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} UNITED STATES DISTRICT COURT : C”}ﬂ{%“é“ﬁ-?%’ i}fbmﬁfxwm
= 2 CURT! TV, 8 B
i 23%“5{}_”,_2 }ﬁm\.g?g,? F MISSISSIFFL 3 having been first duly sworn by the Notary Public
5 ——erm—— 4 (Suzaane Pastor), was examined and testified as
6 TERRILYNN POSTON, 5 follows:
7 Plaintll, & Action N 6  EXAMINATION CONDUCTED BY MR. McNAMARA:
8 ~againsl- S OV ZE B 7 Q. Good morping, Dr. Wright. My name is
9 PURDUE PHARMA, LP., THE PURDUE B Doug McNamara. I'm representing plaintiffs Terr
16 gﬁ{%ﬁﬁNﬁﬁigﬁl&Ugﬁiﬁgﬁﬂﬁgﬁ 190 L%'nn Paston 1Iut|_:|:hy. I'm guiﬂ]g to askdymll a series
' of questions. ere's one that you don't
1 and ABBOTT LAHORATORIES, INC, 11 understand, fust [et me know, you can ask me to
Defendants. 12 rephrase it and I'll try to do so.
12 13 If there's 2 question | ask you which
3 ® 14 calls for o yes or no answer, please just give a
Tuly 5, 2003 15 yes orno answer, If there's something you'd
14 9:38 1, 16 like to ndd, let your connsel know. And he'll
15 " 17 haove an opportunity afier I'm done questioning to
1 Dy 1‘,‘[“’."&‘3’“’“5 WRIGHT, IV, M, MTH, 18 ask you some questions nud you could get o record
18 offices of Chadhoutte & Parke, 30 Rodelollcr 19 of that matter if you think it’s important.
19 Plaza, New Yark, New Yok, hefore SUZANNE PASTOR, 20 If you need any breaks, plense let me
20 = Shorthand Rteporter and Notary Pubiic witin and 21 know. And I think that's the gist of it all.
21 forthe State af New Yutk. 22 Do you have any medical conditions
I3 23 that affect your memory?
24 24 No.
25 25 & Are you on sny medications right now
5
1 1 CURTIS WRIGHT, LV, MD, MPH
34 F oo h TR, AUSMAN &TOLL PLLE 2 that could offect your memary?
Attorneys [or Plaintitfs 3 Nao. .
4 1100 New York Avenue, MW, 4 Q. Are you feeling generally pretty welt
5 West Tower, Suile 300 . 5 physically today?
ashinpgton, D.C. 2D05-3964
6  BY: DOUGLASJ. MCNAMARA, ESO. & A Yes. )
1 -nzd- 7 Q.  And you feel like you're able to go
8 PEASLEY, ALLEN, CROW, METHVIN, 8 abead ond answer some questions?
9 204 Consa Street 9 A, Iwill doto the best of my ability,
u Manigomery, Alabama 36101-41560 }[1) Q. Dr Wrigha can you tell me aboat
) . your irtining in medicine.
1 BY: FRANK WOODSON, ESO, 12 A, Yes, sir, Treceived my bachelor's
aml- 13 depree in chemistry from Haverford College. I
2 14 took a job at the National institutes of Meatal
1 ﬁnfﬁ%‘i‘%}‘lcﬂuw‘ SORRELS 13 Heal!hjns a resenrch chemist. I attended night
B00 Cammeme Street 16  school, enrolled in George Washington University,
14 Housun, Tesas TI002-1665 17 completed a four-yenr program of medicine.
13 BY: MARR'T. MURRAY, ESQ. 18 I then joinied the navy nod did n
17 19 pgenernl surgical internship ot Portsmouth Noval
14 20 Hospilal in Postsmouth, Virginin. Served asa
_.‘,_3 21  generl medical officer, received training in
2 22 undersen medicine and substance abuse trestment.
n 23 Left the nuvy, went to John's Hopkins
n 24 University, did o master's in public henlth. Did
a5 25 aresidency in occupational medicine and general
&
! . 1 CURTIS WRIGHT, IV, MD, MPH
3 M%ﬁ&“ R, (CONTINUED: 2 preventative medicine, then did a fellowship in
Allomeys for FURDUE EHARMA, L., 3 behavioml pharmacology nad drug dependence.
T TATMA INC, THE FURDUE 4 Q. You mentioned the fellowship in
5 30 NockefeHer Cenler 5 bebuviowl pharmacology. s thot distinguished
s New York, New Yark HH12 6 from phmam[ngy?
BY: DONALD 1, STRAUDER, 150, 7 A, Yes.
;.' AND: JAY R HENNEOERRY, ESQ. g g gul;v so? Lok oy is
s . Behnvioral pharmacology is the
1?1 i@ggﬁﬁ'ﬁﬁi@ & nmf:m' M %fl} ph:t{millcnlngy of drﬁtg:: ?Hcctli:tng !JB]HL\:Pr: The
215 Pennsylyauka Avenue, N.W. particular progmm that 1 went to is o training
n Washinglon, D.C. 200042413 12 pragmm [Endgglby the National Institutes on Drug
BY: ITOfL K. HOFFMAN, £50. 13 Abuse for scientists dofng resesrch in dmg
3 14 abuse,
) ALSO PRESENT: 15 g. %(;I\:, how long were you thera?
1 . 16 e years,
15 mmm%‘&f‘ﬁlﬁﬁm“ 17 Q. Do you have any training in
16 MICHARL SHANE, BSQ,, Fond & Drug Administratios, 18 regnlatory affoirs?
. Deparineat of llzalth & Homan Services 19 A. Only the courses that { took when T
18 20 was jn the Food and Drug Administration. 'The job
ég 21 1took afier finishing my behaviom| pharmacology
3y 22 feltowship was at the Food and Drug
n 23 Administration, and they run n series of courses
EH 24 for their employees to teach the hasics of
35 25 repulatory affairs. Law, clinical trinls
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1 CURTIS WRIGHT, IV, ML}, MFH 1 CURTIS WRIGHT, IV, MD, MPH
2 analysis, affaits of that kind. 2 by the FDA and by the ICAH 1o it try 1o build
3 Q. Do you huve any training in 3 risk assessment inlo the development process.
4 marketing, pharmaceutical marketing? 4 Q. What did you do at Adolor?
5 A, No. 5 A, I'wasvice president of elinical and
6 Q. How long huve you been — are you at 6 regulntory affairs,
7 Purdue Pharma L.P., now? 7 Q. How did you pet that joh?
8 A, I'mcurrently of Purdue Pharmn. 8 A, T'was called up by the CEQ of the
9 Q. How long huve you been at Perdue 9 company when | was at Food and Drup
10 Pharma? 10  Administration. And they described some projects
11 A, Five years, 11 that were very exciting to me, and he made me an
12 Q. Wheg did you come oa board? 12 offer and I accepted it.
13 A.  December of 1998, 13 Q. Why did you leave Adolor?
14 Q. Did you have any other prior 14 A. It was o startup company and it was n
15 pharmoceutics] industry job before that? 15 startup company right about the {ime the stock
16 A, Yes, Ldid, 16 market crashed. And after two failed ntlempts to
17 Q. What were those? 17  go public, | was saxious, and my wife's cancer
1B A. Fwaorked for a smal startup firm 18 occurred about thot time and I felt I needed &
19  called Adolor Phormaceuwticals, A-D-O-L-O-R, in 19 job with a stable compaay. It had gotten to no
20 Pennsylvanin. 30 more than the thinking stnge when I got the call
21 Q. [s that the only other one? 21 from the reerviter,
22 A, Yos, 22 Q. Could you tell me what your current
23 Q. How loeg did you work for Adolor? 23 salary is at Purdue Pharma?
24 A, Abaut a year. 24 A. 1 think it's about $200,000 a year.
25 Q. And before Adolor you were at the 25 Q. Has that changed since 19987
11
1 CURTIS WRIGHT, IV, MD, MFH 1 CURTIS WRIGHT, IV, MD, MPH
2 FDA? 2 A, Oh, yes.
3 A, Yes, sir. 3 Q. What was your salary in 19987
4 Q. How long were you al the FI2A? 4 A, Tthink it was $185,000 a year.
5 A. About nine years, 5 Q. In '98 did you have the same position
6 {J. Do you remember about when you 6 ns executive medical director or was it a
7 slurted? 7 different position in 987
8 A, Started in mid 1989, And I left 8 A.  No. I'wasan execulive medjcal
9 saometime in ‘97, | don't remember the month, 9 directar, but my duties were different. Iwas at
10 Q. Now, how did you get your current job 10  that time nssociated with penerl new product
11 al Purdue Pharma? 11 development, oversight of clinical studies and
12 A. A recruiter, independent of Purdue to 12 development for new praducis.
13 my understanding, had been commissioned to try to 13 Q. In your current position whe do you
14 find some new doctois for Purdue, And he called 14 repari to?
15 my house. My wife spoke to him and she said that 15 A. Lynn Kmmer.
16 [Ishould call him. 1did call him. He gotin 16 Q. 'Who repors to you?
17 contsct with Purdue and asked them if they wanted 17 A. A medical officer, Doug Kramer, o
18 toimerview me. 1B risk nssessment specialist, Mary Ann Zeliman, znd
19 Q. Do you remernber who you interviewed 19  my secretary Cathy Duilly.
20 with? 0 Q. Back when you were at the FDA before
21 A. I interviewed — not everybody, 1 21 you left, what was your Inst position in 977
22 iplerviewed with ene of the project leaders. 1 22 A, Deputy director of a review
23 interviewed with Dr. Reder who was head of 23 division.
24 medical ot that time. 1don't know who else | 24 Q. Ofareview division? Which review
25 interviewed with, 25  division?
12
1 CURTIS WRIGHT, IV, MD, MPH 1 CURTIS WRIGHT, IV, MD, MPH
2 Q. What is your current position? 2 A. Iis name changed multiple times. 1t
3 A. lum an executive medicnl director in 3 waus the division of snesthetic analgesic and life
4 1isk assessment coordisation for new products 4 suppart drugs at that time,
5 under development, 5 Q. Who did you report to back when you
3] Q. What is risk nssessment 6 leftin'97?
7 coordination? 7 A, Dr. Cymthia McCormick
L} A, It'strying to assess the risks posed 8 Q. How long bad you warked wilh
9 by patentinl new products, bath during the 9 Dr. McCormick?
10 development process and later on the market or 10 A, About six months,
11  after approval ns the first half of the process 11 Q. Before her who did you report to?
12 of risk assessment and maenagement. 12 A. Bob Bedford. Dr. Robert Bedford.
13 Q. Do you play a role in the development 13 Q. How long was he your superior?
14 of clinical trinls? 14 A, About three years,
15 A, Yes, 15 Q. What was your safnry when you left
16 Q. 'With a thought sort of long-lerm post 16 e FDA?
17 launch what could happen? 17 A, 1canonly guess. It was about
iB A. Sevemal different roles. Are there 18 $158,000 a year I think. Somewhere between 140

19 any risks posed to the participants in the

20 clinical trials. Are there anything that we

21 could jearn sbout risks 1o the public later in

22 the clinical trinls, Are there any specific

23 risks posed by differences between countries nad
24 the way they conduet studies. The whaole goat —
25 it's in response to a relatively new initiative

and 158, There was n bonus that I don't
remember,

Q. Do you recall what it was in 19957
No.
‘Was it over 1007
No.

erop

Da you remember what your position
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1 CURTIS WRIGHT, IV, MD, MPH 1 CURTIS WRIGHT, 1V, MD, MPH
2 wasin 19957 It wasn't deputy director, was it? 2 Yes.
3 A. No,no. Atthat time [ was the team 3 Q. Besides OxyContin, did you work on
4 lender for the drug nbuse staff. 4 any other Purdue Pharma or Purdue Frederick drugs
5 Would you ngree that FDA sets the 5 while you were at the FDA?
6 minimum requirements of pharmaceutical 6 A. Yes.
7 companies? 7 Q. Which anes?
8 No - ] B A. MS Contin, some strenpths of MS
9 MR, STRAUBER: I object to the form 2 Contin.
10  of the question. 10 Q. Do you remember who was your contact
11 Q. No, you would not agree to thm? 11 at Purdue — I'm going to use Purdue to refer to
12 A. No, | would not apree. 12 Purdue Pharma and Purdue Frederick,
13 Q. Well, if FDA sets certoin rules, 13 Do you remember who your contact was
14 you'd ngree that states are ollowed to impose 14 at Purdue?
15 higher rules so fong as they don't contradict the 13 MR. STRAUBER: With respect io MS
16 FDA rules? 16 Contin?
17 A, ldon't know the answer to that. 17 MR, McNAMARA: Yes.
18 Q. Okay, fair enough. Does the FDA when 18 A Ithink that would have been Buddy
19 you were there do nny actual testing of the 19  Prettintnn.
20 producis as to efficacy and safety an their own? 20 Q. And your contact with regards to
21 A. No. 21 OxyContin, was that Dr. Reder?
22 Q. They would rely upon the - 22 A, The medical contact with respect to
23 pharmaceutical company to do those tests? 23 OxyContin was Dr. Reder, but [ honestly can't
24 A. They would rely upon the 24  remember who the regulatory contact was,
25 pharmaceutical company to do the clinical 25 Q. Now, when you got the call from the
14 17
1 CURTIS WRIGHT, IV, MD, MPH 1 CURTIS WRIGHT, IV, MD, MPH
2 testing, although the FDA Inborataries would test 2 recruiter nbout Purdue Phormn, did you contact
3 the purity of the product nod conduct additional 3 anyane ot Purdue Pharma?
4 phamacology testing when esked and indicated. 4 A. He conlacted Purdue Pltarmn and said
3 Q. It wouldn't ever do any clinicnl 5 that I give them a call. And f called
& studies on its own, comect? 6 Dr. Reder,
7 A. 1don' know how to answer that. 7 Q. Had you had any contact with
8 Q. Okuy. B Dr. Reder from I guess ‘97 ustil that call?
9 A.  There were o pumber of programs that 9 A. Nao,
10 the agency ron as part of initjatives {0 improve 10 Q. Did yon mention to him that you were
11 drug therapy where the agency would provide 11 laoking to lenve Adolos?
12 grants and support for clinical studies in areas 12 A, Yes, That's why I called.
13 where new knowledge was considered important. 13 Q. Do you remember the name of the
14 Q. Back when you were a tenm leader far 14  recruiter in the firm?
15 the drug nbuse stoff, do you remember how many 15 A. No. Icould find it out. I've only
16 drugs you were responsible for? 16 met him once,
17 A, At one time? 17 Q. Did you interview with any other
18 Q. Let's say in D5, 1B firms besides Purdue when you were lenving
19 MR. STRAUBER: Are you asking him at 19 Adolar? :
20 one time in '95 or cumeiotive aver '957 20 A. No. They were the first one to
21 Q. During ‘93, how many drugs would you 21 eall
22 say you were responsible for? 23 Q. When you were nt FDA, was part of
23 A. Inever counted it that way. And 23. your role in approviag a product's packnge
24 they varied tremendously by the amount of time 24 insert?
25 they required. [would sy that [ had three, 25 MR. STRAUBER: [ ohject to the form
15 18
1 CURTIS WRIGHT, IV, MD, MPH 1 CURTIS WRIGHT, IV, MD, MPH
2 maybe four that required significant smounts of 2 ofthe question, I'm not sure I understand what
3 time, 3 yousoid. But he can answer it.
4 Q. You mentioned the drug nbuse staff. 4 Q. If you understand what I said.
5 THow many persons were on the drug shuse sioff, if 5 A, T'was one of the people who looked at
6 you recall? 6 the pockage insert when it came in, But Iwos
7 A. It varied from yenarto year, I'm ‘7 not the person who approved it and T was not the
8  having to figure it out. Anywhere between four & - only person who Jooked at the package insert,
0 and seven, I'm niot counting the consumer snfety 9 There were 5ix, seven, sometimes 0s many as
10 olficers who were not technical staff, 10  twelve people who reviewed the puckage insert
11 0. ‘What js a copsumer salety officer? 11 before it was finnlly nccepled,
12 A.  Consumer safety officers nre the 12 Q. Wiio wouid be the ultimale person who
13 individual who handle the actual inlerfoce with 13 wonld sign off en it?
14 industry. Manage the files, monage the 14 A. DBob Bedford, the division director.
15 submissions and are the regulatory specinlisis 15 Q. Do you know from your regulaiory
16  that guide the scientists in conforming to ngency 16 imnining generally what the significance of the
17 rules. 17 pocknge insert is?
18 Q. Now, the clinical studies that you 18 A, Yes.
19 had examined for prospective new drug 19 Q. Could you explain.
20 application, the FDA docsn't desipn clinical 20 A. Puockage inser has several
21 studies, does it? 21 functions. s most importent functioa is to try
22 A. No, 22  to communicate ta physicinns in an orderly
23 Q. And that's the nltimate 23 readable way what the company knows about the
24 responsibility of the spansor, the pharmaceuaticn] 24 drug at the time they put it en the market aad
25 company? 25 anything they may learn subsequent 1o that.
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1 CURTIS WRIGHT, IV, MD, MPH 1 CURTIS WRIGHT, IV, MD, MPH
2 It is nlso a document thut's made 2 memorialize the conversation in some way?
3 availoble to the public through various media 3 A.  The consumer safety officer would.
4 that contains the initin] summary of the 4 We pever met individually with representatives of
5 information nbout the drug when it's first put on 5 pharmacenticsl firms, Cnoe of the requirements is
6 the market and other sources of information that 6 that it o consumer safety officer be present and
7 have not yet been developed, It's used by the 7 the consumer safely officer was tasked with
8 division of drug advertising s n standard 8 muintaining the records of such things.
9 against which they evalunte the promotional 9 Q. What about telephone conversations?
10  nctivities of the company. And it's how a 10 A. Some thing. They would either
11 patient, if they were scientifically inclined, 11 aymnge the call or be presest during the call.
12 would — it's where they would po to to look it 12 Q. Soif Dr. Reder wanted to call you up
13 up to know, 13 and sk you a question abaut OxyCantin, he would
14 Q. The division of drag advertising, how 14 have to go throuph the consumer safety officar?
15 would they use the product Jabel with regurds to 15 A. He would call a cansumer safety
16 promolion, if you know? 16  officer, and be and the consemer safety office
17 A, Rispot an srea of my expertise. | 17 waonld tell him Reder wanted to call, and we would
18 mnever worked there, But in genernl, they would 18 talk,
19 ook at the fabel and try to determine if the 19 Q. Do you remember who was the consumer
20 promotional meterinl was fair and balanced with 20 safety officer on OxyContin?
21 respect to the approved labeling, 21 A, |think it was Boanie McNeal.
22 Q. Now, if the promotion material 22 Q. When you left FDA did you take any -
23 contained claims that were not within the 23 well, let me back up.
24 approved labeling, wonld that be a problem? 24 Did you ever see nny -- Ms. McNeal
25 A, ['think that would be a problem. 25 was in charge of memorializing the conversations
20 23
1 CURTIS WRIGHT, IV, MD, MPH 1 CURTIS WRIGHT, IV, MD, MPH
2 Q. Do you know if Purdue Pharmn ever 2 aswell?
3 made safety or efficacy claims beyond that 3 A, Yes,
4 supporting the OxyContin label? 4 Q. And do you know how she would do
E) A. Tdon't know, 5  that?
6 {Wright Exhibit 1 for identification, 1] A.  No. That was her job,
7 Notice of Deposition.) 7 Q. If you bad a convemsation, say, with
] Q. Dr. Wright, you've been handed what 8  Dr. Reder and you wanted to see what was said,
9 is marked Exhibit 1, which is a notice of 9 would you call Ms, McNeni nnd ask to look at some
10 deposition for you. Have you ever seen this 10 notes that she took?
11 document beflore? 11 I'd ask her.
12 A. No, 12 Q. Do you recall ever seeing any e-mujls
13 Q. Tuming to puge 2, there's n list of 13  or potes or any other communications from her on
14  ilems thot we hnd asked your counsel to direct 14 those conversations?
15 you to bring: cument CV ar resume, all 15 A No.
16 communications and documents which, ns enumerted 16 Q. 'Was there nn instance where you did
17 below, relute to the design and execution of 17 sk Ms. McNeal if you could sea the notes inken
1B clinical trials for OxyCentin, OxyContin's 18  from a particular coaversation yoo had, sy, with
19 product fsunch, OxyContin's product labeling, et 19 Dr. Reder?
20 cetern. 20 A, 1 would not think so,
2] Do you have any of those jtems with 21 Q. When yeu left FDA, did you moke nny
22 you today? 23 materials with you with regards to OxyContin?
23 A, No. Idon't have any of those items 23 A, No. May I nmplify on that answer?
24 at al with respect to the matetial § had when [ 24 Q. Flease,
25 was ot the FDA. 25 A, WhenI left FDA they have a very
2] 24

CURTIS WRIGHT, IV, MD, MPH

MR. STRAUDER: [ wauld just like to
note for the recard thot this listing of
documents that's past of the notice of deposition
of Dr. Wright was served very late in the game,
Our time to respond hos not yet expired.

We intend fo respond to it, And over
the post months Purdue has produced tens of
thousands of documents to the plaintiffs purseant
10 to earlier docyment demands.
11 MR. McNAMARA: Just for the record,
12 this is dated Jusnie 30th, right? Looking at the
13 lzst page.
14 MR. STRAUBER: It has the typewritten
15 date Jupe 3(th, that's correct.
16 Q.  Dr. Wright, when yon were at FDA, did
17 you keep — well, like | do here, a personal
18 notebook of your notes?

A. No,

=R =R R P 8 e

20 Q. Did you keep a diary or calendar?

21 A. No.

22 Q. Do you have un appointment book?
23 A.  No, oot persanaliy.

24 Q. [If you met with a person [rom o drug
25 company and had n discussion, would you

B 5 b 1 B = e e i e e ek e ek
(r il v frt=had S riedrinud JETCRIER PRI

CURTIS WRIGHT, IV, MDD, MPH

strict checkout procedure. And I was instructed
that 1 was not to take any nates, memoranda,
poper, documents, files or anything else
pertaining to my work when I was at FDA, with me,
That that belonged to the government, not to me.
And I followed those instructions,

Q. Very well, While you were ot FDA,
were yau ever disciplined for any renson?

A, No

Q. We kind of passed aver it because we
didn't do - you have your own persanal Jowyer
here toduy, comrect?

A, Yes.

Q. Do you know wha's puying for that
Tawyer?

A, Purdue.

Q. Abeut how Jong did you tnke timewise
to prepare for the deposition today?

1 don't know exactly. It was aboat
three sessions.

