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PROCEEDI NGS

Call to Order and Introductions

DR CGRCSS: Good nmorning. | amDr. Peter
Goss. | amChair of the Drug Safety and R sk
Management Advisory Committee. | would like to

thank you all for coming this norning, and the
first order of business is for us to go around the
room and i ntroduce everybody at the table. So, I
amDr. Peter Goss. | am Chair of the Departnent
of Internal Medicine at Hackensack University
Medi cal Center and New Jersey Medi cal School .

MS. JAIN. Shalini Jain, Executive
Secretary, FDA, Center for Drug Eval uati on and
Resear ch.

DR WLKERSON: M chael W kerson, M.,
private practice, Tulsa, Cklahoma.

DR. RINGEL: Eileen Ringel, | amin
private practice in Waterville, Maine.

DR DAY: Ruth Day, | direct the Medical
Cognition Laboratory at Duke University and | am on
the Drug Safety and R sk Managerment Conmittee.

DR KIBBE: Art Kibbe, Chairman of the
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Phar maceuti cal Sciences Departnent, W] kes

Uni versity School of Pharmacy and Chairman of the
Phar maceuti cal Sciences Advisory Committee to the
FDA.

DR. GARDNER: Jacki e Gardner, Professor of
Phar macy, University of Washington, and Drug Safety
and R sk Managenent Advisory Committee.

DR. KATZ: Robert Katz, | amin private
practice in Rockville, Maryland, and d i nical
Assi stant Professor of Dermatol ogy at Geor get own
Uni versity.

DR SELLERS: Sarah Sellers, PharmD. | am
a Masters in Public Health Candi date at Bl oonberg
School of Public Health.

DR TRONTELL: Anne Trontell, Deputy
Director of the Ofice of Drug Safety in the FDA
Center for Drugs.

DR SELI GVAN: Paul Seligman, Director of
the O fice of Pharmacoepi deni ol ogy and Statistical
Science, also in the Center for Drugs at the FDA

DR WLKIN: Jonathan WIKkin, Director of

the Division of Dernmatol ogic and Dental Drug
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1 Products in CDER, FDA.

2 DR. BULL: Good norning. Jonca Bull,
3 Director, Ofice of Drug Evaluation Vin the O
4  of New Drugs, Center for Drug Eval uation and

5 Resear ch.

6 DR KWEDER: Sandra Kweder, Deputy

7 Director of Office of New Drugs in CDER

8 DR. GALSON: Steve Galson, | amthe Acting

9 Director of the Center for Drug Evaluation and
10 Resear ch.
11 MR LEVIN. Art Levin, | amthe consu
12 representative on the Drug Safety Conmittee.
13 DR SAWADA: Kat hl een Sawada,
14 dermat ol ogi st, private practice in Lakewood,
15 Col or ado.
16 DR VEN TZ: Jurgen Venitz, Associate
17 Prof essor, Virginia Commonweal th University and
18 Chair of the dinical Pharnmacol ogy Subcomittee
19 DR STROM Brian Strom | am Chair o
20 Department of Biostatistics and Epi dem ol ogy at
21 Uni versity of Pennsyl vani a School of Medi cine,

22 I am a nmenber of the Drug Safety and Ri sk

file:////[Tiffanie/daily/0226DRUG. TXT (9 of 392) [3/10/2004 2:27:32 PM]

fice

mer

f the

t he

and



filex////ITiffanie/daily/0226DRUG.TXT

10

11

12

13

14

15

16

17

18

19

20

21

22

Managenment Conmittee.

DR. BERGFELD: | am Wl nma Bergfeld,
der mat ol ogi st and der mat opat hol ogi st, head of
Clinical Research Departnent of Dermatol ogy at the
Cl eveland dinic.

DR RAI MER  Sharon Rai ner, Chairman of
Dermat ol ogy at the University of Texas in
Gal vest on.

MS. KNUDSON: Paul a Knudson, | amthe |RB
adm nistrator for the University of Texas at
Houston, and | amw th the Dernmatol ogy Advisory
Commi tt ee.

DR BIGY: | amMchael Bighy. | ama
dermat ol ogi st at Beth |srael Deaconess Medi cal
Center and Harvard Medical School .

DR HONEIN: | am Peggy Honein. | am an
epi dem ol ogi st with the Birth Defects Center at the
Centers for Disease Control and Prevention.

DR. COHEN: M ke Cohen, | am a pharnaci st
with the Institute for Safe Medication Practices,
and | amwith the Drug Safety and R sk Managenent

Advi sory Conmittee.
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DR WH TMORE: Beth Whitnore, | amin
private practice in Weaton, Illinois.

DR SHAPI RO Robyn Shapiro, | am
Prof essor and Director of the Center for the Study
of Bioethics at the Medical College of Wsconsin,
and | amon the Drug Safety and Ri sk Managenent
Advi sory Conmittee.

DR. EPPS: Roselyn Epps, Chief of the
Di vision of Dermatol ogy in Children's National
Medi cal Center, and al so a nenber of the
Der mat ol ogi ¢ and Opht hal mi ¢ Drugs Advi sory
Commi tt ee.

DR SCHM DT: | amJimy Schmdt, in
clinical practice from Houston, Texas and | am on
the clinical faculty of University of Texas and
Bayl or Medi cal School .

DR. CRAWFCORD: Good norning. Stephanie
Crawford, Associate Professor, University of
Il'linois at Chicago Coll ege of Pharnmacy, and | ama
menber of the Drug Safety and Ri sk Managenent

Advi sory Conmittee.

DR GROSS: Thank you all, and now | would
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like to ask Shalini Jain to read the conflict of
i nterest statenent.
Conflict of Interest Statenent

M. JAIN. The follow ng statenent
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
this meeting.

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

Based on this review, it has been
determined that there is no potential for an actual
or apparent conflict of interest at this meeting,
with the follow ng exception: In accordance with

18 U.S.C. 208(b)(3), Dr. Ruth Day has been granted

file:////[Tiffanie/daily/0226 DRUG. TXT (12 of 392) [3/10/2004 2:27:32 PM]

12



filex////ITiffanie/daily/0226DRUG.TXT

10

11

12

13

14

15

16

17

18

19

20

21

22

a waiver that permits her to participate fully.

A copy of the waiver statement maybe
obt ai ned by submitting a request to the Food and
Drug Administration's Ofice of Managenent
Programs, Division of Freedom of Information,

HF1- 35 5600 Fishers Lane, Rockville, Maryl and
20857.

Because i ssues of broad applicability
i nvol ve many sponsors and their products, it is not
prudent to recite all potential conflicts of
interest as they may apply to each nenber,
consul tant and guest speaker. In addition, there
will be no industry representatives at today's
meeting. As you may be aware, the Food and Drug
Adm ni stration has appointed industry
representatives that currently serve on each of
these conmttees but Annette Stenmhagen, Dr.PH., the
i ndustry representative to the Drug Safety and Ri sk
Managenent Conmittee, and Peter Kresel, MB. A, the
i ndustry representative to the Dermatol ogi ¢ and
Ophthal mi ¢ Drugs Advisory Conmittee, work with

sponsors that are directly inpacted by the natters
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1 before the conmittee. FDA has contacted three
2 i ndustry representatives fromother Center for

3 Eval uati on and Research committees that have

4 experience with risk managenent issues and with FDA

5 advi sory conmittee processes. However, none were

6 available to participate in this neeting. Dr.
7 St emhagen and M. Kresel are present in the

8 audi ence and attending as interested observers.

9 Further, we would like to note that Dr.

10 Louis Mrris, a nenber of the Drug Safety and R sk

11 Management Conmittee, has been recused from

12 participating in today's neeting. Dr. Mrris is

13 also present in the audience and attending as an

14 i nterested observer.

15 W would like to remind the FDA

16 participants not to discuss the issues at hand
17 out side the advisory comrittee nmeeting. 1In the
18 event that the discussions involve any other

19 products or firns not already on the agenda for

20 whi ch FDA participants have a financial interest,
21 the participant's involvenent and exclusion will

22 noted for the record. Wth respect to all other
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15
meeting participants, we ask in the interest of
fairness that they address any current or previous
financial involvenent with any firm whose product
they wish to comment upon. Thank you.

DR. CGRCSS: Thank you. The topic for
di scussion for the next two days is the
ef fectiveness of the isotretinoin risk nmanagenent
program for the prevention of fetal exposure to
Accutane and its generic equivalents, and to
consi der whet her changes to this risk nanagenent
program woul d be appropriate. Dr. Steven Gl son
will give our conmittees the charge. He is Acting

Director of the Center for Drug Eval uation and

Resear ch.
Charge to the Commttees
DR. GALSON. Thank you very nuch, Dr.
Goss. | want to thank all of the comittee

menbers for being here. Your commtnent to public
service, indicated by the time commitnent that you
have agreed to make to this subject, is extrenely

important for the Food and Drug Adm nistration and,

i ndeed, very inportant for all the patients taking
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this drug and our decision-nmaking process.

Today and tonorrow you are going to hear
details about the regulatory history of
isotretinoin. You are going to review data that
has been coll ected over the |last few years about
the Pregnancy Prevention Program and you are going
to help us by giving us advice about where this
program should go in the future. These
perspectives are extrenely inportant to us. W can
spend a lot of tine talking to each other and
tossi ng i deas around about what is the best course
of action but when we have outside observers who
have taken a fresh | ook at these prograns it is
enornously hel pful to us as we nove down the path
to make deci sions.

I sotretinoin has been on the market for
about 22 years and it may take the record for the
single drug with the nost advisory commttee
meetings. | don't know if that is true but it is
certainly very close. Wen Roche established the
current SMA RT. programin consultation with the

FDA in 2001, the agency established several goals
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for the program They were that no person shoul d
begin isotretinoin therapy if pregnant and that no
pregnancy shoul d occur while a wonan is taking

i sotretinoin.

I want to just note that although those
were the goals, the agency is very cognizant of the
fact that setting a zero goal as a netric for
somet hing that really depends on human behavior for
success and is probably not possible to attain. It
is good to set that goal but when these issues are
totally out of the control of manufacturers,
physicians or the agency it is really inpossible to
actually neet that, and we have been criticized for
saying our goal is zero. | want to make it clear
that we recognize that it is probably not
attainable but we still think it is inportant to
set these inportant goals because it hel ps us set
the stage for figuring out what steps we want to
take and we think that is very inportant.

Setting these goal s and establi shing
metrics to get there is very consistent with one of

the evol ving foundations of CDER s risk managenent
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program which is that risk managenent prograns nust
be periodically evaluated for effectiveness.
Efficiency in risk managenent is very inportant
and, w thout neasuring the effectiveness of the
program and knowi ng whet her we are getting adequate
preventive power for the resources devoted we
really don't know where to go in the future with
this program and it doesn't help us in terms of
establishing and setting up new prograns for
addi ti onal drugs.

Manuf acturers of isotretinoin have been
chal | enged by the agency to work together to
m nimze adverse events related to this drug, and
we are really extrenely heartened by the degree of
col l aboration that has taken place to date and by
the way the manufacturers are working together to
| ook towards the future. W really expect this
col l aboration to continue and we think that the
goal of mininized the teratogenic risk of this drug
is something that we all share with all the
manuf acturers and we, again, want to congratul ate

and are very heartened by the degree to which these
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groups have been working together. W |ook forward
to hearing about how the S.M A R T. program has

wor ked and how t he conpani es have been working in
detail together.

I want to just talk about the commttee
now. W ask you to really renmain focused on the
purpose of this neeting, the risk nmanagenent
program for the prevention of fetal exposure. W
are aware that there are other inportant safety
i ssues related to this drug but we really are going
to focus on prevention of fetal exposure in this
meeting. We would like you to consider the data
presented. W want you to consider the past risk
managenent prograns and their achi evenents, and we
are really looking forward to your recommendati ons
as to whether the program as it now exists, should
continue; whether it is as effective as it could
be; and how we shoul d enhance it or establish new
or different tools. So, with that I will close and
pass it back to the Chair. Thank you very nuch.

We are |l ooking forward to a great neeting.

DR GRCSS: Thank you, Dr. Galson. You
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are keeping us on time, setting a high target. The
next speaker is Jill Lindstrom a medical officer
for the Division of Dermatol ogic and Dental Drug
Products at the FDA, who will talk about the
background and regul atory history of this
nmedi cati on.

Background and Regul atory History

DR. LI NDSTROM  Good norni ng.

[Slide]

My objectives this norning are to set for
you a clinical context for the use of isotretinoin;
to outline the history of risk managenent efforts
for this drug; to describe the current risk
managenent plan in some detail; and to provide the
conmittee with sone rough guidelines for their
assessnent of the data that will be presented.

[Slide]

Isotretinoin is an oral retinoid that is
indicated for the treatnent of severe recalcitrant
nodul ocystic acne. It is the only drug noiety
approved for this indication, although there are

other oral related products in devel opnent. The
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i nnovat or was approved in 1982 and three generic
products have recently entered the market.

[ Slide]

This patient has nodul ar acne, a
devastating di sease that can result in significant
scarring and permanent disfigurenent. You can see
that he has many | esions, to include |arge
fluctuant nodul es on his forehead, his cheeks, his
chin and his nose.

[Slide]

This patient al so has nodul ar acne and,
again, you can see the many | esions on his face,
the large fluctuant nodul es extending down onto his
t runk.

[ Slide]

This is the sane patient, a view of his
back.

[Slide]

Again, a view of that patient's face prior

to isotretinoin therapy--
[SIide]

--and followi ng conclusion of a course of
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i sotretinoin therapy--he is dramatically inproved.

[ Slide]

And a third clinical exanple of a patient
with severe nodul ar acne. Again, you can see the
nodul es, sinus track formation and scarring. This
is the patient prior to a course of isotretinoin
t her apy- -

[ Slide]

--and at conpletion of his course of
t her apy.

[ Slide]

Because of its unique effectiveness,
current practice standards have expanded the use of
isotretinoin to the setting of non-nodul ar but
still scarring acne.

[Slide]

This patient does not have nodul es, does
not have cl assic nodul ar acne. She has severe
papul opustul ar acne and her di sease is scarring.
You can also inmagine that, in addition to the
cut aneous norbidity, she has significant

psychosoci al nmorbidity fromher disease. This is
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her presentation prior to treatnent with
i sotretinoin--

[Slide]

--and her result at conclusion of therapy.

[ Slide]

And a second patient, again wthout
nodul ar acne but w th severe scarring papul ar acne.
This is a front view-

[ Slide]

--and a side view prior to treatnent with
i sotretinoin--

[ Slide]

--and the patient's result at conclusion
of therapy, again dramatically inproved.

[ Slide]

Now, isotretinoin is unique anong the
therapies in the acne armanmentariumin that it
addresses all four of the known pat hogenetic
mechani snms of acne. |t decreases sebum production
and shrinks the size of the sebaceous glands. It
nornal i zes follicular hyperkeratinization and

reduces follicular plugging. It decreases P. acnes
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col oni zati on, although not through a direct
anti bacterial nechani sm but probably through maki ng
the micro climte of the follicle inhospitable to
the organism Finally, it is nmldly
anti-inflammtory.

[Slide]

These events can be seen in this
hi st ol ogi cal specinen, this biopsy of a comedo
prior to isotretinoin therapy. You can see the
dilated follicle filled with keratinous debris, the
| arge sebaceous gl ands. Not well appreciated in
the black and white photograph is the
perifollicular inflanmation and the nunerous
bacteria in the follicle.

