filex////ITiffanie/daily/0227DRUG.TXT

DEPARTMENT OF HEALTH AND HUMAN SERVI CES
FOCD AND DRUG ADM NI STRATI ON

CENTER FOR BI OLOG CS EVALUATI ON AND RESEARCH

DRUG SAFETY AND RI SK MANAGEMENT

ADVI SORY COW TTEE
I'N JO NT SESSI ON W TH THE

DERVATOLOG C AND OPHTHALM C DRUGS

ADVI SORY COW TTEE

Friday, February 27, 2004

8:00 a.m

Hilton Gaithersburg
620 Perry Par kway
Gai t her sburg, Maryl and

file:////[Tiffanie/daily/0227DRUG.TXT (1 of 339) [3/10/2004 2:27:12 PM]



filex////ITiffanie/daily/0227DRUG.TXT

PARTI Cl PANTS

Peter Gross, MD., Chair
Ki nberly Topper, MS., Executive Secretary

CONSULTANTS (VOTI NG

Wlnm F. Bergfeld, MD.

M chael E. Bi gby, MD.

Mar gar et Honei n, Ph. D.
Arthur H Kibbe, Ph.D.
Sarah Sellers, PharmD.
Amarilys Vega, MD., Ph.D.
Jurgen Venitz, MD., Ph.D.

DRUG SAFETY AND RI SK MANAGEMENT ADVI SORY COW TTEE

M chael R Cohen, R Ph., MS., D. Sc.

Stephanie Y. Crawford, Ph.D., MPH

Ruth S. Day, Ph.D.

Jacqueline S. Gardner, Ph.D., MPH

Arthur A Levin, MPH (Consuner
Represent ati ve)

Robyn S. Shapiro, J.D.

Brian L. Strom MD., MPH

DERVATOLOG C AND OPHTHALM C DRUGS ADVI SORY
COW TTEE

Rosel yn E. Epps, MD.

Robert Katz, M D.

Paul a Knudson (Consuner Representative)
Sharon S. Rainmer, MD.

Eileen W Ringel, MD.

Kat hl een Y. Sawada, M D.

Jimmy D. Schmidt, MD.

El i zabeth S. Wiitnmore, MD.

M chael G WI kerson, MD.

FDA STAFF

Jonca Bull, MD.

John Jenkins, MD.

Sandra Kweder, M D.

Paul Seligman, MD., MH
Anne Trontell, MD., MH
Jonat han Wl kin, MD.

file:////[Tiffanie/daily/0227DRUG.TXT (2 of 339) [3/10/2004 2:27:12 PM]



filex////ITiffanie/daily/0227DRUG.TXT

CONTENTS

Call to Order
Peter Gross, MD.

Conflict of Interest Statenent:
Ki nberly Topper, MS.

Ef fecti veness of the Isotretinoin R sk Managenent

Program for the Prevention of Fetal

Exposure to

Accutane and its Generic Equival ents

and

Consi deration of Wether Changes to this
Isotretinoin R sk Managenent Program woul d be

Appropriate

Open Public Hearing
Representative Bart Stupak
CGordon Day
LaDonna W Ii amns
Boni El ewski, M D.
Paul L. Smith
Debbi e Banner
Carter Crosland
Li sa Crosl and
Jeffrey Federnman

Responses from Sl one Epi deni ol ogy Center
Allen A Mtchell, MD.

I ntroduction of Questions:
Paul Seligman, MD., MPH

Commi ttee Di scussion

FDA Presentati on:
Kat hl een Unhl, M D.
Carl Kraus, MD.
Anne Trontell, MD., MH

Hof f mann- La Roche Present ati on:
Martin H Huber, MD.

Commi ttee Di scussion

file://///Tiffanie/daily/0227DRUG.TXT (3 of 339) [3/10/2004 2:27:12 PM]

PAGE

21
25
29
35
40
46
51
57

66

101

106

183
192
205

208

243



filex////ITiffanie/daily/0227DRUG.TXT

10

11

12

13

14

15

16

17

18

19

20

21

22

PROCEEDI NGS
Call to Oder

DR CGRCSS: W would like to begin by

reading the Conflict of Interest Statenent
Conflict of Interest Statenent

MS. TOPPER: The foll owi ng announcenent
addresses the issue of conflict of interest with
respect to this neeting and is made a part of the
record to preclude even the appearance of such at
thi s neeting.

The topics to be discussed at today's
nmeeting are matters of broad applicability. Unlike
i ssues before a commttee in which a particul ar
sponsor's product is discussed, issues of broad
applicability involve nany sponsors and their
products.

Al'l FDA participants have been screened
for their financial interests as they may apply to
the products and conpani es that could be affected
by the comrmittee's decisions. Based on this
review, it has been determined that there is no

potential for an actual or apparent conflict of
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interest at this neeting with the foll ow ng
exception:

In accordance with 18 U.S.C. 208(b)(3),
Dr. Ruth Day has been granted a waiver that pernits
her to participate fully.

A copy of the waiver statenent may be
obtai ned by submitting a witten request to the
Food and Drug Administration's O fice of Managenent
Prograns, Division of Freedomof Information HFI-35
at 5600 Fishers Lane in Rockville, Maryland 20857.

Because issues of broad applicability
i nvol ve many sponsors and their products, it is not
prudent to recite all potential conflicts of
interest as they apply to each nenber, consultant,
and guest speaker.

There will be no industry representative
at today's neeting. As you are aware, the Food and
Drug Administration has appoi nted industry
representatives who currently serve on each of
these conmttees, but Annette Stemhagen, the
industry rep fromthe Drug Safety and Ri sk

Managenent Conmittee, and Peter Kresel, the
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i ndustry rep from Dernmat ol ogi ¢ and Opht hal mi ¢ Drugs
Advi sory Conmittee, work with sponsors that are
directly inpacted by the matter before the

conmi ttee.

FDA has contacted three other industry
representatives fromother Center for Drug
Eval uati on and Research Committees that have
experience in risk managenent and with the FDA
Advi sory Conmittee process, however, none were
available to participate in this neeting.

Dr. Stemhagen and M. Kresel are present
in the audi ence and attending as interested
observers. Further, we would like to note that Dr.
Lou Morris, a menber of the Drug Safety and Ri sk
Managenent Advi sory Conmi ttee, has been recused
fromparticipating in today's nmeeting. Dr. Mrris
is also present in the audience and attendi ng as an
i nterested observer.

W would like to renind the FDA
participants not to discuss issues at hand outside
the advisory comm ttee neeting.

In the event that the discussions involve
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any other products or firns not currently on the
agenda for which FDA participants have a financial
interest, the participants involvenent and
exclusion will be noted for the record.

Wth respect to all other neeting
participants, we ask in the interest of fairness
that they address any current or previous financia
i nvol venent with any firm whose product they may
wi sh to coment upon.

Thank you.

Open Public Hearing

DR CRCSS: W will begin with the open
publi c heari ng.

Both the Food and Drug Administration and
the public believe in a transparent process for
i nformation gathering and deci si onmaking. To
ensure such transparency at the open public hearing
session of the Advisory Commttee neeting, FDA
believes that it is inmportant to understand the
context of an individual's presentation

For this reason, FDA encourages you, the

open public hearing speaker, at the begi nning of
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your witten or oral statenent to advise the
committee of any financial relationship that you
may have with the sponsors of any products in the
phar maceuti cal category under discussion at today's
meeting. For exanple, this financial informtion
may include the sponsor's paynent of your travel,
| odgi ng, or other expenses in connection wth your
attendance at the meeting.

Li kewi se, FDA encourages you at the
begi nni ng of your statenent to advise the conmittee
if you do not have any such financial
relationships. |If you choose not to address this
i ssue of financial relationships at the beginning
of your staterment, it will not preclude you from
speaki ng.

The first speaker in the hearing will be
Representative Bart Stupak

MR STUPAK: Good norning. | do not have
any financial interests with anyone,
pharmaceutical s or any of the sponsors here today.

Thank you for the opportunity to allow ne

to address this Accutane Advisory Committee. |
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have subnitted a witten statenent, so let ne
hi ghl i ght some parts of it.

The FDA has docunented 366 pregnancy
exposures since the inception of the S MART.
program Because the reporting of the pregnancy
exposures to isotretinoin is voluntary, there is no
way of knowi ng how nmany pregnanci es have actually
occurred. In fact, Dr. Gahamof the FDA has
actually estimated the yearly exposure rate nmay be
as high as 2,000, and that has recently been
revised, may be as high as 3,500 per year. This,
of course, does not include abortions.

It seens clear that the only way to
dramatically reduce the rate of pregnancy exposures
in Accutane patients is to regulate |ike the FDA
regul ates Thal i dom de

A toothless, voluntary registry does not
work, and we all know it. The registry should be
mandatory for all female and nmale patients, for al
prescribers and di spensers of Accutane. There
shoul d be real consequences for refusal to

participate in a program | plan to introduce that
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| egislation in the coni ng weeks.

For 22 years, we have seen the harm
Accut ane can do to pregnant wonmen and to our
children. How many nore babi es have to be born
with serious birth defects, how nany nore womnen
need to have m scarriages, and how many nore
children have to die before the FDA inpl enments
meani ngful protections and restrictions on the use
of Accut ane?

The risk of severe birth defects caused by
Accutane is undisputed. Let's take a | ook at the
history of this drug a little bit, because | don't
t hi nk anyone has ever focused on the full history
of this drug.

Go back to the Advisory Committee hearings
of 1988, 1989, and 1990. Roche had assured
Advi sory Conmittees that Accutane woul d be
prescribed only to wonmen with severe recal citrant
cystic acne and pregnancy exposure rates woul d
dramatical ly decrease because the average
dermat ol ogi st would only see | ess than one fenale

per year that would require Accutane therapy.
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Therefore, they concluded it would be
limted to 5,000 new patients per year, and Roche's
advertising would focus, not on Accutane usage, but
future ads would, quote, "dramatically" focus on
"contraindi cati on and proper use of pregnancy
prevention."

Wth those assurances, even the 1988
Advi sory Conmittee, by consensus, considered
limting the use, prescription and distribution in
four ways, but this consensus was never acted upon
and the commttee concerns were |argely forgotten
as Roche went on to nmake Accutane their second
hi ghest selling drug.

Ten years later, the FDA and Roche
i npl ement ed the Pregnancy Prevention Program after
conti nued preghancy exposures. |In this program
pharmaci sts, patients, and physicians were to work
together to decrease the pregnancy exposures to
Accut ane.

Despite the PPP, the red stickers, the
vol untary consent form and the NO pregnancy synbol

with the red line through it, Accutane pregnancy
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12
exposures continued at unacceptable levels. In
fact, many patients, when they saw that pregnancy
with the line through it, the wonen actually
t hought that Accutane was a formof birth control

Not only did the nunmber of fenmale patients
recei ving Accutane dramatically increase, so did
the off-1abel use of Accutane. It is estimated
that 90 percent of Accutane use is for off I|abel,
and the FDA is of the opinion that many of the
prescribi ng physicians do not understand the
teratogeni c effects of Accutane.

At the end of the Septenber 2000 Advisory
Conmittee hearing, the Advisory Committee
recomrended five conditions, and | am sure you are
all famliar with them

The FDA agreed with the Advisory Committee
recomrendati ons. FDA and Roche then began their
di scussi ons on how to inplenent these
recomrendat i ons.

Wil e the focus of these negotiations
centered on a pregnancy risk managenent program

the U. S. House of Representatives becane invol ved
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after the death of ny son. |In Cctober of 2000, ny
famly and | went public with our concerns that
Accut ane was associated with suicides in sonme
patients. Back then, Roche and the FDA cl ai med
there were 37 suicides. | believe there were at
| east 54 associated with Accutane use.

Congressi onal hearings were held in
Decenber of 2000 and agai n on Decenber 11, 2002
The Decenber 2002 congressional Oversight and
I nvestigati on Subcommittee hearing was attended by
12 menbers of the Energy and Conmmerce Committee.

The answers we sought were to the numnerous
i ssues relating to Accutane, but included the
conti nued pregnhancy exposure and the psychiatric
effects of Accutane. Committee menbers were
appal | ed when they | earned that the FDA had
reversed its position and decided it was not
necessary to inplement the Septenber 2000 Advisory
Commi tt ee recommendati ons.

The FDA excuses of privacy and H PAA
concerns for not inplenenting these recomendati ons

rang holl ow with congressi onal committee nmenbers.
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In the neantinme, Roche continued to
aggressi vely market Accutane, growing to 1.51
mllion prescriptions in 2001.

The FDA negotiations with Roche produced
an agreenment called the S MA R T. program
SMART. did not fulfill the recomendations nade
by the Advisory Committee. The SSMA R T. program
began five nonths before the Decenber 11, 2002
hear i ng.

Wtnesses fromthe March of Dinmes and the
Organi zation of Teratol ogy Information Services,
OrlsS, as we call them testified that the
S MA RT. programwould not achieve its
obj ectives, and the S MA RT. programdid not go
far enough.

The OTl S representative further testified
that a partial review of their organization had
al ready reveal ed 17 cases of pregnancy exposure to
Accutane and that there was a | ot of slippage in
the system

At the hearing, the Chairman of our

conmittee asked the FDA, "Wiat is your fallback
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position if the S MA R T. program doesn't inprove
things with the pregnancy exposures?"

Dr. Wodcock answered that for a variety
of reasons, FDA would evoke its authority under the
Food, Drug, and Cosmetic Act only as a last resort.

Menbers of the committee al so | earned
firsthand the FDA was dragging its feet. The FDA
failed to provide rel evant docunentation until the
day of the hearing, when they dropped off a nunber
of boxes filled with information requested by the
conmittee.

The FDA had evi dence of the failings of
the SMA RT. programfromits inception. Doctors
were pre-dating yellow stickers that signify the
fermal e patient had received a negative pregnancy
test. Medical clinics were pre-dating
prescriptions so the patient could fill nore than
one prescription within the seven-day Iimt of the
negative pregnancy test.

At | east one patient was purchasing
Accutane with no pregnancy test, no prescriptions,

no consent forms. Some health care plans, who
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el ectronically dispense their prescriptions, were
not using the yell ow negative pregnancy sticker.

Phar maci es were not giving out the Med
Qui des for Accutane, and that conpliance with these
toot hl ess regul ati ons were not working. In fact,
approxi mately 50 percent of the doctors were not
using the inforned consent forns because it's
vol untary.

The FDA withheld this information from our
conmittee at the Decenber 11lth heari ng.

Now, Roche said they will support a
mandatory registry and submt a proposal. Please
understand nmy and a nunber of committee nenbers
skepticismafter going through the numerous
Advi sory Conmittee hearings. | still do not
believe the FDA and Roche will ever institute a
registry and certification programsimlar to that
of SST.E.P.S. for Thalidom de.

Equi val ent effects call for equival ent
restrictions. There nmust be a mandatory
isotretinoin registry for patients, doctors, and

pharmaci sts. Pregnancies will continue to occur if
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any element is left out of the registry. There
must be consequences for failure to conply with any
part of the program

FDA conmplains that if we do this, we wll
send this drug to a black market. Since 1999,
mysel f and ot her nenbers of Congress have tried to
address this issue on the Internet. W have asked
for the FDA to comrent on our |egislation, where
can we inprove upon it. To date, FDA has not
answer ed.

The manufacturer of Accutane, Hoffmann-La
Roche, is just as culpable as the FDA in allow ng
Internet and mail order of Accutane in the country.
Roche hi des behind the FDA' s inaction to conplain
of Internet sales. Yet, their product coding
allows themto deternine the exact |ocation of
where products are shipped, to whom and when

We can cut down on these illegal sales, it
can be done. In fact, our conmittee has convinced
Purdue Pharma to stop shi pping oxycotin to Mexico
as it is being brought back across the U S. border.

Yet, when we pointed this out, what we have been
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able to do in Mexico, and that Mexico does not have
the sanme regul atory schene for Accutane as we have
in this country, Roche has refused to stop the

shi prent of Accutane to Mexi co.

Answers as to why Roche isn't really
serious about entering into a nmandatory registry
for Accutane for patients is very clear. Roche did
all it could to defeat the registry for Accutane as
recomended by the Septenber 2000 Advi sory Panel

In fact, the recommendations or the defeat
of those recomendati ons was a cause to cel ebrate
because, as Roche says, there is no psychiatric
registry

Not only did Roche view the defeat of the
registry as a cause to celebrate, and they
protected their $450 mllion sales in Accutane,
Roche does not want any formof registry that would
provide insight into the psychiatric effects on
patients.

Roche is so fearful that a registry may
provi de evidence of Accutane causing psychiatric

injury to young, devel oping brains that it wll
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stop at nothing to prevent the registry.

If you go back and take a | ook at the
history of this drug, Roche, inits initial
application to the FDA, they forgot to subnmit a
study, a study which was uncovered, which shows
that Accutane does adversely affect the centra
nervous systemin nice.

The conmittee has uncovered three nore
studi es, subsequent studies, that al so suggest
Accut ane does have some effect on the centra
nervous system Even the FDA, which has been
working with the National Institute of Mental
Health and the National Institute of Health has
kept fromthe Advisory Conmittee and the American
people their prelimnary studies which do suggest a
causati on between Accutane and psychiatric
injuries. Both the FDA and Roche have mi sl ed and
failed to protect the American people, unborn
children, and young adults fromthe devastating
effect of this drug.

I hope this tinme the FDA does not all ow

the manufacturers of Accutane and its generics to
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1 come in and water down the recommendations that nay

2 be made by this Advisory Comittee.
3 I amnot sure Congress is willing

4 themdo that anynmore. As | said earlier, |

to |et

will be

5 introducing legislation to establish a mandatory

6 registry of patients, doctors, and pharnacists,

7 similar to that of the Thalidomi de registry.

8 Wthin the docunments provided by the FDA,

9 there is a statenent provided by an exasperated FDA

10 i nvestigator who cries out, how could the FDA grant

11 a patent extension on Accutane for use in young

12 patients with the devastation this drug has

caused?

13 One begins to ask, what special powers or charm

14 does Roche have over the FDA?

15 It is time to put restrictions on

t he

16 users, prescribers, dispensers and marketers of

17 Accut ane and its generics.

18 Thank you and if there is any questions,

19 will be pleased to answer them
20 DR. CGRCSS: Thank you very much,
21 Represent ati ve Stupak

22 The second speaker is Gordon Day,

file:////[Tiffanie/daily/0227DRUG.TXT (20 of 339) [3/10/2004 2:27:12 PM]

who is

20



filex////ITiffanie/daily/0227DRUG.TXT

10

11

12

13

14

15

16

17

18

19

20

21

22

Presi dent - El ect of the Society of Dermatol ogy
Physi ci an Assi st ants.

MR, DAY: Good norning, Advisory Menbers.

My nane is Gordon Day, and | ama
certified physician assistant, and | practice
dermatol ogy in Sandy, Utah, a suburb of Salt Lake
Cty.

I amthe President-El ect of the Society of
Der mat ol ogy Physician Assistants. The SDPA is a
nati onal medi cal association of 900 nmermbers whose
mssion is to inprove patient care by providing
addi tional education and training for our nenbers.

Physi ci an assi stants are but one group of
physi ci an providers that prescribe isotretinoin.

We are an integral conponent of the nedical team
The col | egi al and dependent rel ati onship we have
with dermatol ogists contributes directly to the
quality of diagnostic and therapeutic care

furni shed to our patients.

The uni queness of our position allows us
to spend nore tine with patients, providing

education on the therapeutic options for acne
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treatnment including the risks and benefits of
isotretinoin therapy. This also includes
contraceptive counseling.

Qur Society firmy believes it is
necessary to assure the public that our nmenmbers who
prescri be nedications such as isotretinoin are
qualified to do so. Continuing nedical education
and other life-long | earning opportunities offered
by our Society include conpliance with the
manuf act ur er - devel oped and FDA- approved ri sk
managemrment program for fetal exposure

It is also essential that nedica
provi ders using isotretinoin be proactive in ways
that guarantee the continued availability of this
drug for qualified patients, and that is why | am
here today.

There are few other therapeutic options
available to us to effectively treat nodul ocystic
acne. Additionally, it is inportant to the
dermat ol ogy health care teamthat patients be
conmpliant in all aspects of isotretinoin therapy,

i ncl udi ng adherence to contraceptive practices
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which are in place to mnimze the likelihood of
adver se out comes.

The i nportance of isotretinoin cannot be
enphasi zed strongly enough for our patients with
severe acne, who can avoid scarring and
di sfigurenent by use of this nedication.

As a physician assistant in dermatol ogy,
see older patients on a daily basis who would have
benefited fromisotretinoin, but whose bouts of
this severe acne occurred before this wonder drug
was approved for sale in the United States. They
will be scarred forever

I have observed firsthand how patients
with severe cystic acne may be so concerned with
their appearance that it affects their daily
living, self-concept and quality of life. There
are patients | care for who will not go sw nm ng
because of the severe cystic acne |esions and
scarring on their backs and shoul ders.

| have fermal e patients that have linmted
outings socially because of their severe cystic

acne, and | have those patients who suffer froml ow
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1 sel f-esteem and required psychiatric treatnent

2 because of their severe acne. Isotretinoin is an

3 important tool for hel ping these patients when al

4 other options fail to inprove their condition
5 In the dermatol ogy practice where

6 provide care, in an attenpt to avoi d adverse

7 outcones, | not only enploy the S MA R T. program

8 but al so have devel oped a protocol that | and ny
9 supervi si ng physician, and other nmenbers of our
10 health care teamuse to nake sure that all the
11 necessary risk nmanagenent program conponents are

12 docunent ed when using isotretinoin.