Q. Do you remember how long the sessions
were?

A.  They could Inst up to three or four
or five hours,
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1 CURTIS WRIGHT, IV, MD, MPH 1 CURTIS WRIGHT, 1V, MD, MPH
2 Q. Without disclosing what was 2 dispensing nurcotics to a known addict.
3 discussed, do you remember who was at those 3 Q. Intemms of the patients, is there o
4 sessions? 4 higher chance of relapse with someone who's gota
5 A Yes, 1 remember who was oi those 5 History of substunce abuse?
6 sessions. 6 A, Yes,
7 Q. Could you give me their anmes. 7 Q. And being treated with opivids for
8 A, Ican say that they were attorneys B . pain,
9 for Chadbourne & Parke that are present in the 9 A, Yes,
10 room. Joel Hoffman wos present for two of the 10 Q. And did you witness thot happen, that
11 sessions, and oue or two atiomeys from Purdue 11 pain patients go for relapse or by the time they
12 were present at various times. 12 potto yon they already refnpsed?
13 Q. Did you talk to anyone who was 13 A.  1don't know how to answer that
14 previously deposed in this case about their 14 question. [ knew — I had no persoeal experience
15 deposition? 15 with patients wiio were properly treated whose
16 No. 16 addiction relapsed, who went out of remission in
17 Q. Have you reviewed the deposition 17  the course of proper treatment. But it was
18 transcripts of anyone who was previously deposed 18  alwuys of concern.
19 in this case? 19 Q. Do you think it's appropriaie to tell
20 A. No, 20 patlen!s taking opioids that addiction may
21 Q. You had mentioned thnt you had had | 21 oceur?
22 puess a couple instances of training in the aren 22 A, Of course.
23  of substance sbuse, correct? 23 Q. Do you think addiction is an
24 A, Yes, sir 24 important concern for patients taking opioids?
13 Q. Including a master's in public 25 A. Idon't understand the guestion,
26 29
1 CURTIS WRIGHT, IV, MD, MPH 1 CURTIS WRIGHT, IV, MD}, MPH
2 henith. Was that devated mostly towards 3 Q. Okay.
3 subslance nbuse or was it geneml? 3 A, Ifyou're nsking is it a patient's
4 A, The master’s in public henlth ot 4 concem, I think it’s ofien a patient’s concern.
5 Hopkins contains both compulsory and optiona) 5 K you're asking is it a realistic concem for
6 componenls. When I was at Hopkins during the MPH i the physician, addiction to improperly managed
7 years | took elective training in the 7 patients is uncommen.
8 epidemiology of substance nbuse, advanced 8 Q. Somy, addiction to improperly —
9  training in statistics and epidemiolagy and had a 9 A. No, nddiction in properly managed
10 number of other clinical and scientific trafning 10 pain patients is uncommon.
11  experiences relevant to aleohol ond drug abuse. 11 Is it more common in improperly
12 Q. Did you ever treat patients who were 12 mannged pain patients?
13 alcokolics or drug addicis? 13 A.  Thelieve so.
14 Oh, yes. 14 Q. Can you explain how that would happen
15 Q. Did you ever treat pain patiesis who 15 between a properly and improperly - haw that
16 ~were nlso aleobolics and drug addicis? 16 would affect the chances for nddiction?
17 A Yes, 17 A, Tliry.
18 Q. Any idea on the numbhers? 18 Q. Okny.
19 A. During the time that | was medical 19 A. To properly mannge a patient with a
20 officer for the treatment focility I treated 20 pain using any drug, but especinlly opioid drugs,
21 ahou 2,000 potients with alcohalism and drug 21  there are elements thot are desctibed by the
22 dependency. During the years that I was at 22 consensus boards, either the stnte boards of
23 Hepkins 1 supported the family by moonliphting os 23  medicine or the DEA or the American Healthcare
24 the physicinn in charge, the physician forn 24  Practice Guidelines, that say that you should —
25 number of focal area rehabs. And I'd say | 25 you need to nssess the patient, you need 1o
27 30
1 CURTIS WRIGHT, IV, MD, MPH 1 CURTIS WRIGHT, IV, MD, MPH
2 treated an ndditionat 2 or 300, 2 examine the rensons for the patlest’s pain as
3 ‘When I was al Bethesda as the senior 3 hest you can, you need to take o history and do a
4 physician oo the alcoholism and drug abuser 4 physical, you need to formulate a treatment plan,
5 advice, T was called into consullation on 50, 100 5 you need to initinte therapy, you need to foliow
6 cases involving individuals who had pain and 6 them up and you need to reevaluate how your
7 chemical dependency. 7 therupy is doing,
8 I have never beea a practicing pain 8 For most of the states that I've
9 specinlist. Most of my clinical experience wos 9 pmcticed in, when you're tresting an individunl
10 ps a genernl practitioner. 10 very lonp-lerm with opiates or you're treating o
11 Q. Did you in your experience find that 11 patiest whose case is complicated by chemical
12 there were ndditionn] problems - let me rephrase 12 dependency, there are sugpestions that you may
13 that. That there was additional complications 13 wish to seek appropriate consuliation at periodic
14 with treating a pain patient who aiso had o 14 intervols to make sure your practice is on the
15 substance ahuse problem? 15 beam.
16 A, Yes, 16 Q. If the prescribing physician doesn't
17 Q. Can you explain some of thase 17 tuke those sieps, there’s o greater chance that
18 problems? 18 addiction may occur if there's not that
19 A, There were a number of them. The 19 professional there to muke sure that the
20} trealing physicians were genernlly quite 20 appropriale guidelines are followed?
21 uwncomfortable with administering nddictive drugs 21 That's not really known., What is
22 to someone who had hod ng addictive problem. 22 known is that these nre the steps that the state
23 They were often uncertain in how to interpret the 23 boards and the medical community believe to be
24 patient's response to treatment and they were 24 necessary 1o keep the risk of that happening to a
25 sometimes concerned about nny legal linbility for 25 minimem.
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2 Q. Can you give me an example of how an 2 communications from their state board of
3 improperly manoaged pain potient could become 3 medicine. It's certainly part of the training;
4 addicted a5 opposed 1o a properly mannged pain 4 these principles were part af my basic training
5 patient? 5 In phormacolegy in medical sciiool and they
6 MR. STRAUBER: I abject to the form 6 pertnin to all drups, bu they are perceived as
7 ofthe question. He can answer it. 7 being particularfy useful in opioids.
8 A. I'd have to go back into history. Is 8 ‘We taiked a little bit about drug
9 that okay? Is that acceptable? 9  abuse. Can you define for me whnt abuse
10 Q. Sure, 10 liability means?
1 A. Prior to the existence of the 11 Nao.
12 Controlted Substances Act and the beginning of 12 Q. Have you ever heard the phrase "abuse
13 the evolution of both legal and regulatory 13 linbility™?
14 controls on narcotics prescribing, it was 14 A. Yes. My difficulty is that it's used
15 possible for patients to obiain drugs directly 13 by many different people in many different
16 from a drugstore, and it was relatively common 16 contexts to menn many different things.
17 for physicians lo provide a lnrge bottle of 17 Q. Okay.
18 narcolic, a hypodermic syringe and instructions 18 A. In the medical context abuse
19  to take this medication when you needed it 19 linbility could mean the linbility that a patient
20 ‘That practice was associnted with a 20 who js being treated with a drug would begin to
21 high rate of depeadence in patients who probably 21 abuse the drug,
22 would not have developed dependence in modern 22 In a legal context it could easily
23 practice. 23 mean the propensity of people with drug abuse
24 In addition, drugs lenked out of that 24  problems to seek out the drug and abuse it. Both
23 kind of distribution syslem snd became traded as 25 ‘occur.
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2 drugs of abuse to get high by people who weren't 2 Q. This would help explnin I guess
3 sick 3 somewhnt of n dichotomy between what might ba
4 I've studied the evolution of these 4 called the Schedule IT abuse linbility of o drug
5 controls and each step of the way it's perceived 5 and n drug’s natura) nbuse liobility, correct?
6 thot o new level of cantrol has been added and 6 Yes, sir,
7 has addressed what are perceived problems as 7 Q. The Schedele II abuse liability would
B society changes and prows. 8 probnbly — you're familinr with that ferm from
9 Q. If I can sort of try to tnke some of 9 the scheduling of controlled substances?
10 the paris of your answer and I guess gef somewhnt 10 A Yes
11 ofa paradigm, part of the distinction between 11 Q. That would refer to the Jegnl side of
12 the properly and the improperly managed pain 12 it, the propensity of addicts or nbusers lo seek
13 patient which could affect the likelihood of 13 out the drug, as opposed to the medical?
14  nddiction sould include things like coreful 14 A. More, [l would be more the need far
15 monitoring of the patient by the prescribing 15 control by law ss determined by the eight factors
16 physician in terms of how much drug theyre 16 1that govern what schedule you should put a drug
17 taking, Would that be one thing — 17 in.
18 A.  And how they're doing with it. i8 Q. Interms of —and I've called it the
19 Q. Well, how do you mean by that? 19 medical linbility. I guess you have, too. In
20 A. If you start 2 patient on drug 20 terms of the medical abuse linbility of n drug,
21 therpy, and it doesn't matter which drug, some 21 what factors go into that, do you know?
22 will respond, some won't. Some will do well, 22 great many. The nature of the
23 some will net. Critical to keeping a patient out 23 dmp, the class itself, what thermpeutic class it
24 of trouble witl o medicine is to look for adverse 24 belongs in, The phormncokdnetics of the drug; is
25  events, look for the response to therapy and 25 it nbsorbed, does it get inta the circulation,
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2 moking a judgment for that patient in that 2 does it get into the brain, The natare of the
3 individunl patient whether the benefits that 3 dosnge form.
4  you're observing for the patient and the patient 4 We would anticipute a different abuse
5 ftells you about are warth the risks posed by the 5 linbility for patients for drugs that were
6 dmg, 6 formulated as nasul sprays or inheled
7 Q. We've pot nssessment of the patjent, 7 pagiculates or oral solid dosnge forms or
8  bath how much they're taking and how they're 8 tmuasmucosyl desage forms or transdecmal patches,
9 doingonit-—- 9 ench of which you might anticipate posed o
10 A. History, physical, dingnostic work a8 10 different degree of risk to the patient. What
11 approprinte, development of a treatment plan, 11 the consequences — what the phanmacologic
12 triul of -~ initistion of therapy, periodic 12 actions of the drug nre and what the censequences
13 assessment, modification of therapy as required 13 of exposure to the drug ste. Whether the drug
14 and consultation when appropriste. 14 is —who the drug's being used in, what their
15 Q. And these are the kind of guidelines 15 jntrinsic vulnembility is, what the sacia)
16 that are cut there for prescribers of controlled 16 context of use js.
17 substances that include some of the thinps you 17 All of these things interact 10
18 just mentioned? 18 result in a Jevel of risk that someone will
19 A. Tthink those elements are avnilable 19 receive n drug medicinally und will -- and the
20 o practitioners in the Healthcare Practice 20 depree to which they're af risk thot they're
21 Guidelines published by the federal government, 21 going io bepin to nbuse the drug,
22 the poin treztment guidelines from the American 22 Q. What about — you mentjoned a littla
23 Pain Society, and in many states, the states that 23 bit about dosage form. What about the nmount of
24 I've been Jicensed in, are also periodically 34 dose, would thet fuctor into o medical sbuse
25 provided to providers in the form of 25 linbility? Or Ishould say the nmouat of the
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2 dose you could inpest at one time., 2 . No.
3 MR. STRAUBER: I object to the form 3 Q. Oxycodone's higher?
4 of that question, 1 don't understand it. Ifthe 4 A Yes.
5 witness understands it, you can respond. 5 Q. What about oxycedone and codeine,
& A. [don' understand the question. 6 which one has the higher medical abuse
7 Could you help me understand it? 7 liability?
8 Q. Sure, How 1 often used to hear some 8 A_ For patiemts or in terms of the
9 aleoholies deseribe it, it's speed in volume. 9 society ns o social problem?
10 How fast you ingest it and how much you ingest 10 'm trying to focus on medical abuse
11 it. Would that also faclor into the abuse 11 liability ns opposed ta, say, I guess the legal
12 finbility of a drug? 12 abuse liability ~1 know what they're scheduled
13 A. Tihought [ just snid that. But 13 as, but I meant for # patient getting the drug,
14 you're blwing it to me because you're talking 14 Prﬁnmubly legitimately for pain.
15 aboui alecholics and we're talking about patients 15 A. For equivalent doses, thernpeutically
16 previously. 16 equivalent doses, | think — I truly don't know
17 For a patient, I would anticipate 17 onthat one. Codsine is n complex drug that hos
18 that the amount of drug prescribed was adjusted 18  significantly different effects due to the
19 by the practitioner to the appropriste nomount of A 19 phurmacogeneum of the individun] involved
20 drug for the patient's weight, size, general i 20 because it's netually in some people o pro drug.
21 state of henlth, all of the other things that 21  Sothat would be n toughy, That ose would depend
22 would make you pu:i: a dose for somebody. You 3 22 on the individual,
23 might give since you're a thinner man than 1 m, B 23 Q. Do you know of any opioids that have
24 you might give you less drug than you might give 24 a higher abuse potential, let’s say on a
25 me to achieve the same effect. 25 milligram per milligram basis, than oxycodone?
38 41
1 CURTIS WRIGHT, IV, MB, MPH 1 CURTIS WRIGHT, IV, MD, MPH
2 That's very different when you're 2 A, Oh, yes,
3 talking about diversiop and sbuose by someane who 3 Q. Which ones?
4 is inlentionally divening the drug. For 4 A. Fentanyl, elorphine, hydromorphone,
5 intentional drug diveriers, the higger the pill, % levorphanol, and o whole list of athers that
6 the belter, 6 arent common in medical pmctice onymore.
7 Q. Do oxycodone nnd morphine have the 7 Q. Now, do you know how abuse patential
B same abuse poleptinl medically? 8 foradmugis sc:emificnlly demonstrated? Are
9 A. Probably not. 9 there studies specific to abuse polentinl?
10 Q. 'Which one would have a higher — or 10 A. There are studies véry specific to
11  which ose would have a higher medical abuse 11 ubuse potentinl, both nnimal and human.
12 potential? 12 Q. Interms of the human ones, have you
13 A.  Parentemlly, they're probably about 13 ever participated in any of those kinds of
14 the same. If you inject them, they're probobly 14 stdjes?
15 nbout the same. Omally, you could argue that 15 A.  Asthe investipator, never us the
16 oxycodone because of its hipher bioavailability 16 subject,
17 wilk get you a higher blood level and may have 17 Q. Fuir enangh,
18 higher abuse lisbility, Bul no one's ever shown 18 MR. STRAUBER: When you reachn
19 adifference in drugs that are so close. 19 coenvenient point, can we take & maming break?
20 Q. You mentioned a higher blood level. 20 MR. McNAMARA: Why don't we doit
21 I've never actually scen o pharmacokinetic bload 21 right now.
22 |evel - blood plasma versus time for morphine. 22 (Recess taken,)
23 Let's tnlk omlly, does axycodone have o higher 23 BY MR. McNAMARA:
24 level than, say, morphine sulfate? 24 Q. Dr Wiright, we talked a- lmte bit
25 Idon't know. It's hord to nssess — 25 about abuse patential studies. You had meationed
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2 well, for merphine — I don't know, 2 that you had worked as an investipator an some.,
3 In terms of time to penk level, do 3 Do you know how many?
4 you know if oxyeodone orally reaches & peak blood 4 A, Persenally us an investigator? Four
3 plesma level faster than morphine sulfute? 5 orfve.
[i] A, Are these immedinte release dosage [ Q. Could you describe generally how
7 forms? 7 these studies nre done?
8 Q. Let's say they're both immediale B The buman studies.
9 relense. 9 Q. The buman studies.
10 A, 1would anticipate their time to peak 10 A. There's atout four or five different
11 to be nbout the same. 11  actual seientific methods that are used, and they
12 Q. What about for controlled relense? 12 are technical nnd 1 dow't think I need to go ioto
13 A. Depends on the controlled release 13 those.
14 fommulation. They come in - mprphine cames in 14 Q. Okny.
15 many different controlled release formulations, 15 A.  The penem! stralegy for these
16 Q. Let's tulk about OxyContin and MS 16  studies is to find someone who either kmows what
17 Contin. Do you know if there's a difference 17  the subjective effects of a0 tbusable drug are,
18 between the time to peak plosma between MS Contin 18 they're o former drug abuser, or to take somenne
19 and OxyContin? 19 nnd train them into what the subjective effects
20 A, Tknow they're about roughly the same 20 of an sbusable dmug are. That technalogy was
21 magnitede. 1dont know precisely {o the micte 21 dane in the investigations of cnffeine, for
22 how they vary. 22 example. Or drugs that are not recognized ns
23 1 asked you nbout oxycodone and 23 having high abuse patential.
24  morphize. What nbout oxycodone and Tramadol, do 24 ‘Then using a voriety of
25 they have the same medical abuse liability? 25 methodologies, you test several doses of the drug
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2 ofinterest. Placebo nnd usunlly several doses 2 my knowledge, available in the American market.
3 of o comparative drug, measuring subjective 3 Tthink bulk hydrocodone is a Schedule 11, But
4 effect and often trying to measure physiologic 4 hydrocodone in combination with aspirin or
5 effect and unplensant or dysphoric effects as 3 Tylenol is a Schedule 111, or hydrocodone in a
6 well. Trying ta find out where on a continuum 6 cough syrup formulation is a Schedule 111
7 this compound lies relative lo others. 7 There's considerable dispute in the
8 Q. Did you do some of that work mt 8 addiction sciences community as lo whether
9 John's Hopkins? 9 hydrocadone needs to be a Il or it needs to be a
10 A. Yes, 10 THL. So that's why I'm having trouble onswering
11 Q. Did yon ever do work with a Dooald 11 that precisely.
12 Jasinski? 12 Q. That's fine. Oftentimes is morphine
13 A. No, Isay no. He was never my 13 used a5 a comparator drug in abuse potential
14  principal investigator, 14 studies?
15 Q. Okny. 15 A. Relatively infrequently. But it
16 A.  But during my time at Hopkins I met 16  depends on the period of history. In the 1940s,
17 with Don, 1 knew Don. Subsequest to my time at 17 '50s and '60s morphine was the gold standard as
18 the FDA when I was in private industry, | warked 1B  a comparator drug. As technologies changed and
19 with Don on # number of questions pertaining to 19  as interests in abuse liability, not just by
20 abuse [abitity. 20  injecting n drug but by taking pills s well,
21 Q. Now, you mentioned subsequent o your 21 begun to emerge, people bepan to use drugs witha
22 leaving, would that be work that you did at 22 higher oral bioavailability s their comparator
23 Purdue with Dr. Jasinski? 23 drups. Sothey began to use hydromoerphone,
24 A.  Some was work ot Purdue with 24  hydrocodone, oxycodone becanse it bad a more
25 Dr. Josinski and some was discussions at Adolor 25 predictable oral bioovailability thon morphine.
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2 with Dr. Jasinski. 2 Morphine's n somewhat varioble,
3 Q. With regards 1o Purdue, would this 3 Q. In the ten or so studies — well, is
4 involve a hydrocodone with Najtrexone product? 4 jtien drups or ten studies?
5 A, Yes. 5 A,  Tenstudies,
4] Q. Are you working with Dr. Krnmer on 6 Q. Inthe ten or 5o studies, hove you
7 that product? Dr, Lynn Kramer. 7 uied hydmcedone as the only comparator dug?
8 A, Working for Dr. Lynn Kramer. I'm not 8 A, lhave tothink, Inthe studies that
9 actively cumrently nssigned to that praduct, | 9 have nchually beess completed 1o date, hydrocodone
10 swas nssigoed to that product and to drugs of that 10 is the only comparator drug. [ believe thot some
11 type in general during my Hrst four years with 11 ofthe other studies that are sert of half done
12 Purdue, 12 are using oxycodone as & comparator drug,
13 Q. Since you've been at Purdue, have you 13 Q. In any of those studies was oxycodane
14  been involved either ns investipaior or - 14 used in comparison with hydrocodone to determine
15 supervising any abuse potential studies? 15 nbuse patentinl?
16 A. Oh, yes. 16 A. No. The studies were not focused on
17 Q. Do you have an idea how muny? 17 trying to determine the relative obuse pateatial
18 A, Ten. 18  of the two drugs bot to try to determine the
19 Q. Would one of those drugs be the 19  extent lo which allering the formulntion or
20  hydmocodone with Naltrexone product? 20 including an opioid nntagonist could either
21 A Yes, 2] improve the safety or decrense the toxicity or
22 Q. Do you recall some of the others? 22 reduce the ahuse linbility or incrense the tomper
23 A. Mauny of the others weren't specific 23 resistance of these kinds of dugs.
24 to -- many of them used hydrocodane but not with 24 Q. 'Was an oxycodone with Noloxone
25 respect to o specific product. We used 25 product compared lo hydrocodone?
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2 hydrocodone as a prototype opioid because it has 2 A. No.
3 the highest nhuse rate — mate is not the right 3 Q. 'What sbout axycodone with Naltrexone
4 word. It's such 4 problem drug of nhuse in 4 product?
3 Americs today. And we — most of the studies 5 A. No. Idont think we've run any
6 were basic science studies trying lo determine & oxycodone/hydrocodone hend-to-hend comparisans,
7 proof of principle to see if it was technically 7 Q. What about oxycodone/Naltrexone or
B paossible to preserve analgesin while providing 8 Nunloxene against oxycodone?
- 9 some delerrence for abuse, 9 1 think that ane's on the books.
10 Q. Sothen these would be — well, you 10 3. 'When you say on the books, it's been
11 mentioned a ¥nown compnrator. Did you use 11 comgpleted or it's being worked on?
12 hydrocodone us the known comparator in your 12 Yes.
13 studies? 13 Q. You're nol wotking on that?
14 A. Yes. Hydrocadone was the standard 14 A.  No. What happened was when - and
15 opinid, 15 this is my perception. The campany may feel
16 Q. AndI guess (hat's an example of — 16  differently, I don't know. Butwhea I started at
17  it's n Sebedule I drug, correct? 17 Purdue, the science of tamper resistant dosage
18 Yes. 18 forms was not well developed. At that point in
19 Q. Even thouph it's o Schedule IIT drug 19 time il was new science for the company. They
20 it still has from 2 medical abuse linbility 20 were interested in it, they wanted to work on it
21 standpoind a pretty high degree of linbility. 21 ond I had every ene of these products.
22 A.  Hydrocodone is an snomaly. 22 As the products matured nnd we began
23 Hydrocodane I believe, [ would have to check the 23 to get fecknolopy that worked and we began 1o get
24 low, there is no sinple cotity hydrecodane 24 technelopy that mipht work — worked on the bench
25  product other than cough syrups, to the best of 25 and we bepgan to get lechnology that might work in
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2 the clinic, other senior clinjcians in the 2 Q. About how long do these studies
3 company saw these as polentially exciting 3 take?
4 producls nad began to ask if ] would let them 4 A. They are very variabte. One of the
5 hove some. 5 studies in which we were actually trying to look
6 And at the snme time when this risk 6 ot the efiect of dosage form, would the drug in
7 nssessmeat initintive came up with the FDA, they 7 this dosape form be different from the drug
8 said who do we ot who cuu{’d handle that, and so B injected, took over fwo years to enroll the study
8 that was me. They became normal producis and 9  ond about three-quarters of o year 1o analyze the
10 they are now in what I would call normal 10 results and write them up.
11 development. 1 Q. When you're snying (hese dasage
12 Q. Youmentioned that the technology had 12 forms, were those pnes with an
13 not been developed, or was it the department you 13 antagonist/agonist?
14 were referring to hadn't had a [ot of experience 14 A, That was not. May I stop fora
15 wilh antagenist/agonist products? 15 second here? 1 want to ask the Purdue ntlomeys
16 A, The company did not have much 16 something. What do 1 do?
17 experience with agonist/antngonist products, Aned 17 MR, STRAUBER: Can we go off the
18 there are huge paps in the science pertaining to 18 record?
19 agonist/nntagonist products. The products that 19 MR, MeNAMARA: Yes.
20 lave been developed are pretty primitive and have ~ 20 (Recess taken.)
21 very limited application. 21 BY MR. McNAMARA:
22 1 think there's potentinl in this 22 Q. Were these drugs with
23 area. It has turned avi to be trickier science 23 antaponist/agonist?
24 than [ imapined, cerlainly. 24 A,  No, that was n comparison of o
25 Q. Genemlly spenking, the abuse 25 controlled release dosnge form with nn immedinte
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2 potential studies that you've been working on nt 2 release dosage form. |
3 Purdue, you mestioned there's four ar five 3 Q. Is this relsted to n hydromorphone
4 different technical ways that they could be 4 product?
5 done. What is the penem] way that they're being 5 A, No.
6 done ot Purdue? 1] Q. Do you know what the resulls were
7 A.  Maybe it wonld be — I don't know how 7 comparing that controlled release dosage form
B io answer that because ench one is different. 8  with immediate relesse dosage form?
9 All of them are using subjective effects 9 . Yes.
10 mensurement. Asking people who should know what 10 Q. What were those resulis?
11 drug effects are like. So they're selected as 11 A, The perceived mtings of liking,
12 people who say yes, I know what dreyg effects are 12 drug-liking, were substantially lower with the
13 like, yes, I have shused drugs in the past, yes, 13 controlled relense dosape form relative to the
14 Icantell what high is. And thea giving them a 14 immediste release dostge form,
15 series of doses of epioid in n controiled and 15 Q. Can you tell me the drug that was
16 blinded fashion to see if that's true, to see if 16  used for the controlled release dosage form?
17 they can tell the difference between opioid and 17 A.  Buprerorphine.
18 placebo and if they can tell the difference 18 Q. Buprenorphine is n mixed
19  between different doses of opioid. 19 aponist/antagonist, correct?
20 ‘Then beginning the experimental part 0 A, Yes.
21 ofthe stdy, looking to see if you can modify 21 Q. Soit hos within it its own
22 thaot abuse liability in any way, if you can moke 22 somewhat — well, why don't you explain what a
23 the drug less nttmctive or if you — if somebody 23 mixed agonist/antagonist is,
24 will develop withdrawal symptems if they're 24 Some opioids as you give larger and
25 physically dependent, or see if the ratio of good 35 Iarger doses begin to act as their owy anlidote,
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2 effects to bad effects can be modified. In some 2 Sothat thie drug effects from the drug, instead
3 cases it's basic safety studies 1o see if the 3 of going up and up and up and up with increasing
4 sk of overdose for somebody who took the 4 dose begin to level off.
5  drug - you know, a kid who took the drug, see if 5 Buprenorphine is such a drug. That
& you can lower their risk of overdose. 6 leveling off for Buprenorphine takes place at
7 2, You mentioned subjective effects. Is 7 Inirly high levels of the drug. In the low dase
8  there a questiononire thnt they'd be asked about & - mnpge it acts mare like a pure agonist. In the
9 cernin effects? 9 mid dose range it ncts like an
10 A, There's several different kinds of 10 agonist/antaponist, nad in the high daose range it
11 «questionnajres, There nre what are — the most 11 can actually bave antnpanist effects to other
12 commen porifolio, which is used by most of the 12 opioids. Is that clear?
13 NIDA investigators bui which is unfertunately not 13 Okay, And the natagonist effecls
14 perfectly standard from lnbaratocy to Inboratory, 14 would mean they would precipitate withdrawa)?
15 is whnt are called visual snzlog scales where you 15 A, Yes,
16 give somebody essentially a thermometer and yon 16 Q. Would it also not be as effective s
17 sny how high are you, or how much do you like the 17 an noalgesic?
18 drug, or how much would you pay for this drug. 18 A Yes,
19 And then there are adjective 19 Q. Do you have any idea how much abuse
20 checklists that say how much do you feel any of 20 potentiat study comparing Buprenosphine to the
21 the following. And those adjective checklists 21 immedinte release opioid wns? How much it cast?
23 are woozy, dizzy, fuzzy, muzzy. There's a whole 22 . No.
23 [ist of things that people can feel when they're 23 Q. Do you lmow who was in charge of that
24 (aking drugs and check them and check how much 24 study?
25 you feel. ’ 25 A Yes.
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2 Q. Would that be Dr, Kramer? 2 A, Foreveryone but a pain patient.
3 A, No, 3 Q. Fora pain patient it's not a symptom
4 Q. Dz, Reder? 4 atall?
5 A. No, 5 A, Itbecomes tricky. If someone — and
[ Q. Why don't you tell me the name. I've 6 this is a scientific dilemma and I don't think
7 exhausied my supply of medical directars, 7 esnyone's answered it yet. There are certain —
8 A. During that period of time, for most 8 when the DSM 3 R was developed, this is 1 manual
9 of that study, that study was being run by a 9 for how 1o diagnose nad classify disorders for
10 scientist pnmed Dr. Christopher Breder. 10 research, it placed o preat stress on being able
1 Q. I3 he still with Purdue Pharma? 11  to opemtionnlize definitions of disease. Make a
12 A. No, 12 list, make a scoring system, create o checklist.
13 Q. Do you know when he left? 13 Soinstesd of 0 concept, addiction is this, they
14 A.  Last yenr. 14 bepan to develop multidimensional scoring systems
13 Q. Do you know who is in charge of that 15  for many disorders, for character disorders,
16  product now? 16 thought disorders, addictive disorders, in on
17 A.  As the clinical lender? 17 atiempt to improve the specificity of diagnosis.
18 Q. Yes. 18 Those checklists work well when
19 A. 1 would sny Steve Ripa. 19 someone has one disorder, and they work well when
20 Q. We've been talking a little bit about 20 o individual's behavior is not complicated by
21 abuse linbility. We've used the phrase 21 treatment. But in many of the behavioral
22 "addiction linbility." Have you ever heard that' 22 disorders, when you have two things going on it
23 phmse? 23 becomes very difficull. Some drugs that affect
24 A. Tdoen'trememberit. It'snota 24 your mood will also cloud your thinking. You
25 common phrase. 25 asked me that question when we started the
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2z Q. Addiction is distinet from obuse, 2 depasition today. So if you could easily - if
3 coerect? 3 you didn't know someone was taking the drug, you
4 A, Yes 4 could ensily dacide they have n thinking problem
5 Q. TIsit a subsel or just a completely 5 when they didn'; it was the drug they were
6 different phenomenan? 6 toking,
7 A, 1t is n difficult question to 7 With chronic pain patients, some of
8 answer, Almest 8] addiction, perhaps all 8 the behaviors that you think you'd find in on
9 addiction, sturts oot as abuse, Self 9 addict, someone who has no good reason to take
10 administmtian for nonmedical purposes, Some 10  the drug, begin to lose their dingnestic value,
11 individuals, far the reasons that we discussed 11 So if someone's on o high dose of opioid at their
12 enclier this morning, once they begin o drug 12 physician’s prescription nnd they need it for
13 abuse go on to develop the brain changes 13  mansgement of their pain, they'Te going to be
14 characteristic of addiction, 14 tolesant. They're going 1o demonstrate
15 Q. Do you know what some of these brain 15 withdrawal if you abruptly discontinue the drug.
16 changes ore? 16 These are givens.
17 A, Enow how they manifest themselves. 17 In addition, patients, when they have
18 You'd have Io get someone from the National 18 bad pain, when {hey have pain that is beginning
19  Institutes on Drug Abuse to talk about their 19  to dominate their lives, con become very anxious
20 cument research in that area. 20 about making sure they get pood trentment for
21 Q. Well, let's focus an the 21  their pain. Some writers and investigators and
22  manifestation ns opposad to the neurobiological 22 pain specinlists bave come up with the concept of
23  usspects, What nre some of the manifestations? 23 something called psevdoaddiction. That's o term
24 A, 'The premiere manifestation of 24  of net, but I think the principle behind it is
25 addiction distinct from abuse is the logs of 25 renl
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2 cootrol over drug use. The individual takes drug 2 Q. You mentioned it's a term of art. Do
3 under circamstnnces where a reasonable individun! 3 you keow if it's ever been studied clinically,
4 would chonse not to, 4 the prevalence of pseudoaddiction in chronic poin
3 . Now, physical dependence would be 5 patients?
§ distinct also from addiction, comect? 6 A, No, Idon't know.
7 A, They're sometimes related. There are 7 Q. Do you know how frequently it might
8  different concepts. Any patient's physical 8 occur?
9 dependence lo apieids begins in anyone who 9 A, What I — no. What I know abaout it
10 receives them, The clock starts winding as you 10 is that it's been reported. 1've heard lectures
11 pive someone opioids, and some investigalors 11 and presentntions on it. I'm not a pain
12 believe that they can demoanstrale alterations in 12 specialist, and it's a bit — it's o very
13 tolerance nud dependence within (en minutes of a 13 specific topie in puin management.
14 dose of apioids. Not grent, but they can detect 14 Q.  We were talking abaut some things
15 them. 15 that might be in the DSM would lose some af jts
16 However, certain forms of dependence 16 dingnostic vatue when you're falking about
17  ure much more characleristic of individuals that 17 chrenic pain patients taking opioids. I think
18 bave addiction. Literally people on the street 18  you mentioned tolerance and withdrawnl and
19 will monifest forid opicid withdrawal while 19 physical dependence being three, Are they
20 waiting 1o make contact wilh the pusher. 20 without any dirgnostic value at afl?
2] So physical dependence, nddiction, 21 No. Let me try to answer that,
22 gepomste concepts. But people with addiction can 23 Q. OCkay,
23 and do often have physical dependence., 23 A. 'These findings can be of diagnostic
24 Q. Is it sometimes o symptom of 24 walue, but they must be interpreted in the
25 addiction if somehody's physically dependent? 25 conotext of what kind of pain the patient hus,
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2 what their dinpnosis is, what kind of teatment 2 Q. Do you have oay contact or relation
3 they've been on, what kind of concomitant 3 tothe RADARS propram?
4 medications they're on. That's a ressoned 4 A, Not directly with RADARS. Because
5 judgment. Does this individual have what yoa 5 thot's housed in the risk management group,
6 would anticipate someone with that disgnasis on 6 becnuse risk assessment hands off 1o risk
7 that dose would demonstrate, 7 maoaagement, I hove contact with the people who
8 Q. Geneeally speaking, is OxyContin 8 . work in the group. But [ routinely do not sttend
9 addictive? 9 RADARS meetings. | do not write RADARS
10 A, Yes. 10 documents, I'm not supervising RADARS.
1 Q. Does OxyConlin cause enphorin? i1 Q. 'We addressed this a little nbout MS
12 A Yes, 12 Contin and OxyContir. From a pharmacolopic
13 Q. Isthat a common side effect? Well, 13 standpoint, is there much of a difference?
14 et me - I've seen this, and [ don't know if I'm 14 There are differences between MS
15 right o this, but my wndemstanding is if 15 Conlin and OxyContin pharmacologically and
16  something's called a common side effect in the 16 pharmacokinetically, Whether those differences
17 partance of the industry, thut's uswally about » 17 menn mnything is unclear.
18 1105 pereent oceurrence, 18 Far example, OxyContin is more
19 A, Common - 19  biocavailable and more predictively bionvailable
20 MR. STRAUBER: Can I hear that 20  in the dosage forms that are availoble. Bul the
21  question again, 21  doses of MS Cantin are bigger. So I've never
23 (The pending question was read.) 22 thought of the question what are the relative
23 MR. STRAUBER: I abject to the form 23  abuse linbility, pharmacokinetics, clinical
24 of thot question. 24 pharmocokinetic questions between the two drugs.
25 A, You asked —~ what I heard of your 25 Q. Oxycodone I'veseenisal8toal
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2 question {5 are you right an that. | don't think 2 to 2 ratio of oxycodone potency to morphine.
3 sn. There's tremendous varinbility from label to 3 A. Porenteral or oml?
4 label, from review division lo review division 4 Q. Oml,
5 from my experience on what words like "common” 5 A.  Oxycodone is slightly more potent
6 "mre," "very common,” "uncommon,” "very mare” 6 than morphine.
7 meun. And there have been multiple efforis to 7 Q. What role did you hove with respect
8 try to sort that out. But I'm not sure they're 8 o OxyContin's approval?
9 helphul. 9 Twns team leader in charge of
10 Q. Sothere's no table that says common 10 oversight of the primary medical officer reviews
11 equals 110 5, very rare equals less thaa 1, rare 11 for some of the studies or that were reviewed by
12 equals § percent, fhere's no breakdawn like that, 12 other individuals. Iwns primary reviewer on
13 correct? 13 some studies under the IND and in the NDA. I was
14 A. There are publications of individuals 14 part of the drug nbuse tezm working an the obuse
15 or orposizations who say we think common is this 15 linbility discussions, T was part of the tenm
16 to this, we think rare is this o this. The 16 that worked on the label.
17 terms are not without mesning, but it's much 17 Q. Part of the leam that worked on the
18 better to try to talk about for a given treatment 18 Inbeling, was that team — did y'all have
19 populstion what the actual rates are when you're 19 separute panis of the Inbel that you warked on?
20 trying io talk obout those mtes. 20 A, We worked on it both separately and
21 Q. Do you know if euphorin occurs with 21 1opether. Different parts of the lubel
22 OxyCantin between 1 to 5 percent of the time in 22 comesponded more precisely to somebody's
23 potients who were tested? 23 expertise than somebody else’s, So the chemist
24 A, Not off the top of my hend. T would 24 would spend most of the time on the how
25 have to look ot the packnge insen. 25 prescribed und how supplied sections, The
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2 Q. Do you know if OxyContin causes less 2 kineticist would spend most of the time on the
3 euphoria than immediate relense apioids? 3 kinetics section and 5o on nnd so forth. Both
4 No. [don't know. 4 the drug abuse staff and the clinical reviewers
3 Q. Do you know any studies on that 5 worked on the clinical sections.
6 topic, whether or not OxyContin cuuses Jess [} Q. Who worked on the section for drug
7 eupharia than immedinte release apioids? 7 ubuse and dependence?
B MR. STRAUBER: Are you talking about ] A.  Several people. Myself, Mike Klein,
O pntiests or generally? 9 Icant remember if — we had two very good
10 Q. Let's stanl with any studies and then 10 pharmacologists who were working on drig abuse,
11 we'l break it down to patients, i tiere are 11 but I cant remember whether they worked on it os
12 nay. 12 well
13 A. Tknow of no sbuse linkility or 13 Q. 'Was ane of them Ms, Hayes?
14  clinical studies that were powered and designed 14 A. Yes, Belinda, And of course nil of
15 specifically 10 nddress that questinn. 15  the clinical sections of the label were subject
16 Q. Do you know uny sludies that happen 16 1o o multidisciplinary review and reviewed by the
17 to addeess that question, even if they weren't 17 division director.
18 designed to? 18 Q. Dr, Bedford?
19 A, Not directly. 19 A, Yes.
20 Q. Have you ever heanl of the RADARS 20 Q. Do you recall meeting with Purdue in
21 pregmm ot Purdue? 21 November of 1992 to discuss the process for
2 A Yes. 22 approvnl of OxyContin?
23 Q. Are you a participant in that 23 A.  Tknow we hiad n mesting. Idont
24 somehow? 24 remember it.
25 A. Nao, 25 (Wripht Exhibit 2 for identification,
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2 document bearing Bates production number 2 A. That's the word that gives me
3 B002065027 through 8002065089.) 3 trouble. There are limits on the ability of an
4 Q. I'm just going to ask you to look 4 individunl and individunl reviewer to make
5 over {hat quickly, We're only going to focus on 5 slatements that are binding on the government or
6 acouple of sections of it. I 1hink specifically 6 binding on the division or binding on the fature
7 we're poing to look at Appendix 1 nad Appendix 7 review of on application.
B 4. 8 A reviewer will often munke stotements
9 MR. STRAUBER: I note that Exhibit 2 ¢ obout what he thinks is wise. But those comments
10 i stamped confidential, subject to protective 10 can be right, they cun be wrong, they can be
11 order. There is of course a protective order in 11 revised in light of later findings, and they can
12 this case nod we will al the appropriate Lime 12 be overruled ut the time of review of the NDA.
13  designate exhibits and information in the course 13  Sothey're recommendntions, they'’re not
14 of the deposition that are deemed coafidential. 14 requirements for approval.
15 Q. Dr. Wright, coeld I direct you to — 15 Q. Gotcha, I understand now.
16 well, first, penerally spenking, this is a letter 16 Going back to page 033, looking ot
17 from James Conover at Purdue Pharma to John 17 number 4.
18 Harter, correct? 18 A. Number 4,
19 A. Yes. 19 It says "perform an IND ceding
20 Q. Do you know who John Harter is? 20 study This waurd be a labeling validation study
21 A. John Hurter was director of the pilot 21  involving about a thousand patients, Sucha
23 drug evaluation staff. He was not a division 22 study need nol be completed by initinl NDA
23 director but he bod the functional authority of 23 submission but would need to be completed for the
24 one, 24 NDA date."
25 Q. Turning to page, I'm going to use the 25 This is the suggestion about o
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2 Ilast three numbers of the Bates stamp, which are 2 labeling validation study. Do you recall why you
3 033, this sppenss to be o portion of some minutes 3  made it?
4 from a September 8th, 1992 meeting. 4 A, Yes. There was a considerable
5 A. Uh-huh. 3 comtroversy at the time within the Food nnd Drug
1] Q. Looking at number 4 — well, & Administralion as to how to hondle what I'm going
7 apparently this is some of your suggestions to 7 tocall IR/CR switches, The coatroversy might be
8  Purdue Pharma about what they shonld do for 8 the wrong word, but there was robust scientific
9 purpases of approval ps part of their NDA. 9 debate.
10 MR. STRAUBER: I object to the form 10 The agency was not interested in
11 of that question. Go ahead. 11 providing — in imposing upon industry greater
12 A. No. Your question says some things 12 regrulstary burdens than were necessary by the
13 thol are wrong, 13 scientific perspective, But they were also very
14 Q. Okay, please. 14 commitied 1o n role to protect the public -- o
15 A.  There are limits on what an 15 role ot the time ~ somatimes I speak us if I'm
16  individual reviewer or indeed an individusl - 16 still nn agency emp!nyee It was very deeply
17 evena division director can require of n 17 ingrined, The agency's role to protect the
18 compuny. There were approprinte and applicable 1B public from unsufe medications,
19  guidance documents in place that were not -- and 19 Certnin — there were significant
200 I'm not an expert in the litigation involving 20 differences bevween review divisions oo how much
21  this, but the guidance documents say if a compony 31 science nad how much clinical study the sponsors
22 performs studies in accordnoce with these 22 were nsked fo perform for an IR to CR switch of
23 guidance documents in good faith, the agency and 23 the snme drug where you were just changing the
24 the review staff have to explain why that's not 24 dosage form from four hours to eight hoors or six
25 enough. 25 Thours to twelve houms.
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2 And I have to review — yes, this 2 Some divisions treated that as if it
3 i5-- dn you know whether this is an early IND 3 were an entirely new drug product. Some
4 meeting, o pre-IND meeting, into Phase 1 4 divisions treated that, and the penerics
5 meeting? 5 divisions in pacticulnr, treated that s if it
6 Q. Well, sir, I'm looking at page 031 6 was n pharmacokinetic problem. Just do o peak
7 where it nctually talks — fooking at this, 7 case study, you're done, it's the snme, go, And
8 opparently it's o mesting that was held on June 8 that was traubling because having different
93,1992, and these were the minules that were 9 divisions with dxfferenl approaches to the same
10  typed up in September of ‘92, Looking at puge 10 scientific problem is ot good policy. It may
11 032, I'm focusing on the last senteace of the 11  not even be pood science.
12 fourth pamgraph where it says he had the 12 So at the time when we were wrestling
13 following. 13 with the issue of how much is enaugh, my
14 A, Yes. 14 ihinking, which is not bmdmg on the ageacy but
15 Q. "He," being it looks like you, 15 represenis ane person's opinion, was that we
16 Dr. Wright, "hod the following specific comments 16 needed to see pharmaco — goed stable
17 on our clinical progrim to be incorpormted inla 17 pharmacokinetic performanee, head ta hend
18 our NDA submission." 18  comparisons, and some indication from some
19 A, Yes, 19 direction that the praposed labeling was ndequate
20 Q. That's what I mennt by my question, 20 for selting — for snfe use of the product,
21 these were comments or recommendations tint you 21 ‘Thot last was probably inappreprinte
22 had - 22 jor the time, but | made it anywny.
23 A.  Recommendatioss. 23 Q. Why was it inapproprfate for the
24 Q. That's the problem? That's the 24 ime?
25 wond — ) 25 A.  It's only been relntively recently
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2 that the ngency has given serious consideration 2 Q. Right
3 to the approval requiremenis being prospective — 3 A. But there is no current NDA approved
4 the approved labeling being prospectively 4 for such a product.
5 tested. Very few drugs had that and I'm ot even 3 Q. Ithink we discussed, did you have
6 sure if | know if any drugs had that at that 6 nny wark on ihat preduct at Purdue?
7 period of time. 7 A, Yes
8 Since thnt time one of the issues 8 Q. And do you remember when that work
9 pertnining to risk manngement and risk assessment 9 began? Do you know when it bepan nt Purdue?
10 Istosny okay, let's test the labels prior to 10 A, No, Idon know exactly when that
11 approval, let’s see if pliysicians comprehend 11  work began at Purdue. I know that clinical
12 them, let's see if they are safe. So this was a 12 studies began somewhere in ‘97, '98.
13 novel request at the time. 13 Q. Can you turs to page ending 079.
14 And the goal was basically to see if 14 This appendix snys "marketing position and
15 in following the instructions of the product 15 proposed launch ndvertising claims as of
16 Inbeling, if — 16 11/22/92." Do you remember asking them to pive
17 The product was of acceptable risk, 17 you some iden of what their potentin} marketing
18 Q. Iithe instructjons were adequate and 18 claims were going to be in their launch
19  clear and people could follow them and use them 19 advertising?
20 approprintely, ond then if they were not, amend 20 I don't remember asking them to do
21 the label if need be? Lo . 21 that. Given the early nature of the meeting, I'm
22 Yes. That is correct. : w 22 pot sure we would have much cared what their
23 Q. Looking at the botiom of the page, 5 23 proposed elaims were.
24 under penerai it says here "Dr. Wright E 24 . Looking at page 080, ond locking at
25 recommended we corsider developing o Naloxone + 25 the lost clnim listed, the bullet point that says
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2 combinatien product.” And it doesn't contitue on 2 "Iess subject to potential abuse by addicts.”
3 tothe next pope. 3 Do you recall asking Purdue about that potential
4 Do you remember making that 4 cleim back in 927
5 recammendation back in June of '927 5 A No, Idon't remember that. It would
6 A.  No, but I have no reason to 6 bove — I don't remember that,
7 dishelieve the minutes. 7 Q. Do you remember seeing this proposed
B Q. Do you remember in '93 ar '94 aver 8 clnim back in 927 I
9  mentioning this agnin to Purdue abaut developing e A, It's in the minutes. I must assume
10  a Naloxone combination product with oxycodone? 10 that jt was in the submission. I dont remember
11 A, Ivery well — seeing this, I very 11 ‘heing particularly interested in this claim.
12 well could have. Idon't remember. Iremember 12 Q. Would that have been an out of the
13 discussing -- other discussions abaut 13 ordinary claim in '92, that a controlled release
14  ngonist/antngonist products, but this was o topic 14  dmg wauld be less subject to abuse?
15 that was very common in '94-'95, 15 A, No, There was n general perception
16 Q. ‘The topic of cambination products 16 that the controfled release dosage forms were
17 wilh an notagonist? 17 Jess desirable. They were ceriainly pot lighting
18 Yes, The National Institules on Drug 18  up on the surveillance systems that we had at the
19 Abuse was during that period developing a 19 time. I'm not sure — the persan — the people
20 Buprenorphine/Naloxone product that hns since 20 that would have been more concerned with this
21 come op lo the morket. And they were very 21  waould have been the chemists and the drug
22 enthusinstic about the potentinl for this, making 22 scheduling pecple. And they would only have been
23  the product less abusable and hence more 23 concerned with it had this been an attempt to
24 approprinte to prescriptive use. 24  move the drug out of Schedule I into
25 There had been some preliminary data 25 Schedule ITI.
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2 suggesting that this might work that wos more 2 Q. Ibelieve in 97 you might have
3 exciling than the dntn that hod been done with 3 worked with Purdue while you were still at FDA on
4 Talwin Nx which was using technology that wasnt 4 aproposed hydrocodone/Maltrexene product,
5 s pood as today’s technology nnd left 5 comect?
6 significont snfety questions. 6 A, I'met with them,
7 So nay product of this aature 1 think 7 Q. And part of the goal was to maove that
8 I'would have been talking to them ahout, wekl, B drug down fo a Schedule 1V, correct?
9 cap you put Naloxone in, con you put Neltrexone 9 A, 'That is correct, Orkeepitin
10 in, con you make the caplet purple. 10 Schedule III. Even al that time there was
11 Q. Understond. 11 concemed about hydrocodone.
12 Do you recall if Purdue ever said we 12 Q. And do you reenll insimucting them oo
13 [ooked at it and we can't do it, Dr. Wright? 13 some of the -- well, making suppestion to them on
14 A.  What | remember, they cerizinly conld 14 same of the studies they would have 10 doto
15 bave, but 1 don't remember. 15 support changing in the scheduling?
16 Q. Siating the obvious, though, Purdue 16 A, As I remember that meeting, I have
17 never did add o Naloxone product to oxycodone for 17 not reviewed the minules of that meeting for - I
18 an OxyContin/Naloxone product, or has not yet, 18  dont think I ever reviewed the minutes of that
19 comect? 19 meeting, but X might have, what I told them they
0 A, Coerect, 20  had to do and what the DEA representative told
21 Q. Ora Nultrexone product? 21 them what the DEA felt that they had to do was to
22 A. Correct. There's n considernble 22 robustly show for oml use, because thnt's the
23 nmeunt of resesrch on how 1o make such a product 23 pattem of abuse for hiydrocodone products, that
24 und trial formulations of this kind bave been 24 there was reduced nhuse patentini, either by
25  mnde and are under test. 25 reducing the risk of abuse, the consequences of
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2 abuse or the probability of abuse. 2 point adjective checklist items, adverse events,
3 And 15 | remember the meeting, there 3 and as ] remember the npplication, Purdue did
4 was considerable discussion as to whether 4 wrestle with this issue, found that most of the
5 Naloxone or Naltrexone or Nalmefene or some other 3 adjectives pertaining to addicts were completely
6 antsgonist product would be appropriate. 6 unresponsive in normal volameers. PK volunieers
7 Do you recall ever discussing with 7 orpsfients, And I think they nctually developed
8  Purdue with regards 1o OxyContin anything [ike 8 o pretty pood mensurement of opioid effect, what
9 thet in order to make n clamm about reduced abuse 9 its relationship would be to abuse | don't know.
10 potential? 10 Q. ‘That's my question. Do you kave any
11 A, Idon't remember that. 11 idea how this could be related to abuse?
12 Q. Let me show you the next exhibit. 1 12 A. Inexactly the same way that — for
13 think it's kind of unfair to ask you if you 13 mu-opioids, there is a — I don't want to say
14 remember discussion back on Octaber 6, 1992, so 14  hypothesis. There's a perception that they're no
15 why don't ] just show you the [etter, 15 specinl, or cerlainly there was in '92 to '94,
16 Thank you. 16  there are no special attributes that measure
17 (Wright Exhibit 3 for identification, 17  addiction — mensure sbuse potential, that a
18 document bearing Bates preduction number 18  mu-opioid is n mu-opioid is a mu-opioid is a
19 8113900032 through 8113900043.) 19  mu-opioid is n mu-opioid. And that what you're
20 A, Okay, it looks like a letter that 20  renlly mensuring is the relative potency of the
21 Dr. Reder sent me, a series of Kenzie's and Don's 21 opiotds, How many miiligrams of this one equals
22 article on Tramadol. 22  how many milligrams of that one when you're doing
23 Q. Iapologize, but I hadn't given you 23 these studies.
24  the September 20th letter that | think he's 24 That's pretly much where the thinking
25 tatking about. 23 was at that time. That thinking was different
80 83
1 CURTIS WRIGHT, IV, MD, MPH 1 CURTIS WRIGHT, IV, MD, MPH
2 {Wright Exhibit 4 for identification, 2 for ¢ purtin] agonist and a mixed
3 document bearing Butes production number 3 aponist/antaponist aml for other kinds of drgs
4 B113500019 through 8113900024.) 4 in the clnss.
5 A.  Yes, this looks like presentatipns 5 I would say that these mensures
6 that were done by — studies that were done by 6  probably measured how strong un opioid effect
7 Don. 7 Somebady had, and that one canid infer from that
8 Q. Looking at the Jetier on 8 that this was zn abusable drug, but we alrendy
9 September 28th, 1992 that Dr, Reder sent you, 9 lmew thal
10 puess it starts on the second page ofter the 10 Q. Right. But let’s point it jownrds
11 aobsiract, 11 comparative purposes, Do you know whaot studies
12 A Yes, 12 that Purdue used o modified checklist amongst
13 Q. He discusses an adjective checklist 13 these adjectives where they compared an immediate
14 which is then attached, Are these some of the 14 relense to a controlled relense drug?
15  adjectives that Dr. Tasinski would use in his 15 MR, STRAUBER: Objection to the form
16 abuse potential studies? 16 of the question.
17 A, Yes, 17 A Since the gonl was to assess these
18 Q. Do you remember why you ond Dr. Reder 18 opieid tools in patients, and mestly in
19 were discussing the use of sech questioanaires 19 phormacokinetic subjects, but 1 wanted to see if
20 for OxyContin? 2 1t would work in patients, I certninly hoped they
21 A. Yes. One of the issues for OxyContin 21 did it and I seem to remember reviewing some of
22 was what the role of pharmacodynamics would be, 22 thase resulls, the strength of the conclusions 1
23  the relotionship between blood level and opioid 23 draw from thase 1 doa't know today.
24 effect in analyzing the results, All of — most 24 Q. Actually, why don't we look at one
25 ofthe opioid effects — most of the abuse 25 nnd we could discuss it with some data in front
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2 studies — most of the — I'm not moking myself 2 ofus,
3 clear. 3 A, Datn always helps.
4 There's a difference between high, 4 {Wright Exhibit 5 for identification,
5 like and pay money for. And cloudy, confused, 5 document benring Bates production number
6 hullucinating, sick, dizzy. And the difference & 8001000296 through 8001000313.)
7 is those checklists could be interpreted by 7 Q. If it belps, I'm Inooking at table 7
8 potients. IfItook n patient und asked him how 8  on 308 where I (hink they have n summary of
% high are you, | have no ides what answer [ wonld 9 pharmacokinetics.
10 get. AndifI gave him a standard adfective 10 A, Yes. Ijust got there, I'm just
11 checklist for -- that's used by the Addiction 11  looking nt the - this nppears to be the draft —
12 Research Ceater, some of the questions would be 12 first dratt of the repont. I'm oot sure this has
13 uiterly baffling. IFI nsked you what 13 my review comments o it,
14 soap-boxing wes, you might puess but you woulkint 14 Q. 1dont think it does. IthinkI
15 have sy real iden what that was. If I asked if 15 huve the review handy, but if you waat, [l shaw
16 you were on the nod, 1 hope you would nat know 16 it to you —
17  what that meant. 17 A, ldon't remember instances where
18 Sowhat I wanted Pardiee 1o do at that 18  there usually were significant differences
19 time — now, want/suggest that it might be 19 hetwesn my pumbers upon review ond Punlue's
20 helpful, not & regulntory requirement, was can 20 numbers upen submissian. And here’s # toble for
21  you develop an opinid effect, ot abuse 21  this study — what's your question, sir?
22 linbility, but opjoid effect mensurement that 2 Q. My question js Inoking at table 7, it
23 could be used to try to link the pharmacokinetic 23 has apporently some of the datn for the modified
24 blood levels of the drug to the pharmacodynamic 24 dmug eHect questionnaire you had suggested
325 effects of the drug. And tnke s o siarting 25 Purdue use back in %92, correct?
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Yes.

