extrapyramidal signs and symptoms (EPS). Other important considerations in the differential
diagnosis include central anticholinergic toxicity, heat stroke, drug fever, and primary central
nervous system pathology.

The management ofNMS should include: 1) immediate discontinuation of antipsychotic drugs
and other drugs not essential to concurrent therapy; 2) intensive symptomatic trealmenl and
medical monitoring; and 3) treatment of any concomitanl serious medical problems for which
specific treatmenlS are available. There is no general agreement about specific phannacologica1
treatment regimens for NMS.
Ifa patient requires antipsychotic drug treatment after recovery from NMS, the potential

reintroduction of drug therapy should be carefully considered. The parient should be carefully
monitored, since recurrences ofNMS have been reponed.

Tardive Dyskinesia-A syndrome of potentially irreversible, involuntary, dyskinetic movements
may develop in patients treated with antipsychotic drugs. Although the prevalence of the
syndrome appears to be highest among the elderly, especially elderly women., it is impossible to

ZY201316342

EL-2Sg0



6

rely upon prevalence estimates to predict, at the inception of antipsychotic treatmen~ which
patients are likely to develop the syndrome. Whether antipsychotic drug products differ in their
potential to cause tardive dyskinesia i~ u~own. .. .. . .

The risk of developing tardive dyskinesIa and the hkehhood that It wdl become IrreverSIble are
believed to increase as the duration of treatment and the total cumulative dose of antipsychotic
drugs administered to the patient increase. However, the syndrome can develop, although much
less commonly, after relatively brief treatment periods at low doses.

There is no known treatment for established cases of tardive dyskinesia, although the syndrome
may remit, partially or completely, ifantipsychotic treatment is withdrawn. Antipsychotic
treatment, itself, however, may suppress (or partially suppress) the signs and symptoms of the
syndrome and thereby may possibly mask the underlying process. The effect that symptomatic
suppression has upon the long-term course ofthe syndrome is unknown.

Given these considerations, olanzapine should be prescribed in a manner that is most likely to
minimize the occurrence oftardive dyskinesia. Chronic antipsychotic treatment should generally
be reserved for patients (1) who suffer from a chronic illness that is known to respond to
antipsychotic drugs, and (2) for whom alternative, equally effective, but potentially less harmful
treatments are not available or appropriate. In patients who do require chronic treatment, the
smallest dose and the shortest duration of treatment producing a satisfactory clinical response
should be sought. The need for continued treatment should be reassessed periodically.

Ifsigns and symptoms of tardive dyskinesia appear in a patient on olanzapine, drug
discontinuation should be considered. However. some patients may require treatment with
olanzapine despite the presence of the syndrome.

PRECAUTIONS
General
Orthostatic Hvnotension--Olanzapine may induce orthostatic hypotension associated with

dizziness, tachycardia. and in some patients, syncope, especially during the initial dose-titration
period, probably renecting its a,-adrenergic antagonistic properties. Syncope was reported in
0.6% (15/2500) ofolanzapine-treated patients in phase 2-3 studies. The risk ofo"hostatic
hypotension and syncope may be minimized by initiating therapy with 5 mg QD (see DOSAGE
AND ADMINlSTRATlON). A more gradual titration to the target dose should be considered if
hypotension occurs. Olanzapine should be used with particular caution in patients with known
cardiovascular disease (history of myocardial infarction or ischemia, heart failure, or conduction
abnonnalities), cerebrovascular disease. and conditions which would predispose patients to
hypotension (dehydration, hypovolemia, and treatment with antihypertensive medications).
~--During premarkeling testing, seizures occurred in 0.9% (22/2500) ofolanzapine­

treated patients. There were confounding factors that may have contributed to the occurrence of
seizures in many of these cases. Olanzapine should be used cautiously in patients with a history of
seizures or with conditions that potentially lower the seizure threshold, e.g., Alzheimer's
dementia. Conditions that lower the seizure threshold may be more prevalent in a population of 65
years or older.

Hyperprolaetinemia--As with other drugs that antagonize dopamine D:2 receptors, olanzapine
elevates prolactin levels, and a modest elevation persists during chronic administration. Tissue
culture experiments indicate that approximately one-third of human breast cancers are prolactin
dependent in vitro, a factor of potential importance if the prescription of these drugs is
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contemplated in a patient with previously detected breast cancer of this type. Although
disturbances such as galactorrhea, amenorrhea, gynecomastia, and impotence have been reponed
with prolactin-elevating compounds, the clinical significance of elevated serum prolactin levels is
unknown for most patients. As is common with compounds which increase prolactin release, an
increase in mammary gland neoplasia was observed in the olanzapine carcinogenicity studies
conducted in mice and rats (see Carcinogenesis). However, neither clinical studies nor
epidemiologic studies have shown an association between ~hronic. administra~o~ of this class of
drugs and tumorigenesis in humans; the available evidence IS conSidered too linuted to be
conclusive.

Transaminase Etevations--In placebo-contlolled studies, clinically significant ALT (SGPT)
elevations (~times the upper limit of the normal range) were observed in 2% (6/243) of patients
exposed to olanzapine compared to none (0/115) of the placebo patients. None ofthese patients
experienced jaundice. In two of these patients, liver enzymes decreased toward normal despite
continued treatment and in two others, enzymes decreased upon discontinuation of olanzapine. In
the remaining two patients, one, seropositive for hepatitis C, had persistent enzyme elevation for
four months after discontinuation, and the other had insufficient follow-up to detennine if
enzymes normalized.

Within the larger premarketing database of about 2400 patients with baseline SGPT ,,90 NIL,
the incidence ofSGPT elevation to >200 lUlL was 2% (50/2381). Again, none of these patieots
experienced jaundice or other symptoms attributable to liver impairment and most had transient
changes that tended to normalize while olanzapine treatment was continued.

Among 8112500 patients in clinical trials, about 1% (23/2500) discontinued treatment due to
transaminase increases.

Caution should be exercised in patients with signs and symptoms of hepatic impairment, in
patients with pre-existing conditions associated with limited hepatic functional reserve, and in
patients who are being treated with potentially hepatotoxic drugs. Periodic assessment of
transaminases is recommended in patients with significant hepatic disease (see Laboratory Tests).

Potential for Cognitive and MOlor Impairmcnt--Somnolence was a conunonly reported adverse
event associated with olanzapine treatment, occurring at an incidence of26% in olanzapine
patients compared to 15% in placebo patients. This adverse event was also dose related.
Somnolence led to discontinuation in 0.4% (9/2500) of patients in the premarketing database.

Since olanzapine has the potential to impair judgment, ttUnlcing, or motor skiUs, patients should
be cautioned about operating hazardous machinery, including automobiles, until they are
reasonably certain that olanzapine therapy does not affect them adversely.

Body Temperature Regulation Disruption of the body's ability to reduce core body temperature
has been attributed to antipsychotic agents. Appropriate care is advised when prescribing
olanzapine for patients who win be experiencing conditions which may contribute to an elevation
in core body temperature, e.g., exercising strenuously, exposure to extreme heat, receiving
concomitant medication with anticholinergic activity, or being subject to dehydration.
~-Esophageal dysmotility and aspiration have been associated with antipsychotic drug

use. Two olanzapine-treated patients (21407) in two studies in patients with AJzheimer's disease
died from aspiration pneumonia during or within 30 days of the termination of me double-blind
portion oftheir respective studies; there were no deaths in the placebo-treate(tpatients. One of
these patients had experienced dysphagia prior to the development of aspiration pneumonia.
Aspiration pneumonia is a common cause of morbidity and mortality in patients with advanced
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Alzheimer's disease. Olanzapine and other antipsychotic drugs should be used cautiously in
patients at risk for aspiration pneumonia. .. ., . .. .

Suicide-The possibility of a suicide attempt IS IOherent 10 schizophrema and 10 b~p~lardIsorder,
and close supervision of high-risk patients should accompany drug therapy. PrescnptJons for
oJanzapine should be written for the smallest quantity oftablets consistent with good patient
management, in order to reduce the risk of overdose. . ....

Use in Patients with Concomitant IlIness--Clinical experience With olanzapme In patients Wlth
certain concomitant systemic illnesses (see Renal Impainnent and Hepatic Impairment under
CLINICAL PHARMACOLOGY, Special Populations) is limited.

Olanzapine exhibits in vitro muscarinic receptor affinity. In prernarketing clinical trials with
olanzapine, olanzapine was associated with constipatio~ dry mouth, and tachycardia, all adve~e
events possibly related to cholinergic antagonism. Such adverse events were not often the baSIS
for discontinuations from olanzapine, but olanzapine should be used with caution in patients with
clinically significant prostatic hypertrophy, narrow angle glaucoma. or a history of paralytic ileus.

In a fixed-dose study ofolanzapine (olanzapine at doses of5, 10, and 15 mg/day) and placebo in
nursing home patients (mean age: 83 years, range: 61-97; median Mini-Mental State Examination
(MMSE): 5, range: 0-22) having various psychiatric symptoms in association with Alzheimer's
disease, the following treatment-emergent adverse events were reported in all (each and every)
olanzapine-treated groups at an incidence of either (1) two-fold or more in excess ofthe placebo-­
treated grouP. where at least I placebo-trealed patient was reported to have experienced the
event, or (2) at least 2 cases if no placebo-treated patient was reported to have experienced the
event: somnolence. abnormal gait, fever, dehydration, and back pain. The rate of discontinuation
in this study for olanzapine was 12% vs 4% with placebo. Discontinuations due to abnormal gait
(I % for olanzapine vs 0% for placebo), accidental injury (I% for olanzapine vs 0"10 for placebo),
and somnolence (3% for olanzapine vs 0% for placebo) were considered to be drug related. As
with other eNS-active drugs. olanzapine should be used with caution in elderly patients with
dementia (see PRECAUTIONS).

Olanzapine has not been evaluated or used to any appreciable extent in patients with a recent
history of myocardial infarction or unstable heart disease. Patients with these diagnoses were
excluded from premarketing clinical studies. Because of the risk oforthostatic hypotension with
olanzapine, caution should be observed in cardiac patients (see Orthostatic Hypotension).

Informationfor Pat;ents-Physicians are advised to discuss the roUowing issues with patients
for whom they prescribe olanzapine:

Orthostatic Hypotension--Patients should be advised of the risk of orthostatic hypotension,
especially during the period of initial dose titration and in association with the use of concomitant
drugs that may potentiate the orthostatic effect of olanzapine, e.g., diazepam or alcohol (see Drug
Interactions).

Jnterfercnce with Cognitive and Motor Perfonnance Because olanzapine has the potential to
impair judgment. thinking, or motor skills, patients should be cautioned about operating
hazardous machinery, including automobiles, until they are reasonably certain that olanzapine
therapy does not affect them adversely.
~--P8tients should be advised to notify their physician if they become pregnant or

intend to become pregnant during therapy with olanzapine.
~-Patienls should be advised not to breast-feed an infant if they are taking olanzapine.

ZY201316345
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Concomitant Medication--Patients should be advised to infann the~r physici~s if they~
taking, or plan to take, any prescription or over-the-counter drugs, smce there IS a potential for

interactions.
Alcohol--Patients should be advised to avoid alcohol while taking olanzapine. . .
Heal Exposure and Dehydration--Patients should be adVIsed regardmg appropnate care In

avoiding overheating and dehydration. .
Phenylke!onurics--ZYPREXA ZYDIS (olanzapine orally disintegrating tablets) contams

phenylalanine (0.34 and 0.45 109 per 5 and 10 109 tablet, respectIvely). . . .
Laboratory Tests-Periodic assessment oftransanunases IS recommended In patients WIth

significant hepatic disease (see Transaminase Elevations). .
Drog Interaclions-The risks of using olanzapine in combination WIth other drugs ~ve not ~een

extensively evaluated in systematic studies. Given the primary CNS effects of olanzapme. cautJon
should be used when olanzapine is taken in combination with other centrally acting drugs and
alcohol.

Because of its potential for inducing hypotension, olanzapine may enhance the effects of certain
antihypenensive agents.

Olanzapine may antagonize the effects oflevodopa and dopamine agonists.
The Effect of Other Drugs Qn Olanzapine--Agents that induce CYP 1A2 or g1ucuronyl

transferase enzymes, such as omeprazole and rifampin, may cause an increase in olanzapine
clearance. Inhibitors ofCYP1A2 (e.g., fluvoxamine) could potentially inhibit olanzapine
elimination. Because olanzapine is metabolized by multiple enzyme systems, inhibition of a single
enzyme may not appreciably decrease olanzapine clearance.
~-The administration of activated charcoal (1 g) reduced the Cmax and AUC of

olanzapine by about 60%. As peak olanzapine levels are not typically obtained until about 6 hours
after dosing, charcoal may be a useful treatment fQr olanzapine overdose.

Cimetidine and Antacids-Single doses of cimetidine (800 mg) or aluminum- and rnagnesium­
containing antacids did not affect the oral bioavailabiJity of oJanzapine.

Carbamazcpine--Carbamazepine therapy (200 mg bid) causes an approximately 500.10 increase in
the clearance ofolanzapine. This increase is likely due to the fact that carbamazepine is a potent
inducer ofCYPIA2 activity. Higher daily doses ofcarbamazepine may cause an even greater
increase in Qlanzapine clearance.

EIhin2I--Ethanol (45 mg/70 kg single dose) did not have an effect on olanzapine
phannacokinetics.

Fluoxetine--Fluoxetine (60 109 single dose or 60 mg daily for 8 days) causes a small (mean
16%) increase in the maximum concentration ofolanzapine and a small (mean 16%) decrease in
olanzapine clearance. The magnitude orthe impact of this factor is small in comparison to the
overall variability between individuals, and therefore dose modification is not routinely
recommended.
~-Studies in vitro using human liver microsomes detennined that olanzapine has linle

potential to inhibit the major metabolic pathway, glucuronidation, of vaJproale. Funher. vaJproate
has little effect on the metabolism of olanzapine in vitro. Thus, a clinically significant
phannacokinetic interaction between olanzapine and valproate is unlikely.

WarfarinuWarfarin (20 109 single dose) did not affect olanzapine pharmacokinetics.
Effect QfOlanzapine on Other Drugs-In vitro studies utilizing human liver microsomes suggest

that olanzapine has linle potential to inhibit CYPJA2, CYP2C9, CYP2CI9, CYP2D6, and
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CVP3A. Thus, olanzapine is unlikely to cause clinically important drug interactions mediated by

these enzymes. .. .. . . .
Single doses of olanzapine did not affect the pharmacokinetics.of1~lpr~neor Its aet~ .

metabolite desipramine. and warfarin. Multiple do~ ofol~pl.nedid not mf]uen~ t~e kineucs
of diazepam and its active metabolite N-<lesmethyldlazepam, lithium, ethanol, or blpenden.
However the co-administration of either diazepam or ethanol wlth olanzapme potentiated the
orthostatic hypotension observed with olanzapine. Multiple doses of olanzapine did not affect tbe
pharmacokinetics of theophylline or its metabolites.