13 Thi s enhanced protocol enconpasses review

14 of side effect profiles, pregnancy testing,

15 contraceptive counseling, the conpletion of

16 time-specific laboratory testing, a thorough review

17 of the patient's own responsibilities,

18 participation in the survey, and conpletion of the

19 i nformed consent process.

20 It is an unfortunate fact that a snal
21 nunber of fetal exposures still occur in fenale
22 isotretinoin patients, relative to the overal

file:////[Tiffanie/daily/0227DRUG.TXT (24 of 339) [3/10/2004 2:27:12 PM]

24



filex////ITiffanie/daily/0227DRUG.TXT

1 nunber of fenale patients taking this drug.

2 Therefore, the Society of Dermatol ogy

3 Physi ci an Assistants would like to collaborate with
4 the Anerican Acadeny of Dernatol ogy Association and
5 the FDA on inproving the effectiveness of the

6 current risk managenent programin ways that |ead
7 to fewer adverse outcones and saf eguard patient

8 confidentiality and rights in the health care

9 system

10 Thi s process, once conpleted, should serve
11 as an educational tool for the patients, the

12 prescribers, and the pharnacists.

13 Thank you.
14 DR. GRCSS: Thank you, M. Day.
15 The third speaker is LaDonna Wi ans,

16 Executive Director, Inflamuatory Skin Di sease

17 Institute.

18 MS. WLLIAMS: Good norning. | am LaDonna
19 Wllianms, and | amthe Executive Director of the

20 Inflammatory Skin Di sease Institute, a patient

21 advocacy group that provides education, public

22 awar eness, and support to those patients with
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i nfl ammat ory skin disease and their fanmilies.

I nfl ammat ory skin disease is a broad
category of conditions ranging in severity. As you
can inmagi ne, these diseases are very distressing to
those who have them causing great disconfort and
real enotional distress

You can | earn nore about inflammatory skin
di sease by visiting our web site
www. i sdi . online. org.

| feel it is inportant to be here today on
behal f of the patients who suffer fromthe
inflammatory skin di sease acne. Severe acne is
characterized by papul es, pustules and inflaned
nodul es. Acne is a comopn skin di sease and can be
a very serious nedical condition

For many Anericans it is nore than a
tenmporary cosnetic problemthat can be treated by
over-the-counter |otions and creans.

For many Anericans it is nore than a
condition that can be treated by antibiotics, ora
contraceptives, or steroids. Indeed, for thousands

of unfortunate Anericans, acne can be a
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life-altering and a socially terminal nedica
condition for which isotretinoin is the only
effective nethod of treatnment.

| amrepresenting hundreds of acne
pati ents who cannot be here today. These patients
are both nale and femal e, teenagers and adults who
have contacted ne to express their strong support
for continued access to isotretinoin. This drug
literally worked wonders for themand they want to
make certain that it renmains avail able for other
severe acne sufferers

You have already reviewed reans of
briefing material and |listened to hours of
testi mony about the current risk managenent effort
to reduce fetal exposure to isotretinoin.

The Inflammatory Skin Disease Institute
agrees it is necessary to provide and inprove a
program and reduce the nunber of pregnancies
associated with this drug keeping in mind | have
recei ved nunmerous letters fromteenagers and adults
stating how isotretinoin saved their skin and their

sel f-esteem
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Many parents have witten to ne on behal f
of their children. One grateful nother told me how
i sotretinoin inmproved her daughter's skin, and not
only made positive changes in her teenager's life,
but made positive changes in the whole famly
because they could go out in public and do socia
t hi ngs toget her again.

I have received calls in nmy office from
patients and their parents expl ai ni ng how acadenics
i n high school has inproved dramatically because
att endance became 100 percent after isotretinoin
cleared up their student's acne.

One patient had to consider to | eave her
job that she | oved very much because her acne was
so severe that her face was in a constant state of
being red, swollen, and painful, wth disfiguring
pustules. Children were afraid of her, which in
turn made her withdrawn and depressed. She took
isotretinoin and she feels it saved her job, her
rel ati onshi ps, and her life.

I could go on and on with persona

accounts frompatients for whomisotreti noin made a
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positive difference in their lives. It is on their
behal f that | speak with you today.

I thank you for your tine and your
attention in listening to these stories, and | hope
you wi Il keep these testimonies in nmnd as you
debate the future direction of the isotretinoin

ri sk managenent program

If I may close with somewhat of a cliche -

the effectiveness of isotretinoin goes beyond skin
deep. | hope that | have inpressed upon this
comrmittee how absolutely essential it is for this
drug treatnment for acne to remain on the market,
and | hope | have inpressed upon you how essenti al
it is for the qualified patients

Thank you.

DR. CGRGCSS: Thank you.

The next speaker is Dr. Boni El ewski,
Presi dent of the Anerican Acadeny of Dernatol ogy,
the fourth speaker.

DR. ELEWSKI: Good norni ng, everyone.

My nane is Dr. Boni Elewski. | ama

practicing dermatol ogi st and Professor of
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Dermat ol ogy in the Departnent of Dermatol ogy at the
Uni versity of Al abama in Birm ngham

In addition to ny nedical duties, | am
al so President of the American Acadeny of
Der mat ol ogy Association. On behalf of the 14, 000
menbers of the Association, and our hundreds of
t housands of acne patients, | thank you for the
chance to speak with you about the current
pregnancy ri sk nanagenment program for isotretinoin.

The health, safety, and welfare of our
patients is of paranount inportance to
dermatol ogists, as is the integrity of the
doctor-patient relationship. |ndeed, because of
these concerns, our organization is comritted to
optimzing the safety of our patients taking this
drug, as well as ensuring continued access to
isotretinoin for all qualified prescribers.

Educati on and communi cation wi th our
menbers and their patients about isotretinoin
compliance is essential to the safe use of this
drug.

The current risk nanagenent program has
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31
been pronoted i n numerous education and
communi cation efforts, such as CME activities,
Menber Alerts, articles on our web site, in our
of ficial publication Dermatol ogy Wrld, and will be
augnmented by new initiatives.

In addition, the Association hosted a
scientific consensus conference on the safe and
optimal use of isotretinoin to which key
deci sionmakers in the FDA and the scientific
community were invited. The proceedings will be
publ i shed next nonth.

Recently, the Association sent a letter to
the FDA Commi ssioner with a list of web sites that
sell isotretinoin on line. W hope this
information will assist the agency with addressing
the problemof illicit sales of this powerful drug.

You have just heard a nunber of conpelling
stories about the benefits of isotretinoin therapy.

I nyself have treated hundreds of patients whose
quality of life has inmproved trenendously because
of this drug.

This is because acne is not sinply a
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cosnetic problem In 1948, renowned der nat ol ogi st
Dr. Marion Sul zberger said, and | quote, "There is
no single disease which causes nore psychic traunmm,
nmor e mal adj ust ment between parents and chil dren,
and general insecurity and feelings of inferiority
and greater suns of psychic suffering than does
acne." More than a half century later, his
observation still rings true.

When all other treatnent options fail
isotretinoin is the mracle drug that clears away
the redness, painful swelling, and | esions of
severe, nodul ocystic acne, which may lead to

pai nful and disfiguring scars.

Unfortunately, a small nunber of wonen are

pregnant or becone pregnant while taking this drug.

As al ways, our goal is to ensure both patient

safety and continued access to isotretinoin for al

qualified patients. For this reason, we would |ike

to offer the foll owi ng reconmendati ons for

i mproving the current risk managenent program
First, the survey of fenale patients

shoul d be mandatory, not voluntary. W propose
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that isotretinoin therapy be prescribed for
qualified female patients only if they participate
in the survey. Data generated by this mandatory
survey woul d be nore conplete. O course, it is
the ultimate responsibility of the female patient
to conply with the birth control requirenments of

the program and to avoi d pregnancy.

Second, a single questionnaire and vendor

for the femal e patient survey should be desi gnated.
The present situation with the generic
manuf act urers usi ng one questionnaire and vendor,
and Hof f mann-La Roche usi ng anot her questionnaire
and vendor, is confusing to prescribers and
patients alike.

Furthernore, differences in the surveys
make it difficult to conpare data. A single
questionnaire and vendor would mnimze this
confusion, inprove data gathering, and pronote
patient safety and education, and ultimtely
i mprove the health, safety, and welfare of our

patients taking this drug.

Third, the survey questionnaire should be
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re-evaluated and sinplified to obtain the pertinent
informati on to assess the risk managenent program
Utimately, this will inprove the health, safety,
and wel fare of our patients taking isotretinoin.

Fourth, the current risk managenent
program nust be clarified and sinplified to address
ongoi ng i ssues of concern for doctors and patients
al i ke.

And finally, it is crucial that program
materials warn patients to avoid Internet sales,
avoid re-use, or sharing of isotretinoin.

Let nme close by saying, the preservation
of the doctor-patient relationship is crucial, and
may | add, an integral conponent to the risk
managenment system As we strive to inprove the
current risk managenent program for isotretinoin,
the American Acadeny of Dermatol ogy Association's
gui di ng principle has al ways been, and wl|
continue to be, the health, safety and wel fare of
our patients.

Thank you.

DR GRCSS: Thank you, Dr. El ewski
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The next speaker, the fifth speaker, is
attorney Paul Smth.

MR SMTH  Good nmorning. M nane is Paul
Smith and | aman attorney practicing lawin
Austin, Texas.

My practice relates exclusively to
pharmaceutical litigation and for the past two
years | have worked nearly full tine on behal f of
fam lies and individuals who have experienced
devastating and catastrophic side effects from
Accut ane.

In connection with this privilege, | have
personal |y seen and known dozens of individuals and
fam lies whose |lives have been horribly altered as
a result of this powerful and dangerous drug.

The tragedy of a parent who has lost their
child to suicide and the tragedy of these parents
and babi es who have to live with serious and
permanent birth defects is beyond description.

I understand that as ny role, | am charged
with the responsibility to seek redress for these

people in the court system However, today, | am
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stepping out of ny role as a | egal advocate, today,
I come before you as a nenber of the public who has
tal ked to and seen nany who have been harned by
Accut ane.

Today, | am asking you to take a serious
and deliberate | ook at risk presented by this drug,
whi ch has not, in ny opinion, been fairly and
accurately exani ned.

You are fortunate to have the ability to
suggest and ensure that the tragedies that | have
seen in connection with this drug are substantially
reduced.

For over 20 years now, the FDA has nmade an
effort to regulate this product by addi ng warni ngs
and warnings in connection with this drug. This is
a laudabl e goal to try to ensure sone safe use of
this product, however, as has been well established
and is beyond dispute today, the various prograns
that have been instituted have failed mserably.

The adm ssi on and concessi on by Roche that
aregistry is needed is too late for many. |If

there is a registry, however, there are two
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37
conponents whi ch rmust be incorporat ed.

The first involves paternal exposure, that
is, where the father takes Accutane when the nother
conceives the fetus. This is linmted to treatnent
of the father wi th Accutane.

The second is the incredible failure of
Roche to consider the known psychiatric conponent
of the drug to inpair conplete conpliance with any
rati onal program ainmed at preventing fetal
exposur es.

The dangers and risk of paternal exposure
is sonmething that nust be better studied and
understood. | point you to the Thalidom de
war ni ngs which strongly advised nal e patients
taki ng Thalidom de to use contraceptive neasures
This is in dramatic contrast to the Accutane,
whi ch suggests that there is no risk to the fetus
as the result of paternal exposure.

I have with nme recently rel eased docunents
that indicates that Roche's own internal experts
has, in reviewi ng 13 potential paternal exposures,

found that in 5 of those cases, a possible
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rel ationship could not be excl uded.

This is a docunent that Roche fought hard
to keep fromthe public. | have it here with ne.
It is sitting here for your review. | would
wel come and request that you get a copy of this and
review it thoroughly.

Carter Crosland, who is here with his
mot her and father, is, in fact, one of the five
whose nedi cal records were exam ned by the Roche's
internal geneticist. The Roche consultant
concluded that Carter's difficulties could very
wel |l be related to Accutane enbryopat hy.

Roche's response to this phenonena and the
ri sk associated with paternal exposure is
i nadequate. The public should be aware the
potential exposure does exist, and there should be
war ni ngs specifically advising that there is
probl em wi t h paternal exposure.

We woul d strongly urge a registry that
i ncl udes mal es using Accutane that specifically
tracks their sexual activities

The second issue for your consideration is
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the inability of certain patients to conply with
warning and instructions as a direct result of
known psychiatric side effects presented by this
drug.

Only Roche di sputes that Accutane may
cause depression and behavioral changes. It seens
to be well accepted within the rest of the
scientific community that there is a strong
rel ati onshi p between Accutane and psychiatric
adverse events and depression.

I have seen nothing publicly which
suggests that Roche has even considered this
foreseeabl e and predictabl e phenonenon of pregnancy
secondary to inpaired capacity as a result of
depr essi on.

Debbi e Banner is here to explain to you
how she got depressed and was unable to conmply with
the programin effect at the time to prevent her
pregnancy.

I thank you for your attention and your
ki nd consi deration and agai n the paternal exposure

study itself that was subnitted to the FDA is here

file:////[Tiffanie/daily/0227DRUG.TXT (39 of 339) [3/10/2004 2:27:12 PM]

39



filex////ITiffanie/daily/0227DRUG.TXT

1 for your review

2 Thank you very much

3 DR CRCSS: Thank you, M. Smith

4 The sixth speaker is Debbie Banner

5 M5. BANNER: Good norning. M nane is

6 Debbi e Banner. | amhere with ny husband Kevin. |

7 have known ny husband since | was 17, and we have
8 been married for seven years. | appreciate this

9 opportunity to share with the nenbers of this

10 honorabl e conmittee ny horrifying experience with
11 the drug Accut ane.

12 Starting today, we will offer one of the
13 answers to this question, why are girls continuing
14 to beconme pregnant while on Accutane despite the
15 war ni ngs that Accutane causes birth defects?

16 | amafraid that one of the answers | wll
17 propose today is one that neither the FDA, this

18 conmittee, or Hof fmann-La Roche has adequately

19 studied or considered.

20 I am al so here to describe the nightnare
21 of having a child who has been born with Accutane

22 birth defects.
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41
| became pregnant while on Accutane.
survived this nightmare by the grace of God, strong
faith, a |l oving husband, and an overwhel m ng
conmitnent to ny son.

| was devastated that | played a role in
causing my own child to be deforned. So, | vowed
to sacrifice everything to give himthe best life
coul d possibly give. Because | accepted ny fate
hunbly, | believe that is why God finally reveal ed
the other side of the story to nme, the nissing
pi ece of the puzzle.

On Cctober 4th, 1996, ny son Deven was
born. There is no nedical doubt that his birth
defects are due to the effect of Accutane on him as
a devel oping fetus. He has been seen by the best
physi ci ans and was di agnosed w th Accut ane
enbr yopat hy.

Deven was di agnosed with an under devel oped
cerebellumresulting in cerebral pal sy and
hypotonia. At the age of 7, he is fed through a
feeding tube that is surgically inserted into his

stomach, he suffers from sei zures
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After four eye surgeries, he has visua
perceptual problens. He has sensory integration
probl enms whi ch nanifest as autistic-like behaviors.
He has verbal expressive disorder, speech problens,
and requires physical therapy, occupationa
t herapy, and speech therapy.

He has a chronic history of pneunonia. He
requi res special education services in school and
speci al accommopdations. Along with these and ot her
medi cal problenms, as well as fine notor and gross
motor inpairnents, it is likely that he will be
unabl e to take care of hinmself as an adult.

I was on Accutane in 1995 when | was 24
years old. | was an aerobics instructor and
attending school. | was working two jobs. | was
of healthy mnd, body, and spirit, so when | first
visited the dermatol ogist, | was a happy person

al though | had an acne probl em

Days after ingesting Accutane, | began to
react as if | were poisoned. | devel oped severe
headaches and sharp, piercing head pains. | was
nauseous day and night. | was weak, dizzy,
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confused, forgetful, suffering from hypersomia and
severe crying spells.

Eventual Iy, | devel oped suicidal thoughts.
I just wanted to sleep and never wake up again. |
was too sick when | was awake.

At the initiation of treatment, | had
chosen abstinence as ny nethod of birth control. |
chose this for religious reasons and did not plan
to be sexually active again until | was narri ed.

However, once in a state of severe
depression, | becane nmentally incapable of nmaking
appropri ate decisions. My thoughts were filled with
t houghts of suicide and death, which eventually
required psychiatric intervention

At the time of conception, | was no |onger
a patient that was reliable and capabl e of
complying with mandat ory pregnancy prevention
procedures and reliable in carrying out
i nstructions.

The nissing piece of the puzzle was given
to nme when | |learned that the psychiatric problens

that led to nmy pregnancy were a side effect of
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Accut ane.

Through ny research, | have now net ot her
not hers who becane pregnant on Accutane. | have
| earned that depression was a factor in their
inability to conply with the warnings that, |ike
me, led to a nightmare of birth defects.

| have spoken to one nother who actually
attenpted suicide while on Accutane and becamne
pregnant weeks later. To this day, there is no
i nstruction, education, or warning on how
psychiatric side effects of this drug may prevent
you, despite the best intentions, from conplying
with the pregnancy prevention program

It seems fundamental to nme now, but how
can you educate soneone that may not be able to
protect thenselves. How can anyone including the
doctors who prescribe it believe that the drug
could do this when Roche refuses to admt that
there is a psychiatric conponent to the drug?

| amhere to tell you frommy own
experience, and experience told to ne by other

mot hers adnitted in a cloud of shame and stignma

file:////[Tiffanie/daily/0227DRUG.TXT (44 of 339) [3/10/2004 2:27:12 PM]



filex////ITiffanie/daily/0227DRUG.TXT

10

11

12

13

14

15

16

17

18

19

20

21

22

45
that depression can and does interfere with
pregnancy prevention even when patients have chosen
other forms of birth control

Because wonen and girls are continuing to
becone pregnant, | plead with this commttee to
require that fenal es of childbearing potential
receive an initial psychiatric evaluation and are
then nonitored by a psychiatrist throughout
treat nent.

To |l eave this decision to patients who may
be in denial and cannot protect thenselves is to
guarantee nore birth defects and aborti ons.

Because Accutane is such a powerful drug, it is
worth the extra effort and expense to save children
froma lifetine of defornmity and pain and to
finally bring an end to the outrageous nunber of
Accut ane aborti ons.

Warning is sinply not enough when
psychiatric side effects are invol ved.

In conclusion, | want to express ny
synpat hy for people suffering fromacne, but even

in the very worst cases of acne, their suffering
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46
cannot conpare to the suffering endured daily by
children born with Accutane birth defects.

Thank you.

DR. CGRCSS: Thank you, Debbie, and Kevin
Banner .

The seventh speaker is Carter Crosland.

MR. CRCSLAND: Good nmorning. My nane is
Carter Crosland.

Today, you will hear ny story. Not only
do | speak for nyself, but also for the hundreds,
per haps thousands of children whose voices will
never be heard. Those dreans and hopes w |l never
be realized. Today, | amtheir voice

I was born January 22, 1985, in a smnal
rural town in central Uah, the first child of ny
parents. As a young boy, | was told that | was a
mracle and that | had sonething inmportant to share
with the world. | have been blessed with the
heal th, strength, and nmental faculties to speak
before you today. Perhaps that is ny purpose.

As a young boy, | dreamed of being a

westler. | loved sports and had an unusual tal ent
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for learning statistics. | played T ball with ny
friends and they ran the bases for nme while |
stopped the ball with ny wheelchair tires.

And then the boys noved on to minors and
maj ors and | stayed behind. | becane the batboy
and then the base unp. Then the coach, nanager, or
anything else just to stay involved. The sanme was
true with football and westling. As | matured, |
realized | would be |eft behind again. Not only in
sports, but in every single aspect of ny life.

My parents sacrificed to get ne where
am and because they worked hard, we didn't qualify
for disability funding fromthe government. | was
too smart. | passed all the cognitive tests,
despite missing a third of ny brain to a cyst.

| passed all the skills and vocabul ary
tests. | could even pick up the blocks with ny
mouth and put themin the holes quickly.

Therefore, by their standards, | wasn't disabl ed,
and | was at the end of the waiting list wthout
assi st ance.

I had generous peopl e who hel ped ne get
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arnms as a young boy, but we couldn't keep up with
the constant re-fitting and trips to the city. W
mom worked full time to keep insurance for ne, but
she coul dn't keep leaving work for sick kids and
trips to the prosthetic specialist, so | gave up on
the arns. They were too costly.