[Slide]

In a biopsy of a follicle follow ng
i sotretinoin therapy the sebaceous gl ands--again,
regret that | don't have a pointer but the
sebaceous gl ands are rmuch snaller in size; the
follicular lunmen is narrow. There is no follicular
pl ugging and there is an absence of perifollicular

i nfl ammati on.
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[Slide]

Isotretinoin is also unique in that a
course of therapy is tenporally circunscribed
O her anti-acne agents have no | ong-terminpact and
are effective only while they are being used. A
course of isotretinoin, however, can result in
conpl ete and prol onged di sease renission. Thus,
patients with severe scarring acne like the
clinical examples that | just showed you prior to
t he approval of isotretinoin wuld have faced
years, perhaps even decades, of therapy with ora
antibiotics in conbination with topical agents.
Now such patients, after a course of isotretinoin
therapy, will see their di sease becone qui escent
and the progression of their disfigurenment halted,
and they are spared the risk, the expense and the
i nconveni ence of years of oral and topica
t her api es.

[Slide]

However, isotretinoin does present its own
risks. It is a known human teratogen. In utero

exposure to isotretinoin can result in an increased
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26
ri sk of spontaneous abortion and prenmature births,
as well as structural abnornmalities. Approximtely
28 percent of exposed fetuses will have sufficient
stigmata at the tine of birth to be diagnosed with
retinoid enbryopathy. Additionally, many babies
who are exposed to isotretinoin in utero wll
appear normal at birth and will go on later inlife
to mani f est neurodevel opnental deficits.

[SIide]

What has been done to manage this risk?
At the time of approval in 1982 it was understood
fromaninmal data that isotretinoin was likely a
teratogen, and in labeling the drug was classified
pregnancy category X. Prescribers and patients
were advised in the contraindications, warnings and
precautions sections of |abeling not to becone
pregnant whil e using the drug.

[SIide]

The first report of a human mal f ormati on
following in utero exposure to isotretinoin was
published in 1983. In response, red warning

stickers were distributed to pharnmacies to be
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af fixed to each isotretinoin prescription that was
di spensed. Additional reports of exposed
pregnanci es were received raising the concern both
in the agency and the manufacturer. Miltiple "dear
doctor" letters were issued to informthe nedica
community of this risk and the | abel was revised as
i nformati on became avail abl e.

[Slide]

In 1988 the sponsor proposed a
multi-tiered programto augnment the risk nanagenent
pl an which they entitled the Pregnhancy Prevention
Program An advisory committee was convened to
review this proposal. There were, as | said,
mul tiple conponents. First, the | abel was altered
to include warnings printed directly on the
package, and the "avoi d pregnhancy" icon was
introduced, the famliar red circle with the sl ash
and the pregnant figure. And, the packagi ng was
changed to blister packaging.

[Slide]

The package insert was updated to include

a boxed warni ng i nform ng physicians and patients
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of a need for a negative pregnancy test seven days
before treatnent initiation; the inmportance of
using two reliable forms of contraception; waiting
to begin therapy until the second or third day of
the next menses; and limting the supply dispensed
to 30 days; and the inportance of repeating
preghancy testing and contraceptive counseling on a
mont hly basi s.

[Slide]

An informed consent formfor ferales was
introduced in that program A kit for prescribers
was provided to explain the details of the program
and the first iteration of the voluntary patient
survey was introduced at that tine. Additionally,
there was a tracking survey to assess prescriber
use of the program That advisory committee
recomrended approval of the Pregnancy Prevention
Program and the programwas inplenmented in 1989.

[Slide]

VWhat was the inpact of the progran? It is

somewhat difficult to say. Fromthe tine of

approval of isotretinoin in 1982 pregnanci es have
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been reported to the agency. At the tinme of the

i ntroduction of the Pregnancy Prevention Program we
gai ned a new tool to gather information about
preghancy reports, the patient survey. Those
pregnancy reports are represented by the |ight blue
bars from 1989 on.

Bot h of these reporting nmechani sns,
spont aneous reports as well as reports through the
survey, are voluntary reporting nechani sns and so
it is difficult to ascertain an accurate pregnancy
rate. | want to remnd you that this is a
historical view prior to the inplenentation of the
current risk managenent program but what we can
say is that the public health burden from exposed
pregnanci es continued to be | arge.

[Slide]

Additionally, during this time or during
the '90s Accutane use was increasing significantly.
Because of these reasons, the large public health
burden from exposed pregnancies as well as the
i ncreasing use, an advisory comittee was convened

again to consider augnentation of the risk
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managenment pl an.

[Slide]

This advisory comittee was convened in
Sept enber of 2000 and they determned that there
was, indeed, a compelling need for augmentation of
the risk managenent plan. The agency agreed and
this was conmuni cated to the sponsor in a letter

dated Cctober 6, 2000. This letter has been

included in the briefing package for the comittee.

[Slide]

In this letter risk managenent is
addressed fromtwo perspectives, both pregnancy
prevention and potential neuropsychiatric adverse
events. Pregnancy prevention is the focus of this
advi sory committee. However, since the letter was
i ncluded in your packet and does address
neur opsychiatric ri sk managenent | want to briefly
update the committee on the status of risk
managenent efforts with regards to potenti al
neur opsychiatric risk

[Slide]

Three points of action were reconmended by
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31
the coomittee and comunicated in that letter
First, that the infornmed consent be amended to
informpatients of the potential for
neuropsychi atric adverse events, and this has been
done. Second, it was advised that an educationa
program for prescribers be inplenented, and this
has al so been done. Third, it was recommended t hat
a conprehensive research program be undertaken to
include clinical trials.

The sponsor submitted clinical protocols
to investigate neuropsychiatric risk to the agency.
When t he agency reviewed them and gave the area
sonme additional considered thought it was
recogni zed that nore basic science groundwork
needed to be done before noving on to clinica
trials, and this basic science groundwork i s now
bei ng undertaken in collaboration with the Nationa
Institute for Mental Health. As that data is
accrued we will nove on at the appropriate tine to
clinical trials.

That is all | amgoing to say today about

ri sk managenent of neuropsychiatric risk. | want
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1 to remind both the comrittee and the public that it

2 is not the subject of this advisory conmttee.
3 [SIide]
4 Movi ng on to pregnancy prevention, also

5 addressed in that letter, tw goals, as Dr. Gal son
6 al ready nmentioned, were articulated. The first,

7 that no one should begin isotretinoin therapy if

8 they are pregnant and the second, that effective

9 pregnancy prevention would occur throughout the

10 course of isotretinoin therapy. Inplied in these
11 two goals is that we would have the ability to

12 assess whether or not they have been achi eved.

13 [Slide]

14 To achi eve these two goals, five points of
15 action were advi sed: augnentation of patient

16 education; registration of all patients;

17 registration of prescribers; inplementation of a
18 pregnancy registry; and |inkage of prescription

19 di spensi ng to adequate pregnancy testing.

20 [Slide]

21 The agency and the sponsor, having heard

22 the conmttee's recormmendati ons, entered into

file:////[Tiffanie/daily/0226 DRUG. TXT (32 of 392) [3/10/2004 2:27:32 PM]

32



filex////ITiffanie/daily/0226DRUG.TXT

10

11

12

13

14

15

16

17

18

19

20

21

22

ext ensi ve di scussions and negotiations in an
attenpt to design a plan that would i ncorporate the
five points of action to achieve the two goal s that
had been articul at ed.

However, obstacl es were encountered,
particularly regarding patient privacy issues and
conpliance with the newly passed Heal th | nsurance
Portability and Accountability Act. Eventually,
however, a plan was crafted and was approved in
Cct ober, 2001. The innovator was the only product
on the market at that time and they naned their
ri sk managenent plan S MA R T., a Systemto Manage
Accut ane- Rel ated Teratogenicity. | will refer to
their plan and the subsequent generic risk
managenent plans as the current risk nmanagenent
pl an so when | use the termthe current risk
managenent plan, you can think of that as
i nterchangeable with SMART., SP.I1.RI.T,
I.MP.ART., etc.

I want to now nove and descri be how the
pl an that was crafted sought to incorporate those

five points of action and then | will describe for
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you the nechanics of the plan in sonme detail.

[Slide]

The first point of action articul ated by
the committee was a hei ghtened educational program
for each patient that included verifiable
docunented witten informed consent. This is
fairly straightforward and is a conponent of the
current risk managenent plan.

[Slide]

The second point was conplete registration

of all patients, both nale and female. This was
i ntended to provide the denom nator for

ascertai nnent of the pregnancy rate. However,
registries raise issues regardi ng patient privacy.
The sponsor proposed an alternative proposal to
estimate the denoni nator using pharnacy databases
and survey data. This, of course, would avoid
those patient privacy issues but the accuracy of
the alternative proposal was dependent on

i ncreasing the survey response rate. The sponsor
felt that this woul d be achievabl e.

[Slide]
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The third point of action was conplete
registration and certification of all prescribers.
The sponsor objected that they did not have the
authority to certify prescribers and so a plan of
voluntary registration was devi sed in which
prescribers self-attest that they possess the
rel evant conpetenci es needed to safely prescribe

isotretinoin. Additionally, prescribers singed a

conmmitnent to use the current risk nanagenment plan

The sponsor does provide prescribers with

i nformati on about the plan, but the responsibility
for obtaining the necessary education to achieve
the rel evant conpetencies rests with the
prescriber. | will detail these conpetencies in a
few noment s.

[Slide]

The fourth point of action was a
conprehensive plan to track fetal exposures to
isotretinoin to include a formal pregnancy
registry. This was intended to provide the
nunerator for ascertai nnent of the pregnancy rate.

Agai n, because it involved a registry, it raised
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concerns regardi ng patient privacy and issues
regardi ng conpliance with the newy passed H PPA

Again, to avoid these obstacles and to
speed the inplenmentation of augnented risk
managenment neasures, the sponsor proposed
extrapol ati on of the nunerator from survey response
data. Accurate extrapol ation from survey response
data woul d require an increased survey response,
whi ch the sponsor identified as an increased
response rate of greater than 60 percent. Now,
they did feel that this would be achievable and, in
order to achieve the increased rate, they planned
targeted education of prescribers to increase
awar eness of the survey and they increased
rei nbursenent for patient participation by 300
percent.

[ Slide]

The final point of action advised by the
conmittee was the |inking of dispensing of
isotretinoin to verification of adequate pregnancy
testing. This is acconplished in the current risk

managenent plan through the use of yell ow
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qualification stickers. The physician verifies the
negative pregnancy test and fills out the
qualification sticker. The patient takes the
prescription with the qualification sticker to the
phar maci st who then verifies that the patient has,
i ndeed, been qualified. However, in the current
pl an the pharmaci st does not independently review
the negative pregnancy test |lab report. Pharnmaci st
participation in the current plan is voluntary but
encouraged through the way that the plan is
desi gned.

[ Slide]

I want to take a monent now and descri be
in some detail the mechanics of how the current
ri sk managenent plan works. It can be a bit
complex if you haven't used it yourself in a
clinical setting. The programbegins with a
physi ci an who decides that they would like to
prescribe isotretinoin and that they possess the
rel evant conpetenci es necessary to do so.

The physician will sign a one-tine letter

of understanding with the manufacturer, attesting
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38
that they do possess the necessary know edge and
experience in order to safely prescribe the drug,
specifically that they are know edgeabl e about the
different forms of acne and its treatnment; that
they are know edgeabl e about isotretinoin and its
risks for teratogenicity; that they are
know edgeabl e about the risks for and the
prevention of unpl anned pregnancy; and finally,
that they are know edgeabl e about the current risk
managenment plan and that they agree to use its
mechani sns.

When t he manufacturer receives this signed
| etter of understanding, they then forward to the
prescriber the qualification stickers and separate
educational materials for both the prescriber as
well as for patients. Prescriber educationa
mat eri al s consist of things |ike best practices
gui des that informthe prescriber how to use the
conponents of the current risk managenment plan
Educational materials for patients include things
i ke brochures and vi deos.

The physician then encounters a patient
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for whomthey believe treatnment with isotretinoin
is indicated. Fromthis point forward, as | am
describing the mechanics when | refer to a patient
| am speaking specifically of a fermale patient.

So, when the prescriber encounters a patient for
whomisotretinoin is indicated the first thing that
they will do, having nade the prelimnary decision
to prescribe the drug, is obtain a screening
pregnancy test. They would al so provide
educational materials to the patient and the

i nformed consent forns, which | will talk about in
a mnute.

Al'so at this time, contraception
counsel i ng and contracepti on woul d be provi ded.
This can be acconplished in one of two ways, the
prescriber himor herself, if they possess the
necessary expertise, can provide the counseling
thensel ves or they can refer to a reproductive
heal th specialist such as a gynecol ogi st for
provi sion of the contraception counseling and the
contraception. The fenale patient, unless they

sel ect conpl ete abstinence, must be on two forns of
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40

contraception, at |least one of which nust be a
primary form for 30 days prior to the initiation
of isotretinoin therapy.

The patient reads the educationa
mat eri al, obtains the contraception counseling and
the contraception and reads through the inforned
consent docunents, signs those and returns themto
the physician. There are actually two informed
consent docunents. The first is an inforned
consent/ patient agreement which is given to both
mal e and fermal e patients. This outlines the risks
for teratogenicity, as well as the potential risk
for psychiatric adverse events, and also elicits
agreenment fromthe patient that they will abide by
the risk managenent principles of the current risk
managenment program such as that they will not
share their isotretinoin with other people; they
will not give blood until at |east 30 days after
the conclusion of their therapy; that they will
return to their physician on at least a nonthly
basis. The second informed consent docunent is

specific for female patients and goes into nuch
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41
greater detail about the risks of unplanned
pregnancy and the risk of teratogenicity with
i sotretinoin therapy.

Both of those informed consent fornms and
the informed consent/patient agreenment need to be
signed and returned to the physician.

Additionally, before prescribing isotretinoin the
physi ci an nmust obtain a second pregnancy test, this
time tinmed to the woman's cycle within the first
five days of the nenses or, if the patient is
anenorrheic, at least 11 days after the |ast

epi sode of unprotected intercourse. After these
st eps have been acconplished the physician then
fills out the prescription form affixes the
qualification sticker and fills that out with the
date of qualification signifying that two negative
pregnancy tests have been obtained; that the

pati ent understands the risk managenment program
that adequate contraception, either two fornms or
absol ute abstinence, have been initiated.

The patient then takes the prescription

with the qualifying sticker affixed and filled out
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to the pharnacist. The pharmaci st verifies that
the sticker has been affixed, has been properly
conpl eted, and also that the receipt of this
sticker and the dispensing of the isotretinoin
occur within seven days of the date of the
physician's qualification of the patient. [If al
of those criteria are net the pharnaci st di spenses
the isotretinoin along with a medication guide
which is an information brochure for patients
whi ch, by law, nust be dispensed each tine
isotretinoin is dispensed that describes in
|l ayman' s | anguage the risks of the drug and the
steps that need to be taken to nminimze those
risks.

The patient then initiates their course of
i sotretinoin therapy and on a nonthly basis wll
return to the prescriber to be requalified.
Requal i fication consists of repeating the pregnancy
test and verifying that the test is negative;
re-counseling the patient regardi ng contraception;
and ensuring that the risk nmanagenment programis

bei ng abi ded by.
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We receive data about the program from
several sources, first, spontaneous adverse events
reports conme to the agency from physicians, the
manuf acturer, frompatients as well as from
pharmaci sts. Additionally, the patient is
encouraged to participate in the voluntary patient
survey and data is gathered through that mechani sm
Final ly, pharnmacies are surveyed and the
prescriptions are audited to check for conpliance
with the sticker program

[ Slide]

The ri sk nanagenent plan, as | have
descri bed, was approved for the innovator in
Cct ober of 2001. Since that time three generic
products have been approved and have entered the
market. Their risk managenent plans are identica
in the essential elenents that | have just
described to the innovator plan. So, again, when
speak of the current risk managenent plan, that
woul d be interchangeable for either the innovator
pl an or the plan of the three generic products.