Carcinogenesis, Mutagenesis, lmpairmen/ ofFertility-
Carcinogenesis--Oral carcinogenicity studies were conducted in mice and rats. Ol~pine was

administered to mice in two 78-week studies at doses of3, 10,30/20 mg/kg/day (eqUIvalent to 0.8­
5 times the maximum recommended human daily dose on a mg/m2 basis) and 0.25, 2, 8 mg/kg/day
(equivalent to 0.06-2 times the maximum recommended human daily dose 00 a mg/m

2
basis). Rats

were dosed for 2 years at doses of0.25, J, 2.5, 4 mg/kg/day (males) and 0.25, J, 4, 8 mg/kg/day
(females) (equivalent to 0.13-2 and 0.13-4 times the maximum recommended human daily dose on a
mg/m2 basis, respectively). The incidence afliver hemangiomas and hemangiosarcomas was
significantly increased in one mouse study in female mice dosed at 8 mg/kglday (2 times the
maximum recommended human daily dose on a mg/m2 basis). These tumors were not increased in
another mouse study in females dosed at 10 or 30/20 mg/kg/day (2-5 times the maximum
recommended human daily dose on a mg/m2 basis)~ in this study, there was a high incidence of early
monalities in males of the 30/20 mg/kg/day group. The incidence of mammary gland adenomas and
adenocarcinomas was significantly increased in female mice dosed at ~2 mglkglday and in female
rats dosed at~ mg/kg/day (0.5 and 2 times the maximum recommended human daily dose on a
mg/m2 basis, respectively). Antipsychotic drugs have been shown to chronically elevate prolactin
levels in rodents. Serum prOlactin levels were not measured during the olanzapine carcinogenicity
studies; however, measurements during subchronic toxicity studies showed that olanzapine elevated
serum prolactin levels up 10 4-fold in rats at the same doses used in the carcinogenicity study. An
increase in mammary gland neoplasms has been found in rodents after chronic administration of
other antipsychotic drugs and is considered to be prolactin mediated. The relevance for human risk
of the finding of prolactin mediated endocrine tumors in rodents is unknown (see
Hyperprolactinemia under PRECAUTIONS, General).

Mutagenesis--No evidence of mutagenic potential for olanzapine was found in the Ames reverse
mutation test, in vivo micronucleus test in mice, the chromosomal aberration test in Chinese
hamster ovary cells, unscheduled DNA synthesis test in rat hepatocytes, induction of forward
mutation test in mouse lymphoma cells, or in vivo sister chromatid exchange test in bone marrow
of Chinese hamsters.

Impainneot ofFenility--ln a fenility and reproductive perfonnance study in rats, male mating
performance, but not fenility, was impaired at a dose of22.4 mg/kglday and female fertility was
decreased at a dose of 3 mg/kg/day (J 1 and I.S times the maximum recommended human daily
dose on a mg/m2 basis, respectively). Discontinuance of olanzapine treatment reversed the effects
on male mating performance. In female rats, the precoital period was increased and the mating
index reduced at 5 mglkglday (2.5 times the maximum recommended human daily dose on a
mg/m2 basis). Diestrous was prolonged and estrous delayed at \.\ mg/kg/day (0.6 times the
maximum recommended human daily dose on a mg/m2 basis)~ therefore olanzapine may produce a
delay in ovulation.
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Pregnancy-
Pregnancy Category C--In reproduction studies in rats at doses up to 18 mglkglday and in

rabbits at doses up to 30 mglkg/day (9 and 30 times the maximum recommended human daily
dose on a rn't/m2 basis. respectively) no evidence of teratogenicity was observed. In a rat
teratology study. early resorptions and increased numbers of nonviabl~ fetuses were obsef'ed_at a
dose of 18 mglkglday (9 times the maximum recommended human daily dose on a mg/m baSIs).
Gestation was prolonged at 10 mglkglday (Stimes the maximum recommended human daily dose
on a mg/m2 basis). In a rabbit teratology study, fetal toxicity (manifested as increased resorptlons
and decreased fetal weight) occurred at a maternally to>oC dose of30 mglkg/day (30 tunes the
maximum recommended human daily dose on a mg/m2 basis).

Placental transfer of olanzapine occurs in rat pups.
There are no adequate and well-controlled trials with olanzapine in pregnant females. Seven

pregnancies were observed during clinical trials with olanzapine, including 2 resulting in nonnal
binhs, I resulting in neonatal death due to a cardiovascular defect, 3 therapeutic abortions, and I
spontaneous abortion. Because animal reproduction studies are not always predictive of human
response, this drug should be used during pregnancy only ifthe potential benefit justifies the
potential risk to the fetus.

lAbor and Delivery--Parturition in rats was not affected by olanzapine. The effect of olanzapine
on labor and delivery in humans is unknown.

Nursing Mothers-Olanzapine was excreted in milk of treated rats during lactation. It is not
known if olanzapine is excreted in human milk. It is recommended that women receiving
olanzapine should not breast-feed.

Pediatric Use-Safety and effectiveness in pediatric patients have not been established.
Geriatric Use-Of the 2500 patients in premarketing clinical studies with olanzapine, 11% (263)

were 65 years of age or over. In patients with schizophrenia, there was no indication of any
different tolerability of olanzapine in the elderly compared to younger patients. Studies in patients
with various psychiatric symptoms in association with AJzheimer's disease have suggested that
there may be a different tolerability profile in this population compared to younger patients with
schizophrenia. As with other eNS-active drugs, olanzapine should be used with caution in elderly
patients with dementia. Also, the presence of factors that might decrease phannacokinetic
clearance or increase the pharmacodynamic response to olanzapine should lead to consideration
of a lower staning dose for any geriatric patient (see PRECAUTIONS and DOSAGE AND
ADMINISTRATION).

ADVERSE REACTIONS
The infonnation below is derived from a clinical trial database for olanzapine consisting of 4189

patients with approximately 2665 patient-years of exposure. This database includes: (1) 2500
patients who participated in multiple-dose premarketing trials in schizophrenia and Alzheimer's
disease representing apprmdmalcly 1122 patient-years of exposure as of February 14, 1995, (2)
182 patients who panicipated in premarketing bipolar mania trials representing approximately 66
patient-years of exposure; (3) 191 patients who panicipated in a trial of patients having various
psychiatric symptoms in association with Alzheimer's disease representing approximately 29
patient-years of exposure; and (4) 1316 patients from 43 additional clinical trials as of May I,
1997.
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The conditions and duration of treatment with olanzapine varied greatly and included (in
overlapping categories) open-label and double-blind phases of studies, inpatients and outpatients,
fixed-dose and dose-titration studies, and short-tenn or longer-te"" exposure. Adverse reactions
were assessed by collecting adverse events, results of physical examinations, vital signs. weights.
laboratory analytes, ECGs, chest x-rays, and results of ophthalmologic examinations.

Certain portions afthe discussion below relating to objective or numeric safety parameters,
namely, dose-dependent adverse events, vital sign changes, weight gain, laboratory changes, and
ECG changes are derived from studies in patients with schizophrenia and have not been
duplicated for bipolar mania. However, this information is also generally applicable to bipolar
marna.

Adverse events during exposure were obtained by spontaneous report and recorded by clinical
investigators using tenninology of their own choosing. Consequently, it is not possible to provide
a meaningful estimate ofthe proportion of individuals experiencing adverse events without first
grouping similar types of events into a smaller number of standardized event categories. In the
tables and tabulations that follow, standard COSTART dictionary terminology has been used
initially to classify reponed adverse events.

The stated frequencies of adverse events represent the proponion of individuals who
experienced, at least once, a treatment-emergent adverse event of the type listed. An event was
considered treatment emergent ifit occurred for the first lime or worsened while receiving therapy
following baseline evaluation. The reported events do not include those event tenns which were
so general as to be uninfonnative. Events listed elsewhere in labeling may not be repeated below.
It is imponant to emphasize thaI, although the events occurred during treatment with olanzapine,
they were not necessarily caused by it. The entire label should be read to gain a complete
understanding of the safety profile of olanzapine.

The prescriber should be aware that the figures in the tables and tabulations cannot be used to
predict the incidence of side effects in the course ofusual medical practice where patient
characteristics and other factors differ from those that prevailed in the clinical trials. Similarly, the
cited frequencies cannot be compared with figures obtained from other clinical investigations
involving different treatments, uses, and investigators. The cited figures, however, do provide the
prescribing physician with some basis for estimating the relative contribution of drug and nondrug
factors to the adverse event incidence in the population studied.

Incidence ofAdverse Events in Shorl-Tenn, Placebo-Contro/led Trials-The foUowing findings
are based on the short-term, placebo-controlled prernarketing trials for schizophrenia and bipolar
mania and a subsequent trial of patients having various psychiatric symptoms in association with
AJzheimer's disease.

Adverse Events Associated with Discontinuation of Treatment in Shon-renn Placebo­
Controlled Trials..

Schizophrenia··Overall, there was no difference in the incidence of discontinuation due to
adverse events (5% for olanzapine vs 6% for placebo). However, discontinuations due to
increases in SGPT were considered to be drug related (2% for olanzapine vs 004 for placebo) (see
PRECAUTIONS).

Bipolar Mania--Overall, there was no difference in the incidence of discontinuation due to
adverse events (2% for olanzapine vs 2% for placebo).

Commonly ObseIYed Adverse Events in Short-Term Placebo-Controlled Trials-The most
commonly observed adverse events associated with the use ofolanzapine (incidence of 5% or
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Common Treatment-Emergem Adverse Events Associated with the
Use ofOlanza ine in 6-Week Trials - SCHIZOPHRENIA

greater) and not observed at an equivalent incidence among placebo-treated patients (olanzapine
incidence at least twice that for placebo) were:

Placebo
=118

IIDizziness

Wei t in

Postural hension

CansO lion

Percentage of Patients

Adverse: Event Event
Olanzapine

3248

PClSOnaJi disorder'

Akathisia 5 I
Personality disorder is the COSTART term for designating non·aggressivc objectionable behavior.

Common Treatment-Emergent Adverse Events Associated with the Use ofOlanzapine in 3­
Week and 4-Week Trials-

BIPOLAR MANIA
Pert:tntnge of Patients

Adverse Event Reporting Event

OlanzapillC Placebo

(N=J2S) (N=129)

Asthenia 15

Dry mouth 22

Constipation II

Dyspepsia II

Increased appetite:

Somnolence 35 13

Dizz.iness 18

1'rcmor

ZY201316350
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Table I
Treatment-Emergent Adverse Events:

Incidence in Short-Tenn, Placebo--Controlled Oinical Trials
l

Perteotage of Patienu Reporting Evcot

Adverse Events Occurring at an Incidence 0(2% or More Among Olanzapine-Treated Patients in
Shoo-Term Placebo-Controlled Trials-

Table 1enumerates the incidence, rounded to the nearest percent. oftrea.tment-energent
adverse events that occurred in 2% or more of patients treated with olanzapine (doses ~ 2.5
mglday) and with incidence greater than placebo who panicipated in the acute phase of placebo­
controlled trials.

t2

10

(N=332)

Olanzapioc Placebo

Body Sy.temJAdn:ne EyeDI

BodyuaWhoic.

Accidental injury

Asthenia

fever

Back pain

Chest pain

Canliovucular System

Postural hypotension

Tachycardia

Hypenension

Dlgesth-c System

Dry mouth

Constipation

Dyspepsia

Vomiting

Increased appetite

ZY201316351

EL-2580



Table I (cont.)
Treatment-Emergent Advene Events:

Incidence in Short·Term, Placeb~CoDtrolJed OinicaJ Trials l

Percentage of Patleots Reporting Event

Olanzapioe Placebo

Body SyJtemlAd"cne Event

Hemic and Lympbatic System

Ecchymosis

Metabolic and NUlritlonal Disorden

Weight gain

Peripheral edema

MUlCuloskcldai System

Extremity pain (other than joint)

Joint pain

Ncn'ous System

Somnolence

Insomnia

Dizziness

Abnonnal gait

Tremor

Akathisia

ZY201316352
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29

12

II

(N=294)

13

II
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Placebo

(N=294)

Olanzapine

(N=S32)

Urogenital System

Urinary incontinence

Urinary trnet infection

R.c.spiratory System

Rhinitis

Cough increased

PhaJyngitis

Table 1 (cont.)
Treatment-Emergent Adverse Events:

Incidence in Short-Term, Placebo-Controlled Clinical Trials
l

Percentage of PatienU Rcportiog E"ul

Body System/Adverse Event

Nervous System (COoL)

Hypertonia

AnicuJation impairment

Special Senses

Amblyopia

IEvents reported by alleast 2%ofpalients mated with olanzapinc. except the following events which had an
incidence equnllo or less than placebo: abdominal pain, agitation, anorexia. anxiety, apathy, oonfus.ion,
depression, diarrhea, dysmenorrhea2

, hallucinations, headache, hostility, hyperkinesia, myalgia, nausea,
nervousness, paranoid reaction, personality disorder', rash. thinking abnormal, weight loss.
2Denontinalor used was for females only (olanzapinc, N=20l; placebo, N;114).
') Personality disorder is lhe COSTART lenn for designating non-aggressive objectionable behavior.
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-- A UTE PHASE
Percental.'lc of Patients Rcool1ine: Event
Olanzapine Olanzapine Olanzapine

Placebo 5 ± 2.5 mg/day 10 ±~~ mg/day 15±~~ mg/day
(N=68) (N=6S\ 64) 69)

Dvstonic events' I 3 2 3
Parkinsonism events 10 8 14 20
Akathisia events I 5 II 10
Dvskinetic events 4 0 2 I
Residual events I 2 5 I
Anv extran=m;dal event 16 15 25 32

. No statistically significant differences.
I Percentage OfpatiCRts with a Simpson·Angus Scale to£a1 score >3.
1: Percentage ofpatients with a Barnes Akathisia Scale global scon:: ~.

The following table enumerates the percentage of patients with treatment-emergent
extrapyramidal symptoms as assessed by spontaneously reported adverse events during acute
therapy in the same controlled clinical trial comparing olanzapine at 3 fixed doses with placebo in
the treatment of schizophrenia.