When | entered first grade, nmy nmom quit
work, so that | could go on field trips, birthday
parties, and to the library with ny friends. Were
I went, ny chair went, and al so nmy parents and ny
van went. That nade our financial situation even
worse, but | appreciated having ny nom around.

I took drivers ed at 15 and passed with
flying colors, well, all except for the driving
test. You see, | can't afford the car for ne to
drive and the school district can't provide it. |
compl eted hi gh school and graduated with my cl ass.
I was voted nost preferred senior probably because
I had the gift of gab and | like to visit with
everyone.

My school built a ranp so that | could

participate in ponp and circunstance with my peers.
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1 I now attend coll ege and | am studyi ng

2 communi cations. | hope to be a sports broadcaster
3 or work for sone firmas a public relations guy.

4 My voice is the only asset | have that

5 puts me on the sane playing field as those around
6 me. It is literally the only thing | can do on ny
7 own. This is what | have acconplished so far in ny
8 life against all odds. Now | would like to tell

9 you what | cannot do.

10 I roomwith a friend at college. | pay
11 himto help me bathe, get dressed, cook my neals,
12 charge ny wheel chair, get ny books, help nme on

13 dates, drive ny car, and anything else | want to
14 do. My friends lift me up the stairs to their

15 pl ace or to any other place that is not accessible.

16 I have to plan for bat hroom breaks because
17 I need help. M friend will get married soon, and
18 I will find another person and then another, and

19 another. My parents travel to bring ne hone and
20 back on weekends because | cannot afford a car that
21 I can drive on ny owmn. M buddi es take ne shopping

22 and help prepare and eat ny neals. They clean up
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for me and do ny wash.

Because | have all my nmental faculties, mny
dreans are the sane as every other young man ny age
- acar, ajob, agirlfriend, and sonmeday a w fe
and famly. | hope for these things, but | take it
one day at a tinme, and | don't know what the future
hol ds for ne.

| keep being determ ned to make the best
of it and to find happiness in every small thing
around me. Sone of these dreans | can realize now
if I could afford it. NMoney is a trenmendous
limtation, nearly as limting as nmy disability.

Pl ease do not nmake noney a factor in your decision
to research and regul ate this drug.

They say that | don't fit into any
category or syndrone because of ny intelligence.
feel that nmy nental abilities are a gift from God
and are for a purpose. Today, | hope that purpose
is to bring this matter before you to your
attention.

I hope that you will | ook deep into your

heart and do everything you can to study, research,
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51
and take every step possible to prevent this from
happening to one nore child. Mbst are not as
fortunate as | am Their voices will never be
heard. Pl ease hear m ne.

| thank you for your tine.

DR CGRCSS: Thank you, M. Crosland.

The eighth speaker will be Lisa Crosland.

MRS. CROSLAND: Ladi es and gentl enmen, good
morning. | amlLisa Crosland, and | am here with ny
husband Russel |l and ny son.

A first pregnancy is supposed to be a
happy tine filled with anticipation and excitenent,
but mne was neither. For nme, | was a 19-year-old
in college, in love. W had big plans, big plans
and dreans that included marriage and children, but
t hi ngs changed when Russell began using Accut ane.

Qur relationship became a disaster filled
wi th unkept prom ses and unpredi ctabl e behavi or
An engagenent was broken and so was ny heart, and
then I found out | was pregnant and al one.

Thi ngs went frombad to worse. | had

recurring nightnares that the baby inside nme was
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not right. | didn't grow enough, the baby banged
back and forth. An ultrasound at al nbst six nonths
confirmed nmy worst nightrmare

We were told that our baby had no arns and
| egs, no sex organs. The child had a third of its
brain covered with fluid that was increasing. They
felt his eyes were too big and his head too |arge.
A large growi ng hernia and funny-shaped nouth was
al so evident.

Mbst doctors felt the child would abort
itself. Ohers said that if it lived, it would be
on life support, unable to suck, and
institutionalized. | was devastated and so was
Russell. W prayed for a mracle that our child
woul d not suffer.

Qur mracle was not what we expected, our
child lived, and today we are telling his story.

As parents, our first concern was why did this
happen, what did | do. Parents need to know why
this has happened to them

I had lived what | thought was a clean and

healthy life. | did not snoke, | did not drink or
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1 use drugs. Every effort was nmade to determ ne what
2 I could have done to prevent this as a nother.

3 Yet, we turned up enpty-handed.

4 The first time | heard the word Accut ane
5 enbryopat hy was from a genetics counselor at the

6 University Hospital in Salt Lake City. Carter was
7 al rost three nonths old and had just had his second
8 surgery. The doctor felt Carter's synptons were

9 too simlar to maternal Accutane exposure to

10 i gnor e.

11 I told her that | had never used the drug,
12 but his father had before, during, and after

13 becane pregnant. Carter has been worked up by the
14 best doctors and the best facilities. Everyone

15 wanted to know whether Russell or | carried sone
16 odd genetic code that would cause this in the

17 future.

18 We | ooked everywhere, but there was

19 not hi ng el se but Accutane. W reported an adverse
20 reaction to Hof f mann-La Roche, who responded t hat
21 this could not be the cause of our child's

22 deformities. A fewyears later | spoke directly to
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a doctor at Hof fmann-La Roche who told ne that
there were a few other reports of paterna
exposure, but all could be attributed to another
cause.

I even asked for and received filnms and
study materials from Roche. You see, as we have
now | earned from Roche's internal docunents made
public only after Roche fought and | ost the battle
to keep it private. Carter has all the clinica
si gns of Accutane enbryopat hy.

Roche initially agreed that paterna
exposure to Accutane could not be ruled out. Wy
then hasn't this been researched? Are kids like
Carter not worth it?

Since this time, | have seen warning
| abel s and adverse reports increase, nore children
aborted and affected. | have studi ed and found
nmore and nore simlarities to things Carter was
experiencing in his life that other children whose
mot her s were exposed were experiencing.

Hs mouth, his dental problens, his

problenms with tenperature regulation are just a few
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of the less visible problens. Some children whose
only link is a mental 1.Q of under 85 have been
attributed to Accutane. | find it inpossible not
to include Carter in this category sinply because
his father was the user and he is normal in
intelligence.

O course, it may very well be that wonen
who becone pregnant from a father who has taken
Accut ane may never put the issue together. The
possibilities of hundreds and thousands of
abortions sinply attributed to poor devel opnent or
unwant ed pregnancy may have occurred, with the
public being kept in the dark of these risks.

The fact that there has not been nore
reporting of this issue does not nean that there is
not a serious risk and danger. |t only neans that
Roche has been successful in keeping this fromthe
publi c.

This drug Accutane has devastated ny
famly enotionally, physically, and financially.

It has been carelessly over-prescribed and

under-regulated. It has destroyed our dreans and
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shattered our lives, yet we stand before you today
united in our efforts to demand a change.

We want adequate research and funding into
the possibility of paternal exposure of retinoids.
We want the prescription of this drug for
dermat ol ogi cal reasons restricted to dermatol ogi sts
who are forced to prescribe it only as a | ast
resort for both men and wonen.

We want those greedy individuals who
facilitate unprescribed Internet sales of this drug
st opped and prosecut ed.

Most of all, we want answers, not only for
oursel ves, but for the hundreds of babies aborted
who may very well be exactly like Carter, but
di scar ded

I cannot stand before you today and tel
you exactly how Accutane is responsible for ny
son's disabilities, only that we know that it is.
Qur famly and nany others have suffered | ong
enough at the hands of Hoffnmann-La Roche. W urge
you to take a stand and ensure the safety of this

drug.

file:////[Tiffanie/daily/0227DRUG.TXT (56 of 339) [3/10/2004 2:27:12 PM]

56



filex////ITiffanie/daily/0227DRUG.TXT

10

11

12

13

14

15

16

17

18

19

20

21

22

Thank you for your tine.

DR. GRCSS: Thank you, Ms. Crosland.

Is there anyone fromthe public who wants
to speak at this point?

[ No response. ]

DR CRCSS: Hearing none, we will declare
a recess at this point, and we will reconvene at
9: 15.

[ Break. ]

DR CGRCSS: Wiile we had closed our public
hearing, we are going to reopen it briefly. The
tenth speaker fromearlier today, Jeffrey Federnman
will speak.

MR. FEDERMAN:  Good nmorning. My name is
Jeff Federman, and | am President of Paragon Rex, a
conpany that provides services to the
phar maceuti cal industry.

For purposes of disclosure, we are not
engaged with the manufacturers involved in today's
meeting. In addition, ny coll eagues and | authored
a book about pharnaceutical risk managenent.

Let nme begin ny proposing that today's
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1 proceedi ngs provide two insights about what can

2 reasonably be expected about the design and

3 i mprovenent of risk nanagenent prograns.

4 The first focus is on the expectations of
5 rigor and precision. W are all associated with a
6 pharmaceutical industry that is fanmous for the

7 rigor and precision of its well-controlled clinica
8 trials. W expect to be able to determ ne drug

9 efficacy using scientific and statistical nethods,
10 and woul d hope to bring a simlar level of rigor to
11 phar maceuti cal risk nanagenent.

12 Qur col | eagues in other risk-intensive
13 i ndustries, such as nuclear energy and aerospace,
14 have nuch to teach us about applying a simlar

15 degree of rigor to risk assessnent and program

16 design. Validated well-established methodol ogi es
17 exi st to guide the design of risk managenent

18 progranms in these industries.

19 Research of these practices, as well as
20 the di sease managenent and adult | earning
21 di sci plines, suggest that effective drug risk

22 management nmay have several key el enents.
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1. Evidence-based assessnment and design
process, perhaps such as failure node and effects
anal ysis, or FMEA, that targets interventions to
address specific process-rel ated causes of failure.

2. Redundanci es that back up the
i nevi tabl e human fail ures.

3. Collaborative design with practicing
physicians to help programelenents fit seam essly
into their day-to-day practice of nedicine.

4. Predictive nodeling or pre-testing to
determne the |likely effectiveness of any proposed
program and anti ci pate where program weaknesses may
exi st.

5. Innovative inpl enentati on approaches,
per haps such as scenario-based | earning, that build
on the way clinicians and patients |learn

Fi nal l y, ongoing nonitoring and
measurenent with the anticipation that initial
progranms change over tine.

Certainly, rigorous design is achievable,
yet, in the world of every-day clinical practice,

where care is delivered based on the judgnents and
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60
know edge and notivations of well-neaning nen and
worren, high precision in ternms of predicting
program conpl i ance and use may be an unrealistic
expectation at the time of programintroduction

This key difference between the controlled
clinical trial environnent to which we are
accustonmed and the realities of clinical practice
|l ead to a second expectation

| suggest that expecting a definitive
precise or final design at the tine of risk
managemnent program i ntroduction may not be
reasonable. Quality inprovenent standards in other
i ndustries are built on the foundation of
continuous quality inprovement, or CQ.

The concept of intervening with an initia
program then, nonitoring and neasuring for early
opportunities to inprove the programmy be a nore
achi evabl e expectati on.

The approach of show ng continuous
movenent towards a goal may require a frequency of
anal ysis and potential redesign occurring in

intervals of nonths, not years.
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Today' s di scussions are another step in
t he ongoi ng i nprovenent of Roche's pioneering PPP
and enhanced S MA R T. prograns. W support these
FDA initiatives and believe these hearings today
will help lead to the next generation of effective
pharmaceutical risk managenent prograns that
i ncorporate both rigorous evidence-based program
design, as well as continuous quality inprovenent
to provide the degree of product we are all seeking
to achieve.

Thank you.

DR CGRCSS: Thank you, M. Federman.

At this point, we will close the open
public hearing again, and we will nmove on to some
ot her orders of business.

Allen Mtchell, Director, Slone
Epi dem ol ogy Center, Boston University, will have a
few minutes to comment on sonme questions that were
rai sed yesterday.

DR. M TCHELL: Thank you very much, Dr.
Gross, and committee, | really appreciate your

offer of a few mnutes to respond to sone of the
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concerns raised in the FDA review.

Yesterday, | nmentioned that | was not here
on behal f or speaking for the FDA, and then this
morning's remarks, | just want to point out that
not only is that the case for these remarks, but |
am not speaki ng on behal f of the generic sponsors
or Hof frmann-La Roche. | guess that |eaves ne
speaki ng on behal f of the Sl one Epidem ol ogy
Center, which | think they will allow ne to do.

This presentation has not been shared with
anyone ot her than our own group.

[ Pause. ]

DR. CRCSS: W have a few questions from

yesterday. | would like to start with Dr. Day.
DR DAY: Thank you. | did have questions
yest erday, however, | would like to defer that

conment and use it for an additional comrent on the
questions today.

Wul d that be all right, Dr. G oss?

DR GRCSS: That's fine.

Dr. Bigby.

DR BIGBY: | have a couple of questions.
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The first is to Hof f mann-La Roche.

The question was asked | think yesterday

about annual sal es, and you found the nunber, but

didn't say what it was, the nunber of 450 million

came out today.

What are the annual sal es of Accutane?

MS. REILLY:

DR. Bl GBY:

MS. REILLY:
were $144 million.

DR Bl GBY:

What year, sir?
Last year.

In 2003, our U.S. net sales

Do you have any idea sort of

what you have spent in terns of |egal fees and

| awsuits around the issue of teratogenicity?

M5. REILLY:

DR Bl GBY:

M5. REILLY:

DR CRCSS

No, sir, | do not.
I's that an obtainable figure?
| would defer to our counsel

Dr. Cohen, M chael, did you

have a question from yesterday?

DR. COHEN

di scussion | ater.

DR CGRCSS

DR KATZ:

No, | will hold it until a

Dr. Katz.

wanted to ask Dr. Huber, on
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the people who enroll, what percentage of those,
how soon do they get a notice that they have
enrolled do they get a questionnaire, and what
percentage of the people that enroll fill out those
questionnaires, the two or three questionnaires
they get?

On the enrollnment form it says you wll
get two or three questionnaires through the
treatnment. So, what percentage of the people that
enroll get the questionnaires and answer them and
how qui ckly do they get thenf

DR HUBER | will refer to Dr. Blesch who
wi Il answer your question.

DR. BLESCH. The Accutane survey is
divided into two sections. Eighty percent of the
patients who enroll, 80 percent get questionnaires
i mmedi atel y upon enrollnent. The other 20 percent
get a questionnaire approximately six nonths after
they enroll, and then a final questionnaire six
mont hs after they finish treatnent.

Al'l Accut ane-surveyed patients are

foll owed, continue to receive questionnaires unti
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six nonths after their treatnment has stopped.

DR. KATZ: What percentage of patients who
you send that questionnaire to fill out the
questi onnai re?

DR. BLESCH. | don't have that exact
nunber, but | believe it is about 80 percent.

DR KATZ: Thank you

DR. CGRCSS: Then, the last question from
yesterday was from M. Levin.

MR LEVIN. | will defer questions unti
|l ater, but | do have one.

I amjust curious what the sales for
Accut ane for Roche were in 2002, prior to generic
entry into the market.

MS. REILLY: 1In 2002, that year to date
figure was 380 nillion.

DR. CGRCSS: Thank you

Bef ore proceeding, | would like to read a
comment that Dr. Jackie Gardner suggested | read,
and | concur.

We would like to publicly thank the people

who came forward during the open public hearing
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1 with their personal stories and acknow edge how

2 difficult that was.

3 Thank you

4 Allen Mtchell

5 Responses from Sl one Epi deni ol ogy Center

6 DR. M TCHELL: Thank you. | think we have

7 t hi ngs wor ki ng.

8 [Slide.]

9 If I can follow up on Dr. Katz's question

10 fromour survey, which is a simlar design, the

11 response rate to the during and after treatnent

12 questionnaires, the questionnaires that are sent to

13 worren at the onset of therapy and the mdst of

14 therapy is about 97 percent in our survey. It is

15 extrenely high. That is both with nmail and

16 tel ephone responses included.

17 I wanted to speak about the limtations of
18 the voluntary isotretinoin survey and perhaps sone
19 of the non-limtations because it seenms to us that

20 this is a critical issue in interpreting the data.

21 [Slide.]

22 Quickly, to review sone of the questions,
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and these are questions that we have posed as
potential limtations to this or any other survey
since 1988 when we first designed it, what is
success. The conmittee is struggling with this.
O course, there were no pre- and
post - conpari sons possible, and here we are talking
about the data up until the onset of S MART.
These are the 14 years of data preceding SMART
What are the critical events that one
j udges success by, is it pregnancies, live born
infants, infants with birth defects? |Is the
critical outcone a rate of pregnancy, or is it an

absol ute nunber?

One could imagine different scenarios with

very different responses to that final question

[Slide.]

Two other linmitations that we have
identified is that survey participation may provide
an uni ntended intervention and also that recall of
ri sk managenent may be biased anbng wonen who
becone pregnant.

W were well aware of those two concerns
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going into it, and to deal with those concerns, the
design, which is admttedly conplicated, includes
two arns, the AT arm which is the after therapy
only interview, if you will, and the DAT arm which
is the during and after therapy interviewwth a
nunber of contacts with patients throughout the
course of therapy.

Those have varyi ng degrees of patient
contact, and information in those arnms is collected
ei ther prospectively or retrospectively with
respect to some of these behaviors. So, we think
that we have been able to deal with those issues.

[Slide.]

There is anot her point about whether the
reporting of pregnancies anbng survey participants
is credible. W are, of course, concerned about
that. |If women are avoidi ng pregnancy during
treatnent, one woul d expect a rebound in pregnancy
rates following treatnment. That seened to us to be
an indirect neasure of whether reports may be
accur at e.

[Slide.]
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We have lifted this figure fromour 1995
New Engl and Journal paper, which sumarized the
survey experience to date at that point, to
descri be the pregnancy rates and outcones during
and after isotretinoin therapy.

I think it becones fairly clear that
during treatnment now, which is |lunped together, the
pregnancy rate is sonewhere approximately 9 per
1,000 person years. W are using person years
her e.

And as you can al so see, elective
term nation represents about 70 percent roughly of
those pregnancies. In the one nonth after
treatment, where the risk of malformation is
consi derably reduced, and in our data doesn't show
much increase at all, but in that one nonth of
therapy, you begin to see the pregnancy rates
increase, and in the two nonths, three nonths, and
four nmonths after therapy--and we only go out to
four nonths--what you find is a considerable
rebound in the pregnancy rates, which is what one

woul d expect if wonen are trying to avoid pregnancy
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during the course of therapy.

But it is also interesting to point out
that by the tinme you get to the fourth nonth, the
proportion of pregnancies that result in elective
term nati on approxi mates what we see for the U S
popul ati on.

So, this provides sone indirect assurance
that reporting is not terribly inaccurate.

[Slide.]

But what | want to focus on is the issue
of whether voluntary enroll nent may conprom se
representativeness, and, of course, one always
worries about that.

The response to that concern is to
maxi m ze enrollnent. W all know that, that is
basi ¢ epi demi ol ogy.

[Slide.]

The second approach is to conpare the
survey population to the target population, and to
do that, using denographic characteristics, on the
one hand, and ideally, the risk factors in the two

groups, on the other hand.
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[Slide.]

I think we should nake the point and
understand clearly that enrolling 60 percent or
more of the target popul ati on does not, in itself,
assure that that population is representative.

Conversely, enrolling |l ess than 60 percent
of the target popul ation does not assure that the
sample is unrepresentative, and | think that there
has been a fair anmount of assunption that because
the enrollnment rates are bel ow 60 percent,
therefore, the sanple population is
unrepresentati ve.

[Slide.]

It is very difficult to make direct
conparisons in trying to respond to the question
about is the survey popul ation a biased sanple, and
we coul d spend days, as we have, we have spent
mont hs over the past 14 years struggling with how
to evaluate this, the best we can do, and this is
based, not only in our own considerations, but
suggestions from FDA and from advi sory conmittees

and our own advisory committee that we have, is to
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do sone indirect comparisons.

These are necessarily limted and
imperfect, and | wish to nake that very clear

[Slide.]

Two parts of data that | want to present
were alluded to in the FDA revi ew docunment. One
was a conparison we did using United Health Care
data, which is a large plan that had | think 14
different prescription plans under one unbrell a.

What we were able to do through a
compl i cated process was to conpare wonen who had
received a prescription for Accutane through that
pl an, and | ook at those who enrolled in our survey
and those who didn't enroll

[Slide.]

There were very few variables that we
could identify for conparison, but one of them was
age, and what we found was that the age anong the
Accut ane partici pants was somewhat younger by about
two years than it was in the population that didn't
enroll in the survey. This was actually conpatible

with sonme anecdotal reports which we frankly didn't
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believe fromone of our colleagues at Roche at the
time.

This was back in the beginning of the
survey, in the '90s, who had said that in his
conversations with providers, he was finding a
nunber of themreporting to himthat they tried to
have wonen participate in the survey if they felt
that woman was at increased risk, that they felt
that the survey woul d provi de sone additiona
i ntervention or a conponent that would help
encourage conpliance. It mght do that indirectly,
but it certainly isn't the purpose of the survey.

[Slide.]