Q. This is a comparative to IR axycodone

and CR oxycodone in pain patients, correct?
I believe so, yes.

Q. And it looks like there's, oh, ten or

s0 calegories, right?
Yes, sit.

Q. And that's a combination of both the
questions and the observations or is this just
the questions?

A Ithink those were just questions, |
think we nsked ~- the score as  remember it we
simply asked for o visual annlog rating for each
of these issues,

Q. Looking at the scores, do you see a
clinjcally significant difference between the
numbers for CR oxycodone and IR oxycodone?

Ao As dosed here, no.

Q. Okny.

A, But what that means is that on o
milligram per milligrnm basis, if I understand
the dosing in the study, 80 milligrams of
OxyContin was giving you the abuse effect of 40
milligrams of immediate release oxycodone.
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canversation, but | do remember talking to him
abaut the use of that s & pain madel.

Q. Looking at this it states that, [
guess the third sentence, "of greatest importance
is the fact that Dr, Wright said that for cerinin
individials i the division and in the ngency,
the use (i.e., lung-term) in osteonrthritis is
unwarranted. The way the protocols are written,
it looks as if Purdue Frederick is attempting to
make labeling claims for pain for
osteoarthritis.”

Did you mention that to Dr. Reder

back in ‘93?7

A, Tdon't know if I said it that way or
not. This may be how Robert heard it. T know
what my concern was at the time. Will that help
you?

A, There was n serious and emerging
problem in controlled release opioids during that
period of time at the Food end Drug
Administration. The ICH guidnnces and
discussions nbout the ICH guidances and
discussions about the FDXA's puidances in pain
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Q.  You're saying that the total daily
dase of the patients on the immediate release was
only 407

A. No. Persingle dose.

Q. Per single dose.

A, Tthink there may be a fundamental
canfusion.

Q. COkny.
10 A. 'When someone abuses o drug they're
11 not taking it around-the-clock. They'e just
12 taking it dose by dose, When someane tnkes the
13 BO miiligrams hiere ~ as | understand the study,
14 and I have nat — if § were 1o be definilive
15 about it I'd have to spend more time reviewing
16 {he results, but os 1 understand it, this was an
17 equal daily dose study where the totzl daily dose
1B was the snme, but in one case the IR was given
19 four times a day and the CR was given twice n
20 day.
21 So that would mean that the pill size
22 for the CR would have to be twice that of the
23 IR. So as dosed, I don't see any difference in
24 the abuse linbility scores in the study, Ona
25 pill for pill, you'd have to give two of the IR

L3-8 R= R0 R /R X
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cantinued, and it was becoming progressively
clearer that there wos 1 desperate need for
placebo controlled studies in chronic pain.

It also had become progressively
cleur that patients with chronic maligaant pnin,
cancer puin, and their physicians were not only
nat interested in participating in placebo
controlled studies but considered participating
in such studies — to earolling patienls in such
studies {o be unzthical snd barbaric. And some

. were quile pratuitive about 'it,

The Europenn community was taking a
strong position periodically that placebo
contrelled trials in chronic conditions like
chronic pain were difficult nad perhops
unethical. Fhat posed a prablem becnuse there
were no validuled comforinble models for chrenic
nonmalignant pain. ‘There were models for
arthritis, there were models for back pain, there
were models for neurapathic pait, but there were
no models for that because most of the drugs that
wers tested in those models were indicated for
the disense rather than for a pain condition.

And there was concern that if you allowed n study
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{0 ke ns mony milligrms os the CR.

Do you see where there's a note there
with an asterisk thal says "adjusted to
B0-milligram dose"?

A Yes,
Q. Do you know what that menns?
A.  That means that the totaf - if il
menns what it should mean, the scores for both
10 proups were ndjusted 1o a total 80 milligram
11 duily dose,
12 Q. Pm going to show you the next
13  exhibit,
14 {Wright Exhibit 6 for identification,
15 Moles of Discussion.)
16 Q. Do yon recall discussing with
17 Dr, Reder i 1993 OxyConlin being tested for use
18  in non-cancer pain patients?
19 A. [ remember that we had discessions
20 abest il. These noles appear ta be nates of that
21 kind of discussion,
22 Q. Do you remember talking to him about
23 using OxyContin in clinical trials involving
24 osteoarihritis patients? ]
25 A. 1do not remember the specift

L-R-ES RS PR
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in arthritis patients, that the compnny would
came forward amd say this is o great drug for
arthritis. .
© Well, ii's not. ‘This is a drug for
pain. Deugs for arthritis are drugs for
anthritis, ‘Fhey treat pain, they treat swelling,

* they improve mability, they have ather

untiinfinmmatory or disease modifying
characteristics that a simple pain medicine
wouldn' have, It might improve function but
your joints weuld be just as swollen ns when you
dida't take it.

I'felt — I'talked nbout the use of
arthritis and low back pain os pain models with
multiple companies seeking opioid indications,
and ench time 1 did my level best {o make it
clear that if yau pot through this, you wereny
going 1o get a lobel that said that you are a
grest drug for adhritis. Yoo might get a fabel
that suid you were a preat d¢rug for pain and your
clinical trinls section might say that patients
with arthritis nat adequately managed by
urthritis drugs were treated,

So that's where thot — that was my
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2 thinking ot the time, 2 A.  There's [ots of risk associated with

3 Sp as to avaid a situntion where the 3 this, Overdose, inappropriate use, increased

4 drug would become synonymous with treating an 4 sk of mortality. Being a drug addict isa

5 eatire calegory of pain 45 opposed fo an 5 dangerous business,

6 intensity of pain, 6 Q. 1don't think it pays very well

7 A, Not precisely, The agency had very 7 either.

B specific puidances for drugs that were indicated 8 A. No. And as a result, the IRB —

9 forthe treatment of arthritis. And afso for 9 remember, the agency can want something, the
10 drugs that were indicated for modifying the 10  sponsor can want something, and the institutional
11 course of arthritis. And if o drug wanted to 11 ethics boords can say I don't think that that's o
12 make on arthritis claim and within the indication 12 proper thing.

13 sections wanled 1o say is indicated for the 13 MR, MeNAMARA: Why dou't we brenk for
14 wrestinent of arthrilis or the management of pain 14 lunch right now.
15 due to artheitis, there were things that they bad 15 {Lunckean Recess: 12:15 p.am.)
16 todo thst Purdye hade't done or didn't look like 16
17  was going to do and probably wouldn't succeed if 17
18  they did do. 18
19 Q. Gotehn, 19
20 Looking at the next page, ahout 20
21 midway down, do you see where it says "exclusion 21
22 criteria"? 2
23 A, Yes, 23
24 Q. An exclusion criteria "Dr, Wright 24
23 suppested we have an exclusion such as ‘patient 25
92 95
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2 excluded if he/she has satisfactory management of 2 AFTERNOON SESSION

3 pain with full dose NSAID', Also at some point 3 12:50 p.m.

4 we should consider the substagee abuse 4

5 exclusion. We should try to learn what the risk 5 CURTIS WRIGHT, 1V, Mb, MPH,

6 for a recovering abuser in pain is."" 6 resumed, having been previously duly sworn, was

7 Do you remember saying something to 7 examined and testified further as follows;

8 that effect to Dr. Reder? 8 CONTINUED EXAMINATION BY MR. McNAMARA:

9 A, Idon'tremember saying it. It 9 Q. Gomd afiernoon, Dr. Wriglt. Can I
10 certoinly was an issue that was very much on my 10 show you our next exhibit,

11 mind at the time. And it persists 1o this day. 1 (Wright Exhibit 7 for identification,

12 If you never stusdy patients with addiction, 12 Project Team Cantact Report, 10/22/92.)

13 patients with prior history of shuse, patients 13 A. This appears to be o memotandum of a

14 with alcoholism, patients with whalever it is, 14 teleplone call in 92 between Dr. Reder and

15 and you try to exclude them from your clinical 15 myself.