[Slide]

file:////[Tiffanie/daily/0226 DRUG. TXT (43 of 392) [3/10/2004 2:27:32 PM]

43



filex////ITiffanie/daily/0226DRUG.TXT

10

11

12

13

14

15

16

17

18

19

20

21

22

However, while the four risk managenent
pl ans are identical in their essential elements and
can be considered interchangeable, there are sone
di fferences that have caused market pl ace confusion
Besi des having different trade names for the four
drugs, each manufacturer has elected to nane their
ri sk managenent programby a different nanme so for
Accutane with have S MA R T., the Systemto Manage
Accut ane- Rel ated Teratogenicity. For Amesteem we
have S.P.1.R1.T, the Systemto Prevent
Isotretinoin-Related | ssues of Teratogenicity. For
Sotret it is|.MP.ART., Isotretinoin Mdication
Program Al erting you to the Risks of
Teratogenicity. For Claravis it is AL ERT, the
Adverse Event Learning and Education Program
Regardi ng Teratogenicity. Additionally, different
survey contractors have been enpl oyed by the
i nnovat or who uses Degge/ Sl and the generic firns
who all use the Slone Epideniology Unit. Finally,
m d- cour se changes by the patient's pharmacy
provider in brand of isotretinoin dispensed can

result in patient confusion and perhaps multiple
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enrollment in the voluntary survey.

[ Slide]

When this current risk managenent plan was
approved the sponsor was instructed to subnmit a
compr ehensi ve report on the metrics of the program
after one year of inplenentation. This advisory
conmi ttee has been convened to comment on those
data. The advisory conmttee in 2000 did not
address benchmar ks nor define success. |ndeed, to
do so is challenging. But at this tine | want to
provi de you with some rough guidelines that you can
use as you are thinking about three paraneters in
particular, the survey response rate, the sticker
use and the nunmber of fetal exposures.

[ Slide]

The survey response rate, by the sponsor's
own assertion, would need to be greater than 60
percent. The success of the current risk
managenent programin terns of accurate estinmation
of that numerator for the pregnancy rate is
dependent on this higher survey response rate. The

agency's approval of the current risk nmanagenent
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pl an was based on the sponsor's assertion that they
woul d be able to achieve this threshold.

[Slide]

The qualification stickers serve as a
surrogate endpoint for the use of the current risk
managenent plan. Wen the agency approved the plan
it was understood that the stickers were an
i mperfect surrogate and, in fact, as the data has
come in they may be nore inperfect than we had
realized, and other speakers will describe to you
the linkage between the stickers and various
conponents of the program such as pregnancy
testing. However, at the tine of approval the
sponsor was inforned that because the sticker
served as a surrogate, and an inperfect surrogate
at that, the threshold for success would be very,
very high and, in fact, would approach 100 percent
in terns of sticker use.

[Slide]

Finally, and perhaps nost inportantly,
fetal exposures--it would be difficult to identify

an acceptabl e nunber for fetal exposures. In
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consi dering what success would |l ook like in termns
of fetal exposures the committee may want to think
of this in parallel with the two goals that were
articulated by the 2000 advi sory conmittee, the
first goal being that no one initiate isotretinoin
therapy if pregnant. This goal, the responsibility
for which rests largely on the shoul ders of
prescribers, may best be achievabl e.

The second goal, that no one becone
pregnhant while on isotretinoin therapy, is nore
compl ex because it depends on patient behavior.
Again, in considering the threshold of success in
terns of fetal exposure you may want to think of
these two popul ati ons i ndependently, and also in
consi dering what risk nanagenent tools woul d i npact
t hese popul ati ons you may want to consider them
separately as different tools may be appropriate.

[ Slide]

In sunmary, isotretinoin is a uniquely
effective drug for the treatment of severe,
scarring acne, a truly devastating di sease. There

has been a long history of risk managenent efforts
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to prevent fetal exposures to this drug which were
built sequentially. The current risk nmanagenent
program has introduced sone new tools and the
advi sory committee is being asked to comment on the
ef fecti veness of these new tools and the current
program

I and ny col | eagues | ook forward to
hearing your considered i nput on the data and how
we can optimze the public health by ensuring that
isotretinoin is available to the patients who
needed it in a context that ninimzes and best
manages the risks. So, | thank you for your
attention this morning and I would be happy to take
your questions.

DR CGRCSS: Thank you very much, Dr.
Lindstrom Before the questions, | would like to
i ntroduce an additional consultant who will be
participating in our joint advisory commttee
session, Dr. Vega. Dr. Vega, would you pl ease
i ntroduce yoursel f?

DR VEGA: Yes, good norning. | ama

Board-certified pediatrician with a Masters in
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Public Health and a Fellowship in
Phar macoepi dem ol ogy from the Food and Drug
Admini stration. | amalso a former nedica
epi demi ol ogi st fromthe Ofice of Drug Safety, with
ext ensi ve experience with the isotretinoin
pregnancy prevention issue. | presented at the
| ast advisory committee the data on the different
options to nodify the Pregnancy Prevention Program
I currently work for PSI International in their
adverse event reporting project.
Questions fromthe Commttee

DR CGRCSS: Thank you. Now Dr. Lindstrom
will entertain questions fromthe comittees. Yes?

DR. CRAWORD: Dr. Lindstrom thank you
for the overview. 1In terns of considering possible
ri sk managenent tools to enhance pregnancy
prevention, one thing | amnot sure of after
reading all the materials we were provided is
whet her the reasons for failure have been
identified. So, has there ever been any thought
given to sone type of failure nbpde anal ysis

determning for those patients who do becone
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pregnant, exactly what went wong so efforts could
be targeted on preventing those failures in the
future?

DR LINDSTROM That is an excell ent
question. The speakers that follow w Il be
addressing the data and | believe al so, as nuch as
we know, the reasons for failures. So, if you
don't mind, I think I will defer the answer to that
question to the presentations that will follow
m ne.

DR. CGRCSS: Dr. Gardner?

DR. GARDNER: Dr. Lindstrom could you
give us sone idea of the epideniology of the severe
acne for which these drugs are both specifically
i ndi cated and al so for which they are being used?
For exanple, can you tell us the incidence or even
the preval ence of the condition in the popul ation
and the distribution by gender and by age, if you
know?

DR. LINDSTROM | will do ny best to
answer that question. Acne is extrenmely common,

particularly in the adol escent age range. The
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i nci dence has been reported to be 80 percent in the
12-20 year-old group and falling to about 3 percent
in the over 45 year-old age group. You can sort of
extrapol ate the decrease during that tine.

DR. GARDNER: |Is that severe acne?

DR LINDSTROM No, that is all acne.
There is not an ICD-9 code for severe acne so it is
difficult--1 don't actually know and | coul dn't
find, in preparing for this conmmttee neeting, an
i nci dence or a preval ence for severe acne. | can
tell you that recal citrant nodul ar acne is not the
majority of acne. Severe scarring acne is a |arger
proportion of acne patients. As a practicing
dermatol ogi st, it was not unconmon. | saw scarring
acne on essentially a daily basis but | don't have
i nci dence or preval ence figures for you, other than
the preval ence of acne in the popul ation at |arge.

DR GRCSS: Sarah Sellers?

DR SELLERS: A quick question on the
qualification in the current program the
qualification sticker that goes to the pharnmacy has

a qualification date on it?
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DR LI NDSTROM  Yes.

DR SELLERS: And, is that date the date
of the confirnmed negative test?

DR LINDSTROM Yes, it is. For
initiation of therapy it would be the date of the
second confirnmed negative pregnancy test and for
ongoing therapy it would be the date of the
repeat ed negative pregnancy test.

DR SELLERS: It is not the date that a
sanpl e was taken for a preghancy test?

DR LINDSTROM No, | believe it is the
date--1 amsorry, | didn't follow actually your
quest i on.

DR. SELLERS: The qualification date is

actual |y when the negative result is received--

DR LINDSTROM That is ny understanding.

DR. SELLERS: --not the date a sanple is
drawn for analysis to go to the | ab?

DR. LI NDSTROM Correct.
SELLERS: Thank you.

GRCSS: Yes, Robyn??

3 3 3

SHAPI RO. | guess | am curious about
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the H PPA problemthat you have found with sone of
the registry ideas. Wy couldn't the patients
sinmply authorize release of particular information
in order for themto get the drug and, therefore,
make that information avail abl e?

DR LINDSTROM At the tinme of the prior
advisory conmmittee and at the tine that the agency
and the sponsor were working to craft the plan,

Hl PPA had just been approved and towards the end of
that tinme period was being inplenented. |n working
with consul fromthe conpany as well as consul

wi thin the agency, working out the details of H PPA
conpliance proved difficult and while it probably
woul d have been achievable, it was taking a | ot of
time. So, the sponsor proposed and the agency
approved these alternative nethods in order to have
a plan in a nore tinely fashion that could be

i npl emented that could augnment the risk managenent
program As understandi ng of conpliance of H PPA
has matured, | think it would be nmuch easier to
navi gate those waters at this tinme but at that tine

the Act had just been passed and was in the process
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of being inplenented and understandi ng was not yet
mat ur e.

DR GRCSS: Dr. Bighy?

DR. BIGBY: | have two questions. The
first one is that you stated that some patients who
take Accutane never have acne again. Are you or
soneone el se going to actually tell the comittee
what the actual nunbers are in terms of the
|l ong-termefficacy of Accutane?

DR. LI NDSTROM What | had hoped to state
was that patients may achi eve conpl ete and
long-termremssion. | have read different figures.
Approxi mately 10-20 percent of patients who are
treated with Accutane never require treatment with
Accut ane again. Another way to state that would be
that 10-20 percent of patients who undergo a course
of isotretinoin therapy do require a second course
of isotretinoin therapy. O the 80-90 percent that
only require one course of isotretinoin therapy, a
portion of those are then able to be maintained
with no treatnent at all. A portion would require

only topical therapy and sone nmay require ora
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anti biotic therapy.

DR. BIGBY: | just think that it is
important for the commttee to know actual ly what
those proportions are and | just hope sonebody
brings that data to the table.

DR LINDSTROM | don't have those
nunbers. Al | can tell you is that between 10-20
percent of isotretinoin patients do undergo a
second course of therapy.

DR BIGBY: Well, those nunbers do exi st
and | just hope it is sort of nade known to the
committee what those nunbers are.

The ot her question | had was of the
pregnanci es that occurred prior to S MART. and
during SMA RT., is there any data about who the
prescribers were?

DR, LINDSTROM | amsorry, can you repeat
your question?

DR BIGBY: You presented infornmation
about pregnancies that occurred for the year prior
to SMART. and during a year of S MA RT. Wat

I would Iike to know is who the prescribers of
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Accut ane were for those women who got pregnant.

DR. LI NDSTROM Yes, actually | did not
present any data about pregnancies during
SMART. M objectives at this point of the day
were to set the historical context so the slide
that | showed was that reported pregnancies to the
agency were from 1982 through 1999. Speakers |ater
today will update you with the current pregnancy
data, the nore recent data during the
i npl ementation of the current risk nanagenent
pr ogr am

Now, there were two parts to your question
and | only answered half. Can you tell nme again
the second part of that question?

DR BIGBY: No, you answered it.

DR LI NDSTROM  Ckay.

DR. GRCSS: Dr. M chael Cohen?

DR COHEN: Earlier you nmentioned that
there may occasionally be some confusion between
the various risk managenment prograns for
i sotretinoin that exist and perhaps al so the brand

nanes. Are you saying that that occasionally
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contributes to sone of the problemthat we are
seeing with isotretinoin and the way that it is
handl ed? Al so, who actually does the sel ection?

Is it the prescriber or the pharmacist? Is it a
substitution that is made? | didn't understand
t hat .

DR. LINDSTROM I n stating the various
nanes and alluding to confusion, ny point is just
to give the perspective of patients and
prescribers. It is a somewhat conplex plan and
there are various names out there, and to just nake
the conmittee aware that that is a potential source
of confusion, the nmultiple names for the risk
managenent plans. | did not nmean to inply that
there should not be different trade names for the
products of the various manufacturers but, rather,
that the risk managenent plan having nultiple nanes
does present some confusion for patients. The
second part of your question?

DR. COHEN: Well, | guess | ama little
bit confused about who actually selects the brand

that will be used. You nentioned that occasionally
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a patient can go fromone brand to another--

DR. LI NDSTROM Ri ght.

DR. COHEN: --does that contribute to any
confusion that we should be concerned about? |
understand the plans are pretty nmuch the sane.

DR LI NDSTROM Ri ght.

DR COHEN: They have the sane baseline
requirenents but are there any errors that this
contributes to that, you know, mnight have an
adverse outcone that we should know about ?

DR. LI NDSTROM  Sure.

DR COHEN: In other words, should there
be one pl an?

DR. LINDSTROM | think that is an
excel l ent question and one that the conmittee wll
need to be considering as the day goes forward.

O her speakers will present to you the details of
the data that has been obtained fromthe current
ri sk managenent plan and will be in a better
position to address confusion fromthe agency's
perspective in terns of data collection from

mul ti ple plans.
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As far as whether a patient receives one
particul ar manufacturer's isotretinoin or another,
a physician can specify that as they wite the
prescription but | think in nany instances it is
the pharmacy provider that nmakes that determ nation
of which patient receives which brand. So, it is a
little bit outside of the prescriber-patient
rel ati onshi p.

DR GROSS: Dr. Kweder?

DR KWEDER: Yes, | think I can clarify a
little bit. W do not have specific data on the
frequency of switching between brands. W have
heard for patients and providers that this is a
potential source of difficulty but we do not have
data saying how common it is for patients to be
required to switch md-course. Just like any
medi cati on, the source of inmposing a change coul d
be anything fromthe patient wanting a cheaper
brand to the pharnmacist pressing for that, or the
physi ci an or even the health insurance plan that
will only pay a certain anount.

DR. GRGCSS: Dr. Trontell?
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DR. TRONTELL: | was going to just
el aborate on Dr. Kweder's remarks. W don't vyet
have any data to docunent that confusion has
occurred between these prograns.

DR. CGRCSS: Thank you. Dr. Whitnore, did
you have a question?

DR. VWH TMORE: The answer cane up already,
t hank you.

DR GROSS: Dr. Day?

DR DAY: Was any provision nade for
providing the risk managenent plan for mail order
prescriptions? | assune that originally Accutane
was avail abl e through mail order

DR. LI NDSTROM The prior risk nmanagenent
plan did allow for mail order prescriptions. For
the current risk managenent plan, as | understand
it, a mail order prescription mght be challenging
in that the drug needs to be dispensed within a
seven-day w ndow of qualification. Not only that,
but there are other features of the plan that m ght
not happen. So, it is not allowed.

DR. GRGCSS: Dr. Honei n?
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1 DR HONEIN: | just want to followup with

2 some questions on the nultiple risk managenent

3 progranms. | wondered if there was any data on how

4 of ten wonen get one set of information froma

5 prescriber and a different set of information from

6 the pharmacist at the tine it is dispensed, and if

7 there are any reports of that contributing to

8 conf usi on.