So, this was conpatible in that one woul d
expect that wonen who are ol der would be at |ess
risk for pregnancy, and, indeed, when you stratify
these findings according to age, and now we are
| ooking at this time the participation rate in the
survey was estimated to be about 40 percent, what
we found was that that 40 percent rate was fairly
consi stent across the three youngest age strata.

Where the participation rates were | owest were in
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74
the ol dest group of wonmen, and, in fact, anobng the

worren 50 to 59 years old, only 14 percent

partici pated, which would be conpatible with the

ei ther subsel ection or doctor's selection of wonen

at low risk saying don't both participating in the

survey, you are not at risk for pregnancy.

[Slide.]

The other data alluded to in the FDA
review, and that we have cited, and these are again
previously presented data, is a consumer survey
that was conducted by Roche identifying a number of
worren who had been prescribed Accutane, and asking
them whet her they enrolled in the survey or not,
and interestingly enough, the age difference was
agai n about two years, that the enrolled wonen
tended to be about two years younger than those who
didn't enroll in the survey.

Medi an education wasn't terribly
different, the source of their prescription wasn't
terribly different, indeed, the wonen in the
survey, 10 percent nore than the wonen who weren't

in the survey reported being sexually active, and
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not surprisingly, along with that, higher rates of
contraception use.

Now, one of the things cited in the FDA
report was that, well, gee whiz, if you | ook at
this popul ation, use of the birth control pill was
reported by 40 percent of the wonen enrolled in the
Sl one survey, but only 16 percent anong the wonen
who did not enroll.

On the face of it, there is no question
there is a difference there. It is not accounted
for by condomuse or other barrier methods, but it
is striking that the surgical sterilization rates
were conpensatorily different anong the enroll ed
and unenroll ed wonen, and if you add up the highly
ef fective contraceptive nethods as a percent, what
you find is that they are virtually identical in
terns of highly effective contraception use anong
the wonen in the survey and the wonen who chose not
to participate in the survey.

[Slide.]

But again, even within this analysis,

there is about three tinmes as many wonen--two and a
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hal f times as many wonen on the pill in the survey,
suggesting that again, if anything, the survey
popul ati on may be at higher risk for pregnancy
since surgical sterilization is a highly effective
and nore effective nethod than the pill.

[Slide.]

Finally, bringing us to the npst recent
data, we conpared the survey data, as did FDA,
versus isotretinoin users according to age--and
this is in the one year before SMART., and we
used the FDA data presented for advanced PCS as
representing the base popul ati on, the target
popul ati on, and we have provided the survey age
distributions on the left.

I think nost observers would say that this
is actually, until you get to the ol der age groups
for sure, pretty representative, and while there is
a decrease in the proportion of participants who
are 15 years of age or under, that decrease is
relatively small, where again we see a deficit of
participation that is fairly consistent is again in

the ol der wonen who are less at risk for pregnancy
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by and | arge.

[Slide.]

And, indeed, when you conpare the
preghanci es-- this is again in the year
pre-SSMA RT.--reported by our survey, and the
total reported by FDA including the spontaneous
reports, we see striking simlarities in the
di stributions.

[Slide.]

So, in answer to the question is the
survey popul ation a biased sanple, to us, the
evi dence does not suggest that the survey
popul ation is biased towards wonen at |ow risk of
pr egnancy.

I ndeed, the indirect evidence, and
stress it is indirect, suggests that, if anything,

the survey disproportionately includes wonmen at

relatively high risk of pregnancy, and this pattern

has been observed consistently at various points in

the survey's history.

[Slide.]

That brings us back to this figure that we
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1 showed in our presentation yesterday, where we

2 observed, again in the pre-SMA RT. era, 14 years
3 experience, a decrease in the pregnancy rate from

4 roughly 4-fold to a little bit over 1-fold, a

5 rat her striking and consistent decrease over tine.

6 [Slide.]

7 well, if the survey has any val ue, we need
8 to consider what this nmeans, and we think this

9 trend is unlikely to be expl ained by enroll nment

10 bi ases, which would have to have changed over the

11 14-year period.

12 We have done all sorts of npdels as to how
13 one might account for this trend through biases,

14 and it is very difficult to cone up with one.

15 [Slide.]
16 Rather, we think it may reflect continuing
17 i mprovenents in the inplenentation of the risk

18 managenment programvia its incorporation into

19 routine practice and | m ght add residency training
20 progranms and the dernatol ogy prograns, so that our
21 summary view is that without respect to S MART.

22 specifically, we do think that the 14 years
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experience preceding S MA R T. does reflect
i ncorporation of risk managenent el enments to the
poi nt where they have actual |y appeared to result
in a fairly substantial decrease in the pregnancy
rat es.

I will be happy to take questions, and

thank you for your consideration

DR. CGROSS: Are there any questions? Yes.

DR KIBBE: M question deals with the
characteristics of the individuals in the two
groups, those that undergo therapy and don't get
pregnant, and those that undergo therapy and end up
havi ng either been pregnhant when they start or end
up getting pregnant during the tine frame.

I guess we could say that 99 percent of
the wonen who enroll in therapy are successful in
not having a pregnancy occur during that, and 1 or
2 percent do, but what characterizes the
di fferences between those two groups, because if we
want to inprove what we do, we don't have to change
it for the 98 percent who go through the process

effectively, but if we could find some handl e that
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woul d hel p our clinicians identify individuals that
needed an additional activity or procedure, it
woul d help us a lot.

DR. M TCHELL: Actually, it is obviously a
rel evant question. First of all, fromthese data
in the nost recent years preceding SMART., the
pregnhancy rate would be 99.9 percent, it's roughly
1in 1,000. | don't nean to quibble, but it is
useful to keep that in mnd.

What we woul d call the analysis you are
describing is a risk factor analysis. Wat one of
the public speakers called it was a failure node
and effects anal ysis.

We are in the mdst at the present tine
frankly in doing a detailed analysis of exactly
that consideration. W have certainly identified
crudely that there are no gross characteristics
that appear to predict an increased risk of
pr egnancy.

As one m ght expect, we have seen the
chosen nmethod of birth control is directly related

to the risk of pregnancy. W have seen that the
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81
typically effective nmethods are effective and the
typically ineffective nmethods are ineffective.

We have al so seen and published in this
paper in 1995, our experience which indicates that
for any given node of contraception, we provide
data to suggest considerably higher efficacy than
the generally published data on efficacy, and that
i s because we think the nmotivation of this
popul ation is unusually high

What we are doing now is |ooking at al
the elenments in the Pregnhancy Prevention Program
the pre-S_ M A R T. Pregnancy Prevention Program to
see if we can identify any el enents that do exactly
what you are describing, that characterize the
worren who becone pregnant and di stingui sh those
wonen fromthe wonen who did not becone pregnant,
so that interventions could be targeted to that
popul ati on, and we are hoping to have that
conpl eted--Dr. Trussel, Janmes Trussel is going to
be joining us in that analysis as he has in the
past--and we hope to have conpleted in the next few

mont hs.
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DR KIBBE: A second question has to do
with ny interest in the international experiences,
if you will, with this nedication. Roche has said
that they have never had a country ask themto take
it off the market, but | can't imagine that there
aren't countries that are interested in elimnating
the risks.

Do you have any access to any data that
woul d hel p us understand how their interventions
differ fromours and how their risk ratios night
differ fromours, and how that m ght inpact our
deci si onmaki ng?

DR M TCHELL: The short answer is no, we
don't have any data and we have certainly tried to
find such data. One of the concerns that we have is
that the way drugs are managed philosophically in
some other countries, and particularly one
scandi navian country with which | amaware, is very
different culturally fromthe U'S

In one country, the attitude was that we
do what we do and after that it is not our concern,

and they don't track the outcones of exposures, not
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pregnancy exposures, but even pregnancy rates.

I think the U S. is frankly, uniquely
providing infornmation that has a denoni nator
O her countries have not, to our know edge, taken
this concern nearly as seriously as it has been
taken in the U.S., and the result is that there is
very little data.

DR. CGRCSS: Thank you, Dr. Kibbe, for your
questi ons.

The next question comes from Dr. Honein.

DR. HONEIN: Yes. Dr. Mtchell, you
mentioned 38 to 45 percent survey enroll nment based
on the United Health Care survey for 1990 to 1996
Yest erday, the FDA presented data suggesting a 19
percent survey enrollnment for the year prior to
SMART.

Was there that nuch decline in enroll nent
in the survey over that time period, or is this a
di fferent nmet hodol ogy for calculating the estinated
survey participation?

DR. M TCHELL: The net hodol ogi es by which

you cal cul ate participation requires that you know
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what the denom nator is, and the denominator is the
nunber of uni que woren taking the drug.

The difficulty in establishing that
denoni nator, the difficulties are considerable, and
we have had a | ot of debates over the years about
what is an appropriate denom nator

I nean if you sinply divide the total
nunber of fenmale scripts by 3.7, as the FDA used
the figure fromone experience in the Seattle area,
you cone up with one estimate of a denominator. |f
you divide that by 4 prescriptions or 2
prescriptions, you get very different denom nators.
The Kaiser data | think were closer to what we use.

But the fact is that we do suspect, based
on indirect evidence, that participation rates
declined over tinme, and it was really because of
our concern that we focused a ot of attention on
does the decline also reflect some differences in
the way women are enrolling.

VWhat we think, although we can't prove, is
that the $10 incentive, which we identified at the

outset of the survey back in '89 as an incentive to
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get wonen to participate in the survey through the
medi cati on package which we came up with the idea
of putting the enrollnment formin the medication
package to bypass the physicians who may not want
worren to participate or nmay not encourage them

So, we said, you know, make it like a
toaster rebate coupon and encourage wonmen who i ght
be nonconpliant to participate. But that was a $10
i ncentive back in 1989, and one of the reasons for
increasing the incentive in the nost recent efforts
was to adjust, if you will, for inflation that $10
incentive. So, we do think that there has been a
decl i ne.

DR. CGRCSS: The next question is fromDr.
W | ker son.

DR. W LKERSON: Considering best practices
once agai n, considering the wonen that we have, the
ages, the nethods of birth control that they have
enpl oyed and reasonabl e rates of success of those
progranms, what would be your calcul ated rate of
pregnanci es per 1,000 cases if everybody did

exactly what they were supposed to do and they used
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the met hods which are they using, what would this
rate actually look like? Instead of being 1 per

1,000 courses of therapy, how rmuch would it go down

to?

DR. M TCHELL: Can | turn your question a
little bit?

DR. WLKERSON:. It depends.

DR. M TCHELL: | can't give you the
answer. Ckay, | can't give you the answer, but |

want to understand the question, so we could give
you the answer.

DR. WLKERSON: In other words, if you
take the current wonen and their methods of birth
control that they are currently using, use
optimally as real, everyday |ife people use them
what woul d be the predicted rate of pregnancy per
1, 000 courses or however you want to express this.
We know that methods fail, we know that.

That zero is not obtainable in this
process short of fermales not taking this drug right
now, but | nean best practices in nornmal settings,

what woul d be the predicted rate of pregnancy in
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this setting.

DR. M TCHELL: | think I can parse that
question, to use an old term One question is in
efficacy in the normal use of the nmethod, and, in
fact, what our data suggests is that efficacy is
better than nornal data woul d suggest. W can
spend a lot of tine on defining on how best
ef ficacy was defined some years ago.

In the popul ati on we have observed, what
we see is roughly 1, 1.2 per 1,000. If all wonen

were on the pill, | could actually get you sone of

those estimates, it's in the paper, but | think the

real question is what is the efficacy if wonen are
on two met hods of contraception, which is what is

specified in the risk managenment program

The difficulty in assessing that is trying

to find out whether women who report two mnet hods
were reporting two sinultaneous nethods. Those

ki nds of questions becone extrenely, not only

i nvasi ve, but they becone extremely difficult to
ask, because you essentially have to understand if

a wonan is on the pill, did she take a pill every
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day, if she was using the pill and the condom did
she use the condomwi th every act of sexua
intercourse with the mal e partner

One of the concerns is that wonmen may be
interpreting the two met hods, may be using two
met hods, but forgetting the sinultaneous. It is
concei vable, this is sort of the |aw of unintended
consequences that Dr. Trontell mentioned yesterday.
A concern we have, although we don't have data to
support it, is there going to be a fraction of
worren who say, okay, | have got to use two methods,
I will use the pill a couple days a nonth and
will use the condomwhen | think of it.

I don't nean to dodge your question. W
can give you contraceptive efficacy rates for any
single method that was reported, and it's in the
paper, in the New Engl and Journal paper from'95
but we can't answer the question any nore directly
than that.

DR. CGRCSS: Dr. Kweder, do you want to

comment on that?

DR. KWEDER: Yes, basically, it is simlar
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to what Allen had to say. W have sone slides that
di splay contraceptive nethod effectiveness rates as
general |y understood, but there really are not data
that help us with the two nmethods simultaneously
used, and Allen's point is exactly what we have
struggled with, as well, does it nean, you know,
how many wonmen actually interpret use of two
met hods as simultaneous all the time. That, we
don't know.

DR. CGRCSS: The next question is from
Sarah Sellers.

DR SELLERS: | amwondering if you have a
regional distribution of the study participants.

DR. M TCHELL: We do, and it is conpatible
with the sales. | could get the slide out, | would
be happy to provide you. It will take me a couple
mnutes to find it, but it is simlar.

DR SELLERS: Just one nore foll owup, and
we may have addressed this yesterday, but has the
survey been validated at all with any nedica
records or exam data?

DR M TCHELL: Specifically, how would
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you- -

DR. SELLERS: To confirmin particular any
way to validate voluntary reporting on pregnancies.
Primarily, that would be the only thing that we
coul d | ook at.

DR M TCHELL: | think the concern is
fal se negatives, in other words, wonmen who fail to
report pregnancies, and we have not done that.

That raises sone privacy issues that are a little
tricky to get around.

Pregnancies that are reported are foll owed
up, and any pregnancy that is identified with any

suggestions of malformations, the records are

obtained if the wonan will allow us to.
DR TRONTELL: | would like to try and
address Dr. Sellers' question. | just wanted to

poi nt one chall enge in assessing pregnancy. Many
heal th plans do not cover term nation of pregnancy,
so individuals who sel f-di agnose pregnancy and
elect to termnate outside their usual nedical care
systemw || never be captured or ascertained.

DR. M TCHELL: Wich is one of the reasons
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that we rely on voluntary reporting from
partici pants.

DR CGRCSS: Thank you, Dr. Trontell

Dr. Strom

DR. STROM | wanted to foll ow up on Dr.
Ki bbe's question with a comment and then a question
to the conmpany in followup. You were asking about
the international experience in particular.

Anecdotal ly, ny col |l eagues in other
countries tell me that Accutane is seen as a
uni quely Anmerican problem but that is not because
we are the only ones | ooking, but because we are
the only ones using it so widely, that other
countries don't use it anywhere nearly as w dely as
we use it, so use is nuch |ess

What | wonder about fromthe conpany is
whet her you coul d give us sal es data by popul ati on
for sone selected countries, so, for exanple, to
try to nail down whether that anecdotal experience
is correct, in other words, what is the rate of use
in the U S. population, how does that conpare to

per haps the English population or the Swedish
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popul ati on or otherw se.

DR. HUBER W do not have the data on
sal es broken down by country here. That woul d take
us a little time to conpile and we don't keep those
here in the U S., so it would take us some tine.

DR STROM But | think that is why you
are not seeing the sensitivity from ot her
countries.

DR KIBBE: | think there is an underlying
soci al issue, too, and that general acceptability
of birth control nethods in Sweden and sone ot her
countries in Europe are going to be quite a bit
different than the United States. | amtrying to
figure out what factors are out of the direct
control of the systemthat we have are inpacting
it, that's all.

DR. GRCSS: Thank you, Dr. Kibbe

Dr. Wiitnore has the last question

DR. VWH TMORE: Can you clarify, you had a
graph up there tal ki ng about the nunber of
pregnanci es during Accutane and then for the

subsequent months after therapy, and | thought it
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was 10 per 1,000 person years, is that correct?

DR. M TCHELL: It was about 9 during
therapy, 9 per 1,000 during the course of therapy
at that time.

DR. WH TMORE: So, just to clarify, that
would be 1 in 100 essentially as opposed to 1 in
1, 000.

DR. M TCHELL: Well, yes, but | amsorry,
| accept your correction. | am confusing
different--our usual rate estinmators per course,
per 1,000 courses, correct.

DR, VWH TMORE: And that was person years,
and t herapy can range anywhere from 24 to 48 weeks
dependi ng how dosing is done essentially. | think

that is a point that need to be re-enphasized as

opposed to if birth control pills and a second form

of contraception were used effectively, naybe nore
like 1 in 1,000 rate of pregnancy. | nean those
nunbers are not correct, but | think just to give
us a ball park idea

One nore question about your survey.

There is incentive to fill out the survey. For
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1 teenagers, their parents probably nmake themfill it

2 out. For adults, there is a nonetary reward for

3 doing it, and also there are probably sone adults

4 who think oh, if | don't fill this out, sonething

5 bad is going to happen, or think that it is part of

6 all the program or sonething they need to do

7 particularly with all the PR about Accutane and

8 everyt hi ng el se.

9 So, | would say that a | ot of people would
10 probably fill out the survey, fill it out because
11 of incentive reasons of sonme sort, and then | woul d
12 ask you, these wonen are signing a formthat says
13 will be abstinent or I will use two forns of
14 contraception throughout therapy.

15 What makes you think that a non-anonynous
16 survey is going to capture any information about

17 peopl e actually not doing these things, they have
18 signed on a docunent saying they are going to do?
19 Al so, reports about abortions, what makes
20 you think that these women who have signed this

21 docunent, if they do get an abortion, if they are

22 not going to tell their doctor, what makes you
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think they are going to report it to you?

DR. M TCHELL: Probably the fact that we
are dealing with human beings would be a | arge part
of that answer. W were sinmilarly skeptical going
in, and remain sonewhat skeptical, but |ess so.

What is very interesting is how often we
find wonen telling us things they have not told
their doctor. |In fact, we did--and, Dr. Katz, you
had asked the question yesterday and | couldn't
renenber what it was when we bunped into each
other, but it comes to m nd now-and that question
is really how accurately do the data reflect what
the physician is doing.

We identified back in | think it was the
early '90s, a group of wonmen who reported to us
that they had not had pregnancy testing prior to
the prescription of Accutane. Fromtheir enroll nent
forns, we were able to identify the physicians who
were in that |oop.

We cal l ed those physicians' offices to ask
sort of an anonynobus survey question about we are

just calling from Boston University, we are
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queryi ng physicians about their practices with
respect to Accutane, and typically, very often the
person respondi ng woul d be an office nmanager or the
of fice nurse rather than the physician.

We asked whether they routinely did, in
fact, do pregnancy testing as one of a nunber of
questions, and a surprising nunber--not a
surprising nunber--a | arge nunmber of physicians
indicated that they routinely do pregnancy--1 nean
the of fice nurse said oh, we always do pregnancy
testing, but a number of offices said to us we
don't.

Now, woul d you expect a physician's office
to tell a survey that they don't do pregnancy
testing? The converse is also the case, that when
we identify a wonan who reports that she is
sexual | y active and does not use contraception, we
consi der that worman at such great risk for
preghancy that the design of the survey calls for
us to call that woman.

We call it reading the riot act. W cal

that wonman and say to her that the behaviors you

file:////[Tiffanie/daily/0227DRUG.TXT (96 of 339) [3/10/2004 2:27:12 PM]



filex////ITiffanie/daily/0227DRUG.TXT

10

11

12

13

14

15

16

17

18

19

20

21

22

97
reported to us put you at high risk for pregnancy,
and we urge you to imrediately call your physician,
stop taking the drug. Incidentally, would you al so
be willing to allowus to talk to your doctor.

When t he woman gives us perm ssion to cal
her doctor, you would assune that the doctor would
gi ve you some response that woul d be conpatible
with what the woman is reporting, and, in fact, |
can't give you the quantitative response, but there
were a di sturbing nunber of tinmes where the
physi ci an woul d get on the phone with us, once the
worman gave us permnission, and would go to the
medi cal record and read us fromthe nedical record
that the wonan said she was actively--so here was a
worman inviting us to find out, and what she was
doing was telling the survey--this is a |long answer
to your question, but | think it deserves that--she
was telling us sonething that she wouldn't tell the
doctor.

So, the survey is actually in a position
to find out things that a wonman wouldn't tell the

doct or.
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1 DR. VH TMORE: | had no idea that you

2 called patients. | think that is absolutely

3 fantastic.

4 DR CGRCSS: Dr. Mtchell, thank you very

5 much for your presentation.

6 DR M TCHELL: Thank you.
7 DR CROSS: Dr. Katz.
8 DR. KATZ: | want to clarify. You call

9 the doctor's office, and you said sone said they
10 didn't do any pregnancy testing, but you talked to
11 the of fi ce manager and nost doctors' offices--1

12 happen to draw bl ood in the office, but nost don't
13 draw blood in the office--so, the office nmanager

14 says no, we don't do pregnancy testing. They send

15 themto the | aboratory, but they don't do it.