16  trinls portfolio, you will not know what the risk 16 Q. Okny, it suys bere for reason for

17 s for that population. 17 call, "discussed drug abuse and dependence

18 Now, ut that time every single 18 section of opiate lubeling." And under content

18 sponsor in every single drog class other than 19 of discussion it snys "Dr. Wright was apen to

20 trentmenis for nddiction excluded those 20  including short definition of dependence, abuse

21 potieots. Everyone. Every division, everywhere 21  and nddition." I nssume "sddiction” was meant

22 throughaut the ngeacy. And Ithought that was 22 there,

23 wrong. Ithought that you should figure out how 23 Do you remember Dr. Reder usking you

24  to nddress that either in a separate study or you 24  about Purdue including some definitions for those

25 should address it in your enrollment criteria in 25  terms in their drug abuse and dependence section
93 96
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2 the study, 2 of their OxyContin label?

3 That cauld not be justified in terms 3 A. No. Ity don't remember this
4 of the review criteriz — in terms of the 4 phone calk. Ido remember that one of the issues
3 puidnnces at the time. It hs since become o 5 we tolked aboul in terms of the Inbeling was the

6 lopic for risk assessment and masngement and hos 6 extent to which expository materfal abaui
7 been discussed as to how you might do that safely 7 nddiction should be placed in the label.

8 toduy. 8 ‘What we were going to put in the drug
9 The downside is of course how wonld 9 abuse and dependence section was somelhing that
10 you tell a physician in a clinical teial how he 10 was beinp looked at exiensively afl the time from
11 could safely enroll a patient with o past history 11 15990 threugh '95, 97. Mostly through -- '90 to
12 of drug abuse jnto an opjoid trial. Probably 12 4. Amd there was considerable discussion
13 enn, but how do you do it. And do you need a 13 ubaut it
14 special protocal, and what's the risk and how do 14 Q. You dont recall them asking you,

15 you advise them of the risk and how do you monage 15 saying that they wanted 1o include definitions in
16 it. Those are still tough questions today. 16 the section beyond wiat might be in Iad a typical
17 Q. And it has 1o do wilh of course the 17 opioid Iabel, do you?

18 risk of, I puess we tatked about it, you didn't 18 MR, STRAUBER: 1 object to the form
19  want to use the term "relnpse,” but "out of 19 of that question,

20 remission” of the addiction? 20 A, All] remember about the discussion

21 A.  'Well, the terms are fough because if 21 was that Purdue had conceris atrout whether

22 somehody’s got active addiction amd they switch 22 physicians would be as comfordable with the drg
23 1o naother drug, is that a relapse or is that 23 addiction terminology as I was, Iihought that