9 DR LINDSTROM The information that the

10 patient receives fromthe pharmaci st woul d be the

11 medi cati on gui de which would be the sane for al

12 the manufacturers' products, the innovator as well

13 as the generic. The pharmacy has the option of

14 provi di ng additional patient education information

15 that is not part of the current risk managenent
16 plan that would be in addition to that.

17 DR. HONEIN: Don't they get enroll nent
18 forns both fromthe prescriber and the pharnacy,
19 and woul dn't those be different if they got

20 different sets of material ?

21 DR LINDSTROM Thank you. That is a good

22 point. The enrollment forms are included with each

file:////[Tiffanie/daily/0226 DRUG. TXT (61 of 392) [3/10/2004 2:27:33 PM]

61



filex////ITiffanie/daily/0226DRUG.TXT

10

11

12

13

14

15

16

17

18

19

20

21

22

prescription that is dispensed and the enroll nent
formfor the innovator uses one contractor and the
enrollment forns for the generics utilize a
different contractor so you are correct that that

woul d be another potential source of confusion for

a patient.

DR GROSS: Dr. Knudson?

M5. KNUDSON: | am curious about the age
distribution of the wonen taking the drug. | would

like to know does the enrollnent formor the survey
formor the qualifying sticker carry the age?

DR LINDSTROM The qualifying sticker
does not. Age may be obtained by the pharmacy as
part of an independent pharmacy data collection
with age, date of birth and so forth to ensure that
the correct prescription is dispensed to the
correct patient. Age is a conponent of the
vol untary patient survey.

DR GRCSS: Dr. Ringel?

DR. RINGEL: This is a quibbling point
fromthe "nothing in life is perfect" departnent.

You nentioned that it should be possible to prevent
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initiation of isotretinoin therapy before a
pregnancy, and there are ways you can actually
manage it if you consider that there is a certain
nunber of fal se-negative pregnancy tests,
particularly early in pregnancy, and al so there can
be confusion with bleeding at inplantation and

bl eedi ng for other reasons with nenses. |If you put
those together, in fact, it would be possible to be
pregnant, despite all of our efforts, before
initiating Accutane.

DR GROSS: Dr. Stronf

DR, STROM In the era of increasing
conputerized data entry, how would this risk
managemnent plan work?

DR LINDSTROM | amsorry, can you
el aborate on your question?

DR. STROM Sure. The current risk
managenent plan, as | understand it, relies on a
sticker program

DR. LI NDSTROM  Yes.

DR. STROM There is increasing use of

conputerized prescribing and a big push nationw de
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to increase that.

DR. LI NDSTROM  Yes.

DR STROM How could this be
operationalized? How could this plan possibly work
in that context?

DR LINDSTROM The current risk
managenent plan does not allow for conputerized
prescriptions.

DR, STROM Just to clarify, given the
current environnment in pharnmacy, neither mail order
nor conputerized prescriptions are conpatible with
the current plan

DR. LI NDSTROM  Conputerized prescriptions
are not comnpatible with the current plan and
think mail order would be difficult with the
current plan. Again, | have set the historica
context and described the current plan

DR GRCSS: Dr. Kibbe?

DR KIBBE: | have just a question about
the two figures that you gave us and the data that
is contained therein. Have you taken the nunber of

reports of pregnancies for the years from'91 to
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'99 and divided them by the nunber that you show
for the number of fermale patients during those sane
years and gotten, even though it is an inaccurate
nunmber, at |east an estimate of nunber of
pregnanci es per 1,000 patients over that tinme
frame?

DR. LINDSTROM | believe that you are
bringing up the issue of pregnancy rate. Wile the
absol ute nunber of pregnancies reported to the
agency was relatively constant, the nunber of wonen
receiving isotretinoin prescriptions was rising.
don't want to belabor this point but there are two
issues related to deriving a rate fromthe data
that | showed. First, pregnancy reporting is
vol untary, both the spontaneous reports and those
received through the survey. They are voluntary.
Both are voluntary mechani sns. We know t hat
adverse event reporting declines over tine and we
know that it does not capture all events so it is
an i npreci se number.

Second, even if that nunerator in ternms of

the nunber of pregnancies reported was reflective
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of the total nunmber of exposed pregnhancies that had
occurred, even if that nunber, indeed, did stay
flat the public health burden of those exposed
pregnanci es, of those affected babies, was not
declining. Those two slides were actually
presented to the advisory conmttee in 2000, and
for those reasons it was determ ned to be inportant
to increase the risk managenent for this drug
because the public health inpact has renai ned

significant.

DR. KIBBE: So, your answer is no?

DR. LI NDSTROM  Yes.

DR GROSS: Dr. Bull?

DR. BULL: | just wanted to rem nd you,

goi ng back to the issue of computerized
prescriptions, that this whol e risk managenment plan
is predicated on a high level of interaction

bet ween the patient and the heal thcare provider
These are non-refillable prescriptions. The
patient has to return to the healthcare provider
for an interaction, hopefully a face-to-face

eval uation of how the acne treatnent is
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progressi ng, such that because of the fact that
these are not prescriptions that are automatically
refilled it is not a course of therapy where you
are given a prescription that you renew for five
months. It is one where every nonth during that
course of tinme there is a need to return to the
heal t hcare provi der of record

DR. GRCSS: | amgoing to take the
prerogative of the chair and declare a break at
this particular time. W have no breaks schedul ed
for the norning and | think we will hold questions
until a little bit later. Thank you. W wll
reconvene at 9: 30.

[Brief recess]

Qpen Public Hearing

DR. CGRCSS: Both the Food and Drug
Admi ni stration and the public believe in a
transparent process for infornmation gathering and
deci si on-naki ng. To ensure such transparency at
the open public hearing session of the advisory
conmittee neeting, which we are about to start, the

FDA believes that it is inportant to understand the
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context of an individual's presentation. For this
reason, the FDA encourages you, the open public
hearing speaker, at the beginning of your witten
or oral statenment to advise the comittee of any
financial relationship that you nay have with the
sponsors of any products in the pharnaceutica
category under discussion at today's neeting. For
exanple, the financial information may include the
sponsor's paynent of your travel, |odging or other
expenses in connection with your attendance at the
meeting. Likew se, FDA encourages you at the
begi nning of your statenent to advise the conmttee
if you do not have any such financia
rel ati onships. |f you choose not to address this
i ssue of financial relationships at the begi nning
of your statenent it will not preclude you from
speaki ng.

We have two regi stered speakers for the
morning, Dr. Robert A Silverman is first. Dr.
Si | ver man?

DR SILVERVAN: Dr. Gross, nenbers of the

advi sory committee, thank you for giving ne the
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opportunity to speak about the continued
availability of isotretinoin. M statement wll
focus on the benefits of this drug and the inpact
of pregnancy prevention risk managenent efforts on
its availability to patients.

| have been practicing pediatric
dermatol ogy for nearly two decades. At first | was
in Ceveland at Rai nbow Babi es and Children's
Hospital. Since 1989 | have maintained a private
practice in Northern Virginia and a dermatol ogy
clinic in the Department of Pediatrics at
Georgetown University. For the record, | have not
participated in any pharnaceutical conpany
sponsored acne drug studies, nor am| taking any
rei nbursenent fromthe AADA, and the only thing
have taken today is one bottle of water.

[ Laught er]

I am a physician who treats patients, not
a heal thcare provider who sees clients. | nake the
distinction to enphasize the trust and cl ose
rel ati onshi p between a physician and patient that

i s necessary for obtaining the best results when
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1 treating acne while mininzing side effects of any
2 of the medications that we use. As a pediatrician,
3 I recogni ze the social and psychol ogi cal i npact

4 that an acne-scarred body i mage has on teenagers.

5 I know of no drug that has changed the lives of mny
6 patients with acne nore than isotretinoin. It has
7 been a Godsend to adol escents and to young adults
8 with recal citrant, nodul ar, nodul ocystic and

9 scarring di sease.

10 Unl i ke dernmatol ogi sts entering the nedica
11 work force today, | remenber how we used to treat
12 severe nodul ocystic acne. One of the nobst painful,
13 gruesone procedures that | learned in ny training
14 at the Children's Hospital in Boston was the

15 i nci sion and drai nage of nmultiple purul ent

16 abscesses, |ike you saw earlier, on the faces of

17 young nen and wonen afflicted with recal citrant

18 nodul ocystic acne. The procedure is nearly a

19 hi storical footnote since we have the availability
20 of isotretinoin.

21 There is not a week that goes by in ny

22 practice that a concerned parent, with facial scars
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thensel ves, brings in a preadol escent with mninal
or no acne for anticipatory guidance in hopes of
their child avoiding the sane fate that they had
when they were growing up. O course, the vast
majority of these children never-ever reach the
poi nt of needing isotretinoin. But for the few who
progress and require it, I amthankful that | have
the option to use this medication. The reason | am
here today is to keep this drug available to all
peopl e who need it.

Let me share a story that perfectly
illustrates the wonders that can be worked by this
drug. In 1982, when | was in Boston, the year that
isotretinoin first becane available in the United
States, | nmet a beautiful young | ady who had a
beautiful complexion. During that year she
devel oped i nflammatory acne that then rapidly
progressed to severe painful, nodul ocystic disease.
She was being cared for by an excell ent
dermat ol ogi st at one of the nation's first and
prem er HVMOs. M nocycline, benzoyl peroxides,

Retin-A and oral contraceptives nmade no difference
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1 i n her appearance.
2 Isotretinoin was not widely prescribed and
3 it was not until 1986 when she saw her fourth

4 dermat ol ogi st, after noving to Washington, D.C.,
5 that Accutane was offered to her. The years

6 between 1982 and 1986 were for her filled with
7 anxi ety and sel f-consciousness. | know this

8 because this wonan is now ny wife. She took

9 isotretinoin safely. She was aware of the

10 teratogenic risks and used two forns of birth
11 control. W now have two heal thy boys who were
12 conceived well after nmy wife-to-be's finishing the
13 drug. This story is obviously close to ny heart
14 but it also illustrates the fact that femle

15 patients of childbearing potential can and do use

16 i sotretinoin safely.
17 I have treated nmany teenaged girls and
18 young wonen with isotretinoin. | have personally

19 prescribed isotretinoin since 1986 and have used it
20 according to the risk nanagenment guidelines with
21 ut nost caution, and since the S MA R T. program

22 has been in effect | have conplied with it to the
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best of ny ability.

As a clinician in the trenches, | am
familiar with the difficulties and weaknesses that
were outlined that nay inpede optinal participation
inthe SMART. program Conplicating and
restricting access will only drive needy patients
to obtain isotretinoin through illicit channels or
those that circunvent well-established
doctor-patient relationships. This would be a
travesty of nonunental proportions. |In grade
school | learned the acronymKI S--keep it sinple.
The nore conplicated you nake the process of
obtaining this nmedication the nore m stakes are
goi ng to be made

I woul d be happy to help in any way that |
can to keep this nedication available to all who
need it and to address the small, but unfortunate,
nunber of pregnancies that have occurred while on
this drug. Thank you for your tinme and
consideration and I woul d be happy to entertain any
questions if we have a few seconds. Thank you

DR GRCSS: Thank you very much, Dr.
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Silverman. The next speaker is Dr. Sidney Wl fe of
the Public Citizen's Health Research G oup.

DR WOLFE: Helping out in this
presentation is Dr. Sherri Shubin who is a
pedi atrician and currently doing a preventive
medi ci ne residency at Johns Hopkins. She is
spendi ng part of her residency with us.

[Slide]

I will take a minute or so to go over the
first couple of slides. Qur involvenent really
started shortly after the drug canme on the narket
in Septenber of '83. W submtted a petition
urgi ng patient package inserts and bl ack box
war ni ngs about birth defects and |ife-threatening
adverse events. Prior to approval, as many of you
know, there was a pretty conprehensive programto
make sure that no one who got the drug got
pregnant, and a nunber of those strictures were
dropped at the time of initial marketing and slowy
sone of them were reintroduced.

On April 26, ADA testified before this

conmi ttee describing Accutane as an imm nent public
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heal th hazard and sayi ng that unless certain
restrictions were inposed it should really come off
the market. The restrictions are |listed there, one
of the nmost inmportant of which is, of course,
limting prescribing to dermatol ogists who file
sworn affidavits stating they will adhere to the
stated indications for the drug. That is supposed
to be happening, not the sworn affidavit part but,
obvi ously the amount of prescriptions belies the
fact that that is what it is limted to. W then
filed a petition to the FDA in May of 1988 with
recomendations, saying it should cone off the

mar ket and only be allowed back on with these
restrictions.

[Slide]

Just finishing up a little bit on that, we
continued urging renoval fromthe market unless
restrictions were put in and, thus far, these
restrictions just have not been put in. Most
recently, in Septenber, 2000, we testified that at
that tinme the issue of depression and suicide had

ari sen and again we proposed restrictions.
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[Slide]

This is testinony before this conmttee by
Dr. David Erickson, who was then Chief at the
Centers for Disease Control and Prevention of the
Genetics and Birth Control Branch. His statements
are very poi gnant because 15 years |later the sane
issue is there: "The birth of babies with defects
caused by fetal exposure to Accutane is
unnecessary. FDA decision to allow the marketing
of Accutane is a failed regulatory experinent. A
deci sion to depend on better contraception al one,
without active intervention to reduce the nunber of
users, is a decision to | eave the nunber of
af f ect ed babies at an unacceptably high | evel."
Finally, one of his suggestions was, "perhaps a
formal IND, " investigational new drug, "would be a
sui tabl e nechanismto reduce the frequency of
Accut ane enbryopat hy."

[Slide]

Now, these are data fromthe package that
was provided to you a couple of weeks ago--it

shoul d have been included. This is an FDA
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presentation before this committee back in
Sept enber of 2000. What they said was that as of
that tinme these are just the reported cases and, as
several people said this norning and it understates
the actual nmagnitude of the problemw th 1,995
exposed pregnancies; 1,214 el ective abortions; 383
live births; and 162 infants with birth defects.

[Slide]

These now are the nore recent data from
the first year of the S MA RT. program Again,
the first two points are taken directly fromthe
package that was handed out and 156, 800
"uni que"--the phrase used in there--wonen were
given the drug. Secondly, the estinmated pregnancy
rate, and | amsure this is on the |ow side but
that is what was in this information set is 0.35
percent. |If you take that rate and apply it to the
nunber of "uni que" wonen given the drug in that
first year it means that there have been 548
pregnancies and this is 4.6 tines higher than the
voluntarily spontaneously reported pregnancies that

are also listed in the package, which is a neasure
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of the under-reporting.

[Slide]

O the 61 pregnancies with known
out cones- -renenber, about half of them had outcones
unknown--48 of 61 or 78.7 percent resulted in
el ective abortions. Again, if you apply this to
the nore likely estimate of the actual nunber of
pregnanci es, 548, this neans that there woul d have
been 431 elective abortions in that one year ending
in March of 2003.

[Slide]

Again estimating the nunber of deliveries,
of 61 pregnancies with known outcones, 7 of 61 or
11.5 percent resulted in deliveries. There were
sonme spont aneous abortions, and so forth that nake
up sonme of the other ones aside fromthe elective
abortions. Again, applying this to the 548
estimated pregnanci es, there would have been 63
deliveries. Using FDA's and the CDC s figure,
which is probably on the | ow side, 25 percent birth
defects and the 50 percent nental retardation is as

cl ose--there hasn't been any really careful study
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on it but applying those figures to this estimate,
we are tal king about 16 infants with birth defects
and 31 with nental retardation just in that one
year.