16 DR. M TCHELL: First of all, let ne

17 explain this was a very biased sanple. This was a

18 sanpl e of wonmen, a small sanple of wonen who had

19 told us they had not gone through a conpliant

20 process, so we are already dealing with a subset

21 that is hopefully snall.

22 Wien we called--Dr. Katz, | can't renenber
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the specific questions, but we can get themfor
you--we asked a series of questions of someone who
would be fanmiliar with the offices practices, it
often was the nurse, but it represents only a very
smal |l fraction, and we did incidentally try to
reach those doctors subsequently and get them

i nformed of what the appropriate practices were. |
don't nean to suggest that was a w despread

phenonena.

DR GROSS: Thank you again, Dr. Mtchell.

W will now nmove on to Dr. Trontell, who
had sonme information to present to us that will be
hel pful in our consideration of the questions.

DR. TRONTELL: There were sonme questions
yest erday about the specifics of the clozapine
program and also of the S T.E.P.S. program | am
thankful to the representative from Cel gene who
canme and provided information, which | wll repeat,
and | will also invite that individual to cone to
the m crophone to supplenent it.

But relative to the registration of

patients in the S.T.E.P.S. program patients are

file:////[Tiffanie/daily/0227DRUG.TXT (99 of 339) [3/10/2004 2:27:12 PM]

99



filex////ITiffanie/daily/0227DRUG.TXT

10

11

12

13

14

15

16

17

18

19

20

21

22

registered by their Social Security nunber. |In the
event that that number is not unique, a second

uni que nunber is assigned to those individuals.

So, the provision of patient anonynmity in
STEPS it isnt truthfully there. If you have
their Social Security nunber, that can be readily
linked to an individual's nane.

The ot her question that was asked was
about cl ozapine and the nechanismthat led to its
institution. |In fact, information provided to ne
by one of the menbers of the Division of
Neur ophar macol ogi ¢ Drug Products told ne, in fact,
that sonme of the experience that | cited with
agranul ocytosis related to post-nmarketing
experi ence abroad where the product was narketed
with recomrended nonitoring for white counts and
prevention for agranul ocytosis.

That rate was on the order of 1 to 2
percent, and that had been described in the era of
the cl ozapi ne national registry in practice with
mandat ory nonitoring of white count to be | ess than

1 percent, specifically 0.38 percent.
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If there are additional questions, | would
invite the individual s who know each of those
registries to cone to the mcrophone to address
t hem

DR. CGRCSS: Hearing none, we will nopve on
now to Dr. Paul Seligman, Director of the Ofice of
Phar macoepi dem ol ogy and Statistical Science at the
FDA, who will introduce the questions to us.

I ntroduction of Questions

DR SELI GVAN: Good norning. | have been
asked to present the issues and questions for
consideration by the coonmittee this norning and
this afternoon.

Pl ease note that these questions are part
of the agenda that was distributed for the neeting
and can be found after the agenda.

Before | begin, | just want to take a
brief monment on behal f of nyself and nmy col | eagues
at the FDA to al so thank the menbers of the public
this morning who were here to share their testinony
and their personal experiences.

The issues and questions fall into the
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followi ng sort of broad categories. W are asking
the conmittee today to eval uate the perfornmance of
the current program and the data that have been
presented both yesterday and today, to consider
options for inprovenent of this current risk
managenent program to consider how best to nonitor
any recommended changes, and to consi der benchnarks
for success as noted yesterday norning.

I think it was the first question out of
the gate by Dr. Bigby, as well as others this
mor ni ng, who have focused on how best to determ ne
whet her subsequent changes or any programthat
cones out of these deliberations should be
determ ned to be successful

[Slide.]

The first issue that we ask the conmittee
to consider this morning is that based on the
reports and patient surveys, there does not appear
to be a neani ngful decrease in the nunber of
pregnanci es reported in wonmen taking a course of
isotretinoin since inplenentation of the current

ri sk managenent program
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We woul d ask you then to discuss the
measur enent and inpl ementation factors that may
have contributed to these findings.

[Slide.]

The second issue is based on prescription
audits and patient surveys, use of the
qualification sticker is high. Patient surveys
suggest an inconsistent |ink between nmonthly
pregnancy testing and use of the stickers.
Reported pregnanci es and patient surveys indicate
i nconpl ete or inadequate birth control mneasures
anong fenal es.

Again, we ask you to pl ease comment on
measur enent and i npl ementati on aspects of the
current programthat may have contributed to these
findi ngs.

[Slide.]

Question 3. FDA's goals for the
I sotretinoin Pregnancy Prevention R sk Managenent
Program are that: no woman who is al ready pregnant
be prescribed and di spensed isotretinoin, and that

no pregnanci es should occur while on this therapy,
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104
and that effective pregnancy prevention occur
t hroughout the course of treatnent.

[Slide.]

I n recommendi ng any changes to the risk
managenment program we ask the conmittee to
consider the potential tools and strategies in
light of the likelihood of effectiveness in further
reduci ng fetal exposure, the practical inmpact on
heal th care providers who prescribe and di spense
the product, and the inpact on patients who nust
navi gate any such program

[Slide.]

G ven these factors, we are asking the
comrmittee to consider the follow ng options:

(a) Continue the current risk managenent
program w t hout additional tools, and if this is
the recomrendation, if so, what approaches do you
recomrend to i nprove adherence with the program by
patients, physicians, pharmacists and others, such
as health educators?

[Slide.]

(b) O to consider nodification of the
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current programwi th additional risk nanagenent
tools to reduce fetal exposure.

W list a nunber of them here, such as
prograns to enhance education and interaction with
patients to identify and m nim ze high risk
behaviors; to tighten the |Iinkage of prescriptions
di spensed by pharnacists with required check of
pregnancy test results; the registration of
patients, pharmacists, physicians and/or others
such as health educators; limting the access or
distribution of the drug, or other tools. In
recomrendi ng the other tools, we would ask you to
descri be them

I should note that in the course of our
di scussi ons and deliberations, other tools have
al so been nentioned, but not |isted here.

[Slide.]

Question 4. In order to adequately
moni tor the risk nmanagenent program we ask the
fol | owi ng:

(a) Wwuld it inprove nonitoring of risk

managenment program perfornmance to register
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patients, pharmacists, physicians, and ot her
rel evant partici pants?

(b) If participants in such a risk
managenment program are regi stered, how can this be
more effectively done in a multi-source
environment, so that individuals are not registered
multiple tinmes or doubl e-counted?

[Slide.]

Finally, we are asking the committee to
identify critical benchmarks for determining the
success or failure of the pregnancy risk
managenent program and suggest, for exanple, such
as reducing to zero the nunber of wonmen who are
pregnant at the initiation of isotretinoin
treatnent, and others.

I am happy to answer any questions about
these issues and provide any clarification as need
be.

DR GRCSS: Thank you, Dr. Selignan.

Conmi ttee Di scussion
As Chair, | amgoing to nmake a suggestion

that we consider Question 3 |ast because that is
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107
the recomendati on of the commttees on what the
program should be in the future.

Question 4, | suggest be considered before
3 because it tal ks about whether or not registers
woul d be hel pful, and that may be part of the
ultimate plan that we cone up with in Question 3,
and assessing success and failure is something that
we can al so consi der bef or ehand.

Is that okay with the committee if we do
it in that order, Question 1, 2, 4, 5, then 3?
Does anybody have any objections to that? Okay.

Why don't we begin with Question No. 1.
Based on the reports and patient surveys, there
does not appear to be a neani ngful decrease in the
nunber of pregnancies reported in wonen taking a
course of isotretinoin since inplenentation of the
current risk managenent program

Dat a has been presented on that. Please
di scuss neasurenment and inplenentation factors that
may have contributed to these findings. If | may
be so bold as to say that insufficient data has

been presented to answer that part of the question,
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but let's hear what comittee menbers think on
those issues.

Dr. Gardner.

DR. GARDNER: As a non-clinician, it would
help ne greatly to understand what happens in the
clinician's office in terns of the inplenentation
of these processes both fromthe standpoint of
physi ci an and patient burden, and al so the
| ogi stics we heard yesterday, a scenario of trying
to get a preghancy test, is it the result or a new
request, and so on.

Coul d the clinicians comment on how these
processes are inplenented in practice for exanple?

DR. CGROSS: Any dermatol ogi st want to--Dr.
Kat z.

DR KATZ: We will walk you through it
fromthe beginning. First of all, the patient has
been seen nultiple tinmes previously, on every other
treatnent we know, different antibiotics starting
with the least risk of inducing and nost used for
decades, and then antibiotics with a high risk

profile.
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Then, the patient is evaluated, and if it
is amnor, the parent is in the office initially,
a conpl ete discussion of all side effects are done,
and then the femal e patient, one can't portray in
this nmeeting the doctor-patient contact and the
validity of patient response, reliability of
patient, we can't project that here, but the
physi ci an assesses that, as well.

Then, you give the patient a choice of
having a parent |eave the room so you can discuss
the contraception end. W ask themif they are
usi ng contraceptives, and it is burdensonme going
through this entire thing, then, of all the side
ef fects invol ved.

Al risks are mentioned and if it is
decided to go ahead with the Accutane, in female
patients, baseline bloodwork is done, CBC, hepatic
profile, lipids, and HCG pregnancy test, and they
are told to cone back at the time of the next
period for another pregnancy test, or they can get
that done, since they are not conming, that m ght be

in 10 days, they wouldn't have to come back to the
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1 office, they can go to the |ab and get the

2 | aboratory test. They will often fax it, and then

3 they can cone by and get a prescription with the

4 yellow stickers

5 They are told to cone back in two weeks

6 and then every four weeks through the course of

7 treatment. Bloodwork is obtained each time, and

8 then they are given a prescription again. They are
9 rem nded each tine about the necessity of two neans
10 of pregnancy.

11 They are asked about the side effects, how
12 they are feeling as far as generally, and once

13 again you can't project everything. You are

14 | ooking at their face to see how they are doing.

15 Wth all this said and done, you rem nd the patient
16 each time about the necessity of two neans of

17 contraception.

18 A lot of tines people say yes, it happened
19 to ne, to bear on this question further, how can

20 these adverse effects be reduced, it can't be to

21 zero because a patient says that she is not

22 sexually active, and each tinme she remarks a little
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bit, she said | told you that last tinme, and each
time | remnd her, she reminds ne that, doctor, |
told you | amnot sexually active, and then two
weeks | ater she calls nme and says she missed her
period. This happens. So, how do you elininate

t hat ?

Now, it so happens, then, we got a

pregnancy test, she wasn't pregnant, she had just

m ssed a period. But she was concerned because

obvi ously, she wasn't sexually inactive. So, these

are the problens that face us, and that is why this

is going to happen anyway.

Does that answer your question?

DR. GARDNER:  Thank you

DR CGRCSS: Dr. Crawford has a question.

DR. CRAWORD: A followup either to Dr.
Katz or any other nenber of the conmittee. O her
than actual pregnancy testing, what woul d be
different with the nale patient prescribed
i sotretinoin?

DR KATZ: No, except that contraception

isn't discussed, which night bring up sone points
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that came up with the male patients, but, no, that
is not discussed.

DR GROSS: That is an issue we will need
to consider |later on, whether male contraception
shoul d be reconmended.

At this point, | would |like to encourage
the conmittees to specifically stick to the
quest i on.

The first part of the Question 1, does
anybody di sagree with the statenment, the statenent
bei ng there does not appear to be a neaningfu
decrease in the nunber of pregnancies? Does
anybody disagree with that? Yes.

DR. BERGFELD: | would like to speak to
that. This was a new program the S MA RT.
program for the dernmatol ogi sts, and when they were
asked to participate, the Anerican Acadeny of
Der mat ol ogy put in place very intensive teaching
courses at all of their nmeetings to informthe
dermat ol ogi sts of their behaviors.

We were also visited by the conpany in our

offices in which the S MA R T. prograns were
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1 introduced to us. W then had didactic sessions to
2 go through what our responsibilities were to be in
3 this program and we were requested, and it was

4 inferred, that unless we signed up, we would not be
5 prescribing this drug and that we would be out of

6 order to prescribe this drug.

7 So, in ny practice at the O evel and

8 Cinic, we did abide by what we felt was the best

9 thing for our patients, we becane inforned, we

10 abi ded by the sticker qualifications, and we did

11 somewhat what you did, Dr. Katz. W used the forns
12 that are given to us to go over with the patients.
13 But what | would like to say about this is
14 that what happened was that the conpliance of the
15 dermat ol ogi sts went up with informed consent and

16  education of the patient.

17 I think that is reflected by the fact that
18 you have decreased nunbers of prescriptions being
19 witten overall, but a constant nunber of

20 pregnanci es, and | think there has just been an

21 i ncreased reporting that has gone on because of the

22 educati onal program
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I think when you open or begin a new
program this is what you woul d expect, and | would
think that what we here do today would be to
enhance this programto nake it nore efficient and
improve it, so the reporting continues and the
education continues, with the ultimte objective to
reduce the pregnancies to zero if possible.

DR. CGRCSS: Gkay. | amstill trying to
answer Question No. 1. Let nme take the prerogative
of the Chair and say there does not appear to be a
meani ngf ul decrease in the nunmber of pregnancies.

Woul d anybody di sagree with that? Dr.
Whi t nor e.

DR. VWH TMORE: The one thing that you
asked was are there contributing factors.

DR. CGRCSS: That is the second part of the
question. Let's do the first part first.

O herwi se, we are never going to get through the
day.

Does anybody di sagree? Dr. Ringel

DR RINCEL: | think the real honest

answer is that we really don't know. W don't know

file:////[Tiffanie/daily/0227DRUG.TXT (114 of 339) [3/10/2004 2:27:13 PM]

114



filex////ITiffanie/daily/0227DRUG.TXT

10

11

12

13

14

15

16

17

18

19

20

21

22

if Dr. Bergfeld' s coment about the nunber being
artificially high because of increased reporting is
true.

On the other hand, if that nunber really
reflects the actual rate, that is problemtic
because the rate shoul d have decreased, in fact,
because there were decreased nunbers of
prescriptions witten.

I think the only thing that this shows is
we don't have the answer to that, and we really
need a registry.

DR GROSS: So, we have one dissenter
Does anybody el se di ssent on the statenent there
does not appear to be a neani ngful decrease in the
nunber of pregnancies? Dr. Bigby.

DR. BI GBY: The suggestion has been raised
shoul d we consi der as an objective, the rate or the
absol ute nunber, so if, in fact, you could show,
and you could probably do this, that the rate had
actual |y decreased and the absolute nunbers in the
hundreds, is that a success. That is the point |

think we should think about, so maybe rate isn't
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what we shoul d be | ooking at.

DR. CGRCSS: Could | see a show of hands on
the question there does not appear to be a
meani ngf ul decrease in the nunber of pregnancies?
We are never going to get through the program W
are going to be stuck on Question 1 until 5:00 p.m
To me, the answer seens obvious. Yes.

DR. SCHM DT: Yesterday, on page 70 in
this Pregnancy Rate and Accutane Survey, this,
t hought was neani ngful that it decreased, that
there was alnmost like a 2- to 4-fold decrease in
some of the slides that were shown in the decrease
i n preghancy rate.

I want to add one other thing to back up
Wl nm. You know, people are very, very anal about
doing these different things in the offices.

At |east in Houston, | nmean we really bend
over backwards to do everything and cross out t's
and dot our i's on these, and froma clinica
experience, | took a straw vote at one of our mgjor
nmeeti ngs, our Thursday norni ng conference, and

since this SMART. programstarted, | could only
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identify in this group one pregnancy that had
occurred at least in our group, which probably
includes a | ot of people doing a | ot of Accutane.

DR. STROM To bring it to resolution, |
think the problemis an issue of term nology and
peopl e are confusing nunbers and rates. The
question is there does not appear to be a
meani ngf ul decrease in the nunmber of pregnancies
reported. | think it is very clear that is the
case. That is based on spontaneous reports, the
nunbers are roughly even

Al of the issues everybody is raising are
correct in terns of issues of reporting that naybe
that the rates have gone down despite the fact that
the numbers haven't, and | think those are the two
thi ngs that people have confused.

But the question says not a neani ngful
decrease in the nunbers, and those nunbers are
based on spontaneous reports, that is clearly the
case. The nunbers are roughly the sane.

MR LEVIN. | just want to add to Brian's

comment that | think what people are responding to
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is the second part. | nean the issue of whether we
are seeing better reporting, nore accurate
reporting or actually that things are remmining the
same is a question of neasurenent, and that is in
the second part of the question

DR GRCSS: So, a show of hands on the
first part of the question.

DR. DAY: Excuse me. Could I ask a
clarification? I know these questions have been set
for sone tine, but is there a way for us to ever
modify it, so that we could have a second part that
we coul d vote that the nunber has not decreased,
but that we do not have sufficient evidence about
the rate or the rate has or has not? Can we
address nunber and rate in this question?

O herw se, sonme of us will be unconfortable in
voting quickly one way or another to get it off our
agenda.

DR GROSS: Sure, there is no reason.
think we should answer the question, then, if you
want to put another statenent, there is no reason

we can't do that.

file:////[Tiffanie/daily/0227DRUG.TXT (118 of 339) [3/10/2004 2:27:13 PM]

118



filex////ITiffanie/daily/0227DRUG.TXT

10

11

12

13

14

15

16

17

18

19

20

21

22

119

DR. TRONTELL: WMay | offer sone
clarification fromthe Agency? W do our best to
express the questions clearly, but our intent in
this question was, in fact, to engage the comittee
is sonme discussion on the issue of ascertai nnent of
pregnancy, some of which have al ready been raised
in some of the remarks around the table.

We woul d appreci ate some di scussion or
closure around it, not so nuch an issue of debating
whet her or not the nunbers have changed. W can
make our assessnent of that, but the issue of
ascertai nnent, as well as inplenentation are what
we woul d i ke the commttee to address.

DR. CGROSS: So, ascertainment really
relates to the second part of the question

A show of hands on the nunber of
pregnancies. Do all people think the number of
pregnanci es appear not to have decreased
meani ngful l y? A show of hands that they agree that
is the case

[ Show of hands. ]

DR. CGRCSS: Those who di sagree?
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DR KIBBE: Abstentions? | think the data
is inconclusive and I will not vote one way or the
ot her when the date is unreliable.

DR CRCSS: Fine. So, the majority agree
and there is one abstention.

DR KWEDER Dr. Goss, if thereis a
vote, we would appreciate it if you could record it
for the record in the instances when you do vote.
Thank you.

DR. CGRCSS: For the record, the group
agrees there does not appear to be a neani ngful
decrease

Do you want to go around the room is that
what you mean by record?

MS. TOPPER For the record, we are
required to go around the room i ndividually and
have each person record their vote. If you wll
say your nane and you agree or disagree, we wll
need to have that. Thank you

DR. GROSS: Art, do you want to start?

MR LEVIN. Arthur Levin. | agree.

DR SAWADA: Kathy Sawada. | agree.

file:////[Tiffanie/daily/0227DRUG.TXT (120 of 339) [3/10/2004 2:27:13 PM]

120



filex////ITiffanie/daily/0227DRUG.TXT

10

11

12

13

14

15

16

17

18

19

20

21

22

DR VEN TZ: Jurgen Venitz. | agree
DR. STROM Brian Strom | agree.
DR BERGFELD: WIna Bergfeld. | agree

with the nunber, but | do not agree with the rate.
| believe the rate has gone down.

DR CRCSS: You believe the rate has gone

up?

DR. BERGFELD: Down.

DR RAIMER. Sharon Rainer. | amgoing to
abstain. | don't think we have good enough dat a.

DR GRCSS: So, that is an abstention?

DR RAIMER  Abstention

M5. KNUDSON: Paul a Knudson. | agree.

DR. BIGBY: Mchael Bigby. | agree with
the statenment that there hasn't been a neani ngfu
decrease in the nunber of pregnancies reported. |
do think that there is information that the actua

rate has decreased.

DR HONEIN: Peggy Honein. | agree.
DR. COHEN: M chael Cohen. | agree.
DR VWH TMORE: Beth Whitnore. | agree

there has not been a neani ngful decrease.
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MS. SHAPI RO Robyn Shapiro. | agree and
al so observe that by asking for nunbers as opposed
to rates, there seens to be an inplied goal about
what we shoul d be | ooking for, whether intended or
not .

DR EPPS: Roselyn Epps. | agree.

DR SCHM DT: Jinmy Schnmidt. | agree

DR. CRAWCRD: Stephanie Crawford. |
agree there has not been a neani ngful decrease in
t he absol ute nunber.

DR. GROSS: Peter Gross. | agree.

DR WLKERSON: M chael W/ kerson.
agree with the question.

DR. RINGEL: Eileen Ringel. 1 agree also.

DR VEGA: Amarilys Vega. | think that we
don't have sufficient data.

DR GRCSS: So, that is an abstention?

DR VEGA: Yes, sir.

DR DAY: Ruth Day. | agree with the
decrease in nunber reported and nake no cl ai s
about anyt hing el se, nunbers that may have

occurred, as well as changes in rate.
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DR KIBBE: Arthur Kibbe. | abstain on
the basis that the data is not conclusive, nor is

this an appropriate question.