24 just swilching to another drup? 24 was n fair concern, And a lot of discussion on
25 Q. Right, 25  whether we needed to put definitions in the
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2 package insert. 2 research protocol sumber and an IND request had
3 Q. You hed done work on MS Centin you 3 been used as a thinly veiled mechanism for paying
4 said, right? 4 high volume prescribers large sums of money for
5 A Yes, 3 not doing any work.
] Q. What about some of the otlier opioids i) These later came to be called
7 out there like Percocet. Any other drups besides 7 varianis of what was called n ceding study, And
8 MS Contin? 8 - in that particulnr case -- in some cases, and
9 A, If you accept that [ was part of the 9 opain, I can't give the particulars because they
10 review team, [ had worked on most of the opioids 10 weren't in my division and I don't know, there
11 that came through the agency. Percocet was not 11 were octunlly charpes filed ngainst some firms
12 ome. That actunlly went to a different division 12 for inoppropriate promotional behavior,
13 because of its acetaminophen component. But the 13 I think what I meant to Dr. Reder in
14  strong opioids, the drug nhnse staff, which 14  this telephone call was that [ wanted — if they
15 became a group and which ils membership morphed 15 were going to do a study, | wanted fo see a
16 over the ten years, wrestled witl most of the 16 lepitimale study with a lepitimate purpose and ot
17  opioid Inbels. 17  legitimate levels of reimbursement for the
18 So I was involved with many of them, 18 investigators.
19 heavily invelved with some of them, hod 19 . And with an open Inbel study, there
20 supervisory or review responsibility for nearly 20 would be more patential for this kind of ceding
21 all of the strong opioids, 21 tooccur.
22 . So you're fairly fumiliar with the 22 A. Yes,sir
23 labeling for those strong opicids? 23 Q. The investigators would know I'm only
24 1 wns — ten years ngo [ was. 24  using their product, getting paid money to use
25 Q. Let’s say at this time, were you 25 their product — understood, okay.
98 101
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2 fairly familiar with the labels of the strong 2 'l show you the next exhibit.
3 opioids? 3 (Wright Exhibit 9 for identification,
4 A, Yes, and they were nol good. 4 B113900315 throupgh 8113900323.)
5 Q. Anddid they bave ony definitions on 5 A. This appears ta be 8 memorandum of a
6 these terns? 6 team mweeting that was held on August 30th, 1993.
7 A, They hod very different definitions 7 Q. This would have been an internal team
8 onthese terms. ['was concermed about the opioid B meeting ot Purdue, right?
9 Inbeling during this period becaese some of these 9 A, Yes,
10 drugs had never heen reviewed ot nll. They were 10 Q. You weren't o party to it
11 labels from before when the FDA hod the statutory 11 A. No,
12 authority to require testing, some of them were 12 Q. IfIcan focus your attestion to page
13 from very early in that period and some of them 13 316, poge ending 316 on the Bafes ranges, do you
14 were from very lale. 14 see 1.6, medication ador?
15 So there was a great deal of 15 A, Yes.
16 beterogeneity between drug prodocts thot probably 16 Q. It stafes that "Robert Reder apened a
17  weren't all that different. 17 discussion o the recent clinicnl
18 {Wright Exhibit 8 for identification, 18 (patient/phormacist) study coondinates and
19 document bearing Bates praduction number 19 reponis thot OxyCantin tablets puckaged in
20 81139006235.} 20 multiple dose containers emitted an odor,”
21 A, This appears 1o be another cantact 21 Had yau ever heard anything like that
22 report. 22 about OxyContin?
23 Q. Between you and Dr. Reder? 2 A No
24 A, Yes. 24 Q. Was it ever brought to your attention
25 Q. Tt lnoks like the date is April 23 of 25 that the acrylic or the eudrmgit used in making
99 102
1 CURTIS WRIGHT, IV, MD, MPH 1 CURTIS WRIGHT, IV, MD, MPH
2 N 2 the tablets may exhibit an odor?
3 A, Yes. 3 A.  But that {s nat wnusual, The people
4 Q. Itsays "renson for coll. Describe 4 in the agency who would hop right oa that would
5 {he open protacol OC 92-1101, and ask if we can 5 be the chemisis.
6 bepin to use it ot one center.” It says the nnme [ Q. That could be 0 compromising factor
7 Dr. Spalding. And it says under content of 7 o blind studies, correct, if o medication has a
- 8 discussion, "Dr. Wright said to keep the study 8 cerinin odor?
9 simple amnd be certnin the study is oot used as a 9 A, Tt depends. It depends on how the
10 marketing ploy." And that's in quotes. 10 placebo was made, Ifthe snme eudmgit was made
1 Do you recall the conversation with 11 for the placebo and for the active, you couldnt
12 Dr. Reder about this? 12 1ell the difference. But if you could see n
13 A. No, but I have no reasan to doubt 13 difference between baiches and that difference
14 that it occurred, 14 was meaningful, whee people inspect the
15 Q. Do you remember what the open 15 difference between aclive nad placebo, they tend
16 protocal OC 92-1101 was about? 16 to be renlly looking.
17 A, No 17 And it's not clear how often that
18 Q. Do you know what you meant about a 18  aciual patients in the trial can look that close
19 morketing play? 19 nnd telf that difference becouse they only get
20 A, Absolutely. 20 one treatment. They don't get both.
21 Q. Could you explain. 21 Q. Tnotice here it says looking at the
2 A. Right about that time elsewhere in 22 semtence apuin, "Robert Reder openad the
23  the agency there had been some predty seriously 23 discussion in the recent clinical
24  scandalous behavior by a commercial sponsar, 24 (patient/pharmacists) study coordinates.” So
25 fortunately I forget which one, in which a 25 oppareatly few paticnts had ooticed,
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2 A.  Yes, Something stunk. 2 A, That's not quite rght.
3 Q. Do you see any reference in that 3 Q. Then please —
4  paragraph to the placebos having an odor? 4 A. That's not quite right. Everybody
5 A, No. Ifthe study was ongoing, no one 5 who's got pain has to have some dingnosis. And
6 would know which pill was which. The blind would 6 physicians want fo know what kind of diagnosis
7  still be runaing, so you wouldn't know. 7 the patient has in trying to decide whether these
8 Now, I don't know which protocal he B study resulis or this deug or whatever it is
9 was tolking about. Itsa potential prablem, but 9 you're offering is good for their patients
10 you're absolutely right, it did. 10 because their patient has pain from
11 guess the pmblem comes becnuse I1 osteoarthritis, arthritis, whalever it might be,
17 there could be bias by the investigators if they 12 ‘Whit becomes — where this gets
13 were to leamn that the study drup had o 13 tricky is if the painful condition has dimensions
14 particulor odor as opposed to the drug that you 14 that go beyond pain but go into disability, go
15 were comparing it ngninst. 15  into Inflammation, go into a clinical course for
16 A, If they lmew which was which, Andif 16  the condition that has — that are not addressed
17  they could identify active from placebo and they 17 by the drug under question, this is best
18  were of a mind, they could influence the 18 developed for arthritis in thot o drug for
19 results. And that's why lrymg 1o pet the two 19 arthritis shonld address the inflammaltion and
20 dosage forms so you can't rendily tell them apart 20 should sddress functionality, not just pain
21  is considered an important part of the study. 21 relief,
22 . Looking on page ending in 319, 22 S0 I'm not — if you're asking my
23 [ooking under -- there's a section marked 23  opinion now of this, it is perfectly appropriate
24  potentin| studies at the bottom. If I could 24  to want to know how the drug works for
25 direct your attention there, it states that Mike 25 approprintely selected patients with certnin
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2  Ineaurnto — did you hove contact with Mike 2 kinds of pain. But it is driing in the wiong
3 [nuawmalo? 3 direction when you say everybody with arthritis
4 A, Tthiok ] interacted with him over MS 4 needs narcotics.
5 Contin. 5 Q. And the same would be il everybody
1] Q. But you doa't recall isteracting with 6 post op pain needed n controlled relense opinid
7 him over OxyContin? 7 around-the-clock for an extended period of time.
B MR. STRAUBER: Yau're going back to B A, Cerininly there ore many surgeries
9 the time when Dr. Wright was ot the FDA? 9 that do nat require that kind of analgesic,
10 Q. Whea you were n{ the FDA. 10 And I guess the same would be true of
11 A, 1don't know. 11 low huck pain, that there are kinds that could
12 Q. "Mike Innaurnto said that an 12 require such nn opioid and there's others that
13 OxyContin versus Percocet comparative study would 13 would not.
14  be useful for markeling purposes, Though such o 14 A, I'mnot sure whether it's kinds, but
15 study has previously been conducted and published 15 there's certainly intensities. The general
16 in abstract form, it wos a single dose study 16 suggestions among the pain mansgement cammuanity
17 using pon-GNP re]euscd material. Mike Innavrato 17 are to use something like the WHO ladder, if yau
18 sinted that n multiple dose study would be best 18 were, then you would pick patients at the
19 1o support claims relnting to relief of post 19 appropriate step of the lndder and thad would be
20 surgical pain, low back pain and herpetic 20 the population.
21 neuralgin pain, Mike lasumato stated mnrketing 21 Q. Reading on — well, the lust sentence
22 would like to position differartly than MS 22 says, "Mike Innauralo states marketing would like
23 Contin” 23 to positien differently than MS Contin,"
24 T assume you know the study he's 24 Were you ever told by anyore ot
25 referring to, OC 88-1105, a single dose study. 25 Purdue that they wanted to position CxyContin
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2 A, T'msure I did ten years ago, But 2 differently than MS Centin?
3 con you refresh my recollection on which study 3 MR. STRAUBER: You're back again in
4 BB-105 study is. 4 the time that Dr. Wright was with the FDA?
5 Q. Axsingle dose study comparing 5 Q. The documents that I'm showing you
6 OxyCootin, Percocet, placebo nd I believe single 6 with regards to the esrly '90s when you were
7 entity immedintz release oxycodone for 180 post 7 still at the FDA, 1 think you can safely presume
8 op patiests. Albert Sunshine was the lead 8  I'mtalking about when yau were at FDA.
9 investigator. 9 A, [doo't know if it was specifically
10 A, Ripht, Sunshiee, okay. 10 brought to my attention that Purdue's marketing
11 Q. Mr. Inpaurato suggesis here that they 11 depariment wunted to position the drug
12 do further comparative studies to best support 12 differently from MS Contin. Aad I'm not sure
13 claims mlalmg to relief of past surgical pum, 13 that that would bave been an issue prior lo
4 low pack pain and herpetie neuralgin pain. That 14 approval,
15 seems to be studies focused on specific pain 15 Q. The next paragraph stntes that
16 syndromes as opposed to the intensity of pain, 16 "Robert Reder stated that the FDA suggesied that
17 correct? 17 we do not issue cloists supporting the gepern] use
18 A, Sure. 18 ofa Schedule II apioid in patients with
19 Q. This goes back o littfe to what we 19 nonmalipnant pain."
20 discussed earlicr about the concerns with 20 Do you remember giving Robert Reder a
21 ostennniliritis not being a drug for the treatment 21 suppestion of that type?
22 of u particular kind of pain but for an intensity 22 A, Actunlly, we discussed that in one of
23 of pain, that being — 23 the last exhibils. What I think - the issue
24 MR. STRAUBER: I object to the form 24 thal wos on my mimd was I don't want you fo say
25 ofthe question. 25 that every patient with arthritis or
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2 osteoarthritis needs a Schedule IT opioid. 2 questjon or is thot just an observation?
3 This heee says with nonmalignant 3 1 was asking a question.
4 pain. Do you recall ever talking lo him in terms 4 MR. STRAUBER: You'e asking whether
5 of low back pain or some of the other -- 5 it was changed?
6 Oh, yes. Those were the study 1] A, 1don't know if it was changed or
7  designs that we were talking sbout, 7 not. Do you wish me to examine it line by line
8 Q. Right. And do you recall giving him 8 and determine if it's the same? 1 truly doa't
9 asimilar message as you talked nhout with 9 know whet changes — if changes were made.
10  osteoarthritis with regards to low back pain? 10 MR. UBER: You'e saying ves, you
11 My concern would have been 11 waunt him to do i7?
12 peneralized to any condition, any sonmalignant 12 A, It looks cerfainly very similar, if
13  position, fow back pain, osteonrthritis, 13 not identicel,
14  headache, neuralgin and neuropathic pain. 14 Now, locking at the sentence right
15 Q. "Robert Reder indicated that 15 undementh drug abuse and dependence — first of
16 decisions to make additional elnims could be 16  all, the drug nbuse and dependeace sectjon is
17 developed afier the product is marketed. lim 17 located in the product fabeling I guess under
18 Conover agreed with Robert Reder but added that 18 the — well, it comes — would you say it's under
19 any study coaducted in patients with nonmalignant f 19 the precautions section or is it just a sepnrate
20  pain could be included in the elinten] study . 20 section on itsetf?
21 section of the package insert, Robert Reder Yooos 21 A. Ttisboth considerad one of the
22 added that nay proposed marketing claims in their ’ + 22 precautions and it's also n separate section on
23 supporting studies should be first reviewed with 3 23 jis own, [ remember that during this period we
24  our legal and regulatory depariments. Perhops L 24 felt that it was imponiant to put the drug abuse
25 the marketing concepts could be reviewed now." i 25 and dependence section next to overdosage for
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2 ‘What's the significance of putting 2 abvious reasons. And also to begin to try to
3 clinical study information in the clinical study 3 encourage sponsors to wrestle with use and
4 section of o product Iabel? 4 addiction because we were seeing off-lubel usc of
5 A.  When the clinical study section — 5 a number of drugs thal were not npproved for use
6 oot all stdies dope by a sponsor make it isto 6 in the treatment of addiction in the tremtment of
7 the clinical study section of the product 7 uoddiction.
8 lsbeling. Studies have to rench a certain 8 Q. 5o looking at the drug isbuse and
9 thresheld of approprinteness and ndequacy to get 9  dependence section, it says undemeath that
10 into {hat section. 10 "OxyConlin is a mu-ngonist opioid with an nbuse
11 In genemal, it's ensier 1o defend 11 liability similnr to morphine ond it's o
12 promotjonal information or malerinls relevant to 12 Schedule I controlted substance.”
13 that ~ ta such claims iF the labwel hos that 13 From that sentence, "abuse linbility
14 Innguage in it 14  similar to merphine,” is that referdag 1o the
15 I'm n little enteninined by this 15  legal abuse linbility or the medicnl nbuse
16 because having the regulatory and clinicat people 16  linbility?
17 of the company arguing over what the FDA is or 17 MR, STRAUBER: 1object o the form
18 isnt going to albow is inleresting but I'm not 18 ofthe question. Orboth? Is that part of your
19 sure carries much meaning. 19  question?
20 Q. My next exhibit is going ip be the 2 Q. Yes, orbath,
21  December 5th, 1995 label, However, I think you 21 A, Idont think it's particularly clear
22 already have that. And I think you might have n 22 from the context what it's referring to, whether
23 better cepy than [ do. 23 it's referring to those two proups. The degree
24 A. I'mnotsure. have the 24  of sophistication in thinking sbout obuse
25 Inaunry 23rd, 1996 version. 25 linbility relative to patients and nbuse
111 114
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2 Q. ‘'That's fine Ihink, 2 liability relative to addicts or abusers wes
3 OxyCantin was approved in December of 3  pretty primitive back then.
4 05, Do you recall that? 4 Q. ELooking at the next sentence, it
5 A. ldon't restember the dote, bat '95 3 says, "Oxycodone products are commen targets for
6 sounds like the ripght year. 6 both drug abusers and dug addicts,” correct?
7 Q. Solwont-— actually, if we conld 7 A, Affirmntive.
B mark yours because mine is — well, we'll get on 8 Q. And then the last sentence says,
9 the same pape, Let me give you I believe the 9 "Deluyed ubsorption as provided by OxyContin
10 March 2000 tubel, 10 tablets is believed to reduce the abuse linbility
11 A. T'm nat sure by March of 2000 it 11 ofadmg”
12 hadnot been changed somewhat. 12 A. That js comrect,
13 Q. I ask you nbout that. 13 Q. Now, do you recall if that senlence,
14 {Wright Exhibit 10 for 14 "delayed absarption as provided by OxyContin
15  identification, decument bearing Bates production 15 toblets is believed to reduce the nbuse Jiability
16 number 7501020320 through 7501020327,) 16 ofadmug,” was in the MS Contin Iabel?
17 Q. The section I'm going to focus an is 17 I don't recall.
18 tle drag nbuse and dependence section on page 18 Q. Do you know if that was in any other
19  ending 325 of the exhibit. Bnles ending 325, 19 drug label involving a controlled relense
20 A. Yes, sir. M) opioid?
21 Q. Tthink if you look ot {he JTnneary 2 A, Idon't know.
22 1996 label, I don't think that subsection hns 22 Q. Do you recall ever seeing that
23 been changed. Or changed between March 2000 and 23 langunge in any controlled relense opioid label
24 Jopuary 1996. 24 besides OxyComtin?
25 MR. STRAUBER: Are you asking him a 25 A. No. But I don' think it would be.
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2 Q. Why? 2 linbility?
3 A.  Although the ngency personnel are 3 A.  How far back do you want me to po?
4 called upon to provide a common standard, there 4 Q. Well, how nbout 1995, about the {ime
5 islearaing produci by product and label by 5 of OxyCantin approval.
6 [abel, By the time OxyContin came along there 6 ‘There was a fair amousl of
7 were i number of things happening i the pain 7 accumulated evidence by then that the lower and
B treatment eren that were bothersome. And this 8  the slower, the [ess abuse fability that one
9 wus -~ in this particular case — | do not 9 could anticipate. This had been an issue fora
10 remember extensive discussion about this line, 10 long time because drugs in some dosage forms had
11 which, frankly, a5 I read it, is o relatively 11 relatively low abuse Sinbility nad in olher
12 weak stntement, 12 dosage forms had very severe abuse liability.
13 But it's probably as much as Purdue 13 The National Institules of Drug Abuse
14 could have said in trying to accede to my 14 in this period was taking a very strong position
15 request, which I do remember making, that they 15 that the difference between cocnine hydrocklodde
16 talk somehow about the abuse linbility of their 16 and smoked crack cocaine had  basig in
17 product instead of just oxycodaae. 17 pharmacokineties and pharmacodyoamics nad that
18 Q. You had made a request that they talk 18  they could measure those differences, ‘They did n
19 more about the abuse linbility of the controlled 19 number of studies looking nt that {ssue, and
20 relense form ns opposed to just the drug itself 20 cerninly for cocaine, They were very
21  oxycodone? 21 comfortable that the arterinl coenine levels nnd
22 A, Right. We bad by that time some 22 the magnitude and speed arise could be very
23 significant differences — how fur do you want me 23 rendily demonstrated to relate to the magnitude
24 to go in explnining this, because it's complex? 24 of the effect and the abuse liability.
25 Q. Plense, go ahead. 28 The barbiturates research done around
116 119
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2 A. There was increasing evidence that 2 that time showed that the raie of rise in the
3 dosage form matiered in terms of nbuse 3 centml nervous system correlated well with
4 linbility. This was most significant with peeple 4 liking. The nicotine research that had been done
5 thot wanted ta bring forward novel dosage forms 5 strongly supgested that that was the case for
6 that substontially enhanced abuse linbility of a 6 nicotine. I'm explaining some of the differcnces
7 product, 7 between the nicotine replacement products and
B ‘We'd just been through right about B cigarettes,
9 this time, and I can’t remember the relative 9 And there been actunlly some work
10 timing because it's o long time ago, we'd just 10 dane with apioids, both what I'lf eall survey or
11 ‘been through a nember of discussions with respect 11 soft science Jooking al the street price of
12 topeople who wanted 1o make inhaled morphine, 12 various opioid dosage forms and some larder
13 marphine nasal spray, vatous and sundry kinds of 13 science looking at actual abuse linbility when
14 tohacco altemative products. And I think the - 14 they gave the drug slower nod lower thon when
15 ngency was getting rendy for a change because 15 they puve the drug more mpidly,
16 four or five years after this there was o clear 16 So I think we were pretty confident
17 bright line distinction that we're paing to look 17 by 1595 that ns a genem] prnciple this was
18  at the abuse vulnerability for tampering and use 18 correct.
19  as directed for dosage forms, 19 Q. What do you menn by lower when you
20 At the time the DEA toak o very 20 sty Jower nnd slower?
21 strong position that they did not care nbout 21 A, That if you prodduced peak bloed
22 dosage forms. They regulated drug sulistances, 22 levels that were higher, you'd get increased
23 apd drug product were going 1o be scheduled 23 abuse ligbility. And if you got the sume blood
24 according to the drug substance, not the drug 24 levels and faster, you could praduce increase:d
25 praduct, 25  abuse liability, And conversely, if you slowed
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2 The emerging thinking in the doug 2 it or you dropped the blaod level, either one or
3 nbuse staff was that it was going to be impenant 3 both would reduce the subjective effecis of the
4  to try to provide some puidance to people who 4 drug as they related to liking and drug effect in
5 were going to have to prescribe the product. 5 drug-seeking behavior.
] Most of the costrolled relezse [ You mentioned there hnd been
7  products had been approved hefore that, before 7 potential studies with regards to opioids by this
8 thal thinking had gotten to that stape, 1don't 8 time,
D think for MS Contin thete wus much thinking ahout 9 A, Yes
10 that ot all, but I don't know. Iwas not nt the 10 Q. Do you remember what those were?
11 ngency for the original appraval of MS Contin. 11 A, Tdhave to go look in my files.
12 So my commenl no but there wouldn't 12 Moslt of the work that had been dona had becn done
13 have been was beczuse rfight around this time the 13 in the other direction. It hod been doge in
14 concept of the dosage form mattered nnd we ought 14 terms of speeding up opioids. Smoeked versus
15 to say something sbaut thot was beginning to 15 injected. It bad been dope looking at which
16 emerge. 16 dosage forms commanded which prices aad what
17 Q. You mentioned dosage form mattered 17 liking you saw.
18 and I think you gave a couple of examples of how 18 Off the top of my head I can't say
19  an inhaled product or other kind of products 19 when, which opioid mle stadies had been done by
20 could, as you snid, increase the abuse 20 thattime. Since that time there's beep some.
21 linbility. Correct? 21 . Have there been any involving
22 A, That’s correct, sir. 22 OxyContin that you know of?
23 Q. 'What studies had been done up to thea 23 A. TdonY think L can answer that right
24 that the delnyed absorption that a controlled 24 now because I don't remember nll of the opioids
25 relense product may have reduce the abuse 25 that were used in those studies. Most of them
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2 prototypically were done with murphme 2 dependence.”
3 Q. Would this be compering -- you 3 I think we talked about that earlier
4 mentioned the one you had some knowledge of 4 in terms of olerance and physical dependence in
5 involving Buprenorphine, und actuatly, you dida't 5 pain patients and whether they bave some
6 identify what the immediate release opioid was. 6 dingnostic value with regards to addiction.
7 A, Buprenorphine, 7 1 think one could probably change
8 Q. Justa controlled release versus the 8  this if one wished,
9 immediate release? 9 To?
10 A. That was the first time ] knew of 10 A, Are not necessarily.
11 that someone had taken the pharmaceutical dosage 11 Q. Here also the "oot” is italicized,
12 foem and knocked it head to bead ogainst the 12 correct?
13 immediate release dossge form. 13 A, Yes,
14 Q. When was thot done? 14 Q. If you look at the '96 one in front
15 A. The study was started in '98, '99 and 15 of you, was if italicized or underiined? Or wos
16 ran until about 2001, 2002, 1 can't remember. 16 there any specinl font for the "not"?
17 Ittumed out to be an amazingly difficult study 17 A. Ttwas underlined. Now, thatisa
18 to do for a variety of technical reasons. 1B concept that was very common in the treatment
19 Q. Were mosi of them relaled to the 19  puidelines that were being written right around
20 study medication which has this mixed ngonist — b 20  that period. When you start Jooking st the AHCPR
21 A.  No, most of them were related to — 21 puidelines and the American Poin Sucfety
22 when you do these kinds of siudies,; especmlly 22 puidelines, they're pretty definitive about the
23  the more treatment amms you add, you're asking 23 factthey don't want physwnl depeadenre of
24  someone lo check into o residentizl treatment 24  tolerance to be perceived 1s dependence in
25 facility for a week ar two weeks or three weeks 25 chronic pain potients. And the reason is that if
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2 oramonth. And there are relntively few people, 2 you did that, you'd be more hkely to huri a pain
3 even drugaddicts, whose idea of how to spend 3 patient.
4 their summer is to clieck into a clinical 4 Q. 1 can, I'm going to show you the
5 pharmocology research unit, So recruitment for 3 nextexhibit, and you can dake o look ot it,
& these studies proved to be very challenging and 6 although we're oaky going to talk about one
7 very long, 7 specific section of it
8 Q. So you sajd that was the first one B (Wright Exhibit 11 for
9 that you know of where there was nciually o 9 identification, document bearing Bales production
10 head-to-head comparison between the controlled 10 pumber 8002017468 throuph 8002017497.)
11 relense form of an opioid and an immediatc 11 A. This appears 1o be some version of
12 relense? 12 the annotated package insert.
13 A, 'The first one where somebady tried 1o 13 Q. Ifyou look at the ftst page where
14 do everything ripht. Identical delivery, the 14 it snys "npplication Ssummary, annotated package
15 uctunl clinical dosoge form ond appraved 15 imsert including putient mstm::unus," do you
16 parenteral dosage form of exnctly the right 16 know if this would be the version — well, this
17 amaunt. Both were given in multiples of the 17 would be the version that gets submitted as part
18 clinical dose, which is relatively uncommon. 18  of the new drug upplication, comect?
19 Dmug abusers usuzlly take meltiple doses, not the 19 A, All of them would be versions, 1
20 opproved dose. All of those thinps were dane aad 20 mean, there were meny versions that were
21 Dr. Bigelow I think was proud of the resulls. 21 submitted a5 part of the new drug application.
Jeie] Q. [Let's look on the next sentence back 22 They'd all look nbout like this.
23 in the product label, drug addiction. Prug 2 Q. Do you remember when the new diug
24  dependence, psychological dependence. Those 24 npplicatien was submitted?
25 terms ure used fairly much interchangeably, 23 A, No.
123 |- ) . . . 126
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2 right? Addiction and psychological dependenca? 2 Q. Daoes December 1994 sound about
3 No. They're nel used interchnpgeably 3 right? ’
4 by oll parties. What I believe was intended bere 4 A.  When it was it approved?
5 was to try to round up those concepts to refect 5 Q. December of 1995. Does that sound
6 the fuct that when you're talking about the 6 rigbt?
7  patients who have that problem, it doesnY matter 7 Then December of 1994 sounds about
8  whether you call them drug addicts ot people with 8- ng.hl
% drug dependence or people with psychologicat drug 9 If you'll look ot the Iast pnge where
10 dependence. You're denling with the same group 0 it hus the date on this Inbel, do you see where
11 of people, 11 jt says December L6th, 19047
12 Q. Gotcha. "For these peaple, drug 12 A, Yes.
13 dependence, psycholopical dependence, is 13 Q. So this would be about #round the
14 chamcterized by a preoccupolion with the 14 time —
15 procurement, hoarding and abuse of drugs for 15 A. This would be about the time of
16 nonmedicinal purposes, Drug depeadence is 16 submission.
17  treatoble, utilizing o moitidisciplinory - 17 Q. Of the submission.
18  approach, but elapse is commen.” You'd apree 18 A.  But just of submission.
19  with that, right? 19 Q. Let's if we could look at — and the
20 A. That's right. 20 purpose of baving an annotated vewsion T guess
21 Q. "Jatrogenic addiction lo opioids 21 i, on the left is the information about the
22 legitimately used in the management of pain is 22 packuge insert as it is and the right would be,
23 very mre. Dug-seeking behavior is very common 23 rouphly sinfed, the reference for that section?
24  inaddicts. Tolemnce and pliysical depemlence in 24 Where you find it, what justification
25  pain patients are not signs of psychological 25  you would find for it, where you would look in
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2 the NDA o discuss if. 2 individuals' opinions or contributions.
3 Q. Can you tum o the page Bates eading 3 Q. And those guidelines indicated
4 487. This is the section that says "drug sbuse 4 intropenic addiction is very rare?
3 ond psychological dependence.” 5 A, Yes.
6 A, Ub-huh, 6 Q. Do you know what those puidelines are
7 Q. Aund undemneath psychological 7 based on?
B dependence, nddiction/drup nbuse it says 8 °° A. Aconsensus development process that
9  "psychelogical dependence (addictio)a lo opioids 9  went — that is described in the document.
10  is characterized by an overwhelming preoccupation 10 Frankly, at the time I must confess o certain
11 with the procurement, hoarding and abuse of these 11  civil service behavior in that T sought out what
12 drugs for ponmedicinal purposes.” To the right 12 the best available government advice was, read it
13 it says MS Contin tablets package insert. 13 ond said this makes sense 1o me,
14 A, Yes. 14 (Wright Exhibit 12 for
15 Q. Sol guess the reference to support 15 identification, Porter and Jick Letter io the
16 would be the already approved MS Contin package 16 Editor.)
17 insert for that description. And that's sort of, 17 A. This is the Parter and Jick letter to
18  Ithink you hnd a similar description of 18 the editor.
19 addiction earlier in terms of the main 19 . And this is I puess doted 1980. Jt's
20 manifestation or symptomatic basis for that 20 kind of bard to see an this particular copy. But
21 diognosis, rigt? 21 have you ever seen this before?
22 A, All of these definitions end up 22 Yes.
23 dancipg around the same concept and trying lo say 23 Q. Have you ever talked to Drs. Parter
24 them in different ways. 24 or Jick nbout this?
25 Q. Next sentence says, "psychological 25 A. No.
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2 dependence is best treated utilizing o 2 Q. Have you ever tnlked lo Drs. Porter
3 multidiscipiinnry approoch but recidivism is 3 und Jick at all?
4 common,” I1think we already tnlked about that. 4 A. No.
5 'The sentence after that suys, E) Q. I'm poing to read throwgh it mther
6 “intregenic addiction is very tare and lolemnce 6 ‘riefly since it's rather short, To the editor.
7 as well 2s phiysical dependence are ool signs of 7 "Recenily, we examined our current files to
B psychological dependence; nor js psychological 8  determine the incidence of narcotic addiction in
9 dependence necessarily accompanied by tolerance 9 39,946 hospitalized medicz] patients who were
10 and physical dependence.” 10 monitored consecutively. Although there were
11 Looking to the right of that 11 11,882 patients who received ot least one
12 sentence, it seems to cite Porler 1980 and 12 narcotic preparatios, there were only four cases
13 Fisbbain 1992. Are yau familiar with those two 13 of ressonably well-documented addiction in
14 references? 14 patients who had no history of addiction. The
15 A. I've looked nt them, | con't quote 15 addiction was considered major in only one
16 them from memory. Porter is Porter and Fick | 16 instance. The drugs implicated were merperidine
17 believe. And Fishbain was a survey on — 17 intwo patients, Percodan in one and
18 Fishbain wns an article on transference in 18  hydromorphone in one, We cenclude that despite
19 prescription of opinids. 19  widespread use of nureotic drugs in hospitals,
20 Q. Do you remember if the Fishbain — it 20  the development of addiction is rare in medieal
21 was a review aticle bagically — 21 pailients with no history of addiction.”
22 A, Ifit'sthe article 1 think it is, it 22 Looking over the text, do you see
23 wns an exposilory article talking about 23 where it says "the addiction was considered major
24  counterimnsference issues znd issues pednining 24  inonly one instanee®?
25 to the use of opioids that cited in the course of 25 Yes.
129 132
1 CURTIS WRIGHT, IV, MD, MPH 1 CURTIS WRIGHT, 1V, Mb, MPH
2 the arpument o number of surveys und studies and 2 Q. Do you kmow what the distinction
3 articles that bad been denlt with in that — thnt 3 would be between a major addiction and o minor
4 ¢eall with relevant issues as they came up. 4 addiction?
5 Naw, if you received something like 5 A. Iwould have to seek more closely fo
6 this from n drug compsny, would you look at those 6 determine whal tle instance — what that
7 references aod make sure that they would actually 7 differeace would be.
8  support what the langunge in the label that wns 8 Q. In your treatment of addicted
9  being preposed? 9 patients, would you refer to some addicts as
10 A, Yesand no, Ifn statement was 1} mnjor addicts and minor addicts?
11 confroversial, was oot consanant with what we 11 A. It depends on what they mean by
12 wlready believed, then those refercaces would be 12 addiction. And that's the problem with articles
13 examined fairly carefully, If the stalement came 13  from this period. If what addiction means was
14 in ond it was the sume kind of statement that you 14 that there was an episode or two of drug-seeking,
15 sow in mulliple applications amnd you were very 15 orsomebody had evidence of tolermnce, or
16 familiar with the Hicrature, then you wouldn't 16 somebady thought there might be an issue of
17 gochasing down those references. 17 addiction, that might very well be clnssified as
18 Q. Would you say youte very familiar 18 minor addiction.
19  with the Porter nnd Jick 1980 letter to the 19 They did the Tramadol study. They
20  edijtor which is referenced heqe? 20 ended up baving to classify whether they thought
21 Na, I'would not say that I'm very 21  this was a clear cut evidence of o major drug
22 familiar anymore with Porter and Jick, What I 22 dependence syndrome ar whether the evidentiaty
23 was familiar with at thot time were the 23 weight was lawer than that.
24 discussions in and areund the HCRP guidelines, 24 The Boston Collaborative Drug Study
25 -which from my perspective frumped any 25 was one of the icons — drup program was ong of
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2 the jcons of the early dnys of 2 multidisciplinary pain management clinics where
3 pharmocoepidemiofogy. In fact, the curent risk 3 there's a higher rate of abuse of their
4 manapement/risk assessment guidelines asks for 4 medications reported, correct?
5 companies fo try to make use of such progrms or 5 MR. STRAUBER: No, that's not what he
6 1o establish such programs whea they're dealing 6 said.
7 with uncommon risks of their drugs. Risks where 7 MR. McNAMARA: Well, he could agree
8 clinjcal trlals nre not an appropriate mechanism 8  with me or not.
9 o find them. 9 Q. Are you famitiar with such studies?
10 Idon't think that Porter and Jick by 10 A, Yes. I'm aware of multiple reports
11 itself could be considered dispositive proof that 1t of such studies nnd they report frequencies that
12 addiction — that introgenic addiction is mze. 12 are much higher than Porter and Jick.
13 Iom more convinced when | look at every 13 . And these would be studjes done by
14 generstion, every decade of physicians looking at 14 such folks as Dr. Charles Chabai?
15  this issue which has been an fssue that's been of 15 A. Yes.
16 concern to American medicine for over n hundred 16 Q. And Dr. Lawrence Robins?
17 years. Bach time physicinns look, what they find 17 A. Yes.
18  is that properly managed patients have relatively 18 Q. And these would be patients wiio nre
19  few problems with dependence. But when they look 19 chronic pain patients presumably going to pain
20 at catchment populations that end up not doing 20 manngement clnics, correct?
21 well and ending up in high end tertiary puin a1 Prevalent coses in pain manapement
22 manngement center or ending up in trouble, that 22 clinies,
23 they find thot those patients have o relatively 23 Q. The personnel at the Boston — well,
24  high inslance of drug dependence. And that's 24 he patients at the Bostor Collaborative Dug
25 whnt you would expect. The prognosis rate of 25 Surveillance Program would have been, sccording
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2 schizophrenin is low but the rtte of 2 tothis, hospitalized patents within those
3 schizaphrenics in mental hospitals is high. 3 hospitals that were examined by that program,
4 Q. Are you inlking about pain clinics ns 4 comect?
5 being okin to places where you'd find most 5 A.  Right,
6 addicts? [iY Q. Presumubly they would be more acute
7 A, No. What I'm suying is that - fo 7  puin patients, correct?
B  try to —this is an jssue that people care 3 Not necessarily. ['ve inoked — for
9 nhout, And they've tried different ways to ook 9 other drugs I've looked ot some of the Porter and
10 atijt, The Boston Collnborative Drug 10 Jick Boston collnbomtive reports. And they
11 Survellance Progmm was the program thot did 11  didnt differentiate for many of their drugs
12 some of the — if I'm eorrect — did some of the 12 between acute and chropic treatment, And this
13 ‘buosic resenrch in negative detailing, ndvepie 13  was o period in history where patients were not
14  events of drags, lerge scale 14 bum mshed out of the hospital very mpidly
15 pharmacoepidemielogic surveillance, risk facters 15 because of cross-contnining concerns. Burmn
16 for medicution. It n presty prestigious 16 patieats could be in the hospital for mounths,
17 program. I'd believe Porler end Jick if they 17 vascular disense patients or severe metabalic
18 told me something. 18 potients can be in the haspital sometimes for
19 So you bave thot data point. You 18 years, That was not common but it was oot rane
20 have the hernin studies from the 1910s, You have 20 during these years and daring my trmining years,
21 the burn center unit studies, you have n serics 21 Q. You'd ugree thot there's nothing in
22 of studies of people trying to wrestle ta the 22 this porticular letter that indicates haw long
23  pround what this is. 23 ooy of these 11,882 patients wers in the
24 And frankly, I took the position that 24 hospital,
25 that was naot $he major problem, that the a5 A.  Absolutely correct.
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2 frequency of ittrogenic dependence, nnd I've 2 Q. In fact, It says who received st
3 olwaoys token this position, that the frequency of 3 least one narcatic preparation, right?
4  introgenic dependence is much lower than the 4 Yes.
5 likelihood thot the practitioner will be faced 5 Q. Infact, there's not much mentioned
6 with someone with an active addiction problem 6 interms of duration of dose, correct?
7 thot they're going to have to manage. 7 A.  That's comrect.
8 Q. It's much lower — you're saying 8 Q. Dose level.
9 you're more likely to find a pain patient who's 9 A.  Nope,
10  nat an addict than is on addict? 10 Q. We know a couple of the drugs
11 A, No. What I'm trying to say is that 11 involved, apparently.
12 when you have an addiction or abuse problem 12 A, Yes.
13 ihot's lumning up in your practice, the rate 13 3. Is there any occesion that any of
14 among individuals who have active addiction or 14  these patients were followed up on nfier they
15 abuse problems is much higher than the mte amoag 15 left the hospital?
16 legitimnle pain patients who are being treated, 16 A. Thisis n letter to the editor, and
17 And thot's in properly trested chronic pain 17 itis what it is. And par of the problem with
18  patienls. 18  research in this ares, nod it is a problem of
19 Q. Right, which has a Iot of 19 research in this nren, is tha! you cant do the
20 quuolifications (o it which we tnjked aboui 20  study thal you'd like lo do. You con't take
21 before. And I'm trying to understand, pain 21 10,000 pain patients, mndomize them to opioid
22 patients esding up, say, in a pain monagement 22  and non-opioid treatment ond follow them fof ten
23 clinic -~ let me back up, 23 years ond 5ee what bappens,
24 ‘You alluded 1o it before, there have 24 In those seltings where it's either
25 been a lot of studies reluted to potients in 25  ethically impossible (o do a study or il's not
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2 clenr where or how you would do it, you iy to 2 right, is there will be a group that might he
3 put together what you think you know from all of 3  more vulnerable to problems because they may have
4 the various bits that you can find. 4 refractory pain syndromes, they may not be able
5 And peaple have tried to do that, 5 to pet the adequate treatment, there muy be o
6 They've done it in a very difficult way, There 6  greater vulnerability than, say, u puin ptient
7 nre investigators who have written reports that 7 who hos not had problems with pnin management,
B if the patient ever asked for more medicine than B comect?
9  Ithought they should have, that's drup-seeking 9 MR. STRAUBER: [ object 1o the form
10  and they're an addict. And that's true, there 10 of the question. I don't believe that's what he
11 are literally studies of this genre where the two 11  did say.
12 practitioners sat down and said how much do you 12 MR. McNAMARA: Then he can correct
13  think you ouglit to have, and he took maore than 13 me.
14 thatso 1 think that ws addiction. 14 MR. STRAUBER: Sure.
15 Q. Well, you mentioned some of the 15 A. What I was trying to suy was where
16 problems with it. Then what ae the relinble N 16 you look in the healthcare system can lead you to
17 dain set that practitioners or even someone af 17 different beliefs about what the actual mte of
18  the FDA who's looking at a drug lsbel ean draw 18 anevent is. Where you look, where you're
19 upon to reach a conclusion about whether or not f 19 sitting, what you're doing will lead you to
20 iatrogenic addiction js very rare? 20 different conclusions because at different places
21 As with most safety jssues, there's i1 - 21 things are more or less common,
22 not a relfable data set. There's what you have. ' 22 There's very litile disagreement that
23 In this particular case what practitioners have & 23 | know of nmong those who treat both addiction
24 was proups like QDP4 and the pain 5ociety saying y 24 and pain, that individuals who have eddiction and
25  we've gone through these, we've lonked at ol of o 25 pain are difficult patients to treat and have o
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2 them, we've arpued for weeks or months, and 2 poorer prognasis than people who don't have
3 here's the guidance that we can give you. 3 nddiction and pain. That's so stroagly believed
4 I think that they're right because 4 that it comes o you from your state board of
5 there ore a lot of differeat kinds of data that 5 quality assumnce saying these are things you
6 point in exactly the seme direction, 6 need to think aboul when treating addiction and
7 MR. STRAUBER: When you resch an 7 pain. Psychiatric disorders in people with
8 npproprinte point, con we take nn afiernoon 8 nddiction arce tough to treat. They're not
9  break? 9 untrentnble, but theyTe tough to trent.
10 MR. McNAMARA: Sure. 10 Soif you ask what happens to
11 Q. ‘The duts set as relsted to chronic 11 somebody who's tough o irenl, they end up in, if
12 pain patient, though, does appear to point in n 12 the system is working properky, in treatment
13  diiferent direction, comect? 13 facilities whose bread and butter is treatinyr the
14 A, No. 14  patients that are tough to treat.
15 Q. You wouldn't say that the studies 15 So when we talked enrlier todny ebout
16 involving — that Dr. Chabal and Dr. Robins did, 16 the guidelines and guidelines for trentment and
17 those don't definitively say — 17 what you're supposed to do, one of the things
18 A. No. Because there’s a scientific 18  that was in those guidelines was treat them, see
19 problem with — this issue ends up heing ane that 19  what happens, and if you end up lrennng them and
20 you have to wrestle with, and it has to do — oad 20 iteither isn't going well or you're trenting
21 it's a — 1 can't remember the technical term for 21 them for a long period of time, seek perjodic
22 jt fram my training, but it has te do with things 22 consultafion, expert consultation to make sure
23 like the prognosis of schizophrenin. 23  thot you're dumg the right thing.
24 This is an issue where this came up. 24 From my perspective, I claim no — [
25 If you look at the prognosis for bead injury 25 don't claim kaowledge that isn't out there. And
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2 patients, the progaosis for schizophrenia is 2 there's a lot that's got known about addiction,
3 nctually pretty pood. Most people with 3 pain and treating pain in patiests with
4  schizophrenia that get trestment, they do pretty 4 addiction. And its stilla !lvely dehate about
5 well. Buf when you go to & hospital area and you 5 what the real rate of introgenie dependence is as
G say okny, what's filling most of your beds and 6 it is dependent upon what — because no one's yet
7 what will fill most of your beds are individunls 7 successfully studied jt in the way that you could
8  with very severe, very difficult to treat 8  study the cross-sectional rate of dinbetes.
9  schizophrenia. Whal you're really talking about 9 But I think you can — I think one
10 js the process by which individuals move throngh 10  canrench the conclusion fram & study of other
11 the healtheare system and where they tend 1o end 11 prevalent sampling that if you go — if o group's
12 wp. 12 hard to treat and you go to the place where the
13 You nlso end up kaving to talk about 13 people who are hard to treat po, you're going to
14 the quality of care. And the reason for this is 14 find o Iod of them. If a group's ensy to treat,
15 thot when you end up talking about what's going 15 they're poing to get trented, pet well and
16 1o happen to you if you have chronic pain and 16 they're going ta go on nbout their business.
17 yow're trented by o Catherine Foley or Russ 17 MR. McNAMARA: Why don't we take a
18 Pertnoy or ope of the major pain centers, your 18  bresk
19 risks are probubly poing to be Jower than if 19 (Recess taken.)
20 you're managed single-handedly by a very stressed 20 BY MR. McNAMARA:
21 purse proctitioner in rural fown. 21 Q. Doctar, right before you break you
22 Q. ‘Thal's very inlercsting, IfI 22 mentioned AHCFR puidelines which discussed
23 undezrstand whit you're saying then, there should 23 jatrogenic addiction, correct?
24  be some — let me try 1o rephrase this. 24 A, Yes, sir,
25 The distinction, if 1 undetstand you 25 Q. Do you remember the dale op those
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2 guidelines? 2 Q. The registry study that was done with
3 A, No, I'd hove o look it up. 3 regards to OxyContin was an open label — it was
4 Q. What does AHCPR sland for apain? 4 related to an open labe! protocol, correct?
5 A.  Healtheare Policy and Research. 5 A, Long term follow-up protocol.
6 American -- | don't know the next noun, it is the & Q. And you've seen that?
7 body of the United States Government at that time 7 A. ['ve seen reporis from it.
8  that wrote guidelines on pain management, that 8 Q. Have you seen a final report from
9 wrote guidelines on many things nssociated with g9 i?
10 healtheare. They were fairly conservative 10 A. [think so.
11 consensus guidelines. 11 Q. Do you remember when that was?
12 3. Yoo mentioned about Porter and Jick 12 A.  No. It was within the Ins! year.
13 in the Boston Collaborative Project. [ think you 13 Q. I just wanted to show you if I could
14  sajd something nlong the lines if Porter and Jick 14  this exhibit.
15  told me something, I'd listen lo it. Is that 15 {Wriglit Exhibit 13 for
16  what you said? 16 identiftcation, Fishbain Review Article.)
17 A.  If the reports from 1 public health 17 A. Tiis is the Fishbain review on drug
18 perspective — yes, [ said that, 18  ohuse, dependence and addiction in chronic pain
19 Would you agree with Dr. Jick that 19 patients.
20  his review that's part of that letter to the 20 Q. Ibelieve it's dated 1992,
21 editor does not contain information regarding 21 rmative.
22 whether people taking OxyCantin ore at risk of 22 Q. Looking at the — within the abstract
23 pddiction? 23 do you see the reference where it says "within
24 A, lapree. Itcouldn't. Tt wasn't 24 these seven studies"?
25 availnble, 25 A, Yes.
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2 Q. How about MS Contin? 2 Q. And it says, "T'he prevalence
3 A.  I'm not even sure given that period 3 percentages for the dingnoses of drug nbuse, drug
4 oftime that MS Costin had achieved a large 4 dependence and drug addiction were in the range
3 enough market share, 5 of 3.2 percent to 18.9 percent,” correct?
6 Q. You mentioned that there's stitl n 6 A Yes.
7 live and real debate over the issue of introgenic 7 Q. And then it states "it is concluded
B addiction to opioids, B that these diapnases accur in a significant
9 A, About the exnct number, yes. 9 pernenluge of chrogic pain patients,” correct?
10 Q. 5o it’s not been conclusively shown 10 Yes.
11 that less thon 1 percent of pain patients tuking 11 MR. STRAUBER: Could you rend the
12  their opinid medications get addicted? 12 pext sentence for completensss?
13 MR, STRAUBER: That's not what he 13 Q. "However, there is little evidence in
14 said. 14 these studies that addictive behaviors are common
15 MR. McNAMARA: I'm usking him fhe 15  within the drug pain population,” correct?
16 question. 14 A, Thats carrect, There's a problem,
17 A. Tdon' think [ can answer that. 17 though.
18 Part of my issue with this question is I am 18 Q. You could talk to Mr, Strauber about
19  knowledgenble about pain monngement. But there 19 that if you'd like to discuss it at the end of
20 are peaple who are far more knowledgenble than me 20 your deposition,
21 nbout pnin management. My issue is I have been Al A, Allright.
23 much more slanted toward monaging addiction. 22 Q. You mentioned Br. I‘oley und
23 Q. 'Well, you are also appareatly very 23 Dr. Poertnoy as two of the - would you cail them
24 familinr with the studies hat have been — the 24 presminent pain maragement specialists in the
25  studies out there with regards to addiction 25 country?
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2 amoogst pain patienis, correct? 2 A, Well-recogmized experts in pain
3 I'm familiar with them. I'm not —1 3 manapement,
4 would not want to claim to be an expert in them. 4 Q. Do you knpw that Dr. Portnoy as part
L Q. Do you know of any single study that 5 ofhis guidelines for the long-teom oploid
6 shows that chronic — amongst chronic pein § therapy for patients suggested a relative
7 patienis there's o fess than 1 percent chance of 7 contmindication for patients with substance
& them beceming addicted to their opinid 8  ubuse history? Are you nware of that?
9  medications? 9 A, I'maware of thot, T don't ngree,
10 A.  Probably one, 10 Q. Can you look baek ut I guess what was
11 Q. Which one would that be? 11 the dmaft Jubel. Which date?
12 A.  The registry study that was done by 12 MR. STRAUBER: Is that Exhibit 11?7
13 Purdue Pharma on OxyContin. 13 MR. McNAMARA: | assume so, yes,
14 Q. ‘What registry study is that? 14 A.  found Exhibit 11. Is that the one
15 A. Innnd around — it is common for 15 you mesn?
16 companies to be asked 10 conduct Phaose 4 studies 16 Q. Yes,sir. Page 488, do you see the
17 of - 17 section where il says "nbuse potentiol in human
18 Q. T'm sorry, Doctor, I'm gulng lo 18 trials"?
19 inlerrupt you if Tmay. My question was what 19 A. Yes. Yes, 1do.
20 study was it. I om aware that there wos a study 20 Q. Tisays here, "In ex-pddict prisoner
21 that —a registry study. I'm just asking is 21 volunleers, parenteral oxycodane was considered
22 there any published studies. And you indicated 22  io have eompnrable nbuse linbility lo purenteral
23  this repistry study. Is it a pubkished study? 23 mosphine in doses thal are equinnalgesic to those
24 A, Idon't kmow. Ithought you asked me 24 studied in patients with puin. Whether or not
25  what studies I knew of. I'm sorry. 15 the controlfed selease oral dosage form would
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2 have the same pbuse liability bas oot been 2 Q. 'This appears to be part of the
3 studied.” 3 clinical data section, correct?
4 Do you remember seeing this 4 ntive.
5 lengunge? 5 Q. And that means the data as 4o human
6 A, No. But [ accept that I did. 6 subjects, right?
7 Q. This seslence here about whether ar 7 The data initially filed.
8 not the controlied relense orol dosage form would 8 Q. And looking ot page ending Bates 124,
9 have the same nbuse linbility has oot been 9  in the first paragraph underneath overdose and
10 studied, do you know if thot was carried over 10 drug abuse potentizl, do you see -- well, why
11 into the final printed labeling? 11 don't1just read through it, "Qxycodone
12 A. Ibelieve it was not. 12 products, both single entity and combination
13 Q. Do you know why it was tnken owi? 13 products, are scheduled under the Controlled
14 A. ldosoiknow, Icon conjecture. [ 14 Substances Act." And there's the cite. "All
15 cnn oply conjecture. Do you wish me to? 15 oxycodone products are listed ns Schedule 11
16 . Yes. : 16 Oxycodone cantrolled relense tnblets should also
17 A, In general, whether or not 3 has been 17 ot present be placed in Schedule 1. Both
18  studied is not very hefpful language In the 18  preclinical," and cites Deneau 1957, "and biuman
1% package inserl. And there's un inherent bins 19  studies," cites Martin 1966, "suggest that
20 agninst that. Some physicians read thot s it's . 20 oxycodone is roughly equivalent to morphine as an
21  true but they just havent praved it. Some 21 abusable substance," Anc there's a reference o
22 physicians read it as it's false and thiey didn't 22 nnother part of the NDA, comect?
23  want to study it. And it's not langadge that's 23 A ative.
24 considered very helpful. 24 Q. "No specific studies of this
25 Q. Well, apparently the langunge that 25 controlled release formulation kave yet been
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2 was put in to the Iabel instend was that "delayed 2 conducted to nseertnin if it has a lower nbuse
3 ubsorption as provided by OxyCoatin tablets is 3 potential.”
4 believed to reduce the sbuse linkility of o 4 Correct.
5 dmg," comect? 3 Q. Soapparently when they submitted
[ A. That was certninly -- that was — 6 their clinical data section their NDA in December
7  yes, that weat into the package insert. 7 of "4, there had been no specific studies of the
[:] Q. Sothat would seem to sugpest that 8 controlled release formalation s lo whether jt
9 it's been studied apd it's genemlly nccepted, if 9 has a Jower abuse potentinl.
10 nol proved, for this particular drug, correct? 10 A. Correct.
11 No. Believed means jusi that. It's 1 Q. Have you nlso had a chance to Jook ot
12 ‘believed. Might be o consensus belief, it might 12 the references to this paticular section?
13 be an exper epinioa, It's more than conjecture, 13 A. Yes:
14 but jf there is evidence, you usually mnke some 14 Q. Do you see references lo any of the
15 statement that there is evidence. 15 studies you referred to regarding benzodiazepine
16 Q. Do you know how the seatence "delayed 16 drugs, nicatine drugs or anything !ike that?
17 absorption ns provided by OxyContin tablets is 17 A. No,
18  believed to reduce the abuse liability of a drug” 18 Q. Did you see any references to what
19  gotigto the OxyContin Inbel? 15  you calied soft science or surveys with regards
20 A, Yes. As g comsequence of back and 20 1o nbuse potential?
21 forth ilerstions of labeling between Purdoe and 21 A. No, There's a problem though.
22 the Food and Drug Administration. e} Q. Agmin, you can explnin it o your
23 Q. Do you Enow if Purdue asked to hove 23 nttorney nad talk about it at the end,
24 that senlence put into the label? 24 You mentioned you may have been the
25 A, Ttruly do not. 25 person, for jack of a better term, the progenilor
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2 Q. Do you know if you suggested it for 2 of the "delayed absorption as provided by
3  them? 3 OxyContin tablets is believed to reduce the abuse
4 A. [ cerainly could have. Idont 4 linbility of o drug," comrect? - .
5 Lkmow. 5 A, It's certninly possible. Idont
[} Q. Do you recall if in ils NDA Purdue 6 know whether I— I don't know,
7  submitied any medical or scientific support for o 7 Q. So the label they submitted said we
B claim that deluyed absarption as provided by 8 * hnven't studied whether or not the oral dosage
9 OxyContin tablets is believed to teduce 9 form — controlled release aml dosage form might
10 oxycodane’s abuse potentinl? 10 have n different abuse linbility, correct?
i1 A. Could you repeat the question, 11 A, Correct,
12 plesse, 12 Q. And the lubel thud came out snid
13 Q. Sure. Do you recall if in ils new 13 delayed absorption is believed to reduce the
14 drug npplication Purdue submitted uny medical or 14 abuse linbility of o drug.
15 scientific support for o claim that detayed 15 A. Cormect,
16 absorption as provided by OxyCaontin tablets is 16 Q. Are you aware of ony studies Purdue
17 believed to reduce oxycodone's nbuse potential? 17  did between December of 1994 and npproval of the
18 A. Idon't know anymore, I truly 1B  [ubel in December of 1995 that showed that
19  dont. 1%  OxyCostin itself or — let me withdaw ond try
20 (Wright Exhibit 14 for 20  that ngain,
21 identification, document bearing Bates praduction 21 Do you recall any studies that Purdue
22 number 8{4(H 039123 throuph 8001039135.) 22 submitted to the FDA between December '94 and
23 A. 'This appears to be a section of the 23 December '85 1o support a claim that controlted
24 originnl new drug application inftinlly submitted 24 relense opioids hod n lower sbuse potentinl than
25 for OxyContin. 25  other opinids?
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2 A, No,Idonot. 2 A. Idon't know. Ido not remember
3 Q. Are you aware of ony studies that 3 being so contzcied.
4 Purdue conducted between December of '94 and 4 Q. You mentioned it's a very weak
5 December of '95 as 1o whether OxyContin would 5 stalement about a class of drugs — I'il move
6 have a lower abuse patentinl thon immedinte 6 on
7 relense opioids? And no one at FDA conducted 7 Boes OxyContin have delnyed mu-opioid
8 such studies, correct, as to OxyContin? 8 activity?
9 A, Noaone at FDA conducted studies with 2 -A. Tdon't understand the question.
10 respect to OxyContin, that is correct. Ido not 10 What do you mean "delayed mu-opioid activity"?
11 believe Purdue conducted any clinical studies, 11 Why don't | show you something amnd
12 new clinical studies during the review period 12 maybe you'll understand, 1'd show you Exhibit 22
13 that would answer that question. 13 but we're only poing to talk sbaut a very small
14 What | do not kmow is what summaries 14 portion of this.
15 of the liternture, supplements to the NDA or 15 MR. STRAUBER: Did you say 22?
16 references discossed with Purdue dering that time 16 Q. I'msorry. Exhibit 15.
17 would have been brought forward in support of 17 (Wright Exhibit 15 for
18  that lanpuage. 18 jdentification, document bearing Bates production
19 Q. Are you aware of any liternture thnt 19 number 8003007024 through 80030{7048.)
20 cccurred between December of '94 and December of 20 Q. IEI could fust direet your uttention
21 '95 on that specific issue about lower nbuse 21 to the first pape and then to page ending 7041,
22 potentinl? 1 puess any new information. 22 This npparently is o revised version of the draft
23 A, T'm st a disndvaniage here becivse 23 insert we were just looking at.
24 when these drugs come in, it's relatively commaon 24 A. It looks like one of the versions
25  for the review staff to look at the adverse event 25 that went back and forth,
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2  experience for other drugs of the class. I'm 2 Q. Andit's dated — this particular
3 aware of the fact thnt there were other 3 version, accarding to the cover letisr, is — the
4 controlled release opioids that iad come roHling 4 cover letter is dated August 16th, 1995,
5 inin and around that perod. 5 comect?
fi And I ienestly can't sy exactly what [ A, Yes,
7 we knew and what we didn't know during that 7 Q. And it’s from Purdue to Dr, Bedford.
B period other than there was a general apreement 8 A, Yes.
9 thot controlled relense drugs {hal slowed 9 Q. And in the second paregraph of the
10 absomption were very likely to have Jess 10 cover letter it says, "Atinched please find a
11 intrinsic risk to the patients. 11 revised packnge insen which contains our
12 Q. Why was that importast to tell 12 suppestions for revision, This PI also reviews
13 doctors? 13 the initini reviewer commenis.”
14 A. Because we believed that it wos 14 ‘Who was the initinl reviewer? Would
15 importunt to tel] doctors something, If you look 15 that be you and the rest of your team or would
16 through the analgesic Iabels, there was no 16  thal just be you?
17 puidance, There was no — it was replete with 17 A. At this peint in time I don know,
18 not studied, never considered, didn't think about 1B There were three other physicians involved in the
19 jt or it was completely missing, 19 primary review af OxyContin. And I don't know
20 One of the ways to begin to get the 20 from this document whether "nitinl" means me or
21 pharmacestical industry to nddress an issue is to 21 it means one of the three other people that were
23  start snying you have to talk about it in 22 looking at that.
23 labeling. And I think earlier in the day we 23 Q. Which would have been Mike Kiein?
24 discussed a variety of communications where [ iad 24 'Who was the third?
25 taken the position during the review process that 23 A. There wos Mike Klein, there was
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2 this company should begin to think about this 2 Belindn Hayes, there was - I'm blocking on his
3 kind of issuc and begin to think about the 3 oome. Jack Longmeyer and Doug Kramer,
4 methodelogy that they would use for nddressing 4 Q. Is thnt the same Doug Kramer you work
5 this kind of issue. It wos one of the reasaas 5 with now?
6 that they were asked to do the registry study. [ A. Yes.
7 Q. The Inbel daesnt say weTl look into 7 Q. He was also port of the tenm that
8 it further to do clinical studies, does it? 8 looked nt the OxyContin Jabel?
9 A. The Inbel makes an extremely weak g A. No, Ithink he just looked ot one of
10 statement about o closs of drugs. That was 10 the medical reviews for ane of the studies.
11 believed to be true and by me s still believed 11 Q. Looking at the sectfon on 7041, drug
12 1o be true, 12 abusz and drug dependence, there's an undetlined
13 Q. But hos still not been tested with 13 stntement that says, "Delayed mu-apioid activity
14 regards to OxyContin and oxycodone in immedinte 14 as provided by OxyConlin tablets is believed {0
15 selense form. 15  reduce the abuse Hubility of a drug.”
16 A. No, Ifit had been, it would have 16 Do you know who jnsered that
17 said OxyContin, nol drupgs - cantrolled release 17 seatence in there, if that wos FDA or Purdus?
18 drugs like OxyContin are believed. It would be 18 A, lhave no idea. It's nat a very goad
19 OxyContin has been shown, It's n different 19 sentence. From the document I just simply can't
20 staicment. 20 tell whether that underlined version is what the
21 Q. Were you ever confacted by sponsars 21 primary reviewer shoved in or whether it was
22 of nllier controlled release opioids nfter the 22 Purdue's, Ijustdont know.
23 OxyContin label to ask whether or not they could 23 Q. Understood.
24 include language about delayed absarption 24 (Wright Exhibit 16 for
25 reducing the abuse liability of their product? 25  identification, decument benring Bates production
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2 nember 8003007060 and B003007076.) 2 A, [t's slways imporiant to be
3 A, This looks like this is two versions 3 accurate. Only God is perfect.
4 later, 4 Q. Ripht. It was something that you
5 Q. This is correspondence on August 31st 5  would do in the ordinary course of bustness as a
6 of 19957 6 medical officer at the FDA?
7 A, Yes, 7 . Yes.
8 Q. Between Purdue and Dr. Bedford about 8 - Q. And it would be part of the ordinary
9 another revision to the Inbel? 9 course of your business, 15 you said, to do such
10 Yes, 10 reviews when you'd get new clinical data,
11 Q. Aad you said it's two versions 11 correct?
12 jater. This says version 011, and [ think the 12 A, Yes,
13 August 16 letter said 006, 13 Q. Looking at this Exhibit 17, uside
14 A. That's not two versions later. 14 from the cover page, do you recopnize Exhibil
15 That's five versions [ater. 15 17
16 Q. Looking at page ending 7076, again, 16 A. N certainly looks like my originnl
17 it's the drug abuse and dependence section. And 17 medical officer review for the integratecd summary
18 it looks like there's an alteration 1o the 18  of safety.
19 sentence we just read. "Delayed absorption,” and 19 Q. Inteprated summunry of safety would
20 erossed out is mu-opioid activity, "ss provided 20 mean you'd take all the clinical data as to
21 by OxyContin tablets is believed 1o reduce the 21 safety information and basicatly summarize it?
22 abuse linbility of a drug.” 22 No,
23 A, [Iseethat. 23 Q. What does it mean?
24 Q. Apparently that's the time when that 24 A.  The integrated summary of safety is a
25 pot changed? 23 specific document or jacket produced by the
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2 A, Ithink s0. Again, I don't know 2 pharmaceutica! firm and submitted as part of
3 whether that was the kinaticist or the 3 their AND application. This would be n review of
4 pharmacolopist or who it was, 4 what Purdue submitted in terms of their
5 Delayed mu-opioid nctivity is o 5 inteprated summary of safety.
6 phrse I've never heard. 1 mean, it's not how 6 Q. Understood. Looking nt the first
7 these things are normally snid. And that might 7 page, the sentence thal stars "controfled
8 bave been the kineticist, Or it might have been 8 studies of the CR form." Do you see where Jam
9 ihe company. I just dont kuow, 9 onthe first pamgraph undernenth summary?
10 Da you have any specific recollection 10 A, "Controlled studies of the CR form
11 of anyose at Purdue asking if they can include 11 apoinst immediate relense of oxycodone suggest
12 the phmse "delnyed absorption as provided by 12 slightly lower peak 1o trough.*
13 OxyConptin tablels is believed 1o reduce the abuse 13 Q. "Used os directed in an adverse event
14  linbility of a drug"? 14 profile ns good as currently available in QID
15 Idan't know. We po baek and 15 formultions." Do you recall that being
16 forth — this is like the eleventh version of the 16 occumte?
17 Inbel. And ench time the company would say we're 17 A. No. IfThnd it to write over again,
18  not comfortuble snying that, we're not sure we 18 Twould probably say an adverse event profile ns
19 have the justification for it. 189  good as the immediate release formulation studied
20 I'never got the feeling that they 20 inthe clinical trial.
21 were dredging for claims. I mean, you sometimes 21 Q. Okay. Looking down fo the sentence
22 et thot feeling when they're negotioting — when 22 under buckground where it says "because of the
23 the company's negalinting. You get the feeling 23 differences.” It's the short paragraph right
24 they're trying to dredge. Bui I just dont 24 nbove "deaths."
25 lkmow. Somewhere around version 15 I Jost count, 25 A, The sentence reads "because of the
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2 {Wright Exhibit 17 for 2 differences in profile, it would be theoretically
3 identification, Medicnl Officer Revicw.) 3 possible for the CR drug to have a safety profile
4 Do you recall doing n medical officer 4 that is betler, worse or similar to the IR
5 review for OxyConlin? 5 form."
6 A.  Tthink I did a aumber of them. 6 Q. What did you mean by that?
7 Yes. 7 A, That in discussions within the
8 Q. What is a medical officer review? 8 agency, no conclusion had been reached in general
9 A, What was your question? 9 usa principle whether the safety profile, and by
10 Q. What is n medical officer review? 10 thot I mean the emetgence of any adverse event
11 Whal js jt? 11 assacinted with the drug, would by definition be
12 A. It can mean slightly different 12 better, worse or obout the same. And there had
13 1things. Bvery document that comes inio the 13 been estepsive discussion nbout that,
14 ngency that contains new clinical information or 14 Q. And by saying it could be better,
15 purparied conclusions from clinical information 15 worse ~ you basically are agnostic. It's not,
16 mneeds to be examined— I won't sny need 1o, but 16 right?
17 is usunlly examined by o medical officer who 17 A. Right.
18  exomines it to see if what the company hos 18 Q. lLooking on page 2, if I could direct
19 submitted is likely to be trize, what the guality 19 you to the portion that snys "withdrawal
20 of the datn is, what conclusions can be drawn 20 symploms," it notes "symptoms of withdmwal were
21 from it. And this review, once sipned ond final, 21 observed in seven patients in five clinical
22 becomes part of the administrative effort for the 22 studies," And nfier discussing some of those
23 doug. 23 issues, ot the end, the last senlence soys, "The
24 Q. Soit's n mther important document 24 label should contain the usual physical
25 to be pccurate on bock when you were at the FDA? 25 dependence langunge."
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2 A, Yes. 2 Aund then there's a phase of secondary or chronic