[Slide]

The reason the S MA R T. program and even
the new Roche proposal do not seriously address the
two mgjor issues here are as follows: [In 1989 CDC
estimated that there were no nore than 4,000 wonen
of childbearing age with severe cystic acne. They
did not even get into the recalcitrant or other
therapy. Adjusted for popul ation growth because
these were 1987 data, the nunber may now be 6, 000.
G ven that there were 156,800 "uni que" wonen of
chil dbearing age who got the drug in that first
year of S MA RT., this represents a 26-fold
excess in prescribing over the nunber of on-Iabel
prescriptions.

The second point is that unless there is
somet hing nmore than a sticker and an assurance but
there is actually the provision of a |ab test

showi ng that the woman, in fact, was not pregnant
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and at | east a description of the contraceptive
met hods--unl ess that happens, then people are going
to have stickers that are m srepresenting what has
actual | y happened.

[Slide]

The reason why we are about to file a
petition in the next week or two asking for this
drug to be taken off the market and made avail abl e
through an IND is that there have been 20 years of
failed voluntary and even nore recently sone
mandatory restrictions, and they have led to
actually a total of nore pregnancy exposures
because the actual anount of prescriptions has gone
up. | think it was estimated in '88 or '89 that
there may be 70,000 "uni que" wonen of chil dbearing
age getting the drug and it is now sone 150, 000.

As we recomended in '88 and the CDC
itself suggested as an option the next year, as
showed you in Dr. Erickson's presentation, we now
propose a ban on marketing with subsequent
availability only under a tightly controlled IND as

the only feasible way to significantly reduce
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prescriptions and pregnancy exposures.

[ Slide]

These woul d be the main el ements of the
restrictions in an IND: Phot ographic proof of
severe cystic acne confirned by an i ndependent
group of dermatol ogists. Digital cameras nmake this
ki nd of process relatively easy to set up

Secondly, a witten record for each
patient that there, in fact, is adequate previous
treatnent of the disease with antibiotics and other
treatments and that there is recalcitrance to it.

Third, a witten statenent of
contraceptive practices and provision of a copy of
this and a negative pregnancy test in order for the
drug to be dispensed each tine.

[Slide]

In summary, the S MA RT. programis
clearly a failure. Wthout these proposed | ND
restrictions, this admnistration and this advisory
committee will continue to put its inprimatur on
the reckl ess use of a drug that each year causes

the need for hundreds of abortions and many
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seriously deformed infants with birth defects
and/or mental retardation. This is one of the two
wor st epidenmics of preventable serious birth
defects ever seen in the US| would just point
out the other one is two defects where there is
deficiency of folic acid, as you know. The odds of
neural tube defects are a couple of orders of
magni t ude | ower than the odds of a birth defect
with alive birth. O course, it is different not
to have enough folic acid as opposed to be
adm ni stering one of the nore potent teratogens we
have ever seen. It is tine to end the nore than 20
years of voluntary restrictions and sone mandatory
ones that have failed to reduce its prescribing for
nmore than 20 tines as many wonen as woul d be using
the drug if it were limted to the approved
i ndi cations. Thank you. | would be glad to try
and answer any questi ons.

DR. CGRGCSS: Thank you very much, Dr.
Wl fe. The final speaker in the open public
hearing will be Dr. Sherri Shubin, who will read a

letter fromDr. Furberg, which is in your packet.
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DR SHUBIN: Thank you. | have no
financial conflicts of interest. As a nenber of
the public, I would like to read the statenent that
was witten by Dr. Curt Furberg, a nmenber of this
committee who could not be here today:

Due to an unexpected famly health
problem | will not be able to attend the upcom ng
advi sory conmittee neeting on Accutane risk
managenent. Based on | ong observation and carefu
study, | feel very strongly about this issue and
regret that | will not be there to express ny views
and participate in the commttee's discussion and
deli beration. As a menber of the committee, |
woul d ask that the followi ng be read al oud at the
meeting after all testinony has been presented but
before the committee begins its consideration and
di scussion of the issue and the questions presented
it by the agency.

To be candid, the history of Accutane is
an exanpl e of inadequate and ineffective risk
managenent by the FDA and the manufacturer of

Accutane to the detrinent of thousands of wonen.
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1 Exanpl es are nunerous. Although Accutane was a

2 known ani mal teratogen and a suspected hunman

3 teratogen at the tinme of its approval, the conpany
4 did not recomrend and the FDA did not insist upon

5 | abel i ng that enphasi zed the inportance of

6 contracepti on or abstinence while under treatnent

7 with the drug. The consequences of this om ssion

8 becone nore apparent when one understands that five
9 worren becane pregnant whil e taking Accutane during
10 pre-approval clinical trials despite follow ng the
11 contraception requirements of the study.

12 In 1988, a highly publicized FDA advisory
13 committee nmeeting was held to discuss the high

14 | evel of pregnancy exposure to Accutane and the

15 overuse of the product and its contribution to the
16 preghancy exposure problem The Pregnancy

17 Prevention Program PPP, energed follow ng this

18 nmeeting as the primary nmeans of managi ng Accutane's
19 teratogenic risks. Several advisory conmittee

20 meetings were held to nonitor the progress of the
21 PPP between 1989 and 1991. It was clear fromthese

22 meetings that the mgjority of wonen taking Accutane

file:////[Tiffanie/daily/0226 DRUG. TXT (84 of 392) [3/10/2004 2:27:33 PM]

84



filex////ITiffanie/daily/0226DRUG.TXT

10

11

12

13

14

15

16

17

18

19

20

21

22

85
were not volunteering to participate in the PPP
that even in the group that did vol unteer pregnancy
testing was infrequently perforned and that
preghancy exposure to Accutane was still occurring
at a high |evel

Remar kabl y, no advi sory conmittee neeting
on the Accutane pregnancy exposure and the
performance of the PPP was convened unti
Sept enber, 2000. At this neeting, it was shown
that enrollnent in the PPP was | ow and falling,
that pregnancy testing was still often not being
performed and that recommendati ons about
contraception or abstinence were often not adhered
to. Even nore alarnming, the use of Accutane in
worren had increased three-fold during the preceding
ten-year period when one woul d have expected it to
decline substantially because of successful
treatnent of preval ent cases of severe nodul ar
acne. The committee's response to this evidence
was to declare the PPP a failure and to recomend
that a conprehensive ri sk managenent programthat

i ncluded patient and physician registration, as
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1 wel | as nmandatory pregnancy testing, be

2 established. None of these has been inpl emented.
3 Instead, the S M A R T. program was

4 introduced. It is an effort that added yell ow

5 stickers to the existing PPP, but had no means of
6 determning if pregnancy testing was actually

7 performed or of how nmany pregnancy exposures

8 actually occurred. Unfortunately, S MA R T. had
9 the sane basic design Iimtations as the PPP and
10 this shoul d have been recogni zed. Now, after

11 al most four years and thousands nore of unnecessary
12 pregnancy exposures to Accutane, this commttee is
13 once again asked to advise the FDA

14 Sinply put, |I believe that the systemis
15 not safe and cannot be used in a safe manner. To
16 m nimze the nunber of pregnancy exposures to

17 isotretinoin an IND-like process could be

18 i npl ement ed that ensures universal pregnancy

19 testing, registration of all pregnancy test results
20 and i ncorporates a nechani sm whereby the drug

21 cannot be di spensed w thout a negative pregnancy

22 test. This coupling of a negative preghancy test
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wi th di spensing of the drug woul d be anal ogous to
the policy that has been successfully enployed with
the antipsychotic clozapi ne and has been sunmari zed
as "no blood, no drug." An added benefit of such
an approach woul d be that we woul d have nore
accurate information regarding the actual nunber of
preghancy exposures to the drug. The nunbers we
have now, coming froma relatively small and
sel f-sel ected group of volunteers, is undoubtedly a
gross underestimate of reality.

O her features of this IND|like approach
could include limting the nunmber of
i sotretinoin-di spensing centers, nandatory
pregnancy avoi dance counseling at each visit and
the proviso that dispensing centers would be
audited periodically. An inportant objective of
our risk management should be to reduce the overuse
of isotretinoin. Therefore, | would recomend that
the IND-l1ike process | have briefly described
i ncl ude sone means of docunenting the presence of
severe nodul ar acne in patients being considered

for isotretinoin treatnent. In clinical trials for
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t he approval of Accutane only patients with severe
cystic acne were enrolled, and phot ographs of at
| east sone of these patients were taken and used in
advertisenments and at professional meetings.
Per haps a phot ograph, docunenting the patient's
severe cystic acne, could be required prior to
approval for treatnent.

The S. T.E.P.S. program for thalidom de has
been tal ked about as a possi ble nodel for
i sotretinoin risk managenent, but it would not be
adequate. If ny understanding is correct, there is
actually no current coupling of a negative
preghancy test with di spensing of the drug and
there is no central registry of the pregnancy test
results. Under this system thalidom de
prescribers answer several questions over the
tel ephone in response to autonmated pronpts in order
to receive a nunber authorizing use of the drug for
the next month. This systemis very simlar to the
yel | ow sticker systemunder S MART. in that it
relies on prescriber self-attestation. There is no

validation that what the prescriber has answered is
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true and there is no conprehensive or reliable
means of knowi ng how many pregnancy exposures have
occurr ed.

The occurrence of pregnancy exposures with
the original Accutane pre-approval clinical trials
and, nore recently, within a clinical trial for
anot her formulation of isotretinoin raises an
unconfortabl e question, should this drug have ever
been rel eased on the open market? | think it was
and is unethical to allow isotretinoin to be
avai l abl e for use outside of the protections that
woul d be afforded by a controll ed and docunent abl e
process of distribution.

I do have copies of this statenment for
anyone who would |ike one.

DR. CRCSS: Yes, there are copies of the
statenment in the conmttee's folders. Thank you
very much, Dr. Shubin. Shalini Jain has a conment
she woul d I'i ke to nake now.

M5. JAIN. | just want to nake a coment
for a point of clarification with regards to Dr.

Furberg's letter. Dr. Shubin was reading the
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letter on behalf of Dr. Furberg. |In functioning as
an FDA conmittee nenber representative, he has not
been cleared for this neeting for purposes of
conflict of interest but solely as a representative
of the public today. Thank you

DR CGRCSS: Thank you. We will now nove
on to the next set of presentations. From
Hof f mann- La Roche, Joanna Waugh, G oup Director for
Regul atory Affairs, is first; Dr. Martin Huber,
Vi ce President, d obal Head, Drug Safety Ri sk
Management; and Dr. Susan Ackermann Shiff, d oba
Head, Ri sk Managenent, Drug Safety R sk Managenent.

Hof f mann- La Roche, Inc. Presentations

I ntroducti on

M. WAUGH  Good nor ni ng.

[Slide]

I am Joanna Waugh, fromthe Regul atory
Affairs Departnment at Hof fmann-La Roche, Nutl ey,
New Jersey. Thank you to the FDA and the conmittee
for giving us the opportunity to present today.

[Slide]

What | would like to do first is to just
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gi ve you an overvi ew of the framework of our
presentation today. Having heard the FDA
presentation, there is sone overlap with our
presentation so we will go fairly rapidly through
some of the areas where there is duplication

Fol | owi ng nyself, Dr. Martin Huber wll
provide a brief overview of the risk/benefit
profile for isotretinoin. | wll then briefly
sunmari ze a regul atory overview, focusing on risk
managenent mil estones for Accutane since its |aunch
inthe US in 1982. Dr. Susan Ackermann Shiff
will then provide an overview of the S MA RT.
program conprising a description of what that
programentails, as well as an assessnment of some
of the data with particular reference to netrics
whi ch were predeternined in agreenment with FDA
Dr. Martin Huber will then review the pregnancy
data fromthe S MA R T. programand nove on to
di scuss our recommendati ons for program
nodi fi cation.

[Slide]

In addition to the team of presenters
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which are listed on the left-hand side of this
slide, Roche does al so have avail able, for
responding to questions in the question and answer
session, sone additional colleagues, Mss Kay Bess
fromour Drug Safety Ri sk Managenent Departnent,

Dr. Karen Bl esch, fromthe sane departnent, M ss
Tammy Reilly, Vice President of Dernatol ogy and
Oncol ogy, and Dr. Susan Sacks, fromthe Drug Safety
Ri sk Managenent Depart nent.

[Slide]

Additionally, we have avail able the
foll owi ng outside experts for responding to
questions, Dr. D ane Berson, from Cornel
University; Dr. Judith Jones, fromthe Degge G oup;
and Dr. Victor Strecher, fromthe University of
M chi gan School of Public Health.

[Slide]

As this slide shows and was referred to by
the FDA in their presentation, the S MA RT. risk
managemnment program was approved in 2001 and it was
subsequently inplenented early in 2002. Since 2002

generic isotretinoin has al so been avail able on the
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U S. marketplace and this slide shows the
respective manufacturers' products and risk
managenent prograns, which are all equivalent to
the Accutane SSM A R T. risk nanagenent program

[Slide]

The conditions for the approval of the
S MA RT. risk managenent programincluded the
requi renent to devel op a backup programfor a
mandatory registry, as well as the understandi ng
that a followup advisory comittee would be
convened when nore data was avail abl e to di scuss
the effectiveness of the program which is why we
are here today. Wen nore data was avail abl e,
Roche eval uated that data and devel oped a specific
proposal for program enhancenent based on the data
we saw energi ng.

[Slide]

I n Decenmber of 2003, the FDA, Roche and
the generic conpani es revi ewed the data across our
respective risk managenment prograns. Roche and the
generi c conpani es subsequently worked together on

recomendati ons for program nodification. All
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conpani es agree on the need for one single program
and the recommendation that you will hear put
forward today is generally agreed to by all the
conpanies. The details of the inplenmentation
require sone further refinement and di scussi on and
we | ook forward to the discussion fromthe advisory
conmittee today on the proposal that we will put
forward to you.

I will now hand over to Dr. Martin Huber.

Benefit/Ri sk

DR. HUBER  Good nor ni ng.

[Slide]

What | would like to briefly review for
you is the benefit/risk. As a first step in any
ri sk managenent approach there needs to be an
assessnent of both the benefit and the risk that we
are addressing.

[Slide]

Just to remind you, isotretinoinis
i ndicated for severe recalcitrant nodul ar acne. It
is indicated only for patients who are unresponsive

to conventional therapy, including systemc

file:////[Tiffanie/daily/0226 DRUG. TXT (94 of 392) [3/10/2004 2:27:33 PM]

94



filex////ITiffanie/daily/0226DRUG.TXT

10

11

12

13

14

15

16

17

18

19

20

21

22

antibiotics. Finally, it is indicated only for
those fenal es who are not pregnant and agree to not
becone pregnant.

[ Slide]

The nedical need for isotretinoin is
because it is a serious disease with profound
consequences. | nadequately treated severe
recal citrant nodul ar acne can | ead to disfiguring
scarring. Fortunately, it is a uniquely
ef ficacious therapy for this condition and there

are currently no alternative therapies for these

patients.

[Slide]

To briefly remind you, this is the
concern. |nadequately treated SRNA can lead to

di sfiguring scarring which is life-Iong.

[Slide]

However, there is a specific challenge for
i sotretinoin, as has been indicated by the previous
speakers. Isotretinoin is known to be a hunman
teratogen. The npjority of the fenale patients who

use this drug are of chil dbearing potenti al
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Theref ore, pregnancy prevention neasures, including
proactive risk nanagement, are essential. But the
specific challenge of this programis that we nust
change the behavior of patients in order to have
them conply better with these risk managenent
prograns.