DR. GARDNER: Jackie Gardner. | agree.
DR. KATZ: Robert Katz. | agree.
DR SELLERS: Sarah Sellers. | agree.

DR GROSS: Thank you all.

Now, for the nore difficult part--that was
easy, believe it or not--please discuss neasurenent
and inplementation factors. This is really where
the expertise of the committee could be enornmously
hel pf ul .

Any suggestions, comments?

Robyn Shapiro.

MS. SHAPIRO. | agree with your earlier
comrent that there is insufficient data to weigh in
on that.

DR CGRCSS: Anyone el se? Art.

MR LEVIN. | guess | amjust confused by
what the rate, when tal king about rates, where we
are. If | look at P70 of the Roche presentation,

which is sourced at Slone and tracks the nunmber of
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124
pregnhanci es per 1,000 Accutane treatnent courses
and t he number of pregnancies per 1,000 patients
per year, there does seemto be a decrease, but
where we get down to is around the nunber 3, and we
have just heard from4 to 3. Over the period of
1989 to the year 2002, and if we sort of track
into, you know, sort of approxinmate on this graph
where the first prevention program cane into effect
and then where S MA RT. canme into effect, which
is probably not on this graph actually. You know,
we see recent history.

But we just heard of a rate of 1, | think,
in the presentation fromSlone. So, | amjust
personal |y somewhat confused as to the different
presentations of what the rate issue is, whether it
is in the course of treatnent or per patient year
what we are discussing here.

DR GROSS: Sarah

DR SELLERS: | would just like to rem nd
everyone that we are tal king about a reporting
rate, we are not tal king about an incidence rate,

and the primary objective of the risk nmanagenent
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125
programis to decrease the nunber of pregnancies,
not to decrease the reporting rate.

These are reported pregnancies and the
nunber of reported cases are snmall in conparison to
what we believe are the overall nunber of
pregnanci es that may be occurring and exposures
during pregnancy.

So, a meani ngful decrease in a reporting
rate, in ny opinion, has very little validity in
the di scussion of decreasi ng preghancy exposures.

DR. CGRCSS: Thank you

So far we have been tal ki ng about
measur enent on this question. How about
i npl ementation factors, inplementation factors that
may have contributed to a | ack of a decrease in the
nunber of pregnancies? Dr. Katz

DR. KATZ: Just to take one second to
reiterate an anecdote--1 won't reiterate it--but to
renmind you we don't have part of not being able to
i mprove on it although we have to keep trying and
use every effort is the human fallibility and that

was nmy only point in nentioning that little
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anecdote. You can't conpletely control human
behavi or, nor can we unfortunately 100 percent
control physician behavi or and how nuch tine
sonebody is spending with a patient, and so forth.

So, some of it, we are not going to be
able to reduce it to zero.

DR GROSS: A point well taken.

DR. KATZ: It was al so pointed out
yesterday, with all the stringent requirenents that
one night consider adding, that still doesn't
elimnate pregnancies. It will capture the nunbers
better and it may be a rem nder, an education
rem nder, but if sonebody is going to tell the
doctor that they are sexually inactive, you can't
force themto take birth control pills. There is a
certain limt to what we can do.

DR. CGROSS: Exactly. There is going to be
alimt to what we can do, but does that mean we
shouldn't try to nake the programstricter. | nean
that is going to be one of the things we have to
consi der.

Dr. Venitz has a conmment ?
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DR. VENITZ: Yes. M comment is with
those survey instrunents in general. W just had a
preview | think of our discussion when we | ooked at
the reported nunbers, and you stated that we are
dealing with reported nunbers.

I would nmake the observation that in ny
m nd, the only nunber that has any validity is the
fact that 28.2 percent of the patients participated
in the survey, which nmeans the remai nder, 70-plus
percent did not participate in the survey.

We are | ooking at pregnancies, which is an
event that presumably is rare with or w thout the
i mpl ementation or the appropriate inplenentation of
a prevention program so we are |looking at in my
m nd bias, at |east potentially biased survey
sanpl e.

So, any of the nunbers that follow from
that point on, to ne, cannot be interpreted whether
they are made or reported, they do not reflect any
interventional effects. So, the observation | am
making is one of the linmtations and anything that

I have heard over the past day and a half is the
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fact that only 28 percent of the patients post-

S MART. participate in the survey. So, all the
nunbers fromthat point on, to ne are neani ngl ess.
DR. CGRCSS: An inportant point.

Dr. Strom

DR STROM | would like to address the
measurenent issues and to linmit it, to sone degree
this may be duplicative and | think is expressing
what everybody is saying, and then nove on to the
i npl ement ati on factors.

For a measurenent issue, | think to a
| arge degree we are | ooking at spontaneous
reporting data. The problemthere is we have an
i nconpl ete numerator, we have an inconpl ete
denoni nator, and given that, we can say sonething
about nunbers.

In this case, the nunbers are unusually
i mportant perhaps because they are telling us there
are still people being affected, but we can say
not hi ng about the rates, you can't calculate rates
based on spont aneous reporting data.

You have got again uncertain numerators
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and uncertain denonminators. | think the only place
we have rates are the survey data, but as Dr.
Venitz said, and as Dr. Mtchell has tal ked about,
as well, there are obviously linmitations that have
been well recognized in the survey, and as much as
it could be designed to address it, it has, but it
is an intrinsic problemwhen you are dealing with a
voluntary system and the enrollnment is voluntary
accordingly.

In ternms of inplenmentation factors, |
think what we are hearing is an extraordinarily
conpl ex systemthat it was certainly hard for us to
be explained to us, no |ess harder yet for
clinicians to inmplenent. | ama general internist,
not a dermatol ogist, so | don't prescribe Accutane,
and | haven't been subject to it, and the nore
details | hear about it, the gladder I amto that
effect.

I think there is a very substantial burden
here on physician and on pharmacist. | think there
i s an enornous obviously |ack of reporting as we

tal ked about, and | think there is a huge | ack of
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ability to enforce | think is the key issue.

I think to the degree we are tal king about
a system where you are trying to drive things
towards zero. You wll never achieve zero for the
reasons everybody is saying, but we are trying to
drive it towards zero

You are not going to be able to get this
compl ex health care systemwi th all of the enornous
het erogeneity and hundreds of thousands of
provi ders when you are dealing wth physicians and
pharmaci sts, and try to ask the health care system
to enforce it in a voluntary way.

It is just never going to happen, and
think as long as we are relying on a voluntary
systemin ternms of the inplenentation, we can't

expect it to go as lowas it can

I am struck and inpressed by how well it
has done given all of that. | think there has been
enor nous conpliance on pharmacy part, | think there

i s enornous conpliance on dermatol ogi sts' part.
I think the answer isn't to keep hitting

peopl e on the head, because we can't expect nore
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froma voluntary systemthan we have al ready
gotten. | think the problemis the inplementation
has been voluntary and has been diffuse, and has
been totally decentralized.

DR. CGRCSS: So, zero is a laudable goa
and we can try to design a programto reach that
goal , but not expect that we will ever get there.

Dr. Vega.

DR VEGA: | just want to concur with Dr.
Strom that in terns of the inplenentation factors,
I think that the weakest of the links here is the
voluntary nature of this program as he so nicely
described. | think that is the best we can get
fromthis type of voluntary program

DR GRCSS: Dr. Epps.

DR EPPS: Just a fewthings | wanted to
say. Although I know this is a risk managenent,
part of the risk-benefit ratio, also to say
sonet hi ng about the benefits, and that it does
benefit a ot of patients, and those of us who use
it or sone of us who may have taken it, | feel that

I shoul d say sonething for them because | think it
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is a very useful drug, | think it is a very
i mportant drug.

Der mat ol ogi sts, in general, are not very
caval i er about prescribing it. Mst of us are very
careful. | have treated a | ot of minor patients or
young people, and if either the parent or the child
does not agree, you just don't give it.

If the child is involved in risk-taking
behavi or, they are the ones that are snoking and
under age drinking, they are probably having
unprotected sex, you don't give it to them So,
patient selection is also very inportant.

Der mat ol ogi sts, in general, quite a few
are solo practitioners, kind of an independent
group, and to get over 90 percent participation,
anything isn't a mracle.

Also, | agree with Dr. Katz, it is very
difficult to control for human behavior or for
human bi ol ogy, and there are sone patients who wll
say or do, your history is only as reliable as your
informant, and you have to, you know, you take what

your patient says, you can |look for signals for
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ot her things.

When we deal with mnors, however
certainly you have to involve the parent and get
their consent. Wth adults, you can't contro
adult behavior. You can nmake recomendati ons, you
can nmake suggestions, but we don't go hone wth
them and we can't control. W can advise, and we
can withdraw the nedication if they aren't doing
what they are supposed to do.

There have been questions about
international patients. | guess it should be said
that different ethnicities have different
experiences with acne. It is not the sane in al
cultures. Some cultures are nore severe than other
people, so | amnot sure the enphasis on other
countries is that neaningful

Al so, if the survey is voluntary and
conplete, it doesn't nmean that it is necessarily
truthful. A couple of questions mght need
modi fication for mnors, such as did you sign the
consent. Well, a concrete young person m ght say

no, | didn't, nmy nother did, but |I didn't sign the
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134
consent, so you mght want to say did you or your
guardi an or parent do X, Y, or Z

There are times when we do talk to parents
confidentially if they have sonething to say or
give the prescription, so the young person filling
out a survey may not know that there is a sticker
i nvol ved.

So, there may be a fewlittle
nodi fi cations that could be done on the survey, as
wel | .

DR. GRCSS: | have a question of Dr. Epps.
Wul d you like to make sone suggestions? You
brought up the issue of selecting the patients who
you think woul d be appropriate rather than just
accepting whether they say yes, | wll conply.

This might be helpful in designing a plan to
particul arly say maybe this person is not
appropriate assum ng they have cystic acne.

DR EPPS: Wll, as has been alluded to
earlier, the doctor-patient relationshipis
extrenely inportant. | nean it is pretty unusua

to give, unless it's a nmale, to give Accutane on
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the first visit. | nean it is not usually done.
You need bl ood tests, you need followup, you need
consents.

As a subspecialist, | have sonetines
referred patients who already had treatnents. They
come with a reference fromtheir physician. |
usually talk to themor | mght have nedica
records fromthe referring physician indicating
what nedi ci nes they have had and how | ong t hey have
had them but still you are still going through
consent, you are still giving out the bound spira
not ebook folder, and proceeding in that way.

A lot of tines--1 guess part of ny
pedi atric background--you talk to the young people
and ask them well how is school, well, you know, I
skip and | don't go all the tinme or | amnot in
school right now. | mean it is probably not a good
per son.

Multiple visits are hel pful because you
wi || know whet her they come back or whether they
are conpliant. |If they cone back with half a via

of pills, then, that is probably not a good
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Accut ane patient.

I know sonme of us have been tal ki ng about
pills and people who have themleft over and people
who share, and that is always a concern, too, and
some of that is timng of appointnents.

You tell themtake all of your pills, you
know, and sonetines it requires a followup after
the end of course, not only whether you are
nmoni toring blood tests, but to find out how they
are doi ng.

You can't repeat the Accutane course for
two weeks anyway--not two weeks, two nonths--if you
need to repeat a course. Most of themdon't need
it, but they sonetimes do like to followup with
questions or concerns.

I think nbst people are trying to do the
right thing. That is what | would like to
enphasi ze, and | think nost patients are trying to
do the right thing, | really do

DR. GRCSS: Dr. Schmidt.

DR SCHMDT: | pass. Dr. Epps said

everything that | wanted to say.
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DR. GRCSS: Wonder f ul

Dr. Sawada.
DR, SAWADA: | just wanted to get back to
Dr. Venitz's and Dr. Stromis comrents. | would

certainly agree with themthat fromthe outset
yesterday, getting the information and the nunbers
and the wonderful slides, et cetera, it becane

i nherently confusing as to how valid the basic
nunbers were.

Certainly, | think that things
contributing to this confusion with the validity of
the nunbers obtained has to do with the voluntary
nature of the survey. | certainly think that is
somet hing that we have to discuss.

The other thing is the recall nature of
the survey, as well. | knowthat if | don't
dictate in the first 24 hours of seeing a patient,
if | have to wait 24 hours, that information is
lost. It may just because | am-no offense to
seniors--but it may just be that | am advancing
mysel f in age, but | certainly woul d suggest that

sonet hing other than recalling nature of the survey
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is sonmething to consider

The other thing is contacting the
physician. | have never been contacted or inforned
that a patient has filled out any of ny surveys.
certainly think something has to be done to protect
the privacy of the patient when we review those
records, but that would at |east be able to give
you a corollary between what is in ny record and
what the patient says.

DR CRGCSS: Dr. W/ kerson.

DR. W LKERSON: A couple of coments. W
have a saying in Texas you can |ead the horse to
water, but you can't nake himdrink. That
certainly applies to trying to legislate or trying
to force people into conpliant behavior, so whether
we nake these requirenents mandatory or not, there
is nothing that prevents that person from putting
untrut hful answers on a docunent that they send
back to an anonynous third party, no nore than it
prevents them from making fal se statenments to their
physicians. Patients tend to respond to your

expectations and | think they feel very bad when
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they do fail.

Sixty percent, | was surprised that that
was the goal that was set. [|f anyone has ever done
measur enent in popul ation satisfaction surveys,
what ever, 60 percent is a lofty goal. Cenerally,
if you can get 10 percent back on a voluntary
survey of any type, | amtold by industry is very
good, and sonetimes even 1 percent.

So, to see that we are getting over 20
percent return is certainly quite amazing,
particularly when we are |ooking at the intimate
details that patients are revealing about
thensel ves. W are thinking about these details in
a clinical sense, but to the patients revealing
this, this is like taking their clothes off in
public al nost.

My ot her question about this is fromthe
data, which | didn't see, is do we have particul ar
physi ci ans who are non-conpliant and result in an
overly |l arge number of represented pregnanci es.
This is an issue that we don't like to deal with.

We know that there are good drivers and
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bad drivers, and certain people seemto have
accidents nore than others do, but certainly every
one is, because the risk of probabilities expose
the potential of having an Accut ane-exposed
pregnancy no matter now good a job they do, but
certainly we need to look at practitioners also in
terns of are sone peopl e over-represented and why
are they over-represented.

The other comment | had was | thought that
the survey forns that | saw was the first tine |
had had an opportunity to see those docunents that
I could recall, I thought they were incredibly
conplex and witten well above what | woul d expect
for the average patient.

| had to sit there and read through the
questions a couple tinmes sonetines to try to grasp
I think we need a sinpler, shorter docunent.

DR CGRCSS: Well spoken. 1 think the data
presented to us at least really showed a paucity of
risk factors that would help us deal with failed
i mpl ementation, and hopefully, future surveys will

i ncl ude nore obvi ous, not so obvious risk factors.
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The next questioner is Dr. Honein.

DR. HONEIN: | think one inplenmentation
factor that may have decreased the effectiveness of
the current risk managenent plan is the existence
of multiple nanes of this programand nultiple
brochures and multiple surveys, which I think is
very confusing to patients and |ikely decreased
participation in the survey, or conversely, we
don't know how many patients enrolled in both
surveys, because there is no information going to
the patients to even tell themthat they shouldn't
enroll in the second survey.

| assunme the vast najority of prescribers
got the S MART. materials from Roche because
that cane out first, and unless they got a very
smal | supply, they probably didn't have to request
the other materials, but we saw yesterday that now
over half the prescriptions are for the generics,
so when they are getting their nedication, they are
getting a different information, a different
enrol | ment form

I think unifying this into one approach
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woul d help the situation a |ot.

DR. CGROSS: Good point.

The next question conmes from Dr. Bigby.

DR BIGBY: | think that the nmajor problem
with this medication is that it is uniquely and
highly effective for treating nodul ar acne, and
think for nost dermatol ogists, it is a drug that is
very inportant for us to be able to take care of
patients, but it also is teratogenic and therefore
I think that the fact that we are tal ki ng about
maki ng deci si ons about rates on the basis of
spont aneous reports and utilization really is
sonething that--1 think we are remss in having to
rely on such a paucity of data in trying to make
deci si ons.

I think one of the things that has to be
acconplished is that we nmake a mechani sm where we
will actually detract fenale patients who are
taking the drug and make a really good effort to
make sure that we |earn the outcone of those
patients while they are on the drug and for

sonetine after.
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I think only that way can we start to have
accurate neasurenments about basically what the rate
is and what effects interventions have.

In terms of inplenentation factors, one of
the things that struck me is that, you know, | see
patients at a university health service twice a
week, and the sort of denand for Accutane is
extrenmely high. Obviously that age group patient
is one that is at high risk for becom ng pregnant.

One of the things that | try to make sure
is that patients are at |east on one effective form
of contraception, and | think it is very well known
and published in a book "Contraceptive Technol ogy, "
what are the effective forms of birth control in
actual use. | mean they are basically
sterilization and hornmonal therapy, and that the
failure rate of just about everything else is
unacceptably high for this drug.

So, one thing that we can do is to nake
sure that people are at |east on one effective form
of contraception, and then | would just like to

make a sort of commrent about the abstinence
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| oophole, | like to call it.

Soneone said, well, if a patient insists
that they are abstinent, you can't nake themtake
the pill. WII, yes, you can. You can give them
the choice of either use an effective form of
contraception or not give them Accut ane.

It always puzzl ed ne about, you know,
abstinence as a | oophol e because if abstinence is
your primary form of contraception, what is the
secondary form

So, if are abstinent on the pill, that
works for me. But if you are abstinent and your
secondary form of contraception is a condom then,
it makes no sense what soever, because once you have
to use a condom you are not abstinent anynore, and
a condomby itself is not an effective form of
contraception.

You know, the sort of published efficacy
of condom alone is extrenely low. Condom and foam
gets to be | think around failure rates of 1
percent, but condons alone, | think the pregnancy

rate is as high as 10 percent in use
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So, | think that we should elinminate the
abstinence | oophol e and make sure that all patients
are at | east on one effective form of
contraception, and then we can talk to themall we
want about using two simultaneous forns of
contraception, but I think we can at |east start
with them being on at | east one effective form of
contraception.

DR CGRCSS: Thank you for your coments on
the twi sts and turns and human | ogi c.

Woul d anyone |ike to comment on whet her or
not the survey in the future program shoul d be

mandat ory? Dr. Cohen

DR COHEN. | think it should be
mandatory. Yesterday and today, | think especially
with the patient survey, | guess, several of us

remar ked about how little we know about the actua
causes. | know | did yesterday, and | think you
did, Peter, as well, and others.

To me, not only should it be mandatory,
but I think particularly with any followup that is

done with patients that becanme pregnant, where the
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failures were, we really have to spend tine asking
questions about what actually went wrong.

To nme, that is absolutely critical, and
sooner or later, you would be able to put together
some data that would be of trenmendous help in the
future in reducing these failures. So, to nme, that
woul d be critical, a different design, at |east
with the followup that is done, and then tracking
what those reasons are.

DR GRCSS: Dr. Crawford.

DR. CRAWORD: Thank you. | wish to
expand upon what both our Chair and Dr. Cohen just
said, and it is also followup to the first
question | asked yesterday. One, | do think
surveys should be a mandatory part of the risk
management program but | think they nust be
coupled with some type of failure node effects
anal ysi s.

In response to different ways of saying
how it was handl ed, to ny recollection, yesterday,
Dr. Huber stated that Roche had sonme foll ow up

steps based on the S.T.E.P.S. and the S MA RT.
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progr am

Dr. Mtchell described some followup with
their survey processes this norning that included,
with perm ssion of the patient, talking with the
physi ci ans and conpari ng sorme of that data.

Dr. MIler gave two case reports. One of
the speakers fromthe open hearing, of course, that
i s another case report, but that was a different
risk factor that was brought up that hadn't been
put on the table before.

So, | think part of the risk managenent
program in addition to the survey, that we really
shoul d strongly suggest the need for nore
formalized followup of the failure cases including
qualitative data, not sinply asking what went
wong, but truly doing histories in cases, because
the patients may not know what went wong. W have
to ask questions beyond what could just be checked
of f, really hear their descriptions of everything
that happens.

DR CGRCSS: Thank you

Dr. Ringel
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DR RINGEL: | was going to address
specific parts of the programthat were inplenented
that coul d have contributed to the nunmber of
pregnanci es, and | think one of those was the
stickers. The stickers are a surrogate, and
think that the FDA has shown very clearly that they
correlated very poorly with the pregnancy testing,
but that is not all they did poorly.

Supposedl y, those stickers, there was a
lot in those small stickers. Supposedly, those
stickers neant that your patient had the pregnancy
test, it meant that they had the pregnancy test
during nmenses, which, of course, you have no way of
know ng.

It means that you had nade sure they were
going to be on two forns of birth control, that you
had educated them that you have done the consents,
and that they had been on birth control for a ful
month. That is alot for alittle yellow sticker
to do, and | don't think it did it very well. It
didn't even do the one thing it was really supposed

to do, which was to correlate with pregnancy
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1 testing.