TREATMENT-EMERGENT EXTRAPYRAMIDAL SYMPTOMS ASSESSED BY ADVERSE
EVENTS INCIDENCE IN A FIXED DOSAGE RANGE, PLACEBO-CONTROLLED

CLINlCAL TRIAL C

--
Percenta2e of Patients

Olanzapine Olanzapine Olanzapine

Placebo 5 ±2.5 ~JZ!dav 10 ± 2.5 ~JZ!dav 15 ± 2.5 mlliday

Parkinsonism 15 14 12 14

Akathisia 23 16 19 27

Additional Findings Observed in Clinical Trials-The following findings are based on clinical

trials.
Dose Dependency of Adverse Events in Short-Tenu Placebo-Controlled Trials
Extrapyramidal Symptoms: The following table enumerates the percentage of patients with

treatment-emergent extrapyramidal symptoms as assessed by categorical analyses of formal rating
scales during acute therapy in a controlled clinical trial comparing olanzapine at 3 fixed doses with
placebo in the treatment of schizophrenia.

TREATMENT-EMERGENT EXTRAPYRAMIDAL SYMPTOMS ASSESSED BY RATING
SCALES INCIDENCE IN A FIXED DOSAGE RANGE, PLACEBO-CONTROLLED

CLINlCAL TRIAL ACUTE PHASE·
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• Statistically significantly different from placebo. .. ..
I Patients wilh the following COSTART terms were counted lR this category: dystoroa, genaalized spasm. DCCk

rigidity, oculogyric crisis., opisthotonos. torticollis. .. . . . ..
1 Patients with the following COSTART terms were counted 1R this category: akineua. cogwheel ngidjty,

extrapyramidal syndrome, hypertonia. hypokinesia, masked.faci~. mmor. . . .,
) Patients with the ronawing COSTART lerms were counted In Otis category: akathi513, hypcOOncs&a.
4 Patients wilh the following COSTART terms were counted in this category: bua:ogIossal syndrOltlC',

choreoathetosis, dyskinesia, tardive dyskinesia. .. .
S Patients with the following COSTART terms were counted m this category: movement disorder, myoclonus.

twitcmng.

Other Adverse Events: The following table addresses dose relatedness for other adverse events
using data from a schizophrenia trial involving fixed dosage ranges. It enumerates the percentage
of patients with treatment-emergent adverse events for the three fixed·dose range groups and
placebo. The data were analyzed using the Cochran-Annitage test, excluding the placebo group,
and the table includes only those adverse events for which there was a statistically significant
trend

Percenta~eof Patients ReDortin Event
Olanzapine Olanzapine Olanzapine

5±2.5 10 ±2.5 15 ±2.5
Adverse Event Placebo mglday mglday mglday

(N=68) m=6S) IN=6'il IN9i9)
Asthenia 15 8 9 20

I Dry mouth 4 3 5 13

Nausea 9 0 2 9
Somnolence 16 20 30 39
Tremor 3 0 5 7

Vital Sign Changes--Olanzapine is associated with orthostatic hypotension and tachycardia (see
PRECAUTIONS).
~--ln placebo-controlled, 6-week studies, weight gain was reported in 5.6% of

olanzapine patients compared to 0.8% of placebo patients. Olanzapine patients gained an average
of2.8 kg, compared to an average 0.4 kg weight loss in placebo patients; 29% ofolanzapine
patients gained greater than 7% of their baseline weight, compared to 3% of placebo patients. A
categorization of patients at baseline on the basis ofbody mass index. (BMI) revealed a
significantly greater effect in patients with low BMl compared to normal or overweight patients;
nevertheless, weight gain was greater in all 3 olanzapine groups compared to the placebo group.
During Jong-tenn continuation therapy with olanzapine (238 median days ofexposure), 56% of
olanzapine patients met the criterion for having gained greater than 7% of their baseline weight.
Average weight gain during long-tenn therapy was 5.4 kg.

Laboratory Changes--An assessment of the premarketing experience for olanzapine revealed an
association with asymptomatic increases in SGPT, SGOT, and GGT (see PRECAUTIONS).
Olanzapine administration was also associated with increases in serum prolactin (see
PRECAUTIONS), with an asymptomatic elevation of the eosinophil count in 0.3% of patients,
and with an increase in c.PK.

ZY201316355
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Given the concern about neutropenia associated with other psychotropic compounds and the
finding of leukopenia associated with the administration of olanzapine in several animal models
(see ANIMAL TOXlCOLOGy). careful attention was given to examjnati.on ofhemalologi.c.
parameters in premarketing studies with olanza?ine. There w~s no mdlcatlon ~f 8 nsk of clini~Y
significant neutropenia associated with olanzapme treatment ID the premarketmg database for this
drug. .

In the olanzapine clinical trial database. as of September 30. 1999. 4577 olanzapme-treated
patients (representing approximately 2255 patient-years of exposure) and 445 placebo-treated
patients who had no history of diabetes mellitus and whose baselme random plasma glucose levels
were 140 mg/dL or lower were identified. Persistent random gluco~e levels :2: 200.mgldL
(suggestive of possible diabetes) were observed in 0.8% of olanzaplDe-treated patients (placebo
0.7%). Transient (i.e., resolved while the patients remained on treatment) random glucose levels 2:
200 mg/dL were found in 0.3% of olanzapine-treated patients (placebo 0.2%). Persistent random
glucose levels ~ 160 mg/dL but < 200 mgldL (possibly hyperglycemia, not necessarily diabetes)
were observed in 1.0010 of olanzapine-treated patients (placebo 1.1%). Transient random glucose
levels ~ 160 mg/dL but < 200 mg/dL were found in 1.0010 ofolanzapine-treated patients (placebo
0.4%).

ECG Chang....-Between-group comparisons for pooled placebo-controlled trials revealed no
statistically significant oJanzapinelplacebo differences in the proportions of patients experiencing
potentially important changes in ECG parameters. including QT. QTc. and PR intervals.
Olanzapine use was associated with a mean increase in heart rate of2.4 beats per minute
compared to no change among placebo patients. This slight tendency to tachycardia may be
related to olanzapine's potential for inducing orthostatic changes (see PRECAUTIONS).

Other Adverse Events Observed During the Clinical Trial Evaluation ojOlanzapine­
Following is a Jist oftenns that reflect treatment-emergent adverse events reponed by patients

treated with olanzapine (at multiple doses? I mg/day) in clinical trials (4189 patients. 2665
patient-years of exposure). This listing does not include those events already listed in previous
tables or elsewhere in labeling, those events for which a drug cause was remote. those event tenns
which were so general as to be uninfonnative. and those events reported only once which did not
have a substantial probability of being acutely life-threatening.

Events are further categorized by body system and listed in order of decreasing frequency
according to the following definitions: frequent adverse events are those occurring in at least
1/100 patients (only those not aJready listed in the tabulated results from placebo-controlled trials
appear in this listing); infrequent adverse events are those occurring in 1/100 to 1/1000 patients;
rare events are those occurring in fewer than 1/1000 patients.

Body as a Whole--Frequent: dental pain, flu syndrome. intentional injury, and suicide attempt;
Infreqllenl: abdomen enlarged, chills, chills and fever, face edema., malaise, moniliasis, neck Pain.
neck rigidity, pelvic pain, and photosensitivity reaction; Rare: hangover effect and sudden death.

Cardiovascular System-Frequent: hypotension; Infrequent: bradycardia, cerebrovascular
accident, congestive heart failure, heart arrest, hemorrhage, migraine, pallor. palpitation,
vasodilatation, and ventricular extrasystoJes; Rare: arteritis, atriaJ fibrillation, hean failure, and
pulmonary embolus.

Digestive System--Frequem: increased salivation and thirst; Infrequent: dysphagia, eructation,
fecal impaction, fecal incontinence, flatulence, gastritis, gastroenteritis, gingivitis, hepatitis.,
melena, mouth ulceration, nausea and vomiting, oral moniliasis, periodontal abscess, rectal
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hemorrhage. stomatitis, tongue edema, and tooth caries; Rare: aphthous stomatitis, enteritis,
esophageal ulcer, esophagitis, glossitis, ileus, intestinal obstruction, liver fatty deposit, and tongue

discoloration.
Endocrine System--Injrequenl: diabetes mellitus; Rare: diabetic acidosis and goiter.
Bemic and Lymphatic System--Frequent: leukopenia; Infrequent: anemia. cyanosis, .

leukocytosis, lymphadenopathy, thrombocythemia, and thrombocytoperua; Ri1re: normocytic

anemia.
Metabolic and Nutritional Disorders--Infrequent: acidosis, alkaline phosphatase increased,

bilirubinemia. dehydration, hypercholesteremia. hyperglycemia. hyperlipemia. hyperuricemia,
hypoglycemia, hypokalemia, hyponatremia, lower extremity edema, upper extremity edema, and
water intoxication; Rare: gout, hyperkalemia. hypernatremia, hypoproteinemia, and ketosis.

Mu,culo,kelellli Sy,tem--Frequent: joint 'tiffuess and twitching; Infrequent: arthritis,
arthrosis, bursitis, leg cramps, and myasthenia; Rare: bone pain, myopathy. osteoporosis, and
rheumatoid arthritis.

Nervous System-Frequent: abnonnal dreams, emotiona1lability, euphoria, libido decreased,
paresthesia, and schizophrenic reaction; Infrequent: alcohol misuse, amnesia, antisocial reaction,
ataxia, CNS stimulation. cogwheel rigidity, coma, delirium, depersonalization, dysarthria, facial
paralysis. hypesthesia, hypokinesia, hypotonia, incoordination, libido increased. obsessive
compulsive symptoms, phobias, somatization, stimulant misuse, stupor. stuttering, tardive
dyskinesia. tobacco misuse, venigo, and withdrawal syndrome; Rare: akinesia, circumoral
paresthesia, encephalopathy, neuralgia, neuropathy, nystagmus, paralysis, and subarachnoid
hemorrhage.

Respiratory System-Frequent: dyspnea; Infrequent· apnea, aspiration pneumonia, asthma,
atelectasis, epistaxis, hemoptysis, hyperventilation, laryngitis. pneumonia, and voice alteration;
Rare: hiccup, hypoventilation. hypoxia, lung edema. and stridor.

Skin and Appendages--Frequent: sweating; Infrequent: alopecia, contact dermatitis, dry skin.
eczema, maculopapular rash, pruritus, seborrhea,. skin ulcer, and vesiculobullous rash; Rare:
hirsutism. pustular rash, skin discoloration. and urticaria.

Special Senses--Frequent: conjunctivitis; Infrequent: abnonnality of accommodation,
blepharitis, cataract, comeallesion, deafuess, diplopia, dry eyes, ear pain, eye hemorrhage, eye
inflammation, eye pain, ocular muscle abnonnality, taste perversion, and tinnitus; Rare: glaucoma,
keratoconjunctivitis, macular hypopigmentation, miosis, mydriasis, and pigment deposits lens.

Urogenital System-Frequellt: amenorrhea·, hematuria, metrorrhagia·, and vaginitis·;
Infrequent: abnormal ejaculation·, breast pain, cystitis, decreased menstruation·, dysuria. female
lactation, glycosuria,. impotence·, increased menstruation·, menorrhagia·, polyuria, premenstrual
syndrome·, pyuria, urinary frequency, urinary retention, urination impaired. uterine fibroids
enlarged·, and vaginal hemorrhage\ Rare: albuminuria. gynecomastia, mastitis, oliguria, and
urinary urgency.

·Adjusted for gender.

Postintrodllction Reports-Adverse events reported since market introduction which were
temporally (but not necessarily causally) related to ZVPREXA therapy include the following:
diabetic coma and priapism.

DRUG ABUSE AND DEPENDENCE
Controlled Substance Class-Olanzapine is not 8 controlled substance.

EL-2580



21

Physical and Psychological Dependence-In studies prospectivel~ designed to assess ~se and
dependence potential. olanzapine was shown to have acute depressIVe CNS effects ~ut bttle or no
potential of abuse or physical dependence in rats administered oral doses up ~o .15 Urnes the
maximum recommended human daily dose (20 mg) and rhesus monkeys adrrurustered oral doses
up to 8 times the maximum recommended human daily dose on .8 mg/m

2
~asis.

Olanzapine has not been systematically studied in humans for Its potential for abuse, toleran~.
or physical dependence. While the clinical trials did not reveal any tendency for any drug-seeking
behavior these observations were not systematic, and it is not possible to prechcl on the basts of
this limit~ experience the extent to which a CNS-active drug will be misused, dive~ed. and/or
abused once marketed. Consequently, patients should be evaluated carefully for a history of drug
abuse, and such patients should be observed closely for signs of misuse or abuse of olanzapine
(e.g., development of tolerance, increases in dose, drug-seeking behavior).

OVERDOSAGE
Human Experience-In premarketing trials involving more than 3100 patients and/or nonnal

subjects. accidental or intentional acute overdosage ofolanzapine was identified in 67 patients. In
the patient taking the largest identified amount. 300 mg, the only symptoms reported were
drowsiness and slurred speech. In the limited number of patients who were evaluated in hospitals,
including the patient taking 300 mg. there were no observations indicating an adverse change in
laboratory analytes or ECG. Vital signs were usually within nonnallimits following overdoses.

Overdosage Managemenl-The possibility of multiple drug involvement should be considered.
In case of acute overdosage, establish and maintain an airway and ensure adequate oxygenation
and ventilation. Gastric lavage (after intubation, ifpatient is unconscious) and administration of
activated charcoal together with a laxative should be considered. The possibility of obtundation.
seizures, or dystonic reaction of the head and neck following overdose may create a risk of
aspiration with induced emesis. Cardiovascular monitoring should commence immediately and
should include continuous electrocardiographic monitoring to detect possible arrhytlunias.

There is no specific antidote to olanzapine. Therefore. appropriate supportive measures should
be initiated. Hypotension and circulatory collapse should be treated with appropriate measures
such as intravenous fluids andlor sympathomimetic agents. (Do not use epinephrine. dopamine, or
other sympathomimetics with beta-agonist activity, since beta stimulation may worsen
hypotension in the sening ofolanzapine-induced alpha blockade.) Close medical supervision and
monitoring should continue until the patient recovers.

DOSAGE AND ADMINISTRATION
Schizophrenia
~Olanzapine should be administered on a once-a-day schedule without regard to

meals, generally beginning with 5 to 10 mg initially. with a target dose of 10 mglday within
several days. Further dosage adjustments, ifindicated, should generally occur at intervals of not
less than 1 week, since steady state for olanzapine would not be achieved for approximately I
week in the typical patient. When dosage adjustments are necessary, dose increments/decrements
of5 109 QD are recommended.