[Slide]

The public health goals, as previously
stated, remain the sane. Qur vision is that no
worman who is pregnant should receive isotretinoin
t herapy; no woman shoul d becone pregnant during or
for one nonth after receiving isotretinoin therapy.

[Slide]

I will nowturn it over to Mss Waugh who
will review the regulatory history and the risk
managenent programto date.

Regul at ory Overvi ew

[Slide]

M5. WAUGH: The teratogenic risk of
Accut ane has been known since the approval of the
drug in 1982 in the U S. Because of this known

ri sk, we have taken a variety of risk nanagenent
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97
steps throughout the product life cycle with the
ai m of reduci ng pregnancies as far as possible.

The proposed programthat you will hear today

i ncludes risk managenent enhancenents in response
to data that we have seen in the S MA RT. risk
managenment program

[Slide]

This slide provides an overvi ew of sone
exanpl es of steps Roche has taken throughout the
product life cycle to minimze pregnancies. Since
product launch in 1982, the product had a pregnhancy
category X, i.e., it was contraindicated in
pregnant wonen. In 1984 a bl ack box warning was
i ntroduced to increase the prom nence of warnings
surroundi ng pregnancy.

In 1988 the Pregnancy Prevention Program
was i ntroduced which FDA alluded to in the earlier
presentation. This was the first risk nmanagenent
program of its kind which used nechani sns over and
above | abeling as tools for risk managenent. Sone
conponents of the Pregnancy Prevention Program are

listed on this slide and I will just go through
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98
thembriefly, the requirenment for two forns of
contraception to be used sinultaneously for one
month before, during and after Accutane treatnent.
Additionally, the requirenent for negative nonthly
pregnancy testing; the addition of an "avoid
pregnancy" synbol in the packagi ng. Educationa
mat erials were introduced regardi ng contraceptives
and pregnancy avoi dance, and a femal e inforned
consent formwas introduced

Further evaluation tools to assess the
ef fecti veness of this programwere introduced which
i ncluded the Accutane survey. This survey was
devel oped by the Sl one Epidem ol ogy Center at
Bost on University and provided informtion about
worren' s understanding of the risk issues related to
teratogenicity, as well as sone infornmation about
the pregnancy rate based on the nunber of womnen
enrolled in the survey.

[Slide]

in 1990 we added information to the U S
product information concerning a description of

birth defects that could occur, as well as a
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recomrendation that prescribing should be linited
to a one-month supply.

In 1994 the patient informed consent form
was updated to include additional requirenents. In
May of 2000, anongst additional requirenents, one
of the requirenents was to have two negative
preghancy tests prior to the initial prescription

I n Septenber of 2000, as has been
mentioned earlier, an advisory conmittee was
convened whi ch di scussed pregnancy preventi on.
will come back to that in a little bit nore detai
| ater. Subsequent to that advisory comittee,
Roche worked in collaboration with the FDA to
determ ne how best to inplenent their
recommendations. The result of these discussions
was the ultinmate approval for the S MA RT. risk
managenment programin Cctober, 2001

[ Slide]

As | nentioned, the 2000 advisory
commi ttee di scussed pregnancy prevention. The
recomendations fromthat advisory committee, as

menti oned by the FDA, included the reconmendation
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for the introduction of patient and prescriber
registry. |In subsequent discussions with the
agency, Roche put forward various proposal s which

i ncl uded mandatory patient and prescri ber
registration. In discussions with the agency about
the best way to inplenent these recomendati ons and
in view of sonme of the issues that FDA alluded to
earlier, Roche and FDA agreed that the critical
issue was to link a negative pregnancy test wth
each prescription and di spensi ng of Accutane.

[Slide]

The S MA R T. programintroduced a |ink
bet ween di spensing and negative pregnancy testing
via the Accutane qualification sticker.
Additionally, the S MA R T. programincl uded
enhanced education, enhanced informed consent, and
the requirenent for prescribers who wish to
prescribe Accutane to be registered into a
dat abase.

[Slide]

Dr. Susan Ackermann Shiff will now provide

nmore details about the S MA R T. program
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101
Overview of the S MA R T. Program

DR. ACKERVANN SHI FF:  Thank you

[Slide]

What | would now like to briefly do is
overview the S MA R T. programor the Systemto
Manage Accut ane-Rel ated Teratogenicity. The
program was devel oped with and approved by the FDA
and went into effect on April 10 of 2002.

[Slide]

This high level overview slide provides
two inportant features, first that the registered,
qual i fied physician, the qualified patient and the
phar maci st work together in the dispensing of the
product. Second, the qualification sticker is the
one area where the negative pregnancy test and the
di spensi ng of the product is linked.

[Slide]

Different fromthe Pregnancy Prevention
Program all prescribers nmust be enrolled in the
programin order to prescribe the product. A
prescriber will read the guide to best practices,

sign a letter of understandi ng and receive the
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qualification stickers

[Slide]

When the prescriber signs the letter of
understanding they attest to the fact that they
know the risk and severity of fetal injury and
birth defects; that they know how to di agnose and
treat various forns of acne; that they know the
risk factors of unplanned pregnancy and they wl|
properly followthe S MA R T. procedures. 1In this
case, it includes education, pregnancy testing,
contraception, informed consent and offering of the
Accut ane survey.

[Slide]

Once the prescriber has been registered
within the system they can educate the patient on
the appropriate use of the product. The "Be Smart,
Be Safe, Be Sure" educational brochure that is
shown on this slide contains elements of education
about the product; contraceptive information; the
two i nformed consents, the all-patient informed
consent and the fenale patient informed consent; an

enrol Il nment card for the Accutane survey; and
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educational reinforcement. The purpose of this
brochure is that it be used at the initial office
visit and all subsequent office visits.

[Slide]

As Roche understands that patients |earn
in different ways, we have also provided a variety
of other educational materials. There are story
boards in both English and Spani sh and two
educational videos, one about contraception and one
about the risks of unplanned pregnancy. There are
two 1-800 lines, one for Accutane information and
one for contraception. |In addition, there is an
"avoi d" blister pack pregnancy synbol and a
medi cati on gui de that is now packaged in the
blister pack that has information about the product
and is patient friendly.

[ Slide]

There is also a patient education brochure
for men that contains product information, informed
consent and educational reinforcenent.

[ Slide]

The qualification sticker signifies that
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104
there is a qualification date that, in this case,
is the date of the |ast negative pregnancy test,
not the date that the pregnancy test was received.
The pharmaci st nmust di spense within seven days of
the qualification date and can't dispense nore than
a 30-day supply. No refills are allowed. Both
mal es and fenal es have a qualification sticker
attached to their prescription.

[ Slide]

The qualification criteria or what the
sticker represents on actual presentation is that
the femal e patient has had the negative pregnhancy
testing, two at the start of therapy and one every
month during therapy. In addition, she has
selected and committed to use two safe and
effective fornms of contraception. She has signed
all -patient infornmed consent and the feral e
i nformed consent, and has been offered the
opportunity to participate in the Accutane survey
and knows of its inportance.

[ Slide]

Again, the qualification sticker is the
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actual sticker that |inks the dispensing of the
product with the negative pregnancy test. The
pharmacist will allow no nore than a 30-day supply;
will dispense within seven days of the
qualification date or the date of the | ast negative
pregnancy test; and no refills are allowed. In
addition, no tel ephone, conputerized or nail order
prescriptions are allowed. The pharmaci st al so has
the opportunity to verify that the physician has
been entered into the systemby calling a 1-800
nunber .

[Slide]

What | would like to do nowis to review
the data fromS M A R T. year one, or April 1 of
2002 through March 31, 2003. |In sone cases | will
be comparing these data to the year previous to
SMART. or the last year of the Pregnancy
Prevention Programwhich is April 1, 2001 through
March 31, 2002.

[Slide]

We used three specific data sources to

evaluate the S MA RT. programin year one. The
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106
first is the prescription conpliance survey,; the
second, the Accutane survey; and, three, pregnancy
reports. | will be reviewing the first two data
sources and Dr. Huber will be review ng the
pregnancy reports in addition to the correspondi ng
failure anal yses

[Slide]

The prescription conpliance survey is a
quarterly survey of a random sanpl e of pharnacies
pertaining to the use and conpl etion of the
qualification stickers. 1In addition, Roche
conducted a quarterly audit of anonynous Accutane
prescriptions froma random sanpl e of these
participating pharmacies. Wile | will not be
di scussing the quarterly audit, what | can say is
that the results are consistent with the quarterly
sampl e of the random sanpl e of pharnaci es.

[SIide]

There is one mmjor objective of the
prescription conpliance survey, that is, to assess
prescribers' and dispensing pharmaci sts' conpliance

with the appropriate use of the qualification
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sticker.

[Slide]

During our discussions with the FDA we
had deci ded on two specific sets of netrics with
regard to the prescription conpliance survey. The
first is that by the end of S MA RT. year one 90
percent of all physicians woul d use the
qualification stickers. The secondary metrics
i ncluded that 90 percent of all physicians would
completely and correctly fill out the stickers, and
that 90 percent of all prescriptions wuld be
di spensed with a nedication guide. |In October of
2002 Roche started packagi ng the nedication gui des
within the blister packs so the secondary netric is
no | onger applicable.

[Slide]

The results of the prescription conpliance
survey are as follows: Over the six waves of the
survey an average of 97 percent of al
prescriptions had a qualification sticker affixed.
O those, 96 percent were correctly or conpletely

conpleted. There were no differences between the
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108
survey waves and there were no differences between
the age of patient, the gender of patient, the
| ocation of the dispensing of the prescription or
the payer type. |In conclusion, we have net and
exceeded our netrics for stickers and the nechanics
of the stickers are working well. [Slide]

Now | would like to review sone of the
hi gh-1 evel results fromthe Accutane survey.

[Slide]

As Ms. Waugh noted previously, the
Accut ane survey was devel oped by Sl one Epi demi ol ogy
Center of the Boston University School of Public
Health. It was initially inplenented with the
Pregnancy Prevention Programin 1989 and, to date,
Roche has had two vendors for the survey. From
1989 to the presentation of these data, Slone
Epi dem ol ogy Center was our prinmary research
organi zation. In COctober, 2002 we sw tched
research organi zations to Sl International and the
Degge G oup.

Wiile | won't go into detail about the

met hodol ogy of the survey, and | know that Dr.
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Mtchell is presenting later, what | do want to
note is that there are two specific arns within the
Accut ane survey, the Accutane after treatnent arm
and the during and after treatnent arm The
presentation of these data deal only with the
during and after treatnent arm In addition,
woul d also like to note that the research
organi zation SlI/Degge did inplement the
questionnaire that was nodified to include
conmponents of S MART.

[ Slide]

There are four specific objectives of the
Accutane survey. It was a voluntary survey to
determ ne femal e patient awareness of the
teratogenic risks of Accutane. In addition, it is
used to measure conpliance with key conponents of
SMART., inthis case informed consent, the
medi cati on gui de, pregnancy testing, contraceptive
use and the qualification sticker. Historically,
we have used data fromthe Slone Epi demn ol ogy
Center to calculate a rate of pregnancy anong

fermal e Accutane users and to identify risk factors
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that occur w th pregnancy.

[ Slide]

Agai n, during our discussions with the FDA
we had agreed upon a variety of primary and
secondary metrics, the primary nmetric being that 60
percent of all wonen would enroll in the Accutane
survey by the end of S MA RT. year one. W have
several data specific secondary netrics including
femal e patient representativeness; recall of
qualification sticker; recall of pregnancy test;
medi cation gui de; the use of two forns of safe and
effective fornms of contraception; and enrollnent in
the Accutane survey via the prescriber's office,

fromthe blister pack or by calling a toll-free

number .

[Slide]

Before | go on to specific review of the
data, | would like to give you a high-Ileve

overvi ew of our findings. W were successful in
increasing enrollnent in the Accutane survey by
approxi mately 10 percentage points but mssed the

60 percent netric.
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We found that fermal es recalled the use of
the qualification sticker and that percentage was
al nrost 100 percent. In addition, alnost 100
percent of all wonmen knew the risks of taking
Accut ane whil e pregnant and were told to avoid
pregnancy during Accutane. However, they did not
receive the pregnancy testing or were not using
contracepti on according to the package insert.

Wth regard to the enrollnent rate, we
calcul ated an enrollnment rate by dividing the
nunber of enrollees by the nunmber of new patient
femal e starts. The result for the first year of
SMART. is 28.2 percent of enrollment of al
femal e Accut ane users, which was up from 17 percent
in pre-SMA RT. year one. Wile, again, we
i ncreased the enrollment rate, we did not succeed
in nmeeting the 60 percent metric.

[SIide]

However, when you | ook at the nethod of
enrol I ment, we were very successful in shifting the
met hod of enrollnment fromthe blister pack to the

physician's office. Again, if you renmenber, the
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112
enrollnment card is within the "Be Smart, Be Safe,
Be sure" educational brochure and we see this as a
mar ker that education was occurring within the
physician's office.

[Slide]

When we asked fermal es at the start of
therapy what mght Accutane do if it is taken
during pregnancy, and did your doctor tell you the
i mportance of avoiding pregnancy while on Accut ane,
al nost 100 percent of all wonen indicated that it
causes birth defects and that their physician told
them the inportance of avoiding pregnancy while on
Accut ane.

[Slide]

However, when we | ook at two inportant
conmponents of the S MA R T. program preghancy
testing and contraceptive conpliance, we found that
only 64 percent of all wonen at the start of
treatnment indicated that they had received two
pregnancy tests. W were successful in reducing
the wonen that reported no pregnancy tests from 18

percent to approximately 9 percent, but a large
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proportion of wonmen did not receive the pregnancy
testing according to the package insert.

[Slide]

Wien we | ooked at the risk category at the
start of treatnent, we found that 50 percent of al
worren were not sexually active but 44 percent of
all wonen reported sone sort of sexual activity.

[Slide]

When we | ooked at sexual activity by use
of two fornms of contraception, we found that 41
percent of these wonen indicated that they were not
using two safe and effective forns of contraception
at the start of their treatnent.

[Slide]

When we | ooked at non-conpliance with
contracepti on by age, we noticed that fenmales 12-19
reported the highest percent of not sexua
activity. However, wonen 20-29, 30-39 and 40-44
who were sexually active reported high | evels of
not using two forns of contraception, 20 percent,
35 percent and 40 percent respectively.

[Slide]

file:////[Tiffanie/daily/0226DRUG.TXT (113 of 392) [3/10/2004 2:27:33 PM]



filex////ITiffanie/daily/0226DRUG.TXT

10

11

12

13

14

15

16

17

18

19

20

21

22

W noted previously fromthe prescription
compliance survey that a | arge percentage of
prescriptions had the sticker affixed. In this
case, the percentage is sinmlar, 97 percent of al
worren i ndicated that a qualification sticker was
affixed to their prescription. However, when we
asked them about basel i ne pregnancy testing,
recei pt of two or nore pregnancy tests and sexua
activity by using two safe and effective forns of
contraception, the percentages were no different
bet ween those wonmen who reported a qualification
sticker affixed to their prescription and those
wonmen who did not. In fact, when we | ook at the 22
cases of pregnancy, 20 of those cases of pregnancy
occurred in wonen who clained to have a
qualification sticker attached to their
prescription.

[ Slide]

Further, when we | ooked at these sane data
during treatnment, 21 percent of all wonmen during
treatnent indicated that they had not received a

preghancy test. Only 63 percent of these wonen
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115
i ndi cated that they had received two or nore
pregnancy tests. Again, during this time in the
course of their treatnment they should have received
at | east three preghancy tests.