2 So, | would suggest that we do one of two
3 things, either just get rid of the stickers and

4 get the pregnancy tests faxed to the pharnmacy, so

5 they will know that they are really there and they
6 have really been done, or nake those stickers nean
7 sonet hi ng.

8 In other words, make theminto a

9 checklist, so the doctor actually has to say yes,
10 they have been on birth control for a nonth,

11 because | know it has been a nonth since | |ast saw
12 themand | got in touch with the gynecol ogi st, yes,
13 I did the consents, you know, yes, | did the

14 pregnancy testing, and at |east |let them check off
15 that they have done the things that they have done,
16 so it has sonme neaning. At least it will be a

17 rem nder, if nothing else, or just get rid of them

18 DR, CRAWORD: Dr. Gross tenporarily has
19 stepped out, so again, | get to say | have got the
20 power .

21 Dr. Day.

22 DR DAY: A lot has been said so far and
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wi |l continue to be said about human behavi or, and

I think the problens with human behavi or shoul d be
pointed in all directions. To be human is to err,
and there are errors that happen along the way from
the physician's office, the pharnacist, the

patient, and so on.

Very often, for exanple, in the
physician's office, the affixing of the sticker is
an interesting question. Wat happens if the
patient cones in and needs to get the refill, and
the physician is with another patient or out of
town, does anyone else in the office have authority
to apply the sticker, such as the office nurse or
adm ni strator, and what they mght do is go and
|l ook in the chart and say, oh, yes, this patient
has been qualified by the doctor

That was sonetime ago, and if that person
then doesn't know that there has to be a
requalification procedure every single tine, that
person m ght say, on, here is your sticker, go to
t he pharnmacy.

So, we coul d generate nany, nany
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opportunities for human error to happen al ong the
way. But to focus on the patients, | think we have
conf ounded human behavior with some ot her things,
and one of the nmobst inportant things is

conpr ehensi on.

To ny know edge, there has not been
conpr ehensi on testing provided in the survey
materials. There is questions did you do this, and
so on, and so forth, and do you understand that,
and then it tells you what you are supposed to
understand. O course, you say Yyes.

So, | think that there is a confound when
soneone doesn't do sonething, is it because they
don't know that they are supposed to do it, or is
it because they know but either they choose or
forget or circunstances get in the way of them
doi ng the thing.

A col | eague here reninded ne yesterday
about the speed linmit. W all know that the speed
limt mght by 65 mles an hour in a certain area,
but not everyone goes 65 mles an hour, sone people

go faster.
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So, we have this confound of conprehension
and behavior, but it is not insoluble. Currently,
at Duke University, we have a governnent-funded
proj ect on studyi ng conprehension of the
information to patients in the Medication Guide for
Accut ane.

So, it may well be when the results are in
that the conprehension level is high and therefore
it is a behavioral problem and interventions need
to be addressed there, or if the conprehension
level is lowin sonme aspects, but not others, then,
additional materials or education or sonething
needs to be addressed to those points.

So, | don't think we should throw up our
hands about human behavior, and so forth. It can
al ways be, if you will pardon the expression, nore
better, but we have to understand why there are
failures, not only of the failure effects approach,
and so on, but is it conprehension or is it
behavi or, and a relative blend of those, and how do
those interact.

So, | amsorry our Chair is absent while
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153
put forward this plea to de-confound the nany
i mportant aspects that go into behavior that is not
fully appropriate.

DR CRAWORD: Thank you

Dr. Schmidt.

DR SCHMDT: | think we need to magnify
our certainties, and one of the certainties is that
peopl e, when they just listen to one person or they
| ook at one page, are not going to pick up the
i nformation.

At least | and ny coll eagues in Houston
usual Iy have people go to the gynecol ogi st and get
a consultation for their birth control if they are
in a risk population, and then the other thing
want to address is | don't want to put all ny
patients on birth control pills.

I really have young girls who are
genui nely abstinent, and I do not want to put them
at risk for retinal henorrhage, and | truly believe
when they come in with their nother that they are
absti nent.

Now, human nature being what it is, there
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1 is a wonderful word in a prescription called

2 Prevent, and | always tell ny patients that if they

3 have unprotected sex, and | have had them call

4 wll give thema prescription for Prevent to take,

5 the morning after pill. | think this is something

6 that needs to be nentioned.

7 DR CGRCSS: Robyn Shapiro, did you have a

8 conment ?

9 M5. SHAPIRO. | amgoing to respond to
10 what | think you wanted us to tal k about, and that
11 was the surveys. This plays on Ruth's point a bit.

12 I think that when we | ook at sone of the

13 proposal s in the packages about the interaction

14 with the program and | amnot so sure what that
15 means, but | have an idea about maybe what it could

16 mean, and that is, before the first prescription is

17 witten, that there be a check of understandi ng

18 about what is supposed to happen in that informed

19 consent process.

20 If there is a failure and/or depending on

21 what the survey says, there is an indication of

22 intent to engage in risky behavior even with

file:////[Tiffanie/daily/0227DRUG.TXT (154 of 339) [3/10/2004 2:27:13 PM]

154



filex////ITiffanie/daily/0227DRUG.TXT

10

11

12

13

14

15

16

17

18

19

20

21

22

under st andi ng, that that be | ooped back to the
prescriber, who then who woul d have to readdress
what ever the problemin understanding or intention
is with the potential patient, and that then the
prescriber | oop back to the programto confirmthat
yes, in fact, we cleared this up and therefore, as
a substitute for a sticker, rather direct
communi cation fromthe prescriber to the program
which would go to | guess the pharnmacy, that there
be a check on assurance of understanding and intent
to conply, and that maybe that happens, that kind
of interaction with the programand, if need be,
then, back to the doctor and to the program every
prescription, period.

DR CGRCSS: How do you suggest this be
done agai n?

MS. SHAPI RO Conputer.

DR GRCSS: Dr. Epps.

DR EPPS: 1In regards to the stickers and
I guess the scenario that was introduced, the
sticker has your nane and your DEA nunber on it

It is not sonmething that a staff or a nurse or
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soneone el se can substitute.

Also, in regards to birth control, birth
control pills and hornonal contraception is
contraindicated in certain populations. There are
some peopl e who should not take oral contraceptives
or Depo or whatever, | nean there is now | guess a
monthly injection. There are conplications. There
is a whole list of not only contraindications, but
potential side effects, and everyone shoul d not
take them

O course, some of ny patients cone, they
have tal ked about it with the pediatrician, they
cone with the blood tests in hand, they cone with
have al ready been to ny doctor, | amon my birth
control pills. A lot of patients are really,
really prepared, and | don't think a |ot of
patients or their parents, if they are a mnor, are
that ignorant about it.

I nean these people read, they go on Iline,
they talk to their friends. The visit before, I
usually give themsone literature to | ook at

regarding the side effects and the risks and the
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benefits.

So, | agree education is inportant, |
think that it should be ongoing at every entry
poi nt possible. If they are seeing ne, they are
seeing the pediatrician, everybody is reinforcing
this stuff, and sonetimes the information can
change, too, just as before, as soneone alluded to,
that they used to recomrend on the third day of the
period, then, it was the fifth day, and changes in
the protocols, but | don't think people are just
Wi nging it.

DR CRCSS: The last couple of coments
have been on the stickers, which is really Question
No. 2, so we could move to Question 2. Any other
comments on what aspects of the program nade the
stickers not neet the role they were intended to
meet? Dr. Raimer.

DR. RAIMER. Before we go to stickers, |
just wanted to coment again. | do think that
every patient should have to sign up to be part of
the patient registry, and | think that should be

done in the physician's office before the patient
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is ever given Accutane, that they should sign up,

regi ster for the survey before they are ever given
Accut ane, that that should be part of what has to
be done to get the Accutane.

I think it ought to be | ooked at, an
on-line sort of process--mght should be | ooked at,
I don't know all the ins and outs about doing
that--but at |east you could get to the patient a
little nore quickly with the survey, and | think
there should just be one vendor. It is nmuch too
confusi ng having nore than one vendor.

DR CGRCSS: Thank you. That comrent
actually is very relevant to Question No 4, which
tal ks about registers, so that is inmportant to
not e.

Dr. Katz.

DR. KATZ: Part of Question 1 says discuss

measur enent factors that have contributed to a | ack
of having accurate nunbers, and we keep tal king
about the response rate of 28 percent to the
survey, and that is easily taken care of with

mandat ory--as ot her peopl e have all uded
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to--mandatory enrollnment, and it is not that
bur densone.

You are having people sign the consent for
two consent fornms before they | eave the office,
bef ore they get Accutane, having bl oodwork done or
having it done at the lab, and this enrollnent form
is very sinple.

I nstead of what we have been doi ng now, we
strongly urge you to fill that, because there could
be nore restrictions if you don't, instead of that,
you al so have to fill that out, and you send it
fromthe office, postage paid, and you send it from
the office, and if they don't respond to the
questionnaire, you get feedback in a couple weeks
that they didn't do that, and case closed. It is
not even added burden

So, a mandatory enroll nment would elininate
our whol e di scussion of do we have accurate
nunbers, what can be done at followup, and we can
take that 28 percent and push it close to 100
percent very easily.

DR CRCSS: So, really Questions 1, 2, and
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4 are all kind of interconnected, which is fine.

Dr. Vega.

DR VEGA: This is a coment regardi ng why
are we going back and forth on these questions, and
why is to assess the pregnancy, stickers, testing,
all that. [If we think about it in the normal way
when the drug is conming to the market, if we had
i sotretinoin com ng down the pipeline as a new
drug, and knowi ng what we know right now, | am sure
that we will have no hesitation, no fear, in fact,
we will not dare to let this drug go into the
mar ket pl ace wi t hout the shackl es of a good, strong
mandat ory pregnancy prevention program risk
managenment program that will help us to contro
the use and prevent or mnimze the pregnancy
exposure.

However, we are going backwards, it is
already out, and there is a |l ot of use, and now we
are trying to contain, and that is why it is so
hard to go backwards, but we need to maintain the
forward perspective and try to apply it in a

backwar ds way.

file:////[Tiffanie/daily/0227DRUG.TXT (160 of 339) [3/10/2004 2:27:13 PM]



filex////ITiffanie/daily/0227DRUG.TXT

10

11

12

13

14

15

16

17

18

19

20

21

22

Thi s sounds kind of confusing, but the
principles are the same, and we should apply them

even when we are trying to read backwards into this

i ssue.

DR. CGRCSS: Dr. Gardner.

DR. GARDNER: Wth respect to stickers,
think that we sinply cannot examine--1 mean we

can't recommend any program going forward that does
not take into account the opportunity to gather or
to comuni cate through conputerized order entry,
PDA entry, that is going to be the way that
prescriptions are delivered, conmmunicated, and it
already is in many places.

It certainly is in institutions, many
institutions that have dermatology clinics. W are
going to have to address that. Yellow stickers do
not address that, so whatever system we have,
whet her it incorporates yellow stickers for
hand-carrying to reach all pharmacies or not, it
al so has to address these other things.

I would also like to have us | ook over the

next hour or so about what are we going to do about
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mai | order sales.

DR. CGRCSS: On the sticker issue, | think
the question has been answered as to why there is a
di sconnect between the stickers and i nadequate
birth control measures, because that may be
i npossi ble to ever assure.

But how about the issue of the
i nconsistent |ink between nonthly pregnancy testing

and the stickers? Wiy do you think that fail ed?

Yes, Sarah.
DR SELLERS: | would like to, first of
all, agree with the comments that Dr. Ringel nade

earlier concerning the anmount of information that
is intended to be conveyed by the yellow sticker,
and again why problens with the sticker may have
contributed to the findings.

I would Iike to go back to nmy coment
yesterday on what exactly the qualification date,
what information that conveys, because again, in
the S MA R T. package, briefing package, it states
that the date is actually the date a sanple is

taken, not the date that there is a confirnmed
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negative pregnancy test.

That seens to be in conflict with the
| abel i ng of the drug, which requires two negative
preghancy tests prior to prescribing of the drug.

DR. CGRCSS: Dr. Kibbe

DR KIBBE: | think we are all trying to
get our handl e around the entire program and while
we address each question, we end up addressing al
the questions and all the issues, and there are
some human behavi or issues, and then there is |ack
of data issues.

Then, there is an issue that | think sone
of us are struggling with, and that is how
draconi an does the risk allow us to becone in terns
of preventing the risk. | know Dr. Venitz said
that he didn't trust the abstinence, it wasn't one
of those really great dependabl e met hods.

There is, of course, the medieva
adnoni tion that when you are going to be an
abst ai ner, you should get to a nunnery. The rea
i ssue is how draconi an are we going to be, how

forceful can we be in our society, and upon whom
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shoul d we exercise the additional |evel of contro
in terms of behavior.

I think that if we took a quick
run-through, we would all agree that a mandatory
survey gets us a lot nmore information, a |l ot nore
data. Wether or not a mandatory survey gets us
any inprovenent in pregnancy rates is conpletely
di sconnected fromme in nmy mnd. | can't see how
mandatorily surveyi ng people gets themto change
their behavi or.

| al so understand that education is a
vari abl e and active education versus passive
education nakes a difference, but 100 percent
recall of educated material is absolutely
i mpossi bl e.

I have done it at universities for many
decades, and you can't get students who are trying
to even get into nedical school to renenber all the
stuff they learned in any one | ecture of
physi ol ogy, and we are dealing with a cross-section
of Anerican people.

We just can't expect education to be all
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the answer. | have a trenendous faith in the
dermatol ogists. | think they are truly devoted to
getting the right result, and they see the results
all the tinme, and it is right in front of them
They are really notivated.

I don't think we need to worry about the
physi ci ans wanting the outconmes. | think we have
to empower themto get those outcones. |If we have
a mandatory survey system and a nandatory
registration for our patients and our pharmacists
and our physicians, we will have a way of
collecting data, and we will still have
pr eghanci es.

The answer really is can we differentiate
bet ween the 99 percent or nore of wonen who, when
given the option and expl ained the situation, wll
be very careful and not get pregnant, fromthe 1
percent or |ess of wonen who no matter what we do
on an educational basis, will find a way to have a
failure rate, and that is what we are | ooking at.

If we can get data fromthe 99 and conpare

it tothe 1, and find sonme trends or some ways to
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get our physicians well informed about what are
risk factors, then, are we willing to ask them
that, since you are in a high risk and we are not
willing to take the chance with you, that you wll
have to be on one or nore fornms of birth contro
that we control as a clinician rather than that
they control as a patient, and how draconi an do you
want to be.

You could very well |ook at them and say
all right, we will start you on this therapy two
mont hs from now, but today you are going to the
gynecol ogi st and you are going to get an 1UD, and
we are going to do pregnancy tests, and two nonths
|ater we are going to start you on this therapy,
and two nonths after the therapy is over, then, we
will let you go back to the gynecol ogi st and take
the 1UD out or something conparable to that.

Now, that is as close as you can get to
putting theminto 100 percent assuredness, but | am
not prepared to say we do that to all of our
patients. | amsaying let's find a way to figure

out which patients are at high risk and offer
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them-and | don't know whether that is the exact
met hod--but there has to be sonething nore than
what we are getting to.

So, sure, we can recomend to the FDA to
go ahead and accept a nandatory survey system and a
mandat ory educati on system and what have you, but
it is not going to end pregnancies for wonen of
chil dbearing age on this drug unless we have with
it a nore draconi an second step

DR CGRCSS: | guess another question is it
won't end it, but will it decrease it, and al so
dermatol ogi sts aren't the only one that prescribe
the nmedi cati on as we have heard.

Dr. Wit nore.

DR VWH TMORE: | amnot quite sure what
question we are on, but as far as--

DR. GRCSS: Al of them

DR VWH TMORE: Ckay. As far as the survey
and registration, | think nandatory survey and
registration is essential. | wonder if there is a
way we can al so have a sinultaneous anonynous

survey be sent in just so we can be conparing our
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data that we are receiving. So, that is one
quest i on.

The next is about the yellow stickers and
preghancy tests going to the pharnmacy, and things
like that. | think we have to remenber that the
pregnancy test is only going to be helpful in
preventing persons who are starting Accutane from
starting Accutane while pregnant.

The foll owup pregnancy test is going to
tell us to stop the drug earlier than we woul d
otherw se, but we will still be needing to tell the
patient that their baby nmay have a retinoid
enbr yopat hy.

So, think renenbering that, that our
pregnancy test is only going to be effective in
preventing persons who are pregnant fromstarting
Accut ane, and is going to do nothing else, nothing
for the other individuals who becone pregnant
during Accutane therapy.

DR. CGRCSS: Sarah Sellers?

DR SELLERS: No.

DR CROSS: Dr. Epps.
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1 DR EPPS: Just a couple of coments.

2 Medi cai d requires that prescriptions be witten,

3 if we are of opinion that Accutane should have

4 witten prescriptions, then, that could be, too.

5 It doesn't have to be electronic, it doesn't have

6 to be by PDA, it probably shouldn't be.

7 Qccasional |y, Medicaid, pharnacies may accept a

8 witten faxed prescription, but regardless it has

9 to be witten, and that would elimnate the hackers

10 and the ot her people who want to get it to sel

11 or do whatever they want to do it.

12 Survey is a good idea if that were to be
13 i mpl emented. As far as registration and pregnancy
14 testing and faxing it to a pharmacy, | don't agree
15 with that. | think there are real privacy issues

16 especially when you are tal king about ni nors.
17 It is not |like a WBC count, you know,

18 is not like a white count. If you have one

19 pharmacy and you are in a snmall town, and if there

20 are certain pharmacies that do it, | nean there are

21 real confidentiality issues there

22 That's enough
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1 DR. KWEDER: Excuse ne for interrupting
2 the order, but | amhearing a | ot around the room
3 there is a back and forth about surveys and

4 registries, and I amnot sure that we are al

5 tal ki ng about the same thing.

6 I wonder if it would be hel pful perhaps
7 after the next break if the staff could present a
8 description of the S.T.E P.S. program whi ch enpl oys
9 both, and they are very different. You know, the
10 registration and the survey itself are different,
11 and they have raised for us and the conpany

12 different kinds of issues with regards to privacy
13 and what is acceptable to CHRP

14 We have sone slides that mght help

15 clarify sone of that, to try and put a franmework
16 around that before final decision and

17 recomrendat i ons are nade.

18 DR CGRCSS: Do you want to pull those
19 toget her, because we nay get to them before | unch?
20 MR. LEVIN. Could we al so have a

21 description of the other progranf

22 DR. KWEDER: That is what | nean.
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MR LEVIN: | rnean both prograns.

DR. KWEDER: \What both programns?

MR LEVIN. d ozapine and the Thal i dom de
prograns.

DR KWEDER | think so. | think we can
pul | that together

DR. CGRCSS: | amgoing to take the
prerogative of the Chair to say it sounds as though
we are pretty much done with Question No. 1. There
may be sone issues that conme up later on, and
that's fine, but to nmove us al ong.

Sone of the issues that have cone up for
the second part of Question 1 regarding
measur enent, surveys, mandatory surveys, rewiting
the survey, so that it is at naybe a seventh or
eighth grade level, inplenmentation factors.

We tal ked about stickers, which is really
the next question. Use of FMEA, qualitative
assessnent, that the survey would have to be
rewritten to include many nore possible factors.

So, those are sone of the issues that were

raised. Also, it was pointed that while zero
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1 pregnancies is our goal, no matter what we do, we

2 are probably never going to be able to reach that

3 | evel

4 On Question No. 2, we have had a few

5 comrents on stickers. Wuld anyone |ike to conment
6 on what aspects of the program nade them

7 i neffective? The use of the stickers was high, but
8 apparently it didn't prevent pregnancy.

9 Dr. Katz

10 DR KATZ: That is not a proven statenent.
11 The lack of link between the stickers and whet her
12 patients really got pregnancy tests because we were
13 told earlier that when doctors' offices were

14 checked, they did have preghancy tests on the

15 chart, which was ny initial question, because when
16 peopl e are asked on that survey, that onerous

17 survey, whether they had pregnancy tests, they may
18 forget that the pregnancy test was included in the
19 bl ood tests.

20 I have had people ask nme, oh, was that the
21 pregnancy test, too, and they have to be told that.

22 A lot of tines when they get the regular bl ood
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tests, you don't repeat, now, this tine | am
getting a CBC, hepatic profile, triglycerides, and
pregnancy test. You are repeating the blood tests,
and rem ndi ng them about the pregnancy. They may
not have that, they nmay di sconnect that.

So, we are getting this disconnect data
fromthe questionnaires of 28 percent of people
that return that, that said no, | got the stickers,
but I didn't get the pregnancy test. WlIlIl, that is
not necessarily true.

DR. CGRCSS: Anyone el se have any comments
on the stickers per se? Dr. Bergfeld

DR BERGFELD: | would like to say | |ike
the stickers, and | like the stickers because it is
an inprint on the physician that when you have to
move to using the stickers, you have to be
constantly rem nded of your responsibilities. So,
it is aremnder to the physician.

I would also like to corment that | woul d
like to see addressed on the next folding out of
whether it be a registry, a registry and survey,

that you | ook very carefully at what you really
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want to glean fromthat, and | will definitely say
has to be sinplified and easy to read.