Antipsychotic efficacy was demonstrated in a dose range of 10 to 15 mg/day in clinical trials.
However. doses above 10 mg/day were not demonstrated to be more efficacious than the 10
109/day dose. An increase to a dose greater than the target dose of 10 109/day (i.e., to a dose of

ZY201316358
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15 mglday or greater) is recommended only after clinical assessment The safety of doses above
20 miYday has not been evaluated in clinical trials.

Dosing in Special Populations-The recommended starti~8 dose is 5 mg in.patien~s .who are
debilitated, who have a predisposition to hypotensive reactions. who ot.hefWlsc extubu a .
combination of factors that may result in slower metabolism of olanzaplne (e.g., nonsmoking
female patients" 65 years of age), or who may be more pharmacodynamically sensitive to
olanzapine (see CLINICAL PHARMACOLOGY; also see Use in Patients with Conconutant
Dlness and Drug Inleractions under PRECAUTIONS). When in,!Jcated, dose escalaUon should be
perfonned with caution in these patients. .

Maintenance Treatment--While there is no body of evidence available to answer the question of
how long the patient treated with olanzapine should remain on it, the effectiveness of maintenance
treatment is well established for many other antipsychotic drugs. It is recommended that
responding patients be continued on olanzapine, but at the lowest dose needed to maintain
remission. Patients should be periodically reassessed to detennine the need for maintenance
treatment.

Bipolar Mania
~-Olanzapine should be administered on a once-a-<tay schedule without

regard to meals, generally beginning with 10 or 15 mg. Dosage adjuslments, if indicated,
should generally occur at intervals of not less than 24 hours, reflecting the procedures in
the placebo-controlled trials. When dosage adjustments are necessary, dose
increments/decrements of 5 mg QD are recommended.

Short-tenn (3-4 weeks) anrimanic efficacy was demonstrated in a dose range of 5 mg to 20
mg/day in clinical trials. The safety of doses above 20 mg/day has not been evaluated in clinical
trials.

Dosing in Special Populations See Dosing in Special Populations under DOSAGE AND
ADMINISTRATION, Schizophrenia.

Maintenance Treatmenl-There is no body of evidence available from controlled trials to guide a
clinician in the longer-tenn management of a patient who improves during treatment of an acute
manic episode with olanzapine. While it is generally agreed that phannacological treatment
beyond an acute response in mania is desirable, both for maintenance of the initial response and
for prevention of new manic episodes, there are no systematically obtained data to support the use
of olanzapine in such longer.tenn treatment (i.e., beyond 3-4 weeks).

Administration ojlYPREXA lYDIS (olanzapine orally disintegrating tabletsj-After opening
sachet, peel back foil on blister. Do not push tablet through foil. Immediately upon opening the
blister, using dry hands, remove tablet and place entire ZYPREXA ZYD1S in the mouth. Tablet
disintegration occurs rapidly in saliva so it can be easily swallowed with or without liquid.

HOW SUPPLIED
The ZYPREXA 2.5 mg, 5 mg, 7.5 mg, and 10 mg 'ablets are whice, round, and imprinted in

blue ink with LILt.Y and tablet number. The 15 mg tablets are elliptical, blue, and debossed with
LlLLY and tablet number. The tablets are available as follows:
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2.5 mg 5 mg 7.5 mg 10mg 15mg

Tablet No. 4112 4115 4116 4117 4415

Identification LILLY LILLY LILLY LILLY LILLY
4112 4115 4116 4117 4415

NDC Codes:

Bottles 30 NDC-0002-
4415-30

Bottles 60 NDC-0002- NDC-0002- NDC-0002- NDC-0002-
4112-60 4115-60 4116-60 4117-60

Blisters - ID' 100 NDC-0002- NDC-0002- NDC-0002- NDC-0002-
4115-33 4116-33 4117-33 4415-33

°ldentl-Dose- (unit dose medication, Lilly)

ZYPREXA ZYDIS (olanzapine orally disintegrating tablets) are yellow, round. and debossed
with the tablet strength. The tablets are available as follows:

ZY201316361
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TABLET

STRENGTH

ZYPREXA 5 mg lOmg

ZYDIS
Tablets'
Tablet No. 4453 4454

Debossed 10

NDC Codes:

Dose Pack 30 NDC- NDC-

(Child-Resistant) 0002- 0002-

4453-85 4454-85

2&

ZYPREXA is a registered trademark ofEli Lilly and Company.
ZYD1S is a registered trademark ofR P. Scherer Corporation.

• ZYPREXA ZYDIS (ollll1.U\pine orally disintegrating tablets) is manufactured for Eli Lilly and
Company by Scherer DDS Limited, United Kingdom, SNS gRU.

Store at controlled room temperature, 20' to 2S"C (68" to n"F) [see USPj. The USP defines
controlled room temperature as a temperature maintained thermostatically that encompasses the
usual and customary working environment of 20° to 25°C (680 to 7T'F); that results in a mean
kinetic temperature calculated to be not more than 25°C; and that allows for excursions between
IS° and 30°C (5~ and 86Of) that are experienced in pharmacies, hospitals, and warehouses.

Protect from light and moisture.

ANIMAL TOXICOLOGY
In animal studies with olanzapine, the principal hematologic findings were reversible peripheral

cytopenias in individual dogs dosed at 10 mglkg (17 times the maximum recommended human
daily dose on a mg/m2 basis), dose-related decreases in lymphocytes and neutrophils in mice, and
lymphopenia in rats. A few dogs treated with 10 mglkg developed reversible neutropenia and/or
reversible hemolytic anemia between I and 10 months oftreatment. Dose-related decreases in
lymphocytes and neutrophils were seen in mice given doses of 10 mglkg (equal to 2 times the
maximum recommended human daily dose on a mg/m2 basis) in studies of3 months' duration.
Nonspecific lymphopenia. consistent with decreased body weight gain, occurred in rats receiving
22.5 mg/kg (II times the ma"imum recommended human daily dose on a mg/m2 basis) for 3
months or 16 mglkg (8 times the maximum recommended human daily dose on a mg/m2 basis) for
6 or 12 months. No evidence ofbone marrow cytotoxicity was found in any of the species
examined. Bone marrows were nonnocellular or hypercellular. indicating that the reductions in
circulating blood cells were probably due to peripheral (non-marrow) factors.

ZY201316362
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Eli UUy and Company, Inc.
AlIention: Grug Brophy, Ph.D.
Ully Colporate Center
Indillnapolis, IN 46285

_.."':""'-" ..(# DEI'AIlTMENT OF IfEAl.nt .. HUllWI

I...:. NDA 2G-592/S.Q06
.. NOA 20-592/S.Q08

I
I

w.p. I 7 3Xll

,

,

Dear Dr. Brophy:

Pleas. ref... 10 your _mad suppIemenlef .- drug eppllc:etlon (S.()06) de\8d
December 22, 1999, reoeivedllecent>er 23, 1999, aubmilled ..- seclion 505(b) at !he
F_Food, 0Ng, end CosrnelIcAd lor ZVl'f"'lll (oIenzIlplne)-. 2.5, 5, 7.5, 10 In;!
15 mg. This &Ubmlsslon consIillted.~. response to .... October 28, 1999 Bc:lIon
Ielt.... w••Iso acknowledge reoeipl at )'IlUf -.Ions deled _ 23, 1999,
February 16, 2000, February 25, 2000 end February 29, 2000, In _on _.- to
diSOJSSions »t1Id1 have t-. pIac8 _ representlltiws rI YOU" firm end tta~
on February 22, 2000 (t_-.:o), February 23, 2000 (n-ting), end February 28,
2000 (1.leoonter.nce).

Please .Iso refer 10 yOU" suppillfTl8f1l8l application~, submitted August 26, 1996,
received Augus127, 1998.

Supplemental .pplication~ proposes !he use 01 oIenzspine .. !he Inl8tm8lll rI
rnenc or mixed .plsodes in bipolar disorder. SuppllIf11lIrIIIIl applica1Ion s-ooo provides
for reviSione to !he 'Genelric U...• _ atlhe pacI<age Insert for ZVPREXA­
(olenzapin.) T.blets In rompliar>:e wilIl!he Federal Regi.... Nob at August 27,
1997.

w. have completed Ihe revi.w of restbnitted suppIemenlel .pplicatlon S.()06 as
lIlTlOnCled, 8nd he"" conduded Ihet~ lnfonnetJon has-. pntsenlad to
demon8ltlll. thellhe drug product is ""'" end elIeclive for use as rero"v"ehded In !he
agnled'uPon labeling text (pIeue.- to !he lWlclosed pacI<age Insert 1exI).
Aalordingly, IUpplllll>lllllal eppIicatIon s-ooo 1s.8ppI"ClOed, etleclIve on !he date dlhls
I.n....

Please note !hel yOU" acceptanoe, end OU" approv.l, of !he agreed upon labeling Ield
for s-ooo Indudellabeling changes il!he 'Gerlelric Uoo' subsedion whlch roI8le to S­
006. Wolhenlfore e<>nsIder s-ooo 10 be__ by tho epproveI at S-ooe; _ wI1

not_this application, but" -..II be rotIIJnod In our files. W. note VOU" C!lflCUIT8I1CO
-..I1Il this .ction .. indlc8lad bY your oommunicalion of FebNlIy 29, 2000 cilad_.

Tho IinaI printed labeling (FPL) must be IdenlicaI to !he enclo••,U.be!ilg texllor lhe
pod<ego Insert. _ng !he product wl1h FPL Ihet Is not identicl!l to lhe IIpflll>Yed
Illbeling text may render !he producl m1sbrlDled end en~ MW drug.

RECEIVED HAft 3 I 2llOO
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Please submit 20 oopies of 1I1e FPl, as soon as Ills avaiIabie, in no case J110lll 1I1an 30
days aller ~ Is printed. Individually mount ten at the ooples on heavy-welght paper or
1IlmiIa' material. For admlnlslJatlvu purpoaes, 1Ia submission should be designated
"FPlIor appltMl<! tNDA number 2O-592JS.OO6". Approvel at thio submiIlsIon by FDA Is
nol required before 1I1e Iabel1ng Is used.

Please a1~ iubmll one mar1<al package at 1I1a dNg product when RIs evallable.

In addiUon, please IUbmillhnle copies of the Ir*DdudoIy promotional maIef1aIs thaI
you proposo'" ... for 11110 product in the newly appli>veclIndlcaUon. ,.. pr1)IlO88d
malorials should be submlIIad k1 dnIIl or ""!'*-<JP form, noflinal prinl Please send one
copy to the DMslon at NeurophannooologlcalllNg PrOduc\B and \'No ooples at bolh the
promotional matenali and the pad<age Insert di8etIy to:

DMalon at Drug Mortcellng, AdveI1lsIng, and Commonlcaliona. HFD-IO
Food and Drug Adrnlnislnlllon
5600 Fishers lane
RodtvIIle, Maryland 20857

NDA 2()'5921S-006
NDA 2()'592/S-008

page 2

" a _ oommunlcatlng lmpof\anllnfonnatlon oboullhla dNg producl Q.e., 0 "Dear
HooIth eo",__110 Issued to physlclons and for

paUent C8nl. We requeol 11181 you IUbmR a oopY at the IelIer '" 1hIo supplemenlal NDA
and 0 copy 10 the IoDowlng _

MEDWATCH, HF-2
FDA
5600 Fish.... lane
RockvIlle, MD 20857

You hlr(a I>oen odvlled IhaIthe~ FIn8I Rule (63 FR 66632) requires thai all
appicatlOlis lor new adlvelngtedlenls, now dosage forms, new indications. now routes
of edminlolrBUon, ond now dosing regImono 8nl requlrad ID oonteIn on ..........ent 01
the ..rely end-..ol1l1e produclln podIalrtc padenbl unIoos thio requirement
Is _ or delenlld. We note IhaI yow Proposed PedIatric study RoquesI was
submltl8d 10 IhIa IUpplomenlol NDA on FobNoly 25, 2000 and roooIved Fobruory 28,
2000. AI'onnoI Wrftlon Request~ be IoIwardod to you under _te cover.

AJoo. os you know, on FeblUllry 2, 1999;1he ftnanGIoI dIscIosuro rule. published k1the
Fodonll Roglsle< of Februory 2. 1998, became olfodlve. AIlhough yow supplomenlal
NOA was submlllod _ IhIs rule was in ellOCl, lor any CXMlred clinIcaIatudles
sublritfed ofter Februory 2, 1999 which "'late '" 1hIo supplemonl, 1he regulations
IllqIft filanclol WormalIon on cIlnIcaIlnves8golors~ 1hooa lrilils. Please
note lhoI this requirement oIso IIjlpllo$ \0 pedla\IIc _ oondu<:lad In II<Xll<dsnce
will the Podlatrtc FIl1a/ Rule. For IurIhe'r InIonnaIlon obouIlhis~l you may

'"....
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Wa remind you 11101 you must a>mply wilh II1a requirements for an approved NDA set
forth under 21 CFR 314.80 ond 314.81.

Uyou llave any queslions conceming this supplemental NOA, please <:ontacl Doris J.
Bales. Ph.D., Regulatory Projac:t Manage<. a1(301) 594-J;536.

paga3

Allachment (agreed-<lpOl1 padwge Insert text)

Sincerely youn;,

f40- t)
Russel Katz, MD
DIractor
OMslon of Neurophannacological

Drug'Ptoducls
0flI0e 01 Drug Evaluation I

. Center for DNg Evaluation and
Roseon:h

EL-3798

oontact Ms. Unda Carta<. Assoclale DIrector. Regulatory AlIalrs. otIIca eX Drug
Evaluation '01301.594.6758.

NDA 20·592/S.Q06
NDA 20·592JS.OOll

i
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ELI LILLY AND COMPANY,

Defendant.

IN THE SUPERIOR COURT FOR THE STATE OF ALASKA

PLAINTIFF'S OBJECTIONS AND COUNTER-DESIGNATIONS TO
DEFENDANT'S DEPOSITION DESIGNATIONS

AS OF MARCH 18,2008

v.