[ Slide]

Forty percent of all wonen indicated they
were sexual ly active during treatnent. However, 52
percent of these wonen indicated that during
treatnment they were not using two safe and
effective fornms of contraception as outlined in the
SMART. materials.

[ Slide]

However again, we found that al nost 100
percent of all wonen said that they had seen a
qualification sticker on their prescription during
the course of their treatnent.

[ Slide]

In summary, we believe we were successfu
in increasing the enroll ment of the Accutane survey
by 10 percentage points, however, we did not neet
the 60 percent netric set out. W increased the

proportion of patients enrolling vis-a-vis the
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prescriber's office. For us, that was an

i ndi cation that education is occurring within the
prescriber's office. And, we believe that the
mechani cs of the sticker are working well.

[ Slide]

In addition, fromthe percentages in the
Accut ane survey, wonen do understand the need to
avoi d pregnancy and the consequences of becom ng
pregnant while on Accutane. However, there was
i nconpl ete conpliance with both pregnancy testing
and with contraception. 1In fact, we found little
rel ati onship between the qualification sticker,
preghancy testing and contraception

[ Slide]

Dr. Huber?

Eval uation of SSMA R T. Program

[ Slide]

DR HUBER | would now like to briefly
revi ew t he pregnancy case reports that we have
recei ved at Roche and put themin perspective--as
Dr. Crawford was asking earlier, the case val ue

anal ysis basically.
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[Slide]

First, | would like to go briefly through
the net hodol ogy. These reports cone fromnultiple
sources. These are exposed pregnancies that are
reported via either of the vendors for the Accutane
survey or via spontaneous reports from healthcare
prof essi onal s or consuners.

[Slide]

In order to conpare the pregnancy nunbers
fromSMA RT. and the pre-SSMA R T. year we set
up the followi ng netrics so that the nunbers woul d
be somewhat conparable. What we refer to here as
pre-SSMA RT. is that treatnent was started so
i sotretinoin or Accutane was started between Apri
1, 2001 to March 31, 2002. But, because there are
del ays in receiving sone of these reports, we
all oned that the report was received by August 15,
2002. The SSMA RT. data is essentially these
sane definitions but one year |ater.

The other issue we have to deal with in
the analysis of these data is that there are

nunerous reports that conme in, in which there is no
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118
therapy date stated on the report. W don't know
when the therapy started. 1In fact, when you review
these, in sone of these it is fairly explicit that
the therapy was years ago. So, we include this
category of therapy start dates unknown and,
because we don't have a therapy start date, we
assign themto the period in which the report was
recei ved.

[Slide]

To give sonme context to these
reports--there have been numerous questions about
rates, etc.--what | would Iike to do is rem nd you
of the overall use of the product. First, the
majority of these reports are from spontaneous
reporting sources, not fromthe survey. Al so,
overal | Accutane use has been declining since 2000.
I would like to focus on the estimated nunmber of
femal es treated. This is fermale patients in total
not just childbearing, and this is Accutane. So,
you see 278,000, 253,000, 218,000. | would like to
note that generics were introduced in 2002. So,

when you see 2003 here, the 128,000 reflects purely
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the Accutane, not isotretinoin, data.

[ Slide]

These are the pregnancy case reports we
have received according to the cut-offs | defined
earlier. For pre-SSMART. there was a tota
nunber of 150 pregnancies; for SMART., 183. |If
we focus on those in which there is a treatnent
initiation date known to occur in the period, it is
essentially 94 and 94. \Where the biggest increase
has been is in this group of patients, these 89
with treatment initiation date unknown. | wll go
into alittle nore explanation of why we think this
occurred in the next few slides.

[ Slide]

We think it is unlikely that the true
nunber of pregnancy case reports is a true
increase. |n other words, we don't believe it is
possi bl e that an increased educational program
with increased nonitoring and with the
qualification sticker actually led to nore exposed
pregnanci es. Rather, as has been noted by severa

of the previous speakers, in a spontaneous
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1 environment there is a percentage of reports that

2 you receive and a percentage you don't know about.
3 We believe that this is nbost likely what is

4 occurring here and that with the first year of

5 SMA RT. we have actually seen an increased

6 proportion of reporting.

7 Wiy did that occur? O note, there was
8 i ncreased awar eness anmong physicians with

9 S MA RT. There was al so, as Dr. Ackernmann not ed,
10 i ncreased participation in the survey. Finally,

11 there is increased educati on and awareness anong
12 patients.

13 [Slide]

14 To go through the details of these cases
15 now, | will start with what is the source of these
16 reports. W follow the convention of this in

17 pre-SSMA RT. with a known therapy start date;

18 SMART. with a known therapy start date; this is
19 pre-SMART. and S MA RT. with an unknown
20 therapy start date cases. This bottom col or here
21 is those cases that cane in via the Accutane survey

22 fromeither vendor. The green is direct to Roche
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froma healthcare professional. This orange is
direct to Roche from consumers or others

What you see here is that the nobst
substantial increase in nunber of pregnancy reports
is this 10 to 33 in association with the Accutane
survey. Also consistent with increased awareness
from consuners, while we didn't see an increase
here, what we did see was a substantial increase
from19 to 30 of these cases comng to Roche from
consunmers that had this unknown therapy start date.

[ Slide]

When we start | ooking at this, as has been
noted, there are really two issues here. There are
those patients who are pregnant prior to starting
Accut ane therapy and then those patients who becone
preghant on Accutane therapy. These data try to
break this down. W |ooked specifically at the
patients who were pregnant prior to starting
Accut ane therapy. For the pre-SSMA RT., of the
150 pregnancies, 28 or 19 percent occurred in the
pre-SMART. year; S MA RT. year one, 24 of 183

or 13 percent occurred prior starting Accutane
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1 therapy. |If we |ook at the nunber that becane
2 pregnant while on Accutane therapy, 51 percent,
3 percent with approximately the sane nunbers.

4 Pati ents beconing pregnant within 30 days after

5 stoppi ng, 44 or 29 percent, 58 and 31 percent.

6 bi ggest increase is in this unknown category but,

7 as | stated earlier, this does include a | arge

8 nunber of cases that had unknown treat nment

9 initiation and they al so had unknown pregnancy
10 date.

11 [Slide]

12 Looki ng at the denographics of these

13 patients, these are the sanme patients, 153
14 SMART., 183 SMA RT., broken down by age.

15 note, when you look at the 16-19 group or from

16 19-29, 12-15 percent. What is interesting is the

17 age group 20-29 declined from41 percent to 24
18 percent but please note that 20-29 renmins the

19 | argest category of patients, and 30-39 is

20 essentially simlar, 16 and al nost 15 percent and

21 once again a |large number of unknown in S MA RT.

22  year one. The mean or median did not shift
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significantly.

[ Slide]

Now coming to why are these people getting
pregnant, we | ooked for evidence of educational and
compl i ance understandi ng of patients. These are
not a linkage of survey data to these case reports.
Rather, this information is gathered as part of our
foll owup procedure for the pregnancy case reports.

The green is yes, the orange is no and the
light, pale color here is unknown. What | would
like to do is focus on the signed femal e inforned
consent, received a spiral notebook and enrolled in
the Accutane survey. The axis here is the nunber
of pregnancy case reports that qualified for each
category. These are nowthe SSMA R T. year one
cases only.

VWhat we see here is that only three
patients stated no to recall of a signed fenale
i nformed consent. Only five patients stated no to
receiving a spiral notebook and this is in the
group that is our worst outcome group in that they

got exposed pregnancy, and seven said no to
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enrolling in the survey. So, of those that
answered, the interpretation of the data is they
are getting the educational materials. This is
al so consistent with what Dr. Ackermann tal ked
about in the survey where 99 percent of the
patients know they are not supposed to get
pregnhant. They do receive the educationa
mat eri al s.

[ Slide]

The problem as we see it, is linking it
to conpliance with the behaviors in the program
Using the sane format, this is once again
S MA RT. year one, the nunber of pregnancy case
reports are on this axis, two baseline pregnhancy
tests, nonthly followup pregnancy tests, used two
forns of contraception, and was the qualification
sticker attached.

I will start on the right first and 58
versus zero recalled the qualification sticker and
this is anmong the patients who becane pregnant.
What is nost disturbing is that 16 said no to the

question of baseline pregnancy tests; 8 said no to
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125
mont hly foll owup pregnancy tests; and 6 said no to
using two 2 forns of contraception. So, what we
detect in this data is a pattern of failure to
comply with the educational materials that they
recei ved.

[Slide]

I would Iike to review briefly the nethods
of contraception in these cases. Now we are
pre-SMART. and S MA R T. and these were
focusing on the 94 with the known start date in
both groups. O note, 10 were pre-SMART.; 11
of SMART. were using abstinence as a prinmary
met hod of contraception. O note, of these 11
cases that reported abstinence, 4 did report
additional ly using condons.

For the two forms of contraception, 17
pre-SSMA RT., which increased dramatically to 30
inthe SMART. reports, reported using two
forns, one primary and one secondary. No one
reported in either year using two forms of
secondary contraception. Wth regards to one form

of primary, 18 and 18; one form secondary, 14 and
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11. Unknown declined from27 to 19

[Slide]

To put these nunbers in perspective | am
going to use sone data fromthe Accutane survey.
Dr. Mtchell will talk in nore detail about these
later. But this is the one set of data we have in
whi ch we have a nunerator--the nunber of
pregnanci es via the survey, and a denom nator--the
nunber of patients who enrolled in the survey.
However, this applies only to the Sl one Accutane
survey participants. W have not calculated this
rate for year one of S MA RT. in the Sl because
there is an issue with the foll ow up necessary to
get the patients in and sufficient follow up is not
there yet.

The other thing is that pregnancy rates
get reported in multiple ways. So, you are going
to see sonme nunbers potentially through the course
of this day kind of flying around. | would like to
show you two ways to try and hel p you understand.
One approach has used Accut ane exposed pregnancies

per 1,000 of the 140-day Accutane treatnent
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1 courses. Gven that the normal treatnent course is

2 140 days, one approach has been to anal yze the

3 exposed pregnanci es by treatnment courses. So, when
4 you see the 140-day treatnent course, this is what

5 we are referring to. The other way which you wll

6 see used is the nunber of Accutane exposed
7 pregnhanci es per 1,000 patients per year

8 [Slide]

9 On this slide we are | ooking at these data
10 by both methods. ©On the left vertical axis here,

11 this is the nunber per treatnment courses. This is
12 when we refer to the 140; zero on the bottom 4 on

13 the top. This is the blue Iine, over time within

14 the survey and enroll nent date year 1989 to 2002

15 and we decline from4 down to a rate of about 2.9.
16 If you take these sane data and do it by

17 nunber of pregnancies per 1,000 patients per year

18 you go fromthis axis, over here, around 10 to

19 around--sorry, that is 2.9; the other one was 1.2.

20 | apol ogi ze.

21 The basic nessage is that we have seen a

22 decline in the rate within the survey as we have
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gone through a series of risk nanagenent steps
That is inportant to remenber when we di scuss next
steps. There has been sone progress and | want to
make sure we don't lose that in our next
activities.

[ Slide]

So, what do we conclude on the basis of
these pregnancy data? W believe that there were
nmoder at e decreases in the nunber of wormen who
initiated Accutane therapy while pregnant. Those
are those 19 percent declining to 13 percent,
basically those wonen who were pregnant before
SMART. W think this reflects a slight
i mproved intervention with SMART.

However, there was a relative increase in
the nunber of pregnancies reported. W believe
this is likely due to increased awareness. This,
in fact, probably reflects an i nproved assessnent.
You are getting nore data. But the fundanental
problemis that pregnhancy is associated with
i nconpl ete conpliance with risk managenent

par anet er s.
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[Slide]

The goal of the enhanced program renmains
the sane as we started with initially. No wonan
who is pregnant should receive isotretinoin
therapy. Qur specific proposal, which | wll
outline for you, is that we need to further enhance
the link of a negative pregnancy test to dispensing
of the product.

Wth regards to the second public health
goal , no wonman shoul d becone pregnant during
isotretinoin therapy, we believe this is best
acconpl i shed by attenpts to enhance patient
conmpliance with a behavi or conponent, nore
specifically, increased use of contraceptives, and
we will also cover that in our new proposal

[Slide]

Now for our recommendati ons, our proposa
is for a single informati on systemthat provides a
verifiable |ink between a registered physician with
the results of |aboratory conducted pregnancy test,
a registered patient including patient interaction

with the educational and risk managenent eval uation
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conmponent of the system and a registered pharnacy
with a link to a product dispensed.

[Slide]

I will nowtry to wal k you through the
path for fermal es of childbearing potential. After
I have conpleted this | will conme back and wal k
t hrough what we propose for non-chil dbearing
potential and mal es.

[Slide]

First, a potential candidate for Accutane
is identified. They see a registered physician.
The physician determnes if a patient is an
appropriate patient. They determine if they are of
chil dbearing potential. They performa screening
pregnancy test. This can be done in the office.
They educate the patient, provide themnmaterials
and they provide inforned consent. |In the current
proposal the majority of these materials are
generally consistent with what is currently
available in the S MA RT. program The
difference is that the physician then enters this

informati on and confirmation into a centra
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registry. The registry, in return, will give the
physi cian a uni que patient identifier nunber for
that patient.

[ Slide]

The patient then will |eave the office
and, using their unique patient identification
nunmber, interact with the system \Vhat they wll
be doing is interacting with educational and risk
managenent conponents. Potentially this is
interactive voice recognition. There are
al ternative approaches we can do, but the focus is
on reinforcenent of conpliance with the two forns
of contraception that they have originally been
educated on by the provider.

[Slide]

There are two visits involved for a woman

of childbearing potential. She comes back to the

dermatol ogist's office, consistent with our current

approach, and then will have a | aboratory pregnancy

test obtained. What we were recomendi ng here,

because of the concerns about the pregnancy testing

deficiencies in the current approach, is that al
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worren have a | aboratory pregnancy test and that the
results of that |aboratory test be entered into the
system

At this visit there is further education
of the patient with a focus on the reinforcement of
conpliance with two forns of contraception. At
this time the patient receives the prescription
with the qualification sticker with patient |D.

[ Slide]

The patient then goes to a registered
pharmacy that verifies the qualification sticker
and verifies the treatnent is authorized. They do
this by calling into the registry and basically
receiving a yes or no, the patient is qualified or
not. |If the patient is not qualified, which neans
that they have either not bee appropriately
regi stered, something has happened on their
interaction with the educational, or there is not a
negative pregnancy test in the systemthat falls
within the prescribed dates, that patient is told
no and is asked to contact the physician. |If it is

aut hori zed and they provide product information,
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133
obtain a confirmati on nunber, the nedication guide
i s dispensed, they dispense the medication

[ Slide]

The patient will continue to receive only
a 30-day supply, as noted here. Thirty days |ater
they will loop back into this systemin which they
will do further interaction with the educationa
ri sk managenment conponent, have a | aboratory
confirnmed test, further education and receive the
prescription for the next 30 days.

[ Slide]

For mal es and femal es of non-chil dbearing
potential it is essentially the same but the
requi renent for the pregnancy test is out of the
system It nmakes it a little sinpler.