3 Q. Do you know if the OxyContin label 3 absence may lnst from two to six months.

4 contained the usual physical dependence 4 Q. 5 hat what you meant by the usual

5 language? 5  physical dependerce languape under the coacept of

6 A. At this point in time I don't kmow 6 withdmwnl symptoms in your medical officer

7 what I meant by the "usual physical dependence 7 review?

8 [Innpuage." What I would say today is the 8 A. No.

9  OxyContin Inbel should contain physical 9 Q. Faireoough. Looking at your medical
10 dependence inngunge that warns abaut the 10  officer review, nt page 3 undernenth patients, do
11  possibility of withdrawnl and suggestions an how 11 you see where it says Inst paragraph, towards the
12  to prevent it ond manage it. 12 bottom, "the patients enrolled into contralled
13 Q. Are you aware of any differences 13 studies moged widely in length of exposure from
14 between the portion of the OxyContin Iabel that 14 one day to 22 weeks and in mean total daily dose
15 discusses withdrawal symptoms and the MS Cantin 15  from 10 milligrams to 720 milligrmms of CR
16  label that discusses withdrawal symptoms? 16 oxycodene." It says "dusation ranped from o few
17 A. [haven't compared the two. 17 dnys to 32 weeks controlled and open label
18 Q. You have the OxyContin Inbel knndy I 18 studies with a modal exposure of five to seven
19  believe. So let me get you the MS Contin Inbel. 19  dnys."

20 If you could look at the March of 2000 exhibit, 20 ‘What does that mean, "modal exposure
21 please. 21  of five o seven days"?
22 MR. STRAUBER: Number 10 22 A. That the most frequent exposure was
23 (Wright Exhibit 18 for 23 five to seven days. As ] remember this duta set,
24 identification, MS Contin Praduct Lobel.) 24  there was n significant frequency of - there was
25 Q. I'm going to focus your attention to 25 ahigh frequency of two-week crossover studies
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2 papge —they're numbered. The pages nren't 2 and single dose annlgesin studies which wauld

3 npumbered. The lines are numbered on mine. The 3 tend to lower both the modal frequency and the

4 OxyContin one has a section marked tolernnce and 4 averape frequency.

5 dependence located on puge ending 323, And the 5 Do you know how many patients used —

6 MS Contin one —~ 6 there's some refercace to 22 weeks and 32 weeks,

7 A. There dont nppear to be page numbers 7 el cetera, Do you know how many patients used

8 onthe MS Contin one. 8 OxyContin for more than a month —

9 Q. No, there are nat, If [ con direct 9 A. It would be very few,

10 youto— 10 Q. Daes it sound right that about 11

11 A.  There's a section called drug .11 potients used between 13 and 22 weeks?

12  dependence in the MS Contin lnbel, 12 A. Probably right. I don' know.

13 Q. Righ, starting at 440, and the 13 That's an the order of magnitade.

14  section I want to point you 1o -- 14 Q. Would you suy nbaut 434 out of 445

15 A, 15 were under 29 dnys?

16 Q. Line 440. If I could start with the 16 A. That's certainly possible.

17 OxyCantin Inbel, nnd starting in the middle 17 Q. Looking ahend in your MOR, you're

18 column nfter the statement overdosage, it says 18  talking nbout I guess starting on page 4, second

19 "if OxyContin s abruptly discantinued,” Do you 19 parngraph — second section, adverse eveats in

20 see that? Inthe middle column down towards the 20 clinical settings.

21. bottom. 21 ‘Was there o claim at same paint by

2 A, Yes, 22 the company that they sought a superionty —

23 Q. Do you see where it says "if 23 well, let me rephrase thal,

24 OxyContin is nbruptly discontinued in o 24 Did Purdue seek a superiority clanim

25 physically dependent patient, an nbstinence 25 interms of ndverse event profiles for OxyContin
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2 syndrome mny occur, This is chamacterized by 2 a5 compared to immediate release opiaids?

3 some or ol o the following,” And it lists o 3 At various times during the

4 seriey of symploms including restlessness, 4 development of the drug they talked sbout that as

5 Iacrimation, thinorrhen, yawning, perspimtion, 5 ahope, Inanumber of versions of the packnge

6  chills, myolgin and mydriasis. 6 insert — this T actually do remember. Ina

7 Yes. 7 number of versions of the package insed, the

a Q. Other symptoms also may develop, 8 tables, the summary tables, if they were jooked

9 jocluding imtability, anxiety, backache, joint 9 ot would pive an impression of o better safety
10  pain, weakness, abdominal cramps, insomnin, 10 profile for CR versus IR.

11 nwusen, anorexin, vomiting, diarrhen or incrensed 11 Because of some unbalanced

12 blood pressure, respimtary rate or heart rate. 12 mndowmizatiot and $he distribution of the

13 A, Yes. 13 patients across the different studies, 1 feit

14 Q. Can Idirect you to the MS Contin 14 that a claim of supererity was not justified,

15 Inhel staing ot lise 454. Do you see where it 15  and I believe 1 expressed thot to Purdue and 1
16 smys "if MS Confin is abruptly discontinued"? 16 think I did my best to see that my suggestions
17 A.  Yes. Restlessness, fncrimation, 17 pertaining to any such cloims were incorporaled
18 rhinorrhen, yawning, perspisation, pooseflesh, 18 into the finnl version of the iabel.

19 restless sleep, ond mydriasis during the first 24 19 And we looked at the label. Do you
20 hours. These symptoms often increase im severity 20 recal] seeing anythiog in the label about a cloim
21 and aver the next 72 ours may be nccompnnied by 21 of superjority in terms of adverse evenis?

22 alowg list of things, Swenting, dinrrhea, 21 A, 'The only possible such claim is that
23  ketosis, disturbnnees in ncid-base bajunce, 23 very cluss speciﬁc Ianpuage with respect to