THIRD JUDICIAL DISTRICT AT AN~El!A't_ :;'!::N COURT

STATE OF ALASKA, ) Date: 1-1''' -O~

Plaintiff, ~ Clerk: rtC-P
)
) Case No. 3AN-06-05630 C1

)
)
)
)
)

JOEYESKl
FEBRUARY 29, 2008

[n response to Defendant's designations, Plaintiff hereby objects to the following

designations:

PagelLine Range Objection

146:14-146:25 Non-responsive

177:07-177: 14 Non-responsive

C>
o

Plaintiff hereby offers the following counter-designations:

Start Stop

353:15 353: 18 ./

353:23 356:11 :/356:15 357:9



GARY TOLLEFSON
NOVEMBER 6, 2006

Plaintiff hereby offers the following counter-designations:

Start Stop

./299:5 299:7

299:10 301:9 ,/

301:12 301:16 ./

301 :20 301:22

~302:1 303:6

303:9 303:14
V388:11 394:12 ~

ROBIN WOJCIESZAK
DECEMBER 11,2007

In response to Defendant's designations, Plaintiff hereby objects to the following

designations:

PagelLine Range Objection

171:1-17\ :5 Leading; lack of
foundation

177:12-177:16 Leading

177:16-177:16 Leading

Plaintiff hereby offers the following counter-designa60ns:

o
1"
(3

Start Stop

51:05 52:14

~54:06 54:08

54:11 54:14

54:22 54:22 ~54:24 55:05

62:18 63:11 V63:16 64:15

2



CHARLES BEASLEY
JULY 26, 2006

c
()

(J

tD

PageILine Range Objection

567:13 - 567:20 No preceding question;
beyond scope of direct

572:22-573:12 Lack of foundation;
improoer expert testimony

573:13 - 575:12 Lack of foundation;
improper exoert testimony

575:13 - 578:01 Lack of foundation;
improper exoert testimony

578:05 - 578:05 Lack of foundation;
improper expert testimony

578: 18 - 580:21 Lack of foundation;
improper expert testimony

583:04-583:16 Lack of foundation;
improper expert testimony

722: 08 -723:11 Releyance

In response to Defendant's designations, Plaintiff hereby objects to the following

Plaintiff hereby offers the following counter-designations:

Start Stop

590:23 592:20

679:5 679:16

680:20 681:1 0

681:12 682:1

682:3 682:3

682:7 682:9

682:11 682: II



DATED thii~day of March, 2008.

FELDMAN, ORLANKSY & SANDERS
Counsel for Plaintiff

Certificate of Service

By
~..,..-,-

Y Eric T. Sanders
AK Bar No. 7510085

GARRETSON & STEELE
Matthew L. Garretson
Joseph W. Steele
Counsel for Plaintiff

RICHARDSON, PATRJCK,
WESTBROOK & BRICKMAN, LLC

H. Blair Hahn
Christiaan A. Marcum
Counsel for Plaintiff

I hereby certify that a true and correct copy of PLAINTIFF'S OBJECTIONS AND
COUNTER-DESIGNATIONS TO DEFENDANT'S DEPOSITION
DESIGNATIONS AS OF MARCH 18,2008 was served via hand-delivery on:

George Lehner, Esq.
Pepper Hamilton LLP
Hotel Captain Cook, 19th Floor
Anchorage, Alaska 99501

By-----..d<...-fft _
;',.-/}/rO ';

Date _
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ELI LILLY AND COMPANY,

DEFENDANT ELI LILLY AND COMPANY'S
MOTION FOR RECONSIDERATION OF RULINGS ON OBJECTIONS TO

AFFIRMATIVE DEPOSITION DESIGNATIONS OF
JOHN LECHLEITER AND DENICE TORRES

Plaintiff,

Defendant.

IN THE SUPERIOR COURT FOR THE STATE OF ALASKA
THIRD JUDICIAL DISTRICT

) ,LED IN Uh...... ""'T

~ Date: ~.?7CV~~

~ Clerk: ~m
) Case No. 3AN-06-5630 CIY

)
)
)
)
)

v.

Defendant Eli Lilly and Company ("Lilly") respectfully requests that the

Court reconsider its rulings regarding the admissibility of the following excerpts from the

depositions of John Lechleiter and Denice Torres. Each of these designations by the

State reflect its allegations that Lilly engaged in off-label promotion-allegations which

the Court has deemed irrelevant to, and beyond the scope of, any claim that State asserts.

Consistent with the Court's rulings regarding other designated testimony in these same

depositions, Lilly's objections set forth below should be sustained. Relevant pages of the

transcripts are anached.

I. John Lechleiter, Ph.D. (TAB A)

The Court sustained Lilly's objection to testimony at 360:3 to 360:6, in

which the State, as a prelude to discussing Exhibit 29 (Plaintiff's Exhibit 10041), asked.

"Dr. Lechleiter, you went out 10 try to promote Zyprexa off label yourself, did you not?"

and Dr. Lechleiter responded,' 0, I did not." Despite sustaining Lilly's objection, the



Court overruled Lilly's later objections to specific testimony regarding Exhibit 29, the

very testimony elicited by the State in support of its premise. These rulings are also

contrary to those made on objections to testimony designated from the deposition of Ms.

Torres. In those rulings, the Court sustained Lilly's objections to testimony concerning

the very same document (identified as Plaintiff's Exhibit 10068). The following segments

of testimony address Lechleiter Exhibit 29, which has no relevance to this case in light of

the exclusion of the off-label issue:

Start End Objection
(page:Lioe) (page:Lioe)

361:4 361:20 Relevance (testimony concerns off-label issue).

363"3-- 363:16 Relevance (testimony concerns off-label issue).

363:19 364:2 Relevance (testimony concerns off-label issue).

364:3 365:23 Relevance (testimony concerns off-label issue).

366:7 367:11 Relevance (testimony concerns off-label issue).

2. Denice Torres (TAB B)

The Court's sustained Lilly's objections to several of the State's

designations of the testimony of Ms. Torres because they concern the off-label issue.

Nevertheless, the Court overruled Lilly's objections to the following similar segments of

testimony, each of which specifically concerns indications, and which have no probative

value in a case from which otT-label issues have been excised:

Relevance (testimony concerns off-label issue).150:11

.Eod- --robje:cictitl.·o;;n;-----------------,

(page:Line)

150.8[

Start
(page: Line)

-2-



Start I End '-Objecti;;; --------------- - -- -1
(page:Line) (Page:Line)

152:12 152:20 Relevance (testimony concerns off-label issue).

154:18 154:23 Relevance (testimony concerns off-label issue).

242:3 242:18 Relevance (testimony concerns off-label issue).

243:2 243:20 Relevance (testimony concerns off-label issue).

549:8 549:12 Relevance (testimony concerns off-label issue).

PEPPER HAMILTON LLP

Nina M. Gussack, admitted pro hac vice
George A. Lehner, admitted pro hac vice
John F. Brenner, admitted pro hac vice
3000 Two Logan Square
Philadelphia, PA 19103-2799
(215) 981-4618

LANE POWELL LLC

By: ~~~?;=J74~:::::::=
Brewster H. Jami n,
ASBA No. 8411122
Andrea E. Girolamo-Welp,
ASBA No. 0211044

Dated: March 8, 2008

Attorneys for defendant Eli Lilly and
Company

-3-



CERTIFICATE OF SERVICE

I hereby certify that a true and correct copy of this document has been served via

Brewster H. Jamieson

Counsel List

Eric T. Sanders, Esquire
Feldman, Orlansky & Sanders

500 L. Street, Suite 400
Anchorage, AI( 99501-5911

H. Blair Hahn, Esquire
Richardson, Patrick, Westbrook & Brickman, LLC

1037 Chuck Dawley Boulevard, Building A
Mount Pleasant, SC 29464-4190

Date: March 8, 2008



lines of Plaintiff State of Alaska's Trial Deposition Designations for Denice M. Torres:

DEFENDANT ELI LILLY AND COMPANY'S
SUPPLEMENTAL OBJECTION TO PLAINTIFF STATE OF ALASKA'S

TRIAL DEPOSITION

Defendant Eli Lilly and Company ("Lilly") objects to the following page and

Case no. 3AN-06-5630CIV

()+~~?
;:J/lo/uq

11~~

Respectfully submitted,

Plaintiff,

Defendant

Relevance; Probative value outweighed by danger O~
of unfair prejudice (Alaska R. Evid. 40 1,402,403)

Objection

v.

End
(Page:Lin.)

538:20

IN THE SUPERIOR COURT FOR THE STATE OF ALASKA
THIRD JUDICIAL DISTRICT

Start
(page: Lin.)

538:19

LANE POWELL, PC

By:_-:::-_~:-:--,- _
Brewster H. Jamieson
Lane Powell, PC
301 W. Northern Lights Boulevard
Suite 301
Anchorage, AK 99503-2648

Nina M. Gussack
Andrew Rogoff
Eric Rothschild
Pepper Hamilton LLP
3000 Two Logan Square
18 th & Arch Streets
Philadelphia, PA 19103
(215) 981-4000

Date: March 9, 2008 Attorneys for Defendant
Eli Lilly and Company

N9U6116vl



IN THE SUPERIOR COURT FOR THE STATE OF ALASKA
THIRD JUDICIAL DISTRICT

)
)
)

Plaintiff, )
)

v. )
)
)
)

Defendant. )
)

DEFENDANT ELI LILLY AND COMPANY'S
MOTION FOR RECONSIDERATION OF RULINGS ON OBJECTIONS TO

AFFIRMATIVE DEPOSITION DESIGNATIONS OF
GARY TOLLEFSON, M.D.

Defendant Eli Lilly and Company ("Lilly") respectfully requests that the

Court reconsider its rulings regarding the admissibility of the following excerpt from the

deposilion of Gary Tollefson, M.D. This designation by the State reflect its allegations

that Lilly engaged in off-label promotion-allegations which the Court has deemed

irrelevanllO, and beyond the scope of, any claim that State asserts. Consistent with the

Court's rulings regarding other similar designated testimony in other depositions, Lilly's

objections set fonh below should be sustained. Relevant pages of the transcripts are

attached.

Start1End l Objec~
(Page:Linc) (Pagc:Line) I
124:5 124:9 Relevance, vague; foundation; personal knowledge; (Alaska • .L .

R. Evid. 401, 402, 403, 602, 611). Subjeci to rUling On 6~l<'\.4n~
124:21 125:21 Motion for Summary Judgmenl: off label.



PEPPER HAMILTON LLP

Nina M. Gussack, admitted pro hac vice
George A. Lehner, admitted pro hac vice
John F. Brenner, admitted pro hac vice
3000 Two Logan Square
Philadelphia, PA 19103-2799
(215) 981-4618

LANE POWELL LLC

By: _

Brewster H. Jamieson,
ASBA No. 8411122
Andrea E. Girolamo- Welp,
ASBA No. 0211044

Attorneys for defendant Eli Lilly and
Company

Dated: March 10,2008
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CERTIFICATE OF SERVICE

I hereby certify that a true and correct copy of this document has been served via

email upon counsel listed below, and by hand delivery and email upon Mary Beth Rivers, Room

532, Tower Two, Captain Cook Hotel.

Counsel List

Eric T. Sanders, Esquire
Feldman, Orlansky & Sanders

500 L. Street, Suite 400
Anchorage, AK 99501-5911

H. Blair Hahn, Esquire
Richardson, Patrick, Westbrook & Brickman, LLC

1037 Chuck Dawley Boulevard, Building A
Mount Pleasant, SC 29464-4190

Date: March 10,2008



Confidential - Gary Tollefson, M.D.

Page 124

1 Q. No, I'm not.
2 A. -- these are clinical
3 candidates.
4

I
10 Object to the

I

Page 122

14 MR. LEHNER: Object to the
15 form.

---18 Q. Okay. Did you become aware
19 of efforts to promote Zyprexa to physicians
20 for dementia and depression?
21 MR. LEHNER: Object to the
22 form.
23 A. If you're referring to the
24 disease state prioritization table here --

1 was spent on the drug; is that correct?
2 MR. LEHNER: Object to the
3 form.
4 A. Probably reftecting both.
5 But, specificall the economics.

I

32 (Pages 122 to 125)
GOLKOW liTIGATION TECHNOLOGIES - 1.877 ;3'.7872



Defendant Eli L\lly and Company ("Lilly") counter-designates for trial the

Plaintiff,

Defendant

v.

"I:; ,

IN THE SUPERIOR COURT FOR THE STATE OF ALAS~ .,~tc:~
THIRD JUDICIAL DISTRICT ""'0 ~ 'l:>.~.,~

~~_ "f'./ ~~o,
~T~ .~..,.

.c, "c:" ' -%;
~/~~.~

Case no. 3AN-06-5630CIV ~>:r.,.~(

GJ~'S Mi.)
~II/16 () 1/1""'*-~

DEFENDANT ELl LILLY AND COMPANY'S
DEPOSITION COUNTER-DESIGNATIONS FOR TRIAL AND

OBJECTIONS TO PLAINTIFF STATE OF ALASKA'S
TRIAL DEPOSITION AND EXHIBIT DESIGNATIONS

ELl LILLY AND COMPANY

STATE OF ALASKA

following deposition transcript excerpts in response to Plaintiff State of Alaska's Trial

Deposition Designations for Joey L. Eski (designated pages Exhibit A), all of which must be

presented together with the State's affirmative designations to ensure proper context (Lilly will

later be filing designations to be played in Lilly's own case):

Start (page:Line) End (page:Line)

10:24 11 :3

12:23 13:2

19:6 19:11

71 :18 71:22

72:10 72:13

81:3 81:15

85:11 85:22

88:14 89:2

98:25 99:8

111J. i...e

II1,).uk

~O

(rl'..Lv~

Illd 9cL
It1Jv9a- ,f § ...Jlu,<> 11 &%'/11.

*cf.vQR... Jj)~

Pi>
II'J'~'" .f~J!lJ



_..... v-

Start (page:Line) End (page:Line) .V151:8 152:4

V264:24 265:12

.V267:15 267:18

267:20 268:4

~271:23 271:24

272:1 272:3 v

340:22 341 :4 ../

Lilly objects to the following pages and lines of Plaintiff State of Alaska's Trial

0= Ovi!-n'1Jl.:....

S == bJ~iL."

Deposition Designations for Joey L. Eski:

o

6h...";:' .....1­
3:"" -/3!o(!,

Start End Objection
(page:Line) (page: Line)

12:18 12:22 Question without answer OuwJljJ. -t:tft,w&1.
/

25:10 25:17 Commentary of counsel; relevance (Alaska R.
Evid.401)

Slro27:02 27:18

56:13 56:15 Commentary of counsel; relevance (Alaska R.
Evid.401)

57:13 57:24 Relevance (Alaska R. Evid. 401)

59:02 59:07

67:01 67:03 Relevance; probative value is outweighed by the
danger of unfair prejudice (Alaska R. Evid. 40 I;

71:03 71:17 403). Subject to Motion to Exclude Evidence
Regarding peech Protected by the Noerr-
Pennington Doctrine and Common Law Privilege,
filed March 6, 2008.