You have the same determ nant
qualification. You educate patients generally on
the product; the informed consent. There is a nale
informed consent as well. Part of the education
here is focused on not sharing of the pills with a
femal e partner. The patient receives the

prescription with qualification sticker. The
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134
patient is registered and receives an ID. The
reason for putting theminto the systemis that in
order to control the dispensing it is inportant
that every patient go through the same process and
there not be two parallel dispensing routes for
mal es and fenmal es. The regi stered pharnaci st does

the sane process. Once again, it is a 30-day

renewal .

[Slide]

In addition to this, there will be a
centralized pregnancy registry which will provide a

system for reporting, confirmng and foll ow up of
all pregnancies in a uniformfashion. This should
enhance our failure analysis efforts and it wll
facilitate calcul ation of a risk-exposed pregnancy
rate.

[ Slide]

How has this evolved from our current
SMART. progran? This is PPP, S MA RT., and
this is the proposed new program There is now
registration of patients, registration of

pharmacies. More inportant than the actua
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registration act itself is what this allows us to
do. What it allows is a stronger check on the
prescri ber because there is now this registration
into the system It allows a hard link of the
patient's interaction with the system on education
and ri sk nanagenent to dispensing. |If they don't
interact with the system appropriately they cannot
get the product. There is also a hard link to a

| aboratory pregnancy test which we see as an
enhancenment. This increases your ability to audit;
potentially gives you nore opportunities for
interaction with regards to contraceptives and,
finally, we will have a centralized pregnancy
reporting process.

[ Slide]

When we consider this we see benefits and
chal  enges. From a benefit point of view, we see
two inportant inprovenents. It inproves the link
bet ween di spensi ng and conpliance with both
pregnancy testing and pregnancy prevention
activities. The interaction with the systemon the

educational and risk managenent conponents of this
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is inportant to try to address the conpliance with
the necessary behavi or regardi ng pregnancy
preventi on.

This should al so i nprove data quality
reporting. W& will now have 100 percent of the
patients in the system and gathering data on these
patients.

It al so provides opportunities for
real -tine patient qualification assessnent |inked
to di spensing. The questions are asked as part of
the 1 oop on conpliance with various behaviors prior
to di spensi ng.

Because this data will now be gathered on
all patients on an ongoi ng basis, it should provide
us opportunities to enhance risk nmanagenent
eval uation activities. Various questions exist on
what are the risk factors for failure. This should
all ow us to better address these on an ongoi ng
basi s.

VWhat are the chall enges? One concern is
that we are now interfering with the primary

rel ati onship between the prescriber and the
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137
patient. This is still the primary basis for
prescribing of nedications. Wat we see this
systemas is an enhancenent of that rel ationship.
We will certainly, however, have to remain cautious
with regards to privacy issues in this setting.

The other potential concern is the size of
this program There are other risk nmanagenent
progranms for pregnancy currently out there but the
| ogistics, the size and scope of this is
substantially larger than the other prograns.

That, in and of itself, is not a major issue but if
any of these other issues becones a barrier to the
patient's access to the product, if we make it so
burdensome that the patients choose not to go with
this nmechanism the concern is that patients wll
pursue alternative sourcing. |f patients nove
dramatically to alternative sourcing we wll
underm ne the overall public health goal

[Slide]

I n concl usi on, we propose the program
enhancenments that establish a verifiable |ink

bet ween a prescriber, a patient, a pharmacy, the
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negative | aboratory-conducted test, the patient
interaction with the educational and risk
managenent system and the product di spensed.

[Slide]

Thi s shoul d reduce the nunber of wonen who
are pregnant when they receive their initial
prescription. Also, the educational conponent
woul d reduce the nunber of wonen who becomne
pregnant during isotretinoin therapy. It will also
enhance pregnancy detection and foll ow up

There is one word of caution here. |If you
enhance your assessnent, increase the proportion
that you find because 100 percent of the patients
are in the system the nunber of pregnancies
reported--not that occur but that are reported--my
initially increase.

[ Slide]

I would Iike to put this nowinto
perspective of the FDA s risk nanagenent nodel to
ki nd of get some gui dance on where we are in this
process. W have identified the issues. W see it

as two mpjor issues for this cormttee today, those
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139
patients who are pregnant before receiving an
i sotretinoin prescription and those patients who
becone pregnant during they.

W assessed the risks and benefits. W
have gone through the benefit of this product. It
is an essential product for which there is not an
alternative therapy. However, there is a risk
which is specific to a subpopul ati on of the
patients.

W have identified and anal yzed opti ons.
We have proposed to you today our recomended
strategy. Assumng that is inplenented, then we
will need to evaluate the results.

Today we sit here, in this mddle circle,
engagi ng you and your advice on how we can do this
in a better fashion. | would like to thank you for
your time and attention. If | understand it
correctly, we are going to do questions after the
ot her manufacturers. Thank you

DR. CGRCSS: Thank you very much. | am
going to pass the chair nowto Dr. Stephanie

Crawmford. | have to step out for about an hour
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140
She will introduce the generic firns'
presentations. Thank you.

DR. CRAWORD: Thank you. Dr. G oss seens
to think I amgoing to relinquish the chair back to
hi m when he returns.

[ Laught er]

At this point in the program we wel cone
the opportunity to hear fromthe generic firns'
presentations and the three speakers will be Dr.
Frank Sisto, Dr. Allen Mtchell and M. Robert
Pol | ock.

Generic Firms Presentation
Isotretinoin R sk Managenment Program Background
I nf ormati on

MR, SISTO Good norning

[Slide]

My nane is Frank Sisto and | am Vice
President of Regulatory Affairs for Myl an
Laboratories, which is one of the conpanies that
are currently involved in the nmarketing of generic
i sotretinoin in capsules.

The presentati on which we have put
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together for you today fromthe generic conpanies
i nvol ves three parts. The first part, which | wll
gi ve, provides sone background infornmation
regarding the first year of narketing for the
generic isotretinoin products, including
identification of the pregnancy cases that have
been reported to the various generic conpanies
whi ch we have then subsequently reported to FDA
The second presentation will be given by
Dr. Allen Mtchell, fromthe Sl one Epi deni ol ogy
Center at Boston University. Dr. Mtchell wll
provide information with regards to the voluntary
i sotretinoin survey that has been conducted for the
various generic conpani es from Decenber, 2002 when
the first generic product canme on the narket,

t hrough Decenber, 2003

The third part of our presentation will be

given on behalf of all the generic conpanies by M.
Robert Pollock. M. Pollock will present three of

the el ements of a proposed enhanced ri sk managenent
program for which we are interested in getting sone

additional input fromthe committee nmenbers.
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[Slide]

Wth regard to ny presentation, | would
like to first reiterate the fact that there are
currently three generic isotretinoin products
approved and marketed which are therapeutic
equi val ents to Accutane. Ammesteem which was
approved under an ANDA from Genpharm and is
mar ket ed by Myl an and Bertek Pharnmaceuticals, was
approved in Novenber of 2002 and was first narketed
in Decenber of 2002, a little over a year ago.
Sotret, which is the generic isotretinoin capsule
product from Ranbaxy Pharnmaceuticals, was first
marketed in March of 2003, and C aravis, which is
the generic isotretinoin capsule product from Barr
Laboratories, was first marketed in May of |ast
year.

It is also inmportant to note--and you have
heard this a couple of tines today in
presentations--that although the risk nanagenent
prograns for each of these products has a different
name, and that was an issue which had to do with

trade nanes and copyrights which is the reason for
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that, all of these risk nanagenment prograns are
equi val ent and substitutable or interchangeabl e and
they are equivalent to the S MA RT. risk
managenment programthat was approved by FDA and

i mpl ement ed by Hof f mann-La Roche in early 2002

As the risk managenment programis
considered by FDA to be part of labeling, it is
required that these progranms be the sane as for the
Accut ane or innovator product, and that FDA find
t hese conponents acceptable as a condition of
approval for the generic products.

[Slide]

Since | amgoing to be tal king about the
nunber of pregnancies that have been reported to
the various generic conpani es and subsequently
reported to FDA, | wanted to put that in
perspective by providing a little information with
regards to the prescriptions dispensed by each of
the generic conpani es since the narketing has
begun.

Goi ng back to Decenber of 2002, which was

the first nmonth when the first generic product,
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144
which is Amesteem canme on the nmarket, there are
approxi mately 104, 000 prescriptions di spensed per
nmonth. This went down to about 91,000 in the tine
frame around August of '03 and in Decenber of 'O03
when all three generic products were on the market
the total nunber of prescriptions was around
117,000. O those prescriptions in Decenber of
2003 for Accutane from Hof f mann-La Roche and
Amest eem from Bert ek Pharnaceuticals, there were
about 43,000 or 45,000 prescriptions a nonth. For
the daravis product fromBarr, there were about
17,000 prescriptions per nonth and for the Sotret
product from Ranbaxy there were about 8, 500
prescriptions per nonth.

[Slide]

In terms of market share, it is inportant
to see that within the first 4 nonths of marketing
of the Amesteem product, the first generic product
that was approved in Decenber of '02, Amesteem had
acqui red about 42 percent of the prescriptions in
April of '03 and at the end of Decenber of '03 this

nunber had increased--well, 60 percent of the tota
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prescriptions in Decenber of '03 were dispensed for
the generic isotretinoin products. O that, a
little under 40 percent was for Amesteem about 14
percent was the O aravis product and about 8
percent was the Sotret product from Ranbaxy.

[Slide]

Just goi ng back, about two and a half
years prior to any generic product being on the
market, | put this slide in here just to show that
there has been somewhat of a decrease in the
overal | number of prescriptions over tinme. |If you
go back to April of '02, there were approxi nately
170, 000 prescriptions per nonth at that tine and
Accut ane was the product that was on the market.
There were sone enhancenents to the program during
the nmonths that followed and that may have, in
part, caused sone of the difference in prescribing
habits and sone of the decrease that was seen in
the nunber of prescriptions dispensed on a nonthly
basi s.

In January of '02 the S MA R T. program

was inplenented and, in April of '02, that program
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becane nandatory. Again, these enhancenents may
have al so affected in some way the prescribing
habits for isotretinoin and caused sonmewhat of a
decrease in the overall prescriptions per nonth.

As previously reported, when all the generics were
on the market at the end of Decenmber of '03 the
prescriptions were approximately 113,000 per nonth.

[Slide]

Now, with regards to the nunber of
pregnhanci es that have been reported to the generic
compani es, which we have subsequently reported to
the FDA, there has been a total of 19 pregnancies
reported since the first generic canme on the market
in Decenber of '02 through February 5, 2004. O
these, 18 have been reported through Bertek
Phar maceuti cal s, the Genpharm Amest eem product.
One has been reported by Barr Laboratories for the
Claravis product and zero have been reported for
Ranbaxy. O the 18 that were reported by Genpharm
9 of those were captured in the Accutane survey
which Slone is conducting and 9 were reported

directly to the conpany.
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[Slide]

Wth regards to the sorts of reports, as
i ndi cated, nine of those were reported through the
Sl one survey. N ne had a known therapy start date.
Three were reported directly to the conpany by
heal t hcare professionals. They al so had known
therapy start dates. The six that were reported
directly to the conpany either by consuners or
others had a known therapy start date, and there
was one reported that did not have a known therapy
start date.

[ Slide]

Wth regards to the timng of exposure to
isotretinoin therapy relative to pregnancy, it was
found that three patients were pregnant when
i sotretinoin was started, when they started
isotretinoin therapy. Six pregnancies occurred
after the start of isotretinoin treatment. Five
occurred within 30 days of the conpletion or
stopping of isotretinoin treatnent. Three occurred
| ater than 30 days after conpletion or stopping of

isotretinoin treatnment. Although this is outside
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of labeling and does not need to be reported, they
were reported to us and we are just including them
here for conpleteness. Also, two of the timng of
exposures relative to the pregnancy were unknown.

[ Slide]

Wth regards to the timng of exposure
relative to pregnancy outcone, of the three
patients that were pregnant when they started the
isotretinoin treatnent, one of those was lost to
followup and two were terminated in therapeutic
abortions. O the six where pregnancy occurred
after the start of treatnent, one of those
preghancies is still ongoing; four ended in
t herapeutic abortion and one was unknown. O the
five pregnancies that occurred within 30 days of
conpl etion or stopping of isotretinoin treatnent,
three were lost to foll owup, one is ongoi ng and
one ended in therapeutic abortion. O the three
that occurred greater than 30 days after conpletion
or stopping of treatment, two are ongoi ng and one
ended in therapeutic abortion and two are stil

unknown.
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[Slide]

Wth regards to the pregnancy outcome
versus offspring status, the only thing | really
wanted to nention here is that there have been no
deliveries to date so there is really nothing to
report with regards to the of fspring status.

[Slide]

Wth regards to the age group of the
femal e patients for which pregnanci es were
reported, 2 were in the age range of 16-19; the
majority, 11, were in the age range of 20-29; 3
were in the age range of 30-39 and 3 had unknown
ages. Both the nmean and nedi an, which corroborates
very well with the information provided by
Hof f mann- La Roche, was around 25 years old and the
range was 17-39 years.

[Slide]

The last thing that | wanted to nention
has to do with the prescription conpliance survey
or the prescription audit that was conduct ed.

MW/l an/ Bert ek has conducted this audit, the only

conpany to date since we have been on the market
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150
the | ongest, and we conducted this audit in Mrch
of '03 and assessed isotretinoin prescriptions from
April, 02 through Decenber 31, '02

What is inportant to note here is that in
reality the only product that was on the nmarket at
that tinme was Accutane, except for the last two
weeks of Decenber. So, this really provides
information with the risk management program and it
provi des a good baseline for the generics al so.

The objective of that programwas to collect,

anal yze and validate the data pertaining to the

di spensing of isotretinoin prescriptions under the
current risk managenent program

[ Slide]

The primary endpoint for the survey or the
audit was to determ ne the total nunber of
stickered prescriptions, those prescriptions having
a yellow qualification sticker, in the total poo
of evaluable isotretinoin prescriptions. This
survey was done for us by Express Script, Inc., or
ESI .

The secondary endpoint was to determ ne
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the total nunmber of correctly conpleted

i sotretinoin stickered prescriptions in the tota
pool of eval uable prescriptions containing yell ow
stickers. Those were stickers where the

mal e/ f enal e box was appropriately checked and which
had the appropriate or specific date on them

[Slide]

Wth regards to the results fromthe
survey, 13,510 prescription-specific surveys,
meani ng i nformation that was based on a review of
actual prescriptions and not from menory
representing 2,939 pharnacies, were returned. O
these, 96 percent reported that a yellow
qualification sticker was present on the
prescription, which was the primary objective of
the survey. The audit and validation process with
regards to this part of the survey reveal ed that 96
percent of the responses were correctly answered.

For the secondary objective, the survey
revealed that a little over 97 percent of al
prescription-specific surveys with a qualification

date were filled out properly. The audit and
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152
val idation process for this part of the survey
reveal ed that 96 percent of the responses were
correctly answered. This very nuch corroborates or
conpares with the data which has been provided for
the survey which was conducted for Hof f mann-La
Roche

Wth that, | wuld like to turn it over to
Dr. Mtchell who will present information on the
i sotretinoin survey that he is conducting.

I sotretinoin Survey

DR. M TCHELL: Thank you

[Slide]

It is a pleasure to be here this norning,
as it has been over the past 14 years before FDA
advi sory comrittees. | do feel the necessity to
make a disclosure, which is that | am a speci al
gover nnent enpl oyee, which in English neans that |
am a consultant to the FDA, but that | am not
engaged in any way in consultation with the FDA on
these matters.

We will be presenting the results of the

i sotretinoin survey, by which | nmean the survey
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conducted for the generic manufacturers