24  cardiovascular collapse. Withaut trestment most 24 abuse linbility. For the adverse events I think
25 observable symptoms disnppear in 5 to 7 doys. 25 Itried very hard not — 1o see that no such
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2 language crept in, 2 . Do you recall finding that OxyContin
3 Q. Purdue claimed, nevertheless, that 3 had provided equianalgesic effect dosed BID
4 OxyContin had a batter adverse event profile than 4  against immedinte refease oxycodone compounds
5 immedinte relense opinids despite it not being in 5 dosed QID?
6 the label. Would that be a problem from a [ A. By the standnrds of today, no. By
7 regulntery standpoint? 7 the standards of an IR switch in 1992, probubly.
8 A. Munking claims that are ot in the B Q. Thisis'95.
9 Iabel Is a regulatory problem. How severe n 9 A, '02,'95, whenever the right number
10  problem and bow it shonld be nddressed and 10 was, As [ said before, we weren't sure what the
11 comected is something that DDMAC would do, | 11 right level -~ where to set the ripht level of
12 eouldn't advise. 12 efficacy for drug substances that we knew worked,
13 Q. OxyContin - for the efficacy 13 that were old drugs that had known risk profiles
14 studies, OxyContin was compared twice -- Q12H 14 pretty much, that were brought forward in CR
15 versus immediate release drugs Q6H, carrect? 15 dosnge forms, usuzlly as 505 B2 implications.
16 A, Yes, sir. 16 So there was a ot of confusion at
17 Q. 5o BID versus QID, correct? o 17 that time as to how much was enough.
18 A. Yes. 18 Q. Well, looking at todny's standurds,
19 Q. And it says IR oxycodone. Do you . 19  if you find OxyContin worked as well ot relieving
20 kmow what product was used for the IR oxycodone? 20 pnin dosed twice a day a5 compared {0 a doug
21 A. My understanding was that that was a Y 21 which is clinically used Q4H but in the studies
23 Purdue immediate relense product. o 22 was dosed QGH, hoven't you found OxyContin does
23 Q. Do you know if some of the studies 7 23 not work as well as immediate release opioids
24 actually used were oxycodone? ! 24  when they are dosed in the nornial clinical form?
25 A, They certninly could have. [ don't £ 25 A. Depends on the totn] daily dose.
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2 know. 2 Because there's two questions you're wrestling
3 Q, The Purdue immediate relense product 3 with. One is when do you dose it, and the other
4 that was used, do you know if it hnd been 4 is how much of it do you dose in 0 24-hour
3 marketed? 5 perod. .
6 A, At this paint in time I don't know, 6 If you had found for the immedinte
7 Q. Po you know if that was nn 7 release oxycadone that there was — that the
8 approprintely indicated QGH product or an 8 patients were crashing from an annlgesic
9 approprintely indicated Q4H product for pain 9 perspective in the troughs, or if you found
10 relief? 10 pharmacokinetically that the troughs were much
11 A, Most of the IR oxycodone products 11 deeper, then you'd worry about that, We did
12 ibat are combo products are indicated Q4 ta & 12 womy about that for n number of producis.
13 hours, They all have the same sort of Iabel. 13 Padticulurly difficult for some of the
14  One to two inblets Q4 1o 6 hours FRN poin, 14  antihistamines,
15 That's the standard on ke label, varying 15 Q. Laooking ot the Iast page of your
16 somewhat with some products, 16 medical officer review, page 9, you give your
17 Immediate release oxycodone is o 17 summary and conclusions. I'm somry, I have o
" 18  fupny drug becanse it is avaoilable from o number 1B back you up one page to page 8. Do you see where
19 of manufacturers, or at least was at that time 19 it says "dropouts™? )
20 from a sumber of manufacturers wio never 20 Yes,
21 submitted an NDA at all. 21 Q. "Teinl of 157 patients, 32 perceat
2 Ican't comment on the FDA position 22 discontinued from the completed clinica] trinks
23 on that, although in penernl there was a general 23 out of the 1otal of 491 potients. This 491 total
24 sentiment that products that were not on the 34 represents the 445 individual potients exposed to
25 market s that product made by that mansfacturer 25 CR oxycadone initinlly as well ns 46 patients who
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2 needed a new drug application. But there was 2 were exposed o second fime," And then you state
3 controversy over that, and I don't pratend to be 3 the two primary reasons for withdrawal. T guess
4 anexpert in that fnw. 4 from the studies, right?
5 Oxycodane and hiydrocodone und some 5 A, Yes, sin
6 other dmgs, if you look them up in the standard 6 Q.  Were for adverse experiences, 58 ar
7 works of pharmacology are Q4 to 6 hour dmps. 7 11.8 percent of patienis enrolled, and for
8 Sometimes they're Q4, sometimes they're Q6. 8  ineffective treatment, 63 or 12.8 percent, which
9 Generally in clinical trinls you're forced to 9 account for most of the discontinuations.
10 make a choice. And in most of the trjal [R/CR 10 Do you remember those numbers (o be
11  switch trinls like that you try to find an even 11 accurate?
12 multiple of the longer duration drug to dose the H A.  Ihave no idea ot this paint.
13 shorter duration drug, 13 Q. And you state bere "three studies
14 Cauld someone make o case thal IR 14 have subsiantial discootinuation rfe due to
15 oxycedone waes a Q4 hour drug? 1 think you 15 ineffective treatment because titrtion and
16 could. Certainly in some patients it would be. 16 rescue were nat permitted."
17 Q. Loeoking al your medicnl officer 17 What is rescue medication?
18 review, you had found that OxyContin provided 18 A.  Rescue medication is smaller or smal
19 equivalent — let me just step back because | 19 nmounts of an unalgesic medication that’s given
20  think this is sort of generally discussed. 20  inthe course of treatment with a primary
21 Actuglly, it might be on the st page. Its 21 annlgesic to monnge breakthrouph poin or to
23 the sentence we tnlked about eatier under 22 manage ineffective annlgesic response for any
23 background, OxyCoptin is a BID dosnge form of no 23 other reason,
24  old QID drug, comect? 24 Q. Is it customary to use rescue
25 A Yes. 25 medication on a daily basis?
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2 A, Dh, yes. 2 studies that compared OxyContin to immediate
3 Q. Evenif you're taking o controlled 3 relense opioids, were they always involved with
4 relense product? 4 immediste relense opioids that were dosed an 1
5 Yes, 5 QID bosis?
6 Q. Bvenif you're taking it 6 A. 1ihink so.
7 around-the-clock ns prescribed? 7 Q. Did you ever — were aay studies
8 . Yes, B ever-- do you recall any of the clinical studies
9 Q. Is it customary to take it twice n 9 ever showing that OxyContin dosed BID was a more
10 day? 10 effective analgesic than immediate relense
11 A. There are — I'm having trouble with 11 opiolds dosed QID?
12 "customary" because there are significant 12 A. Idon't think so.
13 numbers of patients whose daily regimen includes 13 (Wright Exhibit 19 for
14 both their baseline opioid nnd either their 14  identification, document bearing Bates production
15 ‘breakthrongh or the rescue medication. 15 oumber 8113900101 throngh 8113900102.)
16 3 Y. 16 A. How may I help you?
17 A, It's more usual than not. 17 Q. This is appareatly o cantact
18 Q. Is it more usunl to take itnsa 18 report — actually, it's twa now that [ look at
19 result of inslant pain or as a result of the drug 19 i, Let’s Iook at the second page. It looks
20 not working long enough, the baseline opioid? 201 like o comtact report from September 1992,
21 Depends on the setting. One of the 21 A, Yes, sir
22 problems in the analgesic pnin models that we 22 Q. I'm going to direct your atteation to
23 used, especially the single dose analgesic pain 23 the paragraph that says, "De. Wright was then
24 models, is that after about four to six hours of 24 informed," T guess it's the second full
25 asking somebody how their pain is, they begin 25 paragmaph, "was then informed that there were
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2 asking for rescue o lot. 2 ather nspects of our oxycodone program besides
3 And one of the usun! standards for 3 the core progmm. ‘We mentioned the special
4 delermining duration of nnalgesic eHect is to 4 population studies which he thaught were n good
53 look zt the time to 50 percent rescue. That's 5 ides. Then we discussed the competitive
6 one of the keys. It was u rare drug amoeng the 6 studies. He said it was very difficuft to clnim
7 longer half-life drupgs where the 50 percent 7 clinicn] superiority.”
8 rescue point was further out than the B Do you semember having that kind of a
9 remedication interval. Half, a third, two-thirds 9 discussion with Dr, Reder or Dr, Fitzmartin or
10 of the patients conld be remedicnted hefore the 10 anyone else at Purdua?
11 nominal remedication rale. 11 I don't remember having the
12 Q. Do you know il any of the clinjcal 12 discussion. 1have no reason to doubt the
13  trinls, if OxyCaontin was dosed Q8H instead of 13 minules and I hod those kind of discussions all
14 Q12H? - 14  the thne.
15 A, Idont think it was dosed QBH. 15 Q. And according to this you told them
16 Q.  Are you aware either ot the FDA or 16 that the sponsor must demonstrate clinical
" 17 now of nny clinical datn about OxyContin being 17 superierity with appreprinte dosing of the
18 dosed QBH as compared to Q1ZH? 18 competitor drog, Traditional studies may not be
19 A.  There hove even been some 19  nbte to show this,
20 publications about it. 20 Do you know what you meant there?
21 Q. Do you know how often OxyCantin is 21 A.  Yes, the effect size, if someone
22 dosed Q8H by physicians as opposed to Q12H? 22 wanted to show that a drug was better than
23 T can pive you o range but I don't 323 anather drug, they would need to study both drugs
24 know that it’s right. About 16 percent of the 24 in a design that included a placebo, to do that
25 time, 25 twice, and to hove a statistically significant,
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2 Q. 167 2 clinically relevant end point superiority.
3 A, Yes, 3 Thai's the usual standard for a superiority claim
4 Q. Looking on page ¥ where you hove your 4 in thot period at the agency.
5 summary and conclusions, you have under the — 5 Q. Looking nt the lnst seatence of that
6 younote, "A potential risk nssociated with CR 6 section -- of that paragraph, you siate thot "the
7 oxycodone js the possibility for immediate 7 IR drug would have to be labeled Q&H, nat Q4 to
8 relepse of the oxycodone if the tablets are B 6H," right?
9 cmshed.” 9 A, Yes,
10 A. The statemment where it says "crushing 10 Q. You were telling them if you're going
11 ofthe CR oxycodone tablels can lend {o immedinte 11  to moke n competitor claim, you need to hove o
12 mther than coptrolled relense of axycodone.” 12 Q6H IR drug and not one thal might be 2 Q4 o a
13 Q. You're looking ot number 6. Iwas 13 Q6H, correct?
14 looking vp top. Tt doesn't renlly matier. 14 A, Tdont think that's what 1 —1
13 Another one of your conclusions that 15 doni know what I mennt at that time. It's
16 you said nre supportable is sumber 1, "CR 16 cerninly possible,
17 oxycedone is of scceplable risk when administered 17 If you were going to make the claim,
18 onn BID basis." Comect? 18 then you'd have to make exactly the claim that
19 A, Yes, 1% you described, that if you had a drug, you'd hove
20 Q. Did you find that based upon the N tp pick a drug that QI dosing wos an appropriste
21 clinical studies that OxyContin was an effective 21 dosing schedule for the drug.
22 annlgesic when dosed Q12H? 2 Part of the difficulty with Ihis is
23 A. Based on the clinical and 23 that there is no single entity oxycodone, or
24 plnrmacokinetics studies, yes, 24  waso' at that time, a high level of use of
25 Q. Did the clipica] and pharmacokinetic 25 single estity oxycodone immediote relense. Most
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2 of it was in the combination producls, 2 start for in-house discussion.”
3 And in actual clinical use 3 A Yup
4 wround-the-clock dosing with combos was actually 4 Q. And therefore you replied. So
5 relatively uncommon, Very few patients actually 5 Dr. Reder sent this to you in order to —
6 achieved that level of dosing, & A, Sent it to everybody as o start.
7 If they wanted o competitive cinim, 1 7 Q. Well, not to everybody.
& think the impression I gave them was that this 8 A, Well, these were the people that
9 would be challenging, there would be a lot of 9 waould be thinking about it, The person who bad
10 discussion nbowt it and 1 dida't know how it 10  the preatest power there would be Patty Richards
11  wonld end up. 11 and David Haddox. Patty s the medien] officer.
12 Q. Now, you mentioned at that lime there 12 David is the risk management expert. But what
13 weren't foo many single entity immediate relense 13 Robert — and I looked at it and said how about
14 oxycodone products, There are now more, correct, 14 this,
15 Aodny? 15 Q. Okay, and Dr. Reder had offered up
16 A. I'mnotsure, [ justsimply don't 16 language about oxycodone, the nctive mgredleul
17 know about the competitive marketplace in that. 17 in OxyContin tablets, is a drug with 2 long
18 Q. Do you know if the use of single 18 history of abuse, nxycndnne is highly sought
19  emlity oxycodone products hns increased since 19 after. It is abused in a manger similar to nbuse
20 19927 20  seen with morphine, hydromorphone or heroin.
21 A. The use of single enlity oxycodone 21 'This must be kept in mind when preseribing or
23 has certninly increased since OxyContin hos been 22 dispensing OxyContin. That was his.
23 on the morket. Whether the use of single entity 23 d your response 1o it was "wahoao,
24 immediate relense oxycodone hns increased, I 24 nent first chop. Thanks, Robert. How shout
25  would suspect based on the Increase of use of 25 genericizing it and adding a contact sentence.”
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2 most opioids that it kas, but [ don't know for 2 What did you mean by genericize?
3 sure. 3 A. This wouldn't be the next time — the
4 MR. STRAUBER: Before you turn 1o 4 first time that we have to wrestle with the
5  your pext exh'bll, could we. toke a short break? 3 problems of opicid dependence. And ope of the
6 MR. M : Yes. Could we keep it 6 questions {s how much did this apply to any
7 r1enl short tl:uugh? 7 controlled release opioid or how much of this was
8 MR. STRAUBER: Yes, 8 specific to OxyCoatin.
9 Recess tnken. 9 5o when I said genericizing it, I'm
10 Tight Exhibit 20 far 10 somry -- by the way, I'm sorry that my language
11  identification, document bearing Bates production 11 was intempemte, but I thought ﬂml Robert had
12 mamber BR10119944).) 12 done n good job.
13 A, Looks iike another discussion of a 13 So the first question was what does
14 label version annotation between Robert Reder nnd 14  penericizing jt mean, it says maybe we should use
15  this Jaoks fike it's interior. 15 1his kind of langunge for ull contralled relense
16 Q. This is afier you storied at the 16 opioid praducts, And the context sentence was
17 company, comeci? 17 how we should put someplace to call to get more
18 Yes, this is after I started at the 18 information.
19 company. 19 Q. Was there o pool by Purdue that nny
29 Q. This is an e-mail from you to 20 changes to the OxyContin label on the issues of
21 Dr. Reder and some other folks about o revision 21 misuse, abuse and diversion be net just applied
22 tothe OxyContin Inbel, correct? 22 to OxyContin but classwide to ather apinids?
23 A.  Ub-hub. [ think so. 23 A. Idon't kanow. I couldnt—
24 Q. You joined in December 98, you 24 Q. Okny.
25 joined Purdue? 25 A. It’s hard for me to answer for a
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2 A, Yes, 2 whole company because I'm only an executive
3 Q. And in the spring of 2001 {here was 3 director in clinical.
4 some discussion with the FDA sbaut revising the 4 Q.. Golcha. Did you ever-fook at apy of -
5 OxyContin Inbel, correct? 5 the suggested revisions for the OxyContin Inbel
6 A, Yes. 6 in the spring and summer of 20017
7 Q. And what role did you have jn the 7 I sure could have. Idon't know.
8 revision of the OxyContin Iabel in the spring of 8 -Beecnuse e-mail is ensy, people send me stuff.
9 26017 9 Q. 1 moke it renl easy if I just
10 A, Nol much. I'was —1think they kept 10 focus us on the langunge that's most imporant in
11 me informed a8 o courtesy and asked me if 1 iad 11 this particular instance.
12 any input. Buil was not — neither negotinting 12 {Wright Exhibit 21 for
13 and managing it nor had authority aver it 13 identification, document bearing Baotes production
14 In this particular instance jt Jooks 14 number 9101803708 through 91018303709 and
15 like you were asked for some nssistance on 15 9101803722)
16 langunge lo offer to the FDA as 1 waming 16 A. This appeats to be a regulatory
17 precastion in the label and promotionat pieces, 17  submissipn of Cynthia McCormick to Chels Prue,
18 comect? 18 the regulntory specialist on OxyCaotin.
19 A. No. 1think this is a situation 19 Q. This is back in June of 2001,
20 where I offered some Inngunge. 20 correct?
21 Q. Well, looking at the e-mai] thnt x| A, Yes, sir.
22 preceded yours on Thursday, Masch 25th, it says 22 Q. Looking at the bady of the cover
23 from Robert Reder to, and it has Dr. Haddox, 23 lefter lo the submission, the second pamgreph
24 Dr. Snata Paolo, it has you and it hes Pntnmn 24 says "attached is PPLPs response to your
25 Richards, It says "all, how about this s o 35 recommendstions in bath the red lined strike-out
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2 version and a clean copy of the revised text. We 2 June 7th version we just looked at.
3 apree with most of the recommendations made in 3 A, Tcouldn't be certnin of that.
4 the May 23, 2001 documeni and have incorporated 4 Q. That version did talk nbout — 1
5 supgested changes in several places. Most 5 believe it did hove that statement that -
6 notably, we have created language in a black box 6 A, Rare.
7 warning and incorporated the sugpested lnnguage 7 Q. Yes. Right. And in that version it
8 reparding abuse, liability and diversion." 8  said the development of addiction to opinids in
9 Do you see that? % propesly managed patients with pafn I8 rre. And
10 A, Yes. 10 this noie to sponsor says the are' sfatement
11 Q. The lust paragraph on that page says, 11  should be omitted in favor of the more positive
12 "Asyon indicalecllj te PPLP during our meeting on 12  advice found in the second sentence, Which,
13 April 23rd and subsequently at our May 3ist, 2001 13 looking st this version, concems about abuse,
14  meeting at the Drug Enforcement Administration, 14 addiction and diversion should not prevent the
15 we understand it to be your intentios to treat 15 proper management of poin. "That's now the first
16 all phormacestical companies equally and apply 16 senience, and n new secand senlence is ndded.
17  the snme stundurds to all Schedule Il and 111 17 "The development of nddiction to opioid
18 narcotics as are being requested of PPLP." 18 nnalgesic in properly monaged patienls with pain
19 Do you remember seeing this 19 is as uncommon as that seen in the general
20 submission? 20 population.”
21 A.  Nao, But apain, [ didn't have —~ | 21 A, Uh-huh.
22 was not on the feam that was tasked with 22 Q. Do you remember ever looking nt that
23  preporing this. 23 suppesied langunge?
24 Q. Looking at page ending 722, there's 24 A, No. Idon't remember. I don't think
25 the sectipn on misuse, abuse and diversion of 25 Idid,
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2 opioids. Do yao see that? 2 {Wright Exhibit 23 for
3 A Yes. 3 identification, document bearing Butes production
& Q. Do you see the sentence "development 4 number 9101804075 through 9101804076.)
5 of nddiction to opiaids"? It's I guess the 5 Q. IfIcould direct your ntiention to
6 founh paragraph down. 6 the paragraph "we have reviewed,” The third
7 A, Yes, . 7 one. "We have reviewed the revised ¢mft package
B Q. It says, "Develepment of addiction to 8  insert with your latest comments and believe that
9 opioids ir properly mataged patieots with poin is 9 we ure close to resolution an the outstanding
10 rare. Concemns abaut nbuse, addiction and 10 issues. We would like to amend the sentence
11 diversion should not prevent the proper 11 still under discussion in (he misuse, abuse and
12 mansgement of pain,” And there's a citation to 12 diversion of opioid section to read Yhe
13 NIDA. 13 development of addiction to opjoid tnnlgesics in
14 A, Uh-huh, 14  properly manoged paticats with pain is rare and
15 Q. Do you kmow if the FDA accepted that 15  thought to be a funciion of n given patient's
16 Ilnnguage? 16 predilection to becoming nddicted”.”
17 A, Tdant know. 17 Yes, sir.
18 Q. Are you fomiliar with that NIDA 18 Q. So this is yet another suggested —
1% publication in the annotation? 19 A, Another go-sround on what can be pat
20 A, TihinkImoy be, It'sa 20 in the second sentence.
21 discussion — it wus prepared obout mid-year by 21 Q. And did you have any input in that
22 NIDA with respect to drug abuse, 22 seotence?
23 Q. Do you know the basis for NIDA saying 23 A. No.
24 that opioid — sorry, saying the develapment of 24 Q. Do you know if that Eangunpe wos
25 addictien to epioids in properly managed putients 25 npdopled? Abowt the predilection?
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2 with pain is rare? 2 A. Thave no idea. It's important to
3 A. No. 3 remember thal with respect to OxyConlin, 1
4 Q. Do you knmow if they relied upon the 4 hove — I believe and still believe that I have
5 1980 lefter to the editor by Drs. Porter and 5 specific restrictions witl) respect lo
6 Jick? 6 presentations to the povernment. And so I would
7 A, 1don't know. 7 nat hove been participating in telephone calls
8 {Wright Exhibit 22 for 8  with the agency discussing lobel language.
9 identification, document bearing Bates production 9 Q. But with regands 1o talking with
10 number 9101804000 nnd 9101804012.) 10 Dr. Reder, Dr. Haddox, Patricia Richands about
11 A, Loaks like they're going back to the 11 suggested langunge —
12 Iabal versions again. 12 A, To the best of my knowledge, | have
13 Q. Looking nt the label section bere, 13 o restrictions on working in that way. In
14  misuse, abuse nnd diversion of opiaid section, 14 general, Purdue hins been very sensitive to not
15  pape ending 012, there is n strike-out version of 15 asking me to engage in ony activities that might
16 looks like a note 1o sponser, Do you see that? 16 even come close.
17 A Yes, 17 Q. lonly have one copy of this but you
18 Q. It says, "MNate to spansor, this 18 may have it, It's the current labeling.
19 information is misleading. The incidence of 19 (Wright Exhilsit 24 for
20  addiction is no preater or less than expected in 20  identification, Current Labeling.)
21  the generut population. The ‘rare’ stalement 21 Q. I£Icould direct you to I puess pnge
22 should be omitted jn favor of the more positive 22 10 of the OxyContin label, if you'll look at the
23 ndvice found in the second sentence." 23 lust page, 1 think this is the current label,
24 I zssume boased upon the dates of 24 ripght? 1f you look at the vecy lnst page it hos
25 these letters that thal wos referring to the 25  ndate of July 18th, 2001.

A Legalink Company * 1933 Richard Arrington, Jr. Roulevard South * Birmingham, AL 35209 * www.legalink.com