71:23 72:09 Relevance; foundation; lack of personal
knowledge; assumes facts not in evidence (Alaska

-2-



Start End Objection

(page:Line) (page:Line)

72:14 72:20 R. Evid. 401; 602)

75:04 75:07 Relevance; probative value is outweighed by the
danger of unfair prejudice (Alaska R. Evid. 401;

75:11 75:\7 403). Subject to Motion to Exclude Evidence
Regarding Speech Protected by the Noerr-

76:06 76:08 Pennington Doctrine and Common Law Privilege,

77:19
filed March 6, 2008.

77:05

8\:6 81:18

82:13 83:02

83:05 83:17

84:02 84:18 Relevance; probative value is outweighed by the
danger of unfair prejudice (Alaska R. Evid. 401;

85:01 85:10 403). Subject to Motion to Exclude Evidence

85:23 86:11
Regarding Speech Protected by the Noerr-
Pennington Doctrine and Common Law Privilege,

86:16 86:18
filed March 6, 2008.

88:06 88: 13

89:08 89:11

90:16 90:24

92:14 92:23

93:05 93:06

93:11 93:15

97:2\ 98:24 Relevance; probative value is outweighed by the

99:09 99:14
danger of unfair prejudice (Alaska R. Evid. 401;
403). Subject to Motion to Exclude Evidence

103:19 104:07 Regarding Speech Protected by the Noerr-
Pennington Doctrine and Common Law Privilege

104:10 104:10 filed March 6, 2008. '

104:14 104:16

-3-



Start End Objection

(page:Line) (page:Line)

104:19 104:20

107:04 107:11

107:14 107:23

112:24 113:14 Relevance; probative value is outweighed by the
danger of unfair prejudice (Alaska R. EVld. 401;

115:22 116:11 403). Subject to Motion to Exclude Evidence
Regarding Speech Protected by the Noerr- ..

116:21 117:02 Pennington Doctrine and Common Law Pnvllege,
filed March 6, 2008.

117:21 117:24

118:02 118:03

119:07 119:12 Relevance; probative value is outweighed by the
danger of unfair prejudice (Alaska R. Evid. 401;

120:03 120:16 403). Subject to Motion to Exclude Evidence
Regarding Speech Protected by the Noerr-
Penning/on Doctrine and Common Law Privilege,
filed March 6, 2008.

122:17 122:19 Vagueness; foundation (Alaska R. Evid. 602)

122:22 123:09

123:12 123:14

123:18 123:22

132:18 132:21 Vagueness; assumes facts not in evidence;

146:05
foundation (Alaska R. Evid. 602)

146:01

146:08 146:08

166:06 166:10 Witness has not had an opportunity to review and
sign transcript; improper hypothetical; assumes
facts not in evidence; vagueness; foundation; lack
of personal knowledge (Alaska R. Evid. 40 I; 602).

168:04 168:08 Improper hypothetical; assumes facts not in

168: II 168:14
evidence; vagueness; foundation; lack of personal
knowledge (Alaska R. Evid. 401; 602).

-4-

o

o



Start End Objection

(page:Line) (page:Line)

168:17 168:22

168:23 169:11 Vagueness; foundation; lack of personal
knowledge (Alaska R. Evid. 401; 602).

169:15 169:24

187:17 188:06 Assumes facts not in evidence; vagueness;
foundation; lack of personal knowledge (Alaska R.

189:13 189:23 Evid. 401; 602)

210:20 210:24 Foundation; lack of personal knowledge; lay
opinion (Alaska R. Evid. 401; 602; 701).

211:04 211:05

211:07 212:03

212:08 212:19

218:06 219:04 Foundation; lack of personal knowledge (Alaska R.
Evid 40 I; 602).

219:10 220:02 Foundation; lack of personal knowledge (Alaska R.
Evid. 401; 602).

227:5 227:18 Vagueness; foundation; lack of persnnal
knowledge; lay opinion (Alaska R. Evid. 602, 701)

226:07 226:11 Incomplete (no question designated); foundation;
lack of personal knowledge (Alaska R. Evid. 40 I;
602).

243:17 243:22 Relevance; hearsay; improper hypothetical;
foundation; lack of personal knowledge; assumes

243:24 244:05 facts not in evidence (Alaska R. Evid. 401; 602;

244:07 244:07
802)

256:01 256:19 Relevance (Alaska R. Evid. 401)

258:12 259:04 Assumes facts not in evidence; fowldation; lack of

259:07 259:07
personal knowledge (Alaska R. Evid. 40 I; 602).

-5-

?

o

C>

o
o
C)

o

o



-6-

Eski:

o

o
o

C>

5

Lilly also objects to Plaintiff's exhibits for use during the testimony of Joey L.

IL P_I_fi_iu_t_if_P_S_E_Xh_i_b_it I_O_b_i_e_ct_io_D_(S_) _

Start End Objection

(page:Line) (page:Line)

259:12 259:19

263:07 264:8 Relevance (Alaska R. Evid. 40 I).

266:14 266:15
Relevance; improper hypothetical; foundation; lack
of personal knowledge (Alaska R. Evid. 40 I; 602).

266:17 267:14

270:17 270:19 Relevance; foundation; lack of personal
knowledge; vagueness (Alaska R. Evid. 401; 602).

270:21 271:14

272:15 272:16

272:18 272:24

284:12 284:22 Relevance (Alaska R. Evid. 401) (off-label issue).

285:15 285:25 Vagueness; relevance; foundation; lack of personal
knowledge; lay opinion (Alaska R. Evid. 401; 602;

287:08 287:12 701).

288:04 288:09 Vagueness; relevance; foundation; lack of personal
knowledge; lay opinion (Alaska R. Evid. 401; 602;
701).

301:13 301:22 Vagueness; relevance; foundation; lack of personal
knowledge; lay opinion; asked and answered

301 :25 301:25 (Alaska R. Evid. 401; 602; 701).

304:06 304:22 Argumentative; foundation; lack of personal
knowledge; assumes facts not in evidence (Alaska
R. Evid. 602).

362:19 363:02 Relevance (Alaska R. Evid. 401).



o
o

Not Relevant (Alaska R. Evid. 40 1,402)

Prejudicial, Confusing, Waste ofTime (Alaska R. Evid. 403)

Foundation (Alaska R. Evid. 901)

Not Authenticated (Alaska R. Evid. 901, 902)

Not Relevant (Alaska R. Evid. 401,402) to L~be~ng CI~ms: .
Internal document concerning sales-representlve tnteractlons WIth

physicians.

Objeelion(s)

Zyprexa Plaintiffs Exhibit
10120

Zyprexa PlaintifPs Exhibit

10097

PlainlifPs Exhibit

'b' Not Relevant (Alaska R. Evid. 401, 402)Zyprexa Plaintiffs Exhi It
10096 Prejudicial, Confusing, Waste ofTime (Alaska R. Evid. 403)

l=~=-:-=--;;'xh:-:-·;Cb·c;--hN~o~tR;e;l~ev~an~t~(A~I;as~k;a~R~.FE~V:;;idl..44001.1,,4100i22))-------i bC(/'J
Zyprexa Plaintiff's E I It
10122 Prejudicial, Confusing, Waste of Time (Alaska R. Evid. 403)

Zyprexa Plaintiffs Exhibit
10121

Not Relevant (Alaska R. Evid. 40 I, 402)

Prejudicial, Confusing, Waste of Time (Alaska R. Evid. 403)

Foundation (Alaska R. Evid. 901)

Not Authenticated (Alaska R. Evid. 901,902)

l~r
bJI/J­
po..... /-
(I,,~

/H..k-,
O~rrri
~-ft,

h........
.5---4
/Nt" o.w-",~

(/'(lJ~

Lilly reserves the right to object to these exhibits, and any others that may be

introduced by Plaintiff, under the Alaska Rules of Evidence or any other applicable rule of law,

based on this Court's rulings or the purposes for which Plaintiff seeks to use the exhibits at trial.

Eski Exhibit 6 (provided without bates number; unable to match to previously
identified plaintiffs exhibit)

Not Relevant (Alaska R. Evid. 401, 402)

Prejudicial, Confusing, Waste of Time (Alaska R. Evid. 403)

Foundation (Alaska R. Evid. 901)

Not Authenticated (Alaska R. Evid. 901, 902)

i-=E'sk'i-=E"-x7h"'"'ib'it'7=-----+CU"7n-a7"b7"le-:t-o-m-a-:tc'h-:-to-p-r-ev'i,-o-u'sl-:y'id7 e-n-:t'"'ifi"-,e'd-p7Ia'i-nt'i"'ff::-s-e-xhi--;-:-';-bi"'t):-----j ~W'~

Not Relevant (Alaska R. Evid. 401, 402)

Prejudicial, Confusing, Waste ofTime (Alaska R. Evid. 403)

Foundation (Alaska R. Evid. 901)

ot Authenticated (Alaska R. Evid. 901, 902)

-7-



Brewster H. Jamieson
Lane Powell, PC
301 W. Northern Lights Boulevard
Suite 301
Anchorage, AK 99503-2648

Nina M. Gussack
Andrew Rogoff
Eric Rothschild
Pepper Hamilton LLP
3000 Two Logan Square
18'" & Arch Streets
Philadelphia, PA 19103
(215) 981-4000

By: _

LANE POWELL, PC

Respectfully submitted,

Attorneys for Defendant
Eli Lilly and Company

Dated: March 10,2008

-8-



Defendant Eli Lilly and Company ("Lilly") objects to the following page and

lines of Plaintiff State of Alaska's Trial Deposition Designations for Denice M. Torres:

IN THE SUPERIOR COURT FOR THE STATE OF ALASKA
TIDRD JUDICIAL DISTRICT

F'LED mOPE,.! COURT
Date: J-I()~dr:,

Case n'ClAN-96-S630CIVerK.__....JM~7..:!Ir4:.-__

Plaintiff,

Defendant

DEFENDANT ELI LILLY AND COMPANY'S
SUPPLEMENTAL OBJECTION TO PLAINTIFF STATE OF ALASKA'S

TRIAL DEPOSITION

v.

ELI LILLY AND COMPANY

STATE OF ALASKA

Start
(Page:Line)

End
(page:Line)

Objection

538:19 538:20 Relevance; Probative value outweighed by danger
of unfair prejudice (Alaska R. Evid. 40 1,402,403)

Respectfully submitted,

Date: March 9, 2008

By:~~~q!.!::..:===
Brewster H amieson
Lane Powell, PC
301 W. Northern Lights Boulevard
Suite 301
Anchorage, AK 99503-2648

Nina M. Gussack
Andrew Rogoff
Eric Rothschild
Pepper Hamilton LLP
3000 Two Logan Square
18"' & Arch Streets
Philadelphia, PA 19103
(215) 981-4000

Attorneys for Defendant
Eli Lilly and Company

.-g416116vl



STATE OF ALASKA,

ELI LILLY AND COMPANY,

Plaintiff,

Defendant.

IN THE SUPERIOR COURT FOR THE STATE OF ALASKA
THIRD JUDICIALD1STRI~

~,
) . ·)(J9to
) .. ;>y>.-""?-'e'
) J.!lno.... •c'" , #eO

VI,..., "It
) Oall:l
)
) Case No. 3AN-06-5630 CIY
)
)
)
)
)

v.

DEFENDANT ELI LILLY AND COMPANY'S
CORRECTED IDENTIFICATION OF COUNTER·DESIGNAnONS THAT MUST
BE PRESENTED CONTEMPORANEOUSLY WITH THE STATE OF ALASKA'S

AFFIRMATIVE DESIGNATIONS

Pursuant to the Court's March 6,2008 oral order regarding the procedure

for presenting videotaped deposition designations to the jury, defendant Eli Lilly and

Company ("Lilly") identifies the following counter-designation excerpts from the that

must be presented together with the State's affirmative designations to ensure proper

context.

J. John Lechleiter

Start (Page:Line) End (Page:Line)

149:3 149:12

267:12 268:11

277:9 277:17

367:12 368:2



By:_Jl------'~I_'f_F--

Nina M. Gussack
John F. Brenner
Eric Rothschild
3()()() Two Logan Square
IS"' & Arch Streets
Philadelphia. PA 19103
(215) 9SI-4000

Attorneys for Defendant
Eli Lilly and Company

Dated: March 9. 200S

-2-



Defendant Eli Lilly and Company ("Lilly") counter-designates for trial the

be presented together with the State's affirmative designations to ensure proper context.

following deposition transcript excerpts in response to Plaintiff State of Alaska's Trial

Plaintiff,

Defendant

v.

IN THE SUPERIOR COURT FOR THE STATE OF ALASKA
THIRD JUDICIAL DlSTRt'il..~, •

t:.; •• CPt;. ' C~~RT
) Date: J~/IJ ,<Jib
)

) C/er!<' ~
) Case no. OJxN.(K,"'V
)
)
)

DEFENDANT ELI LILLY AND COMPANY'S
EPOSITION COUNTER·DESIGNATIONS FOR TRIAL AND

OBJECTIONS TO PLAINTIFF STATE OF ALASKA'S
TRIAL DEPOSITION AND EXHIBIT DESIGNATIONS

Deposition Designations for Gary Tollefson, M.D. The highlighted excerpts are those that must

Start (Page:Line) End (page:Line)

82:6 82:15

96:23 97:13

97:16 97:23

98:2 98:13

109:4 109:18

124:12 124:18

126:10 127:11

142:15 143:9

203:13 203:15

203:18 204:3



IL2_08_:_IO IL2_08
_:

23
_

Lilly objects to the following pages and lines of plaintiff State of Alaska's Trial

Deposition Designations for Gary Tollefson, M.D.:

Start (Page:Line) End (Page:Line) Objection

51:22 51:24 Vague; assumes fact not in evidence (Alaska
R. Evid. 403, 611)

52:3 52:14

91:24 92:4 Foundation (Alaska R. Evid.401)

92:7 92:14

102:4 102:6 Speculation; personal knowledge (Alaska R.
Evid.602)

102:13 102:15

103:11 103:14 Vague; foundation (Alaska R. Evid.401,402,
403,611)

103:17 103:19

108:22 109:1 Assumes facts not in evidence; unfair
prejudice (Alaska R. Evid. 403, 611,802)

109:16

124:5 124:9 Relevance, vague; foundation; personal
knowledge; (Alaska R. Evid. 401,402,403,

124:21 125:21 602,611). Subject to ruling on Motion for
Summary Judgment: off labeL

134:20 134:22 Relevance, vague; foundation; personal

135: 1 135:16
knowledge (Alaska R. Evid. 401,402,403,
602,611). SUbject to Motion in Limine:
price.