Included in that, the physicians need sone
kind of flowchart that they can attach to their
medi cal record, whether it be paper or conputer, so
that they can have a fl owsheet that these records
just don't go in a patch-like way into the
patient's record. It would be very hel pful to have
a drug list record.

Thank you.

DR. CGRCSS: Dr. Raimer, did you have a
coment on stickers?

DR RAIMER | did. | just wanted to
reiterate sonething that was brought up yesterday.
| think we should continue to re-educate the
physi cians also. It has been al nost two years
since nost of us signed up for the SMART
program | think you should have to re-enrol
every year.

I think it should be an on-1line program
where you actually take a little test and you have

to say, yes, | realize the second pregnancy test
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has to be done during the nmenstrual cycle.

I think the doctor should have to get al
the answers correct before they get the stickers.
They can take the test as many tinmes as they need
to, but, you know, just a short examto be sure
they know all the facts and be re-educated every
year, and then they should get a sticker that is
good for a year, have to redo it every year.

DR GROSS: So, this is a different kind
of sticker. This is a sticker for the physician,

not the patient.

DR RAIMER. No, it is the yellow sticker

You get a supply of yellow sticks fromthe conpany.
So, you get your resupply of yellow stickers each
year after you have passed the test, just to be
sure you renenber all the things you are supposed
to do, but a flowsheet would not do the sane thing.
DR CGRCSS: That is a new suggestion.
Woul d anyone else like to comment on that?
Basi cal ly, annual recertification of people who are
usi ng Accutane or related drugs, should that be

part of a programthat we are going to recomend?
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DR WH TMORE: | second that idea and
woul d say that the stickers can just expire one
year fromthe tine they are sent out.

DR CGROSS:  Yes.

DR. W LKERSON: A couple of coments at
the risk of drawing ire fromthe pharmacy | obby.
mean the role of the physician is to diagnose and
to prescribe. The role of the pharmacist is to
fill the prescription according to proper | abeling.
The pharmaci st is not a clinician.

I would really hate to draw pharmaci sts
into this any nore than they have. Their job is
not to do the doctor's job, to be sure that the
patient has had their pregnancy test.

That | ands squarely on the shoul ders of
physicians to be sure that patients are follow ng
the guidelines. It is not the friendly pharmaci st
down the street who should be entering into the
examroomto nmake sure that the patient is doing
what they shoul d be doing, and the doctors should
be doi ng.

| do like the stickers. | think it is
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like a badge. It indicates to the patient that |
have taken sone additional study, | know what | am
prescribing here, and | amthe one who can
prescribe this for you.

I like Dr. Bergfeld' s idea about having
sonme type of flowsheets that pronpt physicians and
nurses to order the right test and to be sure that
the things are done in a tinely fashion

These stickers or special prescription
pads, however we want to look at this, | think is
the other thing. W could look at a triplicate
form such as used in many states for narcotics, is
yet another way to track physicians and to track

enrol I nent of patients in the data bank

DR. CRAWORD: Dr. WIkerson, yes, you are

about to draw sonme ire. | just nust respond as an
associ ate professor in the college of pharmacy and
as a pharnaci st.

| agree that the pharmacist's role is not
to diagnose. | disagree that the pharmacist is not
a clinician; if anything, | think the role of the

phar maci st should be increased in the risk
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managenment program because it has been brought
up--1 didn't particularly agree with the comment
yesterday that the pharmaci st should be a
policeman, but the pharnacist is the |ast step
typically in the drug use process before it gets to
the patient, and the dispensing process is nuch
more than sinmply filling the prescription

It also involves or should involve patient
education in case there are conprehension probl ens,
patient counseling in case there is a need for
custom zation. It was not determ ned at the
prescriber-patient relationship where the
pharmaci st may get back in touch with that
prescriber, but | disagree with the fact that it is
just a technical process.

DR. CGRCSS: Any other comments on Dr.
Rai mer' s suggestion of annual physician
recertification by | guess sonme sinple,
straightforward tests?

Dr. Bigby.

DR BI@Y: | think it's a good idea

DR GROSS: Brevity is the soul of w sdom
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Any ot her comments? Ruth.

DR. DAY: There would be a way to conbi ne
the sticker with the flowhart idea and al so neet
some ot her concerns about what does a sticker nean
interms of the qualification date.

Each sticker could be at the top of an 8
1/2 by 11 piece of paper, and to peel it off to put
on somewhere, there is a checklist, so the
physi ci an woul d check through each thing that has
to be net because at present, if you have | ooked at
that sticker recently, it just says that you are
prescribing this based on whatever is in the
contraindi cations and warni nhgs of the package
i nsert.

So, if there was a checklist that the
physi ci an checked of f and then took off the sticker
and put it on the prescription, that wuld be very
good, and that checklist could then be dated and
put in the patient's file at that tine.

So, this is in the interest of decreasing
the paperwork | oad and the pieces of paper floating

around. It could all be together, and that would
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1 be docunentati on of what happened on that day.

2 DR. GROSS: O her comments on Dr. Rainer's

3 suggestion? M. Levin.

4 MR LEVIN. | just want to make a

5 suggestion that we are talking a | ot about changes,

6 and yet we have two prograns to draw on that are

7 managi ng risk, we think, better than this effort

8 has.

9 So, | would like to suggest that rather
10 than spending a lot of tinme with each of us coning
11 up with our little or not so little, major ideas,
12 and | have |lots of them about what could inprove
13 this program that we really learn fromthe
14 experience with the S . T.E.P.S. program and the
15 cl ozapi ne program and then cone back together and
16 say do those solutions begin, using those prograns,
17 those approaches begin to offer us an opportunity
18 to build on experience where, by the way, there is
19 data, because whatever we are proposing here, we
20 are not going to knowits effectiveness for another
21 coupl e of years.

22 | would be remi ss as a consuner advocate
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1 not to express ny annoyance, to put it nmldly, at
2 the fact that we are here discussing the |ack of

3 data because after the Advisory Committee in the
4 year 2000, and | was part of that process, asked
5 for a lot of what we are tal ki ng about asking for
6 today, and which, in fact, Roche today is com ng
7 forward and saying we are willing to do.

8 If that had been done when the Advisory
9 Commi ttee had asked it to be done, we would have
10 much better data to have this discussion with. So,
11 I just want to caution that all of these things we
12 are suggesting which are newwill need tinme to get

13 evi dence that they are successful or not, and in

14 that interim nore people are going to be hurt

15 because we haven't taken an action

16 We have a responsibility to prevent

17 further injury if we can prevent it, and it seens
18 to ne that we have an opportunity to learn fromtwo
19 programs, which as far as | know have been

20 apparently nore successful in controlling risk and
21 still permtting appropriate access.

22 So, | would suggest that we have |unch and
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then listen to a description and expl anati on of
those programs' successes and failure, and then
come back and draw on that experience where we
actual |y have data that backs up various parts of
those programs' successes and failures, and then
have a di scussi on.

DR CGRCSS: M. Levin is hungry, so why
don't we recess because we don't want to have an
unhappy conmittee nmenber. W can all sate our
appetites and we will see you--do you want an hour
for lunch--let's get together at 12:30.

[ Wher eupon, at 11:45 a.m, the proceedi ngs

were recessed, to be resuned at 12:30 p. m
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183
1 AFTERNOON PROCEEDI NGS
2 [12:35 p.m]
3 DR GROSS: Dr. Uhl will nake the

4 presentation on risk managenent prograns that Dr.

5 Kweder nentioned earlier.

6 Dr. Unl.
7 FDA Presentation
8 DR. UHL: W have been asked to try and

9 address the programthat is used to nonitor and to
10 di spense Thalidomide. Up here with ne is Carl

11 Kraus. Carl is a nedical officer fromthe Division
12 of Special Pathogens and | mmunol ogi ¢ Drug Products.
13 Carl is the medical officer in CDER for

14 Thal i domi de.

15 I amgoing to go through a couple of

16 slides and then Carl is going to go through nore of
17 the intricacies of the programfor Thalidom de.

18 Dr. Trontell will address cl ozapine.

19 [Slide.]

20 The program for Thalidom de is called

21 S TEPS It is the Systemfor Thalidom de

22 Educati on and Prescribing Safety. The conpany that
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manuf actures and di stributes Thalidomide is the
Cel gene Corporation. | amnot sure if there is
anyone in the audience from Cel gene, but if they
are, it will obviously be the Chair's prerogative
if he would like themto address any questions, as
wel | .

[Slide.]

I'n your briefing package, there was
i nformati on provided about the S. T.E.P.S. program
This is just to reiterate what are the program
objectives for SST.E. P. S

The objectives include to prevent fetal
exposures to Thalidom de, to educate regarding the
ri sks of Thalidomi de, to provide procedures to
reduce the risk of fetal exposure to Thalidom de,
to identify at-risk behaviors by surveying patients
and prescribers, and to provide a mechani smfor
intervention and renedi ati on when at-ri sk behaviors

are identified in SST.E. P.S.

The S. T.E.P.S. programis also a mechani sm

for restricted distribution.

[Slide.]
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1 I am going to wal k through the origina

2 S T.EP.S programvery briefly. There is now a

3 new program that has been i npl enent ed

4 The original S.T.E. P.S. program very

5 briefly, the patient had the physician visit, the
6 consent is signed. This is a consent by the

7 patient to participate in the S.T.E P.S. program
8 A prescription is provided, and a pharmacist, who
9 is registered within the program is able to

10 dispense the product.

11 A survey is provided to the patient with
12 the di spensing of the medication. The drug is

13 di spensed to the patient. This survey subsequently
14 is completed by the patient and is given to the

15 Boston University Sl one Epidenm ol ogy Center. They
16 review this survey and take action as to sone of
17 the responses that the patient has provided.

18 [Slide.]

19 Very briefly, there were sone probl ens
20 identified with the old S.T.E.P.S. program and

21 there were areas of inprovenent that were

22 specifically targeted. For example, the Boston
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University survey identified at-risk behaviors
basically after the drug was di spensed.

There was a tine delay to identify these
at-risk behaviors and to intervene, which was felt
to be suboptiml, and the Boston University Slone
Epi dem ol ogy Center's survey, the primary focus was
not for real-tine patient intervention

There were ot her areas of inprovenent,
such that the program s design could do nore to
assure the conpliance with the program procedures,
and the exanple of this is the pregnhancy tests that
are required with the S.T.E. P.S. program

| erroneously spoke yesterday that the
patients have two pregnancy tests prior. They
actual |y have one pregnancy test within 24
hour s--that pregnancy test nust be done within 24
hours of the patient getting a prescription for
Thal i dom de. Then, the patients have weekly
preghancy tests for the first nmonth, and then
mont hly thereafter.

The frequency of testing is alittle bit

different if you are a wonan who does not have
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regul ar nmenses.

The original S.T.E.P.S. program there
were limted risk group classification, basically
just based upon nale or fenmale. It did not include
strategies that targeted this. This is adult
femal es of chil dbearing potential who would
obviously be at a different risk for pregnancy to
adult fermal es not of chil dbearing potenti al

There were other things that were
identified such that the programdidn't utilize
current technol ogies to target specific risk groups
and interventions for specific risk groups. There
were issues with current technol ogi es about record
availability, storage, managenent, archiving, et
cetera, and then also the efficiency, quality of
accounting, auditing, reporting of the S.T.E P.S.
activities.

[Slide.]

So, a new S. T.E.P.S. program was | aunched
July 30th of 2001. These were basically
nodi fications to the original S.T.E P.S. program

Many of the elenments were the sane. These are sone
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of the similar elenents.

There is registration of all prescribers,
all pharmacists, and all patients within the
S.T.E.P.S. program that is, anyone who is involved
in witing for the drug, dispensing the drug, or
receiving the drug are registered within the
program

There are educational materials, which
i ncl udes brochures and vi deotapes. There are
materials for all three elenents - prescribers,
pharmaci sts, and patients. There is the issue of
pati ent counseling and education. There is a
limted supply, such that patients get a 28-day
supply, and the Thalom d cones in a blister pack
It is a unit of use packaging.

There is also a nmechani smfor follow up of
suspected fetal exposures whether the patient be
male or female with a toll-free nunber for
noti fying Cel gene.

It is interesting to bring this up in that
there is not a distinction between pregnancy or

positive pregnancy test, and what Cel gene focuses
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1 on in the Thalidonide S.T.E.P.S. programis a

2 positive pregnancy test, hence, getting around your
3 i ssue of what is the definition of pregnancy when

4 you are near the Potonmac River. The flag for the

5 S T.EP.S programis a positive pregnancy test.

6 G her of the sane elements is that there
7 is no blood donation, and the issues of

8 contraception for femal es of chil dbearing

9 potential, and the use of condons for nales who are
10 taki ng the drug.

11 The frequency and periodicity of pregnancy
12 testing was not changed with the inplenentation of
13 the new S. T. E. P. S. program

14 [Slide.]

15 What the new S.T.E.P.S. programdid was to
16 have nore classification along patient risk

17 stratification. Adult females of childbearing

18 potential, adult feral es not of childbearing

19 potential, female children of chil dbearing
20 potential, female children not of chil dbearing
21 potential, adult males, and nale children

22 If you renmenber fromny slide yesterday
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about the denographics of Thalidoni de users, the
age distribution was from1 to 100.

The new S. T.E. P. S. program has consent
forns that are conputer generated, and they are
generated specific to the risk category for the
patient who is to receive Thalidom de

There are specific information that get
entered, such as the patient's date of birth, the
address, and the diagnosis for which the drug is
bei ng used to treat.

VWhat is mandatory is that the patient and
t he physician and the pharmaci st nust participate
in the registry, and they must use this tel ephone
interactive voi ce response system which Cel gene,
the conpany, admnisters and perforns interventions
based on this IVR | have a subsequent slide to
tal k about the I VR

There is then a patient followup survey,
which is performed by the Boston University Slone
Epi dem ol ogy Center. This survey is not mandatory,
it is optional, and Dr. Mtchell can certainly

address this a little bit nobre, the issues that
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they have had with doing the survey and sone of the
targets to get to quality assurance and program
eval uati on.

But the distinction here is that the
registry has mandatory elements for all patients,
provi ders, and pharmaci sts, but the survey is
optional, is not mandatory.

[Slide.]

The VR is a technol ogy that uses
interactive voice response system It uses an
aut omat ed t el ephone-based survey. This is
adm ni stered by the conpany Cel gene. The survey
questions are tailored to the patient's specific
ri sk group.

The patient calls in, as well as the
pharmaci st and the physician. They call in to this
nunber. They have an identifier that they enter
for the patient. It is a unique identifier that is
based on their Social Security nunber.

According to what the patient keys in, in
this VR, it asks specific questions to get at

at-risk behavior, and if there is patient at-risk
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behavior identified, it triggers real-time
interventions to Cel gene, whereby the patient is
transferred to an actual person who will talk to
t hem about their at-risk behavior

The I VR systemis al so used by physicians
or the physician adm nistrator to enter the results
of the patient's pregnancy test. The IVR systemis
al so used by the pharmacist to get the information
that that prescription has been activated and get a
di spensi ng nunber.

Dr. Kraus will walk you through sone of
the elenents of this conplicated--

DR KRAUS: It is not as conplicated as it
may seem | think

[Slide.]

Initially, what occurs with the SST.E. P.S
programat the initial physician visit is the
i nformed consent process occurs after discussion of
the risks and benefits of Thali domi de therapy, and
the consent is signed.

O note, after this visit, the physician

is required to call into the | VR system and answer
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193
a nunber of questions that are related to the
physi ci an side of the |VR system

The prescription is provided only after
the patient has a negative pregnancy test within 24
hours, as well as having instituted some type of
highly effective therapy for contraception at |east
three days prior to the prescription being witten.

So, the consent is signed, and that is
called into the 1V, the physician calls in to the
IVR, and when | say that, after the consent is
signed, the patient also calls in to the IVR
think | wote that on the second little arrow
t here.

Then, once the two parties, the physician
and the patient, have called in to the I VR system
a nunber is generated that the physician wites on
the prescription, which quote, unquote, "activates"
the prescription, so that when the script is taken
to the pharnacy, the pharmacy recogni zes that this
indeed is an activated script, will call into
verify that with the VR, and then Thalomd is

given for a 28-day supply.
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Now, at the initial institution of the
systemfor the patient, there is weekly pregnancy
testing for the first nonth. Assuming they are al
negative, then, it goes to nonthly thereafter

Any tinme during the conpliance
eval uation--and | consider the VR systemto really
be a conpliance issue as opposed to the quality
assurance of the survey which would follow-there
can be flagged IVRs, in other words, the nobst
common reason for flagging is an outdated pregnancy
test.

So, basically, if the pharnmaci st plugs
into the VR the date of the pregnhancy test and it
doesn't conmply with the seven-day requirement prior
to giving the prescription, then, a flag will go
up. The pharmacist will be put in touch with a
Cel gene tel ephonic representative, and the script
can be re-eval uat ed.

Either the patient has to go get another
pregnancy test or they call the physician and see
if there is a nore recent one. Typically, that

patient will not be given Thalidoni de until an
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195
adequat e pregnancy test has been perforned.

I put two things in yellow here, Cel gene
mails initial survey with unique identifier. That
has not yet been inplenented, and a blinded patient
was sent to Slone has not been inplenmented yet.

Basically, what is going to be occurring,
the identified information on the patient will be
provided to the Sl one Epidemology Unit to be
mai | ed out for the follow up survey, and only
Cel gene will have and maintain the list as a full
registry, but Slone will not as far as who these
patients are to be nore in accordance with H PAA
conmpliance, and so forth.

That is sort of the gist of this new
S T.EP.S program | amnore than happy to
entertain any questions you may have on that.

DR. CGROSS: Are there any questions? Yes.

DR BERGFELD: | have a question of you if
you don't mind. Could you tell ne the nunbers of
patients involved in this study?

DR KRAUS: Sure.

DR. BERGFELD: And the distribution of
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age, particularly the reproductive fenale.

DR. KRAUS: | was expecting that question.

[Slide.]

Approxi mately 65,000 patients--that is
incorrect--it is actually 80,000 now, so the number
is outdated, since July 2001. Just looking at the
third quarter information fromlast year, there
wer e about 50,000 surveys conpl eted, and when
said that there can be flagging fromthe IVR, about
5 percent were flagged, and the najority, over 90
percent were related to outdated pregnancy tests.
Sone were related to other pharmacy issues, and
some related to other |IVR issues.

DR. CGRCSS: Wiy did you make the survey
optional in the new S. T.E. P. S. progranf

DR. KRAUS: You nean going from mandatory
to optional. Mich of it has to do with the fact
that in order to have all the appearances of being
a quality programfor the FDA to ensure the safe
and effective use of the drug, and not to infringe
on the possibility of being m sconstrued as

research, it was decided to nmake this into an
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optional survey since the conpliance portion of the
IVR i s mandat ory.

So, there really are two aspects of this.
One is the mandatory | VR portion, which all
patients, pharmaci sts, and physicians are required
to participate in, then, there is the optiona
foll owup survey, which is a quality issue for the
program

I think we had about 40 to 46 conpliance
with the survey as far as foll owup goes. Not
everyone sent in the--

DR KWEDER: It is alittle confusing
because even on the slide, it is often call the IVR
survey, so it's like there is two surveys, but the
one that is associated with the I VR conponent is
not optional

It is the follow up survey that is
optional, and the reason that it is optional is
because--it used to be nandatory or was stated to
be mandat ory--and OHRP rai sed significant concerns
about it because they felt that despite our

inmploring that this was really a quality assurance
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tool, they felt it was nore of a research tool, and
if there was any intention to collect the
informati on and publish it in sonme way, so that it
m ght be useful for another program that
constituted research, and therefore could not be
mandat ory.

DR GROSS: Dr. Cohen

DR COHEN: | would be interested in
knowi ng, well, first of all, how nmany patients are
on the S T.E.P.S. programright now, are involved
with the S T.E.P.S. program and then, second, what
is your general assessnent as far as acceptability
to patients, physicians, and pharnaci sts, what kind
of feedback are you getting fromthenf

DR KRAUS: It should be very much
recogni zed that the patients that are enrolled in
S T.EP.S. are probably very, very different than
those that would be enrolled in Accutane risk
managenent program

These patients typically take Thal om d for
four nmonths of therapy. The majority of themare

oncol ogic in nature, and 90 percent or nore are
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taking this for sonme oncol ogi c diagnosis whether it
be multiple nyeloma, renal cell carcinom, what
have you, and there is a significant anmount of
interplay in a hospital setting, as well as an

i ntense oncologic clinic for interaction with the
S.T.E.P.S. program

Now, when the physician enrolls in the
S TEP.S programinitially, there is a designee
on the enrollment formthat states who will be the
S.T.E.P.S. coordinator for that physician, whether
it be the physician hinmself, sonmeone in the office
to assure conpliance with the safety requirenents
of Thal omi d prescriptions.

DR GROSS: Dr. Day.

DR DAY: |In those cases where there was a
flag and an intervention was then required in order
to continue,