1-800-888-DEPO




FOSHEE & TURNER COURT REPORTERS

199 - 202
1 CURTIS WRIGHT, IV, MD, MPH 1 CURTIS WRIGHT, IV, MD, MPH
2 A. [1do not know what current version of 2 achagee to rest a little bit, Actuaily, I think
3 the OxyContin Inbel that we're working off of. 3 the debate's about the quaiity of the evidence,
4 So I cant help you there. 4 not about the mte of addiction,
5 Q. Well, do you see on page — 5 Q. Would you agree that studies such as
i MR. STRAUBER: I'd just like to note 6 those done by Dr. Chabal and Dr. Robins have
7 that there’s numerals in kandwriling at the 7 found pereentages of abuse — just stay with
8 baottom of the page. [assume that’s not part of B nbuse, that are much higher than, say, other
9 the exhibit, it was added? 9  studies done by some other investigntors?
10 MR. McNAMARA: It was added after. 10 A.  In highly selecled populations, yes.
11 It was downlonded off the Purdue site. 11 Q. And 1 guess that highly selective
12 Q. Looking on page 10, do you see the 12 populntion goes both ways, correct?
13 section towards the botlom "misuse, abuse and 13 A.  Absolutely.
14 diversion of opioids"? It should be undernenth 14 Q. Highly selected population may
15 the warning section. 15 mean —
16 A, TI'm hnving trouble. Page 10, which 16 A. Selected for or selected npgainst.
17 parapraph? 17 Q. Hospitalized patients in acute pain
18 Q. Look for the section underneath 18  ns compared to possibly outpatients attending a
19 warnings where there's the bold warning under 19 multidisci?linary pain masagement center.
20 section misuse, abuse and diversion. 20 A. It's more than that. I have feelings
21 A. Ifound the section. 21 of difficulty in this aren. Most of the papers
2 MR. STRAUBER: The page hns the 22 that you're referring to or ciling or that exist
23 number 9 written on it. 23 in this aren are essentinlly case series.
24 Q. Usdermenth misuse, abuse and 24 They're saying we looked at the last 20, 40, 30,
25 diversion — actually, it starts on the next 25 72, 150, whatever the number is patienls we ran
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2 page. Do you see the top sentence that says 2 throuph the service. And we established a
3 ‘concems about abuse, addiction and diversion 3 definitjon of what we thought nddiction or nhuse
4 should not prevent the proper management of 4 was, sometimes very parochinl, sometimes very
3 pain"? 5 pood. And we say in this case series we saw X,
6 A, Yes. 3] In this context we know that the mte
7 Q. The next sentence states, "The 7 of alcoholism and drieg dependence in the general
8 development of addiction to opioid analpgesics in B  population is somewhere between 5 and 15 percent,
9 properly mnnaged patients with pain has been 9  depending on nge, where you are and whether
10 reporied 1o be mre, However, datn are not 10 you're looking at a medicnl population or nol.
11  uvailable to establish the true incidence of 11 The people who study zlcohelism in
12 nddiction in chronic pain patients.” 12 JAAA nre very concemed about overrepresentation
13 A. How may I help yau? 13 of nlcoholics in populized Jocations, So T dont
14 Q. Do you ngres that the data nre not 14 Eknow what one can infer about the general
15 availoble 1o establish the true incidence of 15 population from these case series. They don't
16 addictjos in chronje pain patients? 16 meon nothing, but they have sn uncertainty absut
17 A. Tagree with that statement as 17 them, znd they have some distortions of the datn
1B written, but it’s subject to interpretation. 18 nbout them in exactly the some way that you caeld
19 Ounly insofnr as true means is it 7 percent, 19 hove distortions if you looked only at sinjgle
20 B percent, a 10th of n percent, 1 in 100,000? 20 dose onesthesia study.
21  Whether it's common or rare, whether it can be 21 So when I sny that there's
22 mensured using clinical proltlem: methodology or 22 controversies about the dala, there's
23 survey methodology or pharmacovigilance 23  controversies about the strenpth of the data,
24 methodology 1 think has been answered and I think 24 there's a lot of evidence that the rate of
25 it is an uncommon or rare eveat, I still think 25 iatrogenic addiction cannot be Iarge, or it would
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2 it's an uncommon or rare event. 2 have been picked up on o number of
3 Q. Daes it sppear that the FDA disagrees 3 population-besed survey instruments looking for
4 with you? They rejected the Innmunge about it 4 how old are peapie when they stard drug abuse,
5 being as uncommon as in the general popuiation. 5 how many people are using drug abuse, what kind
[ A. Idon't even know what that Inngunpe 6 of conditions do peaple have when they have drug
7 menns. 7 abuse. Ifit was large, it would begin to light
8 Q. And they rejected the Innguage that B wup the drup abuse screens and the dmg abuse
9 it's rare to instead come up with it's reparted 9 surveys. You get between Jorge and mre and
10 1o be mre or bos been reporied rarely or 10 there's discussion over whal that sumber is.
11 whatever the lznguoge is now. 11 Q. You would ngree that a risk fo taking
12 A, 1don't know what the FDA beljeves. 12 o drup does nat have to be large to be serious,
13 1 don't wark for it anymore, [ don't work there 13 comrect?
14 anymore. What I know fs that the company went 14 A, Some risks that are very small are
15 back and forth multiple times abaut this Inbel, 15 very serious,
16 apd this is languapge that both conld live witls, 16 Q. Do you know if the FDA has forced
17 That's literally all I know. If 17 other drug companies o ndd boxed warnings
18 they've nccepted it as lnnguage that they could 18 reperding nbuse on their labels for opioids?
19 live with and if Purdue accepted it os lapjgunge 19 MR. STRAUBER: I object to the form
20 ihat they could live with. 20 of the questian,
21 Q. Youmentioned before when we i | A, Idunt know. Idont know,
22 disrussed that there's o renl debale with repnmds 2 Q. Do you know i Purdue hag ndded to
23 tothe jnstance mte of nddiction with chronic 23 the MS Contin label o boxed warning about abuse
24 pain patients taking opioids, correct? 24 onits Inbel?
25 A, ['ve thought about that hecause I had 25 A, Tdonot know, 1know there bins been
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2 work going forward on changing the MS Contin 2 tobe higher, I would expect the centers to ell
3 label, s there's always mainienance work done on 3 us.
4  those labels and an (he safety sheets, But [ 4 Q. Well, you had a study by Dr, Chabal
"5 don't know if it's been submilted yet and I don't 5 where lie reported his center found | believe n
6 know if it's been reviewed yet., 6 rmie of about 27 percent in Washington, comrect?
7 Q. Are you aware of any Purdue 7 A. T'd have o review that. Do you have
8 promotional pieces thot stated thot while the B ithere?
9  mite of addiction o opioids has been reported to 9 Q.  Actually, I'doa't. Do you recall
10 be rare, we don't know the data? The incidence 10 Dr. Robins' studies where he found nbuse in his
11 data for sure? Are you aware of anything like 11 center?
12 that? 12 A. Lrecall —what [ recal] at this
13 MR. STRAUBER: Objection fo the form 13 time right here is that individaals who selected
14 of the question. You can answer. 14  their patients in their population sometimes
15 I'm not in the review loop for 15 selecting them because they were concemned nbout
16 promotional materals. That's risk management 16 them reporting a case series, But [ don't know
17 ond drug safety. So I don't know whether there 17 the numbers associnted with everybody's case
1B ure oraren't. 18 series.
19 Q. If you did see promotjonal pieces 19 With all of these issues, grealer
20 done by Purdue which indicated that less than 1 20 specificity is often good until it gets in the
21 percent of pain potients taking their opioids 21 way of communicating ot nll. Partially the
22  ‘become addicled to their medication, would you 22 problem I have, and | eontinue to hove it, is it
23 have aterted Purdue that you're not sure that 23 kind of misses the bont because if I have two
34 that number {5 in fact established? 24  things that I worry about, one is the risk that
25 A.  I'mrelutively comfortable that that 25 somebody with chemical deperdency will abuse the
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2 number Jess than 1 percent is probobly o good 2 drug, and the risk that somebady without chemical
3  number, 3 dependency will develop chemical dependency, the
4 Q. Buased upon? 4 risk of abuse of the drug by somebody with
5 A, The registry study. 3 chemical dependency is probably much greater than
6 Q. Okny, what if you saw this in 1998, 6 the risk that somebody will develop n new case of
7 before the registry study had been completed? 7 introgesic addiction.
] A.  Atthot time the guidances from 8 Q. Sointhose instances, if not a
9 autharitative bodies that 1 should trust would 9  contrajndication, should there have been a
10 have said that it was very rare or rare, And 10  specific warning to patients with a past history
11 less than 1 percent, that's a fnirly conservative 11  of chemical dependence?
12 npumber bosed on that. So I'm nat sure I would 12 A, ldon't know, That's why I continue
13 have alerted anybody that I thoughe that this was 13 to goto conferences and read reports on what fo
14 abad number, 1 might have asked let's talk 14  do with potients with chemical dependency. There
15 about how we would justify this number, but Jess 13 are 25 million of them in America, They're 10
16 than 1 perceat is not n bad number. 16 percent of the populntion. They're getting older
17 Q. Well, doesn't — as we discussed, 17 and I'm really reluctunt to make them therapeutic
18 <oesnt it depend somewhat on the selected 1B orphans.
19  patient gronps? 19 The AHCPR made very apgressive
20 A, I'd have to know more sbout the promo 20 statements don't avoid using opioids in this
21 piece and who it was going out to. There's sart 21 population, don exclusively use non-opioid
22  of three things that — ¥ don't know, as I said, 22 medications in this population. Now, os their
23 I'm not an expen in doug marketing, And I 23 risk increased? Ithink so. But whal is not
34 leave it at that. 24 clear is how 1o find them well and how to manage
25 Q. What if it's golng out to patients? 25 them well.
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2 A.  Inwhat context? 2 Q. Ithink my question wasnt « I said
3 Q. Inthe context of a videotape o 3 putting nside n contraindication, should there be
4 doctor conld show them in their office where a 4 at Jepst o separate warning to these particutar
5 nammtor would say in fact, less than 1 percent 5 petsons thot they may be at a higher risk to
6 of pnin patients taking their opioids become & develop addiction based upen their pust history?
7 addicled to their medication, 7 I'm not talking about erphanizing them. I'm just
8 A, And your question again? 8 sayiop giving them o specific waming to them nad
9 Q. Well, would you have found that to be 9 their prescribers that they may be n subset group
10 troubling and something you would have alerted 10 of chronic pain patients who are at higher risk.
11 Purdue as I'm not sure that that number is 11 A, I'd like to figure out how. I'm not
12 appropriate in that context? 12 saying that it's impassible. I'm oot saying —
13 A.  Based on the AHCPR guidelines and 13 this is n group thot I've advoeated for for 20
14 NIDA's stuff, I'm not sure T would have found 14 years, They're n group of peaple that are
15 that froubling, If it had bees 1 in 10,000 0r 1 15 trealed very badly by the healthcare system in
16 in 100,000, then I might begin to wonder. 16 peneral, that have lots of trouble getting necess
17 Q. Suppose this vidzotape is plnyed at 17 o good treatment.
18 multdisciplionry pain management centers where 18 Amd where infleentinl government
19 you knpw them's heen studies reporting as high 19 apencies have told me be real careful nbout
20 as 28 percent of the patients abusing the drug, 20 murginalizing them, be ren] careful about doing
21 would thnot affect your nnswer? 21 anything that might make getting treatment to
22 MR. STRAUBER: [ object to the form 22 them harder.
23 ofthat question. 23 Q. I only have one copy of this.
24 If it were played at centers thal had 24 (Wright Exhibit 25 for
25 alrendy studiced their mates and knew their rates 25 jdentificatiot, Calt Report, document bearing
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2 Bates production number 7912511060. 2 and what dose of drup are you giving Q8.
3 Q. Based vpon that, Dr. Wright, I 3 right Exhibit 26 for
4  going to ask you to read -- well, first of all, 4 identification, Call Report, document bearing
5 have you ever seen this before? 5 Bates production number 7912533279.)
G No. ] A, This is another — appears {o be
7 Q. Have you ever seen a pharmaceutical 7 unother contact report for Dr. Sitler de Flumere
8 sales representative's call report before? 8 i the Memphis Psychiatric Group.
9 o, 9 €. Could you read the notes/memo
10 Q. Do you know Russell Johnson? 10 section.
11 A, No. 11 A. Stples, Burt. Notes/memo. "She
12 Q. Do you know o doctor nnmed Charlotte 12 does po TID and has one QID patient. It's due to
13 Sitler de Flumere? 13 addicts having to take pills for the mind game.”
14 A. No. 14 Q. Daes that give you any greater
15 Q. Can you read in the notes/memos 15 insight as 1o what the doctor moy be doing?
16 section whot's stated? 16 A, Dr. De Flumere mipht be titrating
17 A, Yes, "Dr. De Flumere asked about - 17 patients with pain and addiction.
18 dosing and conversion. Eeft conversion puide, 18 Q. And giving them pills far the mind
1% She was impressed with back pain clinical and had 19 pgame, ns Mr. Staples interprets it?
20 1o be reminded of the two to morphine ratio, She - a0 A, Well, that's how the sales rep put
21  is coming around and continue to help her with N . 21 it. Before I takk sbout what 1 thought, ['d need
22 titration, She did say she does dose QB hour to T 22 to wlk to the doctor and ask her whnt she thinks
23 some patients with addiction problems and feel o 23 she's doing. These are sales reps,
24 they have to dake pills. Discussed asymmetrical s 24 Q. Right. Now, in treating pain
25 dosing." -~ 25 patients, do you recall ~ who hucF addiction
212 215
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2 Q. Now, the section of that call report 2 problems, you discussed methiitne. What about
3 where it says dosing Q8H, it sppears to say that 3 OxyContin, had you ever given any pain paticals
4 the doctor doses OxyContin QBH for the addicts 4 who also hud addiction problems OxyContin?
5  because they feel they have to take that many 5 A, No. I'wasnot in the pain treniment
6 pills, AmI— 6 business. Iwas aut of the poin trentment
7 A. Nao, it says she does dose Q8H for 7 business and into the government regulation
B some patjents with addiction problems and feel 8  business before OxyContin came on the markel.
9 they have to take pills. . 9 Q. Was there any controlled relense
10 Q. You've treated pain patients, correct 10 opioids back then? e
11 who ure — who also have substance abuse 11 Pretty much MS Contin. .
12 prollems? 12 Q. And did you ever dosé MS Contin out
13 A Yes, 13 Decpuse the addicis sort of — becouse the
14 Q. Do you recall giving them an 14 addicts thoupght they needed more piils?
15 ndditionnl daily dose of medicntion because they 13 A. No. Butl negotinte — but elinic
16 feel they needed to toke more pills? 16 was on exercise in nepotinting methadone dose.
17 A. It's o hard question to answer 17 Ferever and a day. Sometimes overtly, and that
18 because every patient where I'm most familinr 18 was relatively ensy, and sometimes through a
19 with this is methadone maintenance patients. And 19 litany of symptoms znd concerns,
20 methndone maintenance patient who nre the group 20 Q. Dr. Wright, do you know if OxyContin
21 thot would have pain and addiction problems 21 crentes less chances for addiction than immedinle
22 continuously nagotinte about their methadone 22 relense opioids?
23 dose. They coptinuously negotinte about how much 23 A. Idoptknow. Idoknow that there's
24 dmg they're getting and how long it's lasting 24 less eyeles of drog use with a BID drug or a QID
25 and how they feel nbout it and what they want and 25 dmp or a once-n-week drug thon with o Qd to 6
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2 what's coming up and what's not coming up. 2 howrs drug. There are some theories of addiction
3 1 don't know what to do with this 3 thnd part of the process is that over and over
4 call report because it tells me o littls too moch 4 and over apnin cycle of drug lag, drug loss, drug
5 and a little too liitle. 5 gain, drug absence, drug effect.. We still dont
6 Q. Lei's [ook nt this one. 6 know.
7 MR. STRAUBER: I'd just like to note 7 Q. 1t's just not clear one way or
B becawse you did not give me a copy of this 8 another how that might actually potentiote
9  exhibit, 2o T dide't have n chance {o laok ot 9 addiction?
10 it It doesn't suy naything about tuking more 10 A, There are people who believe
11 pills. 11 strongly. [ have 1o ariculnte that respectable
12 MR, McNAMARA: Nao, it snys QBH, 12 people believe strongly that there's a condition
13 cermrect? 13  effect nssociated wilh bow oflen somebady goes
14 MR, STRAUBER: It does say QB, But 14 through the dog lngfdrug toss cycle. 1 know
15 it doesn't suy anything about more pills or 15 some scientists ot NIDA have —
16 medicine. 16 Q. [ you're taking a coatrolled release
17 Q. Doctor, if you're going to tnke Q8H 17 product and you need to take rescue twice a doy,
18  you're —if you take OxyContin dosed Q8#H, you're 18 you're goinp to have to cordition the BID praduct
19 gning to take more number of OxyContin lablets 19 in that lug that you're discussing, correct?
20 than if you were taking it Q12H, correct? 20 A, Yes, but it deperds on Low much
21 MR. STRAUBER: Your question is 21 rescue they're faking and whal the relative
22  confined {0 aumber of tobleis? 22 amounts are. ‘The usual recommendalions for
23 MR. McNAMARA: Yes. 23 rescue s thot the dose of rescue is much smaller
24 A, Youlake more fnblets but the 24  then the dose of moistenance drug. And it forms
25 question is what dose of drug are you giving TID 25 a'bump on the PK profile, not o peok that
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3 domisales it 2 thot sentence becnuse it's a nonmedical
3 And the rescue medication that one 3 sentence. It says [ want to give vou pain relief
4 would tnke for OxyContin would normally be 4 without addicting you o an opioid. Well, we've
5 another opioid analgesic, cotrect? In order to 5 olready had severa] howss discussion aver the
6 serve as o rescue medication, 6 foct that when we treat o pain patient properly
7 A, What kind of dose mnge sre you 7 with opioids, we're not addicting them to an
8 tolking nbout with OxyContin? 8 opiold. Addiction is uncommon,
9 Q. lLets-— 9 T understand that, However, in this
10 A, I'mean, if somebody's inking low 10 porticular training and development memo sent out
11 doses of OxyContin, you might pet by with a 11 1o the entire field force, they are rightly or
12 non-opioid rescue, If they're faking 400 or 800 12 wrongly summarizing what is the message that
13  aday, you need a rescue, 13 physicians may want to heur, correct?
14 Q. Would you say there's evidence that 14 A. No.
15 OxyCoatin's virtunlly nonaddictive? 15 Q. You don't think that's what's going
16 No, 16 on here?
17 Q. Would you say that's un ineceurate 17 A. Idon't think that's what's going
18 statement to suy OxyContin's virtually 18 on.
19 nonaddictive? 19 Q. You don't think the point of trying
20 A, Yes, 20 to plon on effective presenintion is peared
21 Q. And if personnel at Purdue were 21  towards n physician so that they will purchase
22 saying that to doctors, they would be acting 23 more product? Or preseribe more product.
23 contrary to what the labeling says? 23 A. This presentation appears to be aimed
24 They would certainly be in violation 24 at the sales force to talk to them ubout how to
25 of our policies. Iknow of nathing in the lobel 25 present an effective presentation.
218 221
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2 thaot says virtunlly nonaddictive, 2 Q. Right,
3 (Wright Bxhibit 27 for 3 A, Tdon't know who wrote it. 1don't
4 identification, document besring Bates praduction 4 know if they even had knowledge of the
5 mumber 9100339355 through $100939557.) 5 pharmaceutical industry. 1 mean, I just don't
[ A. How may I help you? 6 know. They could have, But if this wasa
7 Q. Have yoo ever seeq this before? 7 psychologist or a training specialist or somebady
8 A No 8  who had been hired by the company, I truly don't
g Q. Tt oppears to be a memo from training 9  know, to say okny, here's what we want you to
10 nnd development {o the entire snles — eotire 10 do, Put together a presentotion for the entire
11 field force of Purdue, comrect? 11 snles force to talk nbout how lo make nn
12 A, Yes 12 effective presentation. They're poing o try to
13 Q. It appeors to be dated November 4, 13 use exnmples that reach to the experience of the
14 1996, - 14 person they're trying to teach. I'm a teacher, 1
15 A, Yes. 15 do the same thing.
16 Q. It snys "subject, planning an 16 But I dont know much about lnwyers
17 effective presentntion.” 17 solcan't help you there. But if — 5o I've
18 Yes. 18 written training documeats in other fields where
19 Q. And il looks like the title of it is 19 I've said things that were inoppropriste akout
20 "if 1 oaly had a bmin." 20 how sufely pograms work or how oversight works
21 A. Thal's correct. 21 or how you would run o program because 1 really
22 Q. Apparently there's some discussion 22 was talking out of my aren just trying to say
23 about the Wizard of Oz. 1'm going to skip ahend 23  okny, find the message that they wani, find the
24 to where it says "As doctors' scheduling demnnds 24 tnrpet that they want and try to hit it. That's
25 nre getting tighter, you need to more efectively 25 all. Idon' know that this means —
219 222
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2 plan your presentations," Do you see that? 2 Q. Okay. 8o you don' know what this
3 A, Yes 3 person’s backpround was, but as far as { believe
4 Q. TItsays, "How can we build an 4 what you suid, is that stntement about without
5 effective presentation.” And looking at aumber 5 addicting them to an opjoid, would you say thot's
6 2, it says, "Know your listener and his/her 6 medically ipoccurate or scientifically
7 needsfwants. Gother focts about your customer 7 inaccurate?
8 pror to the call. Firing at a tarpet in the 8 A. [have problems with the subjunctive
- 9 dark is not very promising. As you prepare o 9 clause, the physician wants pain relief for these
16 fire a messoge, you need to know where lo nim nnd 10 patients without addicting them to zn apioid.
11 what you want {o hit." 11 Don't get me wrong, physicians want opioid jevel
12 And then it snys in quotes, "The 12 relief withiout 1isk of addiction, They wanted
13 physician wants pain relief for these patients 13 that for yenrs. But this is the kind of language
14  without addicting them to an opioid.” 14 that is exunetly the kind of morphine resisiance
15 Daes that sound like o faifly comman 15 language, lay innguage that drives the pain
16 desire of most prescribers to pain patienes? 16 treatment peaple crazy.
17 A, Could you repeat that question, 17 A palient has severe pain, mucositis
18 please. 18 following mdintion therapy is a good exnmple for
19 Q. Why don' I rephrase it. 19 me because I've seen it and it's just awful. And
20 Isn't that whol you wont s p 20 you have a patient who has it, it takes them half
21 physician, pain relief for your patiest without 21 an hour to swallow a cling peach. You know that
22  zddicling them to nn opinid? 22 you could relieve their pain ond they say T don't
23 No, that’s not what I want. 1'd like 23  wanl to be ~
24  pain relief at the minimum risk possible for the 34 Q. 1think we're getiing o little for
25 patient, [have problems with the second part of 25 away from what the quastion was.
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2 A, Please forgive me. 2 around-the-clock opioids are appropritte for more
3 Q. Looking ahead, number 3, do you see 3 thana few days.
4 where it snys, "Haove n well-formulated approgch, 4 You mentioned this was - this didn't
5 Asingle thought or sentence that will best lead 5 strike you as written by a medical person,
6 youto yuur uh_]ecnve 6 comect?
7 d in quotes it says "necording to 7 A, Wit I sajd was | don't know who
B the FDA stated in the OxyContin package inser, 8 wrote this and I dos't know the reason they wrote
9 dmug nddiction is characterized by n 9 it
10 preoccupation with the procurement, hourding and i0 Q. Okay.
11 sbuse of drugs for nonmedicinul purposes, Delnyed 1 A. I this was written 1o provide
12 absorption as provided by OxyContin fablets is 12 messages that you should use in setling
13 believed to reduce the abuse liability of the 13 OxyContin, then I would expect to hove been
14 dng"” 14 through the whatever the color the folder is
15 Do you see how those two senlences 15 clearance process, and 1 don't think this would
16 nre put together? 16 bave cleared.
17 Yes. 17 If this is a presentation put
18 Q. Tt talks nhout "develop the hook.” 1B together by an expert in selling, and I dont
18 You mentioned some description of what that would 19  know which it is, then it may very well be put
20 be. - 20 topether by someone who does not know what the
21 And moving down where it says "know 21 restrictions on premotion are,
22 the subject. This is the what, who, where, when, 22 Q Do you know who Dennis Merlo is?
23 why, how that explains or reinforces your 23 A, No.
24 objective. The subject must relate to your 24 Q. Have you ever met him?
25 listener nad comrespond to your spproach.” It 25 Na.
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2 states "OxyContin can provide pain relief to your 2 Q. You said this probably wouldn't have
3 patients allowing them to sleep through the night 3 cleared I guess whntever folder you're referring
4 while potentially creating less chances for 4 1o, this panticular memo, Why wouldn't it have
5 addiclion (han immedinte release opioids," 3 cleared?
6 Do you see that? 6 A.  Forthe reasons that you discussed.
7 A Yes. 7  When a promo piece is going to be used for
8 Q. That Innpuape is not in the OxyComtin 8 promotion, not ecessarily for trainkag on how to
9 approved label, comect, that OxyContin 9 sell, then it would have to go through and the
10 potentially creales less chunces for addiction 10 medical depactment and the Jegat department would
11 than immedinte release opioids? 11 loak at it and say are ench of these messages
12 A, 'That’s correct. 12 justified by the package insert, do they
13 Q. While you pointed out that jt's 13 represent fair balance on the risks and bepefils
14 subject of some fulks who have exnmined this 14 ofthe dmg, is this okny, is this wise. And
15 issue aboul controlled ra]case drugs and lag time 15 this is a firly positive and foirly unbalanced
16  issues opd whatnot, it is far from accepted by 16 presentation of OxyContin.
17  all addictionologists, corect? 17 Q. Now, do you know if trining
18 MR. STRAUBER: I object fo the form 18 materinls would hove to go through the snme
19  of the question. You can answer. 19 process?
20 A. [ don't understand it. 20 A. Ity don't Enow.
2 MR. STRAUBER: Why dent you repeat 21 {Recess {aken.
2 i 22 {Wright Exhibrt 38 for
23 Q. 11 withdraw the question. 23 jdentification, document bearing Bates production
24 ‘While there hove been some — you 24 number 9101803708 through 9101803799 and
25 mentioned before that there were some 25 9101803800 through 9101803808.)
) 225 _ o ) 228
1 CURTIS WRIGHT, IV, MD, MPH 1 CURTIS WRIGHT, IV, MD, MPH -
2 addictionelogists who suppor the notion that — 2 BY MR.McNAMARA:
3 A, Dosage form matiers, 3 Q. Can you lock ut page 3802, Would you
4 Q. Yes, that dosage form matiers but 4 ngree with me First that these are meeting
5 ntso that this particular point that a controlted 5 minutes for Purdue and - Purdue Pharmn L., and
6 relense potentinily creates less chunces of 6 the FDA for n meeting thot appnmmly luuk place
7 addiction than immedinte release opioid. 7 oo June 14 of 20017
L2} A, Yes, 8- This is a regulatory cumnct repor,
9 - @, Isthotamnjority of 9 orappears to be, that was sent thtough Purdue's
10  addictionologists? 10 e-mail to mulliple recipients describing whit
1 A, ldon't know. Idon't think so, 11 Purdue thought hnppened in an FDA teleconference
12 Q. Leaking down furiher, number 6, under 12 meeling.
13 "ask for a specific action,” in quates is the 13 Q. Infact, yau were one of the
14 sentence, "What two OA patients can you think of 14  recipients for Joyce Mullignn.
15  right now who could benefit from OxyContin 15 Yes.
16 tablets? Can you place a preseription for 16 Q. Do you remember seeing these
17 OxyContin in their charls right now?" 17 minates?
18 1 think we discussed before OxyContin 18 Ao At the time T think.
19  would not be apprapriate for all osteoarthritis 19 Q. Directing you to 3802, starting with
20 patients, cotrect? 20 the pargraph "Dr. McCormick began the inbeling
21 A.  That's correct. 21  discussion by expressing the apency's cancem
22 Q. It would enly be within that 22 abont the clinical trials section. The trinls
23 specified indication where I think at this time 23 cumently in the Inbel are poin models in
24 was sroupd-the-clock {or more than g few days. 24 agtificial seftings with regard to the
hi) A, Moderate to severe pain where 25 approptiste use of the product. The agency's
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2 position s that neither the osleoartlritis oor 2 A. How may I help you, sir?
3 the single dose post-operative pain study 3 Q. This appeass to be azother call
4 ]vaided adequnie dats for a claim in the 4 report, correet?
5 Jabel" 5 Correct,
6 I think we touched upoa this earlier, 6 Q. This ane with a sales rep named
7 comect? 7 Steven Ocho and 2 doctor onmed Valencin Martin.
8 A, Yes. 8. Yes,
9 Q. That you have to find pain models to 9 Q. Cun | point you to where it says
10 test the drsg where you'd have patients who are 10 "OxyContin, spend a few minutes, really listened
11 willing to participate in order to be ethical to 11 towhat ] bad to say. Talk about the right
12 doso. But at the same time you doa't wint to 12 patients and less tablets and less abuse.”
13 crenfe no impression that a dreg, if tested for 13 A, Yes,
14 this pain group, is approprinte for all patients 14 Q. It nppears to indicate there wasa
15 within that pain group. 15  diseussion about OxyContin having less abuse
16 A, Orwithin thnt dingnostic category. 16  podestial,
17 Q. Right— 17 A, One would infer.
18 A. Inaddition, there was clearly 18 Q. Now, the label — the improved
19  final — there nppenrs to have been resolution 19 labeling, and this is 1999, as we discussed, it
20 since 1992/1993 when these studiss were — 20 didn't setunlly sny that OxyContin had less abuse
21 OxyCoslin studies were planned on how 1o address 21 potential than costrolled release — than
22 the IR/CR switch. And this is language more 22 immedinte relense opioids, correct?
23  approprinte to please do a full davelopment 23 A, Itsaid that controlled release
24 plan 24 opioids like OxyContin were believed 1o have
25 Q. Dr. McCormick stated here, "The 25  lawer abuse potential.
230 233
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2 studies s they were formed and described in the 2 Q. And tothis day it's still not been
3 label are in contradiction to the indications we 3 proven that controlled relense oxycodone,
4 have insered in the Inbel.” Do you see that? 4 OxyContin hns a less abuse potential than
5 It's the next senience after the single dose — 5 immediate release OxyContin, correct?
& A, Yes. Aslrend il, it says she wants a MR. STRAUBER: Object to the form of
7 placebo contrelled studies in the intended 7  the question. Dont know what you mean by
8  population. 8 “proven."
1} Q.  And the intended poapulation I think 9 A, Tthink that it's — we can go
10 she — 10 further than that, and that is that in — again,
11 A.  Modemie to severe pain requiring 11 it depemds whether you mezn for patients ar
12 nround-the-ciock opioids for more than a few 12 sbusers, Ithink there's some evidence thot in
13 days, 13 some parts of the country OxyContin hns become
14 Q. And what she says here is the 14 specifically targeted s o drug of abuse,
15 intended population, and that the studies which 15 So then the whole paradigm would kind
16 enrolled patienis — was that referting to the 16 of Wil apart because it's been targeted by
17 studies talked about in the clinical studies 17 obosers. But with regards to pain patients.
18 section of the OxyContin label, "Enrolled 18 A, With regards to pain patients, what
19 pntients based solely on their discase stote 19 the label snys is whot the tabel says. Drugs of
20 rather than their pain status, and their use of 20 this class moy have o reduced risk, and the
21  amd faflure of other non-opioid medications, send 21 queslion is what did the rep really say and did
22 o mislending message regnrding the appropriate 22 they gel sloppy in their documentation. I just
23 use of the drug." 23 don't know.
24 A, And continues, an ngeacy concemn is 24 (Wright Exhibit 30 for
25  the studies in the label will allow the sponsor 25 identification, Call Repon, dociument bearing
231 234
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2 to market the drug in the ways thot may be 2 Bates production sumber 7911450215.)
3 misleading, 3 How may I help you on this one?
4 ‘This is the same discussion thot we 4 Q. This appeurs to be another cail
5 hnd earlier, that 1 had earlier. That's the 5 report, carrect?
6 perenninl prablem of pain model, ensy to analyze, 6 A Yes,
7 well-controlled, highly predictive, very 7 Q. From Mr. Ochy with regards to
8 comfortable, nat temibly predictive of real 8  Dr. Wheeler.
9 life. In real life you don't lct a patient 9 A Yes, sir.
10 develop moderale to severe pain post opertively 10 Q. Inthe notes/memo section it says "0,
11 “before you pive him some pain meds. But that's 11  where can I help you with paia control. H, look
12 our post op puin model, And this dilemma is 12 at my name tng, kind of to see if I was with the
13 stifl unsalved. 13 state board, I, ment long ncting. I, why Rxa

14 Q. You said we tolked about earlier, and
15  we (fid, we talked about enrlier that one of the
16  things to avoid though of course was marketing
17 based upon disense or puin syndromes os oppased
18 to pain intensity, that being what's controlied
1% by the indication.

20 A, Mnrkeling in a way that would leave
21  the prescriber to select innppropriate patients.
22 That's nlways a concern.

23 {Wright Exhibit 20 for

24  identification, Call Repart, documest bearing
25 PBales production munber 7911443057.)

short-acting if you have a long-acting. H, nsk
how to dose agnin and was it availnbie in the
hospital. A reminder on Senokat.”

1t apprents that My, Ochy waos
memprializing a discussion he had with
Dr. Wheeler.

A. I'mhaving a hord time, This jsa
little telegrophic for me.

Q. Well, O being either Ochu, which
would seem to follaw, where can 1 help you with
pain control. H, meaning he or Harold -

A. "Looked ot my name tag to see if I
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2 was with the state board." 2 foruse?
3 Q. And then "1," I guess once again 3 A. [I'min clinical research. Idos't
4  referring to Mr, Ochu as the sales rep who mode 4 imterface with sales,
5 (his, "ment long-acting. I, why Rxa 5 Q. Well, do you know if there's n
6 shorl-octing if you hove a long-ncting.” 6 mechanism?
7 Rx is sart of a shorthand for 7 A. 1don't keow.
8 prescription, right? 8 Q. Fair enouph,
g A, Usually. 9 (Wrighit Exhibil 32 for
10 Q. So it appears he was asking 10 identification, Call Report, document bearing
11 Dr. Wheeler why prescribe a short-acting if you 11 Bates production number 7911452553.)
12 have a long-acting, correct? 12 A, This is Steven Ochu again.
13 guess. This is really telegraplic 13 Q. lappearsse. It's June 22, 2000.
14 and badly written note. How may I help you? 14 A, 6/22/2000.
15 Well, you kmow of instances of course 15 Q. "O,by phone." Is that the one you
16 why it would be more approprinte to prescribe a 16 hnve?
17 shost-ncting opioid and then n long-ncting opioid 17 A, Yes,
18 like OxyContin, correct? 18 Q. "Dr. Wheeler, [ wanted to provide you
19 A, Certinly. 19 n benefit that short-acting hydro can’t do.
20 right Exhibit 31 for 20 Showed him cess of therapy and explained why."
21 identification, Call Report, document bearing 21 Any iden whot that is7
22 Bates production number 7911450927.) e} A. No. I genuinely don't understand
23 A, This appesrs to be another one of 23 that ot nll.
24 Steven Ochu's call notes, 24 (Wright Exhibit 33 for
23 Q. And in this one he apparently snys 25 identification, Call Report, document bearing
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2 "0, show OA picture. How do you ireat this 2 Bates production number 7911452549.)
3 patient. H, I guess a short-acting, why nat 3 A. Steven Ochu again.
4 OxyContin, less fabs nad better pain control. 4 Q. This is also dated June 22nd of 2000,
5 Okay he said as he was walking away. Ment 5 and this is with regards to Dr. Valencia Martin,
6 Unipliyl how to dase.” 6 And in the notes section it states "0, pot her
7 Does this not oppear thot Mr. Ocb 7 attention, When you Rx a short-acting pain med,
8 was once agnin supgesting to Dr, Wheeler why not 8 why not use a long-acting and went direcily to
9 use OxyContin instead of a short-neting product? 9 cessntion of therapy. You cun't do this with
10 A, It's a rensopnble inference, 10 hydro ond ment BD you doc the same os the short
11 Q. Less tabs and better pain control. 11 pet”
12 Again, there would be instances when, especially 12 It nppenrs at lenst in the frst
13 with osteoarthritis, when & FRN or a shoit-acting 13  eluuse thot, once ngain, it's the suggestion why
14  opinid would be more appropriate than OxyContin, 14 not use a long-ucting instend of o short-acting,
15  correct? 15 Comect?
16 A. 'There would be instances with 16 A, Well, certninly the plirnse why not
17 osteoarthritis where a non-aopioid would be more 17 wuse a long-acting — "when you Bx a short-acting
18 nppropriate therapy. Idon't know what picture 18 med, why did not use n Jong-ncting,” I don't
19  he showed and I don't know what the context was. 19  know what "went directly to cess of thernpy"
20 Q. But there's no — you dog't See any 20 means. "Yau can' do this with hydro," I don't
21 references in the call reports we looked at 1o 21 know whnt that means. The same — "you doc the
22 modemle to severe pain where oo eround-the-clock 22 same” -- this one's — I don't know.
23 opioid is required for more than a few days? 23 Q. But it appenrs thu! once agpin it's a
24 A, Not in the three or four that you've 24 supgestion of use Jong-ncting OxyContin instead
25 selected. 25 ofa short-acting opinid, comrect?
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2 (. Do you know if anyone from medical 2 A. Yes,
3 affairs ever looks at the call reports of sales 3 Q. Without repards periings to — well,
4 reps to see if theyTe discussing atl the medical 4 nt least through this call report, there's no
5 issues with regards to the drups in their 5 mention of what the underiying pain was, right?
6 discussions with the doctors? 6 A, Wait o minute, Tve agreed with you
7 MR, STRAUBER: [ abject to the form 7 so far because it's been tough fo figure out what
8  of the question. You seem to be suggesting that 8 was going on bere. [ guess 'm not completely
©  the pnckage insert has to be replicated in the 9 convinced that he's talking ~- when they're
10  call reports, 10 talking nbout this they're tnlking about
11 MR. McNAMARA: Actually, Don, I'd 11  initintiog of opioid therapy.
12 npprecinte it if you'd just object to form. 12 Q. Okay.
13 MR. STRAUBER;: [ have done that 13 A. Thal's oll. Tmenn, it may be that
14  throughout. Things are getting n bit silly. 14 he's sitting here snying wiken you're prescribing
15 R. McNAMARA: Once again, I'd 15 the shod-acting opioids for appropriate
16 request that you just object to form s required 16 patients, why not prescribe a long-acting. But
17 under the mle, 17 can'ttell from ibe memo.
18 A, Would you repeat the question, I lost 18 Q. Italso can't - you can't determine
19 it in the abjectiom. 19  whether or not be's saying whenever you use
20 Q. Sure. Let me try to rephruse it. 20 shor-ncting, why nol just use long-ucting.
a1 Do you know if there's nny mechanism 21 A, You could infer thal as well. |
22 al Purdue where persops in your department might 22 don't know which it is.
23 ook over the call reports of sales staff and ask 23 Q. Ibelieve I'm going to have same
24  them, well, did you puys address issues that are 24 questions for you once and if I get a chance to
25 jpvolved with the Inbeling such os the indication 25 ook at the reporis you talked about with regards
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2 to I believe OC 970302, which wonld be the 2 tolerance pnd physical dependance in abuse and
3 three-year registry. 3 addictions. WPrmngs tht patients with existing
4 MR. STRAUBER: Is that a question? 4 nbuse would seek out the drug and that that was
5 Q. Did I properly identify the 3 more common than iatrogenic addiction. A
6 three-yenr repistry? 6 complete descriptions of withdrawal syndromes,
7 A, [don*t know the number by kienrt. 7 detoxification schedules, management of
8 Q. Inany event, ] may huve some 8 detoxificntion. There's a Iot in that packnge
9 questions of you on that. [ don* have that 9 insert about drup addiction,
10 study before me right now so at this point I'm 10 . And of course it calls out the fact
11 going to turn it over to Don, 11 that the drug is a Schedule I1.
12 A.  Beaware that [ was not the physician 12 A, Yes.
13 runaing that study and I did not write the i3 Q. And it warns the physician to know
14 report, 14 their patients, to take o history,
15 Q. Thank you. 15 To individualize the dose 1o the
16 MR, STRAUBER: Let’s take n 16 patient's presentation and to sefect the patients
17 Hve-minute break. I'd like to look ot my o 17 who need this medication.
18 npotes, I think I have a few questions but it 18 Q. And it warns the physicion that
19 will onky be short, in any event. N 19 relapse is conunon among drug addicts?
20 {Recess inken.) " 20 A. Yes, it does.
21 EXAMINATION BY MR, STRAUBER: oL 21 Q. Let me read a sentence to you that
22 Q. Dr. Wright, I just have a few * 7 22 appenred in Bxhibit 27 and simply tefl me whether
23 questions that I'd like to nsk you. T 23 jt's true or false. "OxyConiin can provide pain
24 Do you recall the questions about the ! 24 relief to your patients, allowing them to sleep
25 statement of the package inszrt that says ~ 25 through the night while potenliatly creating less
242 245
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2 introgenic addiction to opioids legitimntely used 2 chonces for addiction than immniedinte release
3 inthe management of pain s very rare? 3 opipids." Troe or false?
4 Yes, I remember that. 4 A, True,
5 Q. Do you believe that statement in the 3 MR. STRAUBER: 1have no other
& package inser is true? 6 questions.
7 A. Yes, | believe that, 7 EXAMINATION CONTINUED BY MR. McNAMARA:
3 Q. Do you helieve that the stutement , 8 Q. Wauld you ngree, true-or filse, with
9 "iatrogenic addiction to opioids legzumnlely - i 9 that stnlement that your attomey just read was
10 usedin the management of pain js very rare" is 10 ot incleded in the packnge insert for
11  true with regarnd (o patiends who are treated in 11 OxyContin?
12 pain clinics? 12 A The stalement was not fncluded in the
13 A, Iatrogenjc addiction? 13 package insent for OxyCentin.
14 Q. Let me repeat the question. Do yca 14 Q. And that no where in the paclmpe
15 believe that the statement "iatrogenic addiction 15  insert for OxyContin was the statement thnt
16 1o opioids legitimntely used in the management of 16 OxyContin may potentinlly create Jess chaonces for
17 pain is very rare” is trie with respect to 17 addiction to opioids?
18 patients who are treated for poin? 18 That stalement was not in the packnpe
19 A, Yes, Ido. 19 insert.
20 Q. Do you recall saying in response lo & 20 Q. Sowhen you're snying it's true,
21 question that nddiction rates can be higher in 21  you're suying it's true based upan your own
22 patients who have pain that is difficult to 22 pemonal beliefs?
23 irent? 23 A.  Potential —~ I'm saying it's tme
24 A, Yes, Ida. 24  because potentially, because of the adjective
25 Q. When you referred 1o patients who 25 ipvolved, "patentinlly” is oo ndjective that is
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2 have pain thnt is difficult to treat, what types 2 consonant with the use of the word "may® in the
3 of patjenis were yoo referring to? 3 curent package insert. Definitely, certninly,
4 A, Lbelieve I was referring to patients 4 proven, those would oot be supporioble. I'm not
5 who had preexisting nddictien, 5 sure they're true.
6 Q. Now, if those patients become 6 ‘The lnngusge used in the package
7 addicted, wonld that addiction be jatrogenic? 7 insert with the word "may" had to do with nbuse
B If sameone's nlready nddicted, it is 8 linbility, cormect? Not addiction,
9 not introgenic nddiction. 2 A. For u putient taking the drug who
114 Q. Did the OxyConlin package insert have 10  doesn't already have addiction, abuse tiability
11 any wormings that would aler physicinns that 11  is more closely — is presumed to be o surrogate
12 OxyContin should be used wilth extra care in 12 for addiction. It's how much liking, how much
13  patienls with a history of doag abuse? 13 central drug effect they get from the dmug over
14 A, Not directly. 14 eycles of tuking in 4 voloerable patient in the
15 Q. And what was in the packnge insert 15 right socinl setting that’s believed to trigger
" 16 that tlerted doctors to the proper treatment of 16 addiction,
17 patients who hod o history of drug abuge? 17 So if it has less abuse potential, if
18 A, The suggestions were scatered 18 it's ot less liking, if it's ot less central
19  through the packnpe igsert. There were 19 drug effect, who would expect it to bave Jess
20 supgestions that you should use the AHCFR 20 risk, I think the statement's weak in the pocknge
2] pguidelines, American Pain Society guidefines, 21 insert because of the lock of the head to head
23 which talk about these patients. There was 22 data that you described.
23  extensive discussion of individualization of 23 ‘estimony continued on following
24 dosage, selection of patients, physical 24 page to include jurat.)
25 dependence, nddiction, the differences between 25
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1 CURTIS WRIGHT, IV, MB, MPH 1 EXNIBITS
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