205:16 206:1 Vague; foundation; speculation;

206:4 206:18
argumentative (Alaska R. Evid. 401,402,
403,611)

206:19 208:9 Foundation; misstates evidence; personal
knowledge (Alaska R. Evid. 401,402,602;
611)

-2-



introduced by Plaintiff, under the Alaska Rules of Evidence or any other applicable rule of law,

Lilly also objects to Plaintiff's exhibits for use during the testimony of Gary

Lilly reserves the right to object to these exhibits, and any others that may be

Objection

Vague, misstates evidence; question re­
phrased (Alaska R. Evid. 403, 602; 611)

Relevance; probative value is outweighed by prejudice, delay and
confusion; foundation (Alaska R. Evid. 401,402,403,901).
Subject to Motion in Limine: profits and price.

Objection(s)

End (Page:Line)

209:22209:19

Plaintiff's Exhibit

Tollefson, M.D.:

Zyprexa MDL Plaintiff's
Exhibit No. 6100

Start (Page:Line)

based on this Court's rulings or the purposes for which Plaintiff seeks to use the exhibits at trial.

Respectfully submitted,

Dated: March 9, 2008

BY:.-=~_~_'----I- _
Brewster H. Jami on
Lane Powell, PC
301 W. Northern Lights Boulevard
Suite 301
Anchorage, AK 99503-2648

Nina M. Gussack
Andrew Rogoff
Eric Rothschild
Pepper Hamilton LLP
3000 Two Logan Square
18

1h
& Arch Streets

Philadelphia, PA 19103
(215) 981-4000

Attorneys for Defendant
Eli Lilly and Company
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Defendant Eli Lilly and Company ("Lilly") counter-designates for trial the

be presented together with the State's affirmative designations to ensure proper context.

following deposition transcript excerpts in response to Plaintiff State of Alaska's Trial

Cleric-...c...:..<::;.!£...__

Case no. 3AN·06·S63OCIV

Plaintiff,

Defendant

v.

IN THE SUPERIOR COURT FOR THE STATf:fl~~"A
THIRD JUDICIAL DISTRICT - .0. ~.~=:. ~:)URT

Date: )-/o-cYb
)
)
)
)
)
)
)

DEFENDANT ELI LILLY AND COMPANY'S
DEPOSITION COUNTER·DESIGNATIONS FOR TRIAL AND

OBJECTIONS TO PLAINTIFF STATE OF ALASKA'S
TRIAL DEPOSITION AND EXHIBIT DESIGNATIONS

Deposition Designations for Bruce Kinon, M.D. The highlighted excerpts are those that must

ELI LILLY AND COMPANY

Start (Page:Line) End (Page:Line)

52:9 52:16

65:20 66:7

72:16 71.:17

73:17 73:18

80:7 80: 15

82:4 82:18

92:10 92:15

93:7 93:17

140:15 141:7

236:8 236:20

237:17 237:24



Start (page:Line) End (Page:Line)

241:2 241:21

247:10 247:12

263:18 263:22

264:1 264:11

412:14 412:23

Lilly objects to the following pages and lines of Plaintiff State of Alaska's Trial

Deposition Designations for Bruce Kinon:

Start End Objection
(Page:Line) (Page:Line)

5l:ll 52:8

53:3 53:24

84:9 84:18

139:4 139:23

235: 13 235:24

244:16 244:22

Foundation; lack of personal knowledge; authentication.
(Alaska R. Evid. 401; 602, 901).

Foundation; lack of personal knowledge; authentication.
(Alaska R. Evid. 401; 602, 901).

Foundation; lack of personal knowledge; authentication.
(Alaska R. Evid. 401; 602, 901).

Lay opinion as to what was "generally accepted" in the field.
(Alaska R. Evid. 701).

Vague; foundation (Alaska R. Evid. 401; 602; WI).

Probative value is outweighed by the danger of unfair
prejudice; calls for a legal conclusion as to "liability";
probative value is outweighed by the danger of unfair
prejudice; lay opinion testimony, calls for expert opinion
(Alaska R. Evid. 403; 701).

245:6

261:12

251:8

261:18

Foundation; lack of personal knowledge; authentication.
(Alaska R. Evid. 401; 602, 901).

Foundation; probative value is outweighed by the danger of
unfair prejudice (Alaska R. Evid. 401; 403).



Start End Objection
(Page:Line) (Page:Line)

Plaintiff's Exhibit Objection(s)

Zyprexa MDL Plaintiffs' Not Relevant (Alaska R. Evid. 401, 402)
Exhibit No. 1213 Hearsay (Alaska R. Evid. 801,802)

Zyprexa MDL Plaintiffs' Not Relevant (Alaska R. Evid. 401, 402)
Exhibit No. 4517 Prejudicial, Confusing, Waste of Time (Alaska R. Evid. 403)

Foundation (Alaska R. Evid. 901)

Zyprexa MDL Plaintiffs' Not Relevant (Alaska R. Evid. 401,402).
Exhibit No. 8905

Zyprexa MDL Plaintiffs' Not Relevant (Alaska R. Evid. 401,402) to Labeling Claims:
Exhibit No. 4532 draft, incomplete marketing planning document

Prejudicial, Confusing, Waste of Time (Alaska R. Evid 403)
Foundation (Alaska R. Evid. 901)
Not Authenticated (Alaska R. Evid. 901,902)

Zyprexa MDL Plaintiffs' Not Relevant (Alaska R. Evid. 401,402)
Exhibit No. 7668 Prejudicial, Confusing, Waste of Time (Alaska R. Evid 403)

Subsequent Remedial Measures (Alaska R. Evid. 407)

Zyprexa MDL Plaintiffs' Not Relevant (Alaska R. Evid. 401,402) to Labeling Claims:
Exhibit No. 5522 market research/marketing planning document

Prejudicial, Confusing, Waste of Time (Alaska R. Evid.403)
Hearsay (Alaska R. Evid. 801,802)

Argumentative.

Foundation; probative value is outweighed by the danger of
unfair prejudice (Alaska R. Evid. 401; 403).

265:10

Lilly also objects to Plaintiffs exhibits for use during the testimony of Bruce

266:6

265:9

262:14

Kinon:



Respectfully submitted,

Nina M. Gussack
Andrew Rogoff
Eric Rothschild
Pepper Hamilton LLP
3000 Two Logan Square
18'h & Arch Streets
Philadelphia, PA 19103
(215) 981-4000

-
Lilly reserves the right to object to these exhibits, and any others that may be

based on this Coult'S rulings or the purposes for which Plaintiff seeks to use the exhibits at trial.

introduced by Plaintiff, under the Alaska Rules of Evidence or any other applicable rule of law,

Attorneys for Defendant
Eli Lilly and Company

Dated: March 9, 2008



Deposition Designations for Michael Bandick:

Defendant Eli Lilly and Company ("Lilly") counter-designates for trial the

following deposition transcript excerpts in response to Plaintiff State of Alaska's Trial

Case no. 3AN-06-S63OCIV

Plaintiff,

Defendant

Start (Page:Line) End (Page:Line)

165:17 166:3

169:8 169:19

170:6 170:20

202:15 202:19

389:16 389:22

390:1 390:6

400:11 400:18

400:21 401:7

403:21 403:24

404:24 405:7

419:23 420:9

v.

F ...,...
IN THE SUPERIOR COURT FOR THE STJ\JE OF ALASKA '.

THIRD JUDICIAL DlsTRI<J:i 3 -~£}/ og
CI... J11;tg

ELI LILLY AND COMPANY'S
DEPOSITION COUNTER-DESIGNATIONS FOR TRIAL AND

OBJECTIONS TO PLAINTIFF STATE OF ALASKA'S
TRIAL DEPOSITION AND EXIDBIT DESIGNATIONS



Start (Page:Line) End (Page:Line)

420:14 420:21

445:24 446:8

446:12 446:13

446: 17 446:24

448:21 449:4

449:16 449:24

450:1 450:7

453:18 454:6

504:13 504:15

504:18 504:21

514:22 SIS: I

515:6 515:12

522:14 523:2

Lilly objects to the following pages and lines of Plaintiff State of Alaska's Trial

Deposition Designations for Michael Bandick:

Start End Objection
(Pagc:Linc) (Pagc:Linc)

130:18

164:20

169:1

131:6

165:8

169:7

Vague (Alaska R. Evid. 611)

Relevance; Probative value outweighed by danger of unfair
prejudice; Compound; Motion for Summary JUdgment­
Off-label (Alaska R. Evid. 401, 402, 403)

Relevance; Probative value outweighed by danger of unfair
prejudice; Motion for Summary Judgment- Off-label
(Alaska R. Evid. 401,402,403)
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Start End Objection

(Page:Line) (Page:Line)

201:24 202:11 Foundation; Relevance; Probative value outweighed by

202:14 202:14 danger of unfair prejudice (Alaska R. Evid. 401, 402, 403,
602,701)

373:7 374:4 Hearsay Admit for Notice (Alaska R. Evid. 802)

376:23 377:9 Hearsay Admit for Notice (Alaska R. Evid. 802)

378:4 378:19 Hearsay Admit for Notice (Alaska R. Evid. 802)

379:14 380:5 Hearsay - Admit for Notice (Alaska R. Evid. 802)

398:16 399:5 Hearsay - Admit for Notice (Alaska R. Evid. 802)

408:8 409:3 Hearsay - Admit for Notice (Alaska R. Evid. 802)

411:8 412:2 Relevance; Probative value outweighed by danger of unfair
prejudice; Motion in Limine - Foreign Regulatory Actions;
(Alaska R. Evid. 401,402,403)

415:14 416:13 Hearsay - Admit for Notice; Relevance; Probative value
outweighed by danger of unfair prejudice; Motion in Limine
- Foreign Regulatory Actions (Alaska R. Evid. 401, 402,
403,802)

418:21 419:17 Hearsay - Admit for Notice; Relevance; Probative value
outweighed by danger of unfair prejudice; Motion in Limine
- Foreign Regulatory Actions; (Alaska R. Evid. 401,402,
403,802)

419:18 419:22 Relevance; Probative value outweighed by danger of unfair
prejudice; Motion in Limine - Foreign Regulatory Actions
(Alaska R. Evid. 401,402,403)

421:17 422:1 Relevance; Probative value outweighed by danger of unfair
prejudice; Motion in Limine - Foreign Regulatory Actions
(Alaska R. Evid. 401,402,403)

435:2 435:4 Rel~vance; Probative value outweighed by danger of unfair
preJudice; Foundation; Motion in Limine - Foreian
Regulatory Actions (Alaska R. Evid. 401 402 403 602
701) , , , ,

-3-



Start End Objection

(Page:Line) (Page:Line)

435:10 435:10 Relevance; Probative value outweighed by dang~r of unfair
prejudice; Foundation; Motion in limine - Foreign
Regulatory Actions (Alaska R. EVld. 401,402,403,602,

701)

435:15 435:16 Commentary by Counsel; Relevance; Probative value .
outweighed by danger of unfair prejudice (Alaska R. Ev.d.
401,402,403,611 )

435:17 435:18 Relevance; Probative value outweighed by unfair prejudice;
Motion for Summary Judgment - Off-label marketing
(Alaska R. Evid. 401, 402, 403)

436:15 435;17 Relevance; Probative value outweighed by unfair prejudice;
Motion for Summary Judgment - Off-label marketing
(Alaska R. Evid. 401,402,403)

438:23 439:5 Relevance; Probative value outweighed by unfair prejudice;
Motion for Summary Judgment - Off-label marketing
(Alaska R. Evid. 401,402,403)

443;12 444;4 Relevance; Probative value outweighed by unfair prejudice;
Motion for Summary Judgment - Off-label marketing
(Alaska R. Evid. 401, 402, 403)

450:22 451:4 Relevance; Probative value outweighed by danger of unfair
prejudice; Motion in Limine - Foreign Regulatory Actions
(Alaska-R. Evid. 401,402,403)

451:7 451:10 Relevance; Probative value outweighed by danger of unfair
prejudice; Motion in Limine - Foreign Regulatory Actions
(Alaska R. Evid. 401,402,403)

451;13 451;15 Relevance; Probative value outweighed by danger of unfair
prejudice; Motion in Limine - Foreign Regulatory Actions

I iAlaska R. Evid. 401, 402, 403)
452:21 452:22 Relevance; Probative value outweighed by danger of unfair

prejudice; Motion for Summary Judgment - Off-label
marketing (Alaska R. Evid. 401, 402, 403)

452:23 453;8 Rel~v~nce; Probative value outweighed by danger of unfair
preJudIce; MotIon for Summary Judgment - Off-label
marketing (Alaska R. Evid. 401,402,403)

453;9 453:14 Relev~nce; Probative value outweighed by danger of unfair
preJudice; MotIon for Summary JUdgment - Off-label
marketing (Alaska R. Evid. 401, 402, 403)



End Objection
(Page:Line)

458:7

461:17 462:1

462:19

462:23

463:12 463:16

464:6 464:16

470:10 471:16

472:10 472:23

476:5 476:15

478:8 478:19

479:2 479:5

Relevance; Probative value outweighed by danger of unfair
prejudice; Motion for Summary Judgment - Off-label
marketing (Alaska R. EVld. 401,402,403)

Relevance; Probative value outweighed by danger of unfair
prejudice; Motion for Summary Judgment - Off-label
marketing (Alaska R. Evid. 401, 402, 403)

Relevance; Probative value outweighed by danger of unfair
prejudice; Motion for Summary Judgment - Off-label
marketing (Alaska R. Evid. 401,402,403)

Relevance; Probative value outweighed by danger of unfair
prejudice; Motion for Summary Judgment - Off-label
marketing (Alaska R. Evid. 401,402,403)

Relevance; Probative value outweighed by danger of unfair
prejudice; Motion for Summary Judgment - Off-label
marketing (Alaska R. Evid. 401,402,403)

Relevance; Probative value outweighed by danger of unfair
prejudice; Motion for Summary Judgment - Off-label
marketing (Alaska R. Evid. 40 1,402,403)

Relevance; Probative value outweighed by danger of unfair
prejudice; Motion for Summary Judgment - Off-label
marketing (Alaska R. Evid. 40 1,402,403)

Relevance; Probative value outweighed by danger of unfair
prejudice; Motion for Summary Judgment - Off-label
marketing (Alaska R. Evid. 401, 402, 403)

Rel~vance;Probative value outweighed by danger of unfair
prejudice (Alaska R. Evid. 40 1,402,403)

Relevance; Probative value outweiahed by danaer of unfair
prejudice (Alaska R. Evid. 401, 402, 403) ~

Rel~vance;Probative value outweighed by danger of unfair
preJudice; Motion for Summary Judgment - Off-label
marketing (Alaska R. Evid. 401,402,403)
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Start End Objection

(Page:Line) (Page:Line)

479:24 480:6
Relevance; Probative value outweighed by danger of unfair
prejudice; Motion for Summary Judgment - Off-label
marketing; Motion m Llmme - profit/net worth/price
(Alaska R. Evid. 401,402,403)

480:9 481:1
Relevance; probative value outweighed by danger of unfair
prejudice; Motion for Summary Judgment - Off-label
marketing; Motion in Limine - profit/net worth/price
(Alaska R. Evid. 401, 402, 403)

489:3 489:14
Relevance; Probative value outweighed by danger of unfair
prejudice; Motion for Summary Judgment - Off-label
marketing (Alaska R. Evid. 401, 402, 403)

491:10 491:19 Relevance; Probative value outweighed by danger of unfair
prejudice; Motion for Summary Judgment - Off-label
marketing (Alaska R. Evid. 401,402,403)

491:24 492:1 I Relevance; Probative value outweighed by danger of unfair
prejudice; Motion for Summary Judgment - Off-label
marketing (Alaska R. Evid. 401,402,403)

493:3 493:12 Relevance; Probative value outweighed by danger of unfair
prejudice (Alaska R. Evid. 40\,402,403)

496:9 497:3 Relevance; Probative value outweighed by danger of unfair
prejudice; Motion for Summary Judgment - Off-label
marketing (Alaska R. Evid. 401,402,403)

499:14 499:18 Foundation; Relevance; Probative value outweighed by
danger of unfair prejudice; Motion for Summary Judgment -
Off-label marketing (Alaska R. Evid. 401,402,403,602,
701)

504:6 504:12 Foundation; Hearsay - Admit for Notice (Alaska R. Evid.
602,701,802)

506:1 506:12 Relev~nce; Probative value outweighed by danger of unfair
prejudice (Alaska R. Evid. 401, 402, 403)

510:11 510:18 Relevance; Probative value outweighed by danger of unfair
preJudice; Misstates Evidence (Alaska R. Evid. 401 402
403,611) , ,
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Start End Objection

(Page:Line) (page: Line)

511:3 511:11 Relevance; Probative value outweighed by danger of unfair
prejudice; Assumes facts not in evidence (Alaska R. Evid.
401,402,403,611)

516:2 516: Relevance; Probative value outweighed by danger of unfair
prejudice; Foundation; Motion for Summary Judgment-
Off-label marketing (Alaska R. Evid. 40 1,402,403,602,
611,701)

516:6 516:9 Relevance; Probative value outweighed by danger of unfair
prejudice; Motion for Summary Judgment - Off-label
marketing (Alaska R. Evid. 401, 402, 403)

516:24 517:13 Relevance; Probative value outweighed by danger of unfair
prejudice; Motion for Summary Judgment - Off-label
(Alaska R. Evid. 401,402,403)

519:17 519:19 Relevance; Probative value outweighed by danger of unfair
prejudice; Motion for Summary Judgment - Off-label
(Alaska R. Evid. 401,402,403)

521:13 521:15 Relevance; Probative value outweighed by danger of unfair
prejudice; Motion for Summary Judgment - Off-label
(Alaska R. Evid. 401,402,403)

521:21 522:9 Relevance; Probative value outweiohed by danoer of unfair
prejudice; Motion for Summary Judgment - off-label
(Alaska R. Evid. 401,402,403)

Lilly also objects to Plaintiff's exhibits for use during the testimony of Michael

Bandick:

Plaintiff's Exhibit

Zyprexa MDL Plaintiffs'
Exhibit No 01926

(Bandick Exh. 17)

Objection(s)

Not Relevant (Alaska R. Evid. 401,402)

Prejudicial, Confusing, Waste of Time (Alaska R. Evid. 403)

Foundation (Alaska R. Evid. 901)
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Lilly reserves the right to object to these exhibits, and any others that may be

Plaintiff's Exhibit

Zyprexa MOL Plaintiffs'
Exhibit No 09807

(Bandick Exh. 18)

Zyprexa MDL Plaintiffs'
Exhibit No 04104

(Bandick Exh. 19)

Objection(s)

Not Relevant (Alaska R. Evid. 401,402) to Labeling Claims:
Internal document discussing upcoming programs related to
Zyprexa's efficacy

Prejudicial, Confusing, Waste of Time (Alaska R. Evid. 403)

Not a Complete Document

Not Relevant (Alaska R. Evid. 401,402)

Prejudicial, Confusing, Waste of Time (Alaska R. Evid. 403)

introduced by Plaintiff, under the Alaska Rules of Evidence or any other applicable rule of law,

based on this Coun's rulings or the purposes for which Plaintiff seeks to use the exhibits at trial.

Respectfully submitted,

Dated: March 8, 2008

Nina M. Gussack
Andrew Rogoff
Eric Rothschild
Pepper Hamilton LLP
3000 Two Logan Square
18'h & Arch Streets
Philadelphia, PA 19103
(215) 981-4000

Attorneys for Defendant
Eli Lilly and Company
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L


	Lilly File 13-001
	Lilly File 13-002
	Lilly File 13-003
	Lilly File 13-004
	Lilly File 13-005
	Lilly File 13-006
	Lilly File 13-007
	Lilly File 13-008
	Lilly File 13-009
	Lilly File 13-010
	Lilly File 13-011
	Lilly File 13-012
	Lilly File 13-013
	Lilly File 13-014
	Lilly File 13-015
	Lilly File 13-016
	Lilly File 13-017
	Lilly File 13-018
	Lilly File 13-019
	Lilly File 13-020
	Lilly File 13-021
	Lilly File 13-022
	Lilly File 13-023
	Lilly File 13-024
	Lilly File 13-025
	Lilly File 13-026
	Lilly File 13-027
	Lilly File 13-028
	Lilly File 13-029
	Lilly File 13-030
	Lilly File 13-031
	Lilly File 13-032
	Lilly File 13-033
	Lilly File 13-034
	Lilly File 13-035
	Lilly File 13-036
	Lilly File 13-037
	Lilly File 13-038
	Lilly File 13-039
	Lilly File 13-040
	Lilly File 13-041
	Lilly File 13-042
	Lilly File 13-043
	Lilly File 13-044
	Lilly File 13-045
	Lilly File 13-046
	Lilly File 13-047
	Lilly File 13-048
	Lilly File 13-049
	Lilly File 13-050
	Lilly File 13-051
	Lilly File 13-052
	Lilly File 13-053
	Lilly File 13-054
	Lilly File 13-055
	Lilly File 13-056
	Lilly File 13-057
	Lilly File 13-058
	Lilly File 13-059
	Lilly File 13-060
	Lilly File 13-061
	Lilly File 13-062
	Lilly File 13-063
	Lilly File 13-064
	Lilly File 13-065
	Lilly File 13-066
	Lilly File 13-067
	Lilly File 13-068
	Lilly File 13-069
	Lilly File 13-070
	Lilly File 13-071
	Lilly File 13-072
	Lilly File 13-073
	Lilly File 13-074
	Lilly File 13-075
	Lilly File 13-076
	Lilly File 13-077
	Lilly File 13-078
	Lilly File 13-079
	Lilly File 13-080
	Lilly File 13-081
	Lilly File 13-082
	Lilly File 13-083
	Lilly File 13-084
	Lilly File 13-085
	Lilly File 13-086
	Lilly File 13-087
	Lilly File 13-088
	Lilly File 13-089
	Lilly File 13-090
	Lilly File 13-091
	Lilly File 13-092
	Lilly File 13-093
	Lilly File 13-094
	Lilly File 13-095
	Lilly File 13-096
	Lilly File 13-097
	Lilly File 13-098
	Lilly File 13-099
	Lilly File 13-100
	Lilly File 13-101
	Lilly File 13-102
	Lilly File 13-103
	Lilly File 13-104
	Lilly File 13-105
	Lilly File 13-106
	Lilly File 13-107
	Lilly File 13-108
	Lilly File 13-109
	Lilly File 13-110
	Lilly File 13-111
	Lilly File 13-112
	Lilly File 13-113
	Lilly File 13-114
	Lilly File 13-115
	Lilly File 13-116
	Lilly File 13-117
	Lilly File 13-118
	Lilly File 13-119
	Lilly File 13-120
	Lilly File 13-121
	Lilly File 13-122
	Lilly File 13-123
	Lilly File 13-124
	Lilly File 13-125
	Lilly File 13-126
	Lilly File 13-127
	Lilly File 13-128
	Lilly File 13-129
	Lilly File 13-130
	Lilly File 13-131
	Lilly File 13-132
	Lilly File 13-133
	Lilly File 13-134
	Lilly File 13-135
	Lilly File 13-136
	Lilly File 13-137
	Lilly File 13-138
	Lilly File 13-139
	Lilly File 13-140
	Lilly File 13-141
	Lilly File 13-142
	Lilly File 13-143
	Lilly File 13-144
	Lilly File 13-145
	Lilly File 13-146
	Lilly File 13-147
	Lilly File 13-148
	Lilly File 13-149
	Lilly File 13-150
	Lilly File 13-151
	Lilly File 13-152
	Lilly File 13-153
	Lilly File 13-154
	Lilly File 13-155
	Lilly File 13-156
	Lilly File 13-157
	Lilly File 13-158
	Lilly File 13-159
	Lilly File 13-160
	Lilly File 13-161
	Lilly File 13-162
	Lilly File 13-163
	Lilly File 13-164
	Lilly File 13-165
	Lilly File 13-166
	Lilly File 13-167
	Lilly File 13-168
	Lilly File 13-169
	Lilly File 13-170
	Lilly File 13-171
	Lilly File 13-172
	Lilly File 13-173
	Lilly File 13-174
	Lilly File 13-175
	Lilly File 13-176
	Lilly File 13-177
	Lilly File 13-178
	Lilly File 13-179
	Lilly File 13-180
	Lilly File 13-181
	Lilly File 13-182
	Lilly File 13-183
	Lilly File 13-184
	Lilly File 13-185
	Lilly File 13-186
	Lilly File 13-187
	Lilly File 13-188
	Lilly File 13-189
	Lilly File 13-190
	Lilly File 13-191
	Lilly File 13-192
	Lilly File 13-193
	Lilly File 13-194
	Lilly File 13-195
	Lilly File 13-196
	Lilly File 13-197
	Lilly File 13-198
	Lilly File 13-199
	Lilly File 13-200
	Lilly File 13-201
	Lilly File 13-202
	Lilly File 13-203
	Lilly File 13-204
	Lilly File 13-205
	Lilly File 13-206
	Lilly File 13-207
	Lilly File 13-208
	Lilly File 13-209
	Lilly File 13-210
	Lilly File 13-211
	Lilly File 13-212
	Lilly File 13-213
	Lilly File 13-214
	Lilly File 13-215
	Lilly File 13-216
	Lilly File 13-217
	Lilly File 13-218
	Lilly File 13-219
	Lilly File 13-220
	Lilly File 13-221
	Lilly File 13-222
	Lilly File 13-223
	Lilly File 13-224
	Lilly File 13-225
	Lilly File 13-226
	Lilly File 13-227
	Lilly File 13-228
	Lilly File 13-229
	Lilly File 13-230
	Lilly File 13-231
	Lilly File 13-232
	Lilly File 13-233
	Lilly File 13-234
	Lilly File 13-235
	Lilly File 13-236
	Lilly File 13-237
	Lilly File 13-238
	Lilly File 13-239
	Lilly File 13-240
	Lilly File 13-241
	Lilly File 13-242
	Lilly File 13-243
	Lilly File 13-244
	Lilly File 13-245
	Lilly File 13-246
	Lilly File 13-247
	Lilly File 13-248
	Lilly File 13-249
	Lilly File 13-250
	Lilly File 13-251
	Lilly File 13-252
	Lilly File 13-253
	Lilly File 13-254
	Lilly File 13-255
	Lilly File 13-256
	Lilly File 13-257
	Lilly File 13-258
	Lilly File 13-259
	Lilly File 13-260
	Lilly File 13-261
	Lilly File 13-262
	Lilly File 13-263
	Lilly File 13-264
	Lilly File 13-265
	Lilly File 13-266
	Lilly File 13-267
	Lilly File 13-268
	Lilly File 13-269
	Lilly File 13-270
	Lilly File 13-271
	Lilly File 13-272
	Lilly File 13-273
	Lilly File 13-274
	Lilly File 13-275
	Lilly File 13-276
	Lilly File 13-277
	Lilly File 13-278
	Lilly File 13-279
	Lilly File 13-280
	Lilly File 13-281
	Lilly File 13-282
	Lilly File 13-283
	Lilly File 13-284
	Lilly File 13-285
	Lilly File 13-286
	Lilly File 13-287
	Lilly File 13-288
	Lilly File 13-289
	Lilly File 13-290
	Lilly File 13-291
	Lilly File 13-292
	Lilly File 13-293
	Lilly File 13-294
	Lilly File 13-295
	Lilly File 13-296
	Lilly File 13-297
	Lilly File 13-298
	Lilly File 13-299
	Lilly File 13-300
	Lilly File 13-301
	Lilly File 13-302
	Lilly File 13-303
	Lilly File 13-304
	Lilly File 13-305
	Lilly File 13-306
	Lilly File 13-307
	Lilly File 13-308
	Lilly File 13-309
	Lilly File 13-310
	Lilly File 13-311
	Lilly File 13-312
	Lilly File 13-313
	Lilly File 13-314
	Lilly File 13-315
	Lilly File 13-316
	Lilly File 13-317
	Lilly File 13-318
	Lilly File 13-319
	Lilly File 13-320
	Lilly File 13-321
	Lilly File 13-322
	Lilly File 13-323
	Lilly File 13-324
	Lilly File 13-325
	Lilly File 13-326
	Lilly File 13-327
	Lilly File 13-328
	Lilly File 13-329
	Lilly File 13-330
	Lilly File 13-331
	Lilly File 13-332
	Lilly File 13-333
	Lilly File 13-334
	Lilly File 13-335
	Lilly File 13-336
	Lilly File 13-337
	Lilly File 13-338
	Lilly File 13-339
	Lilly File 13-340
	Lilly File 13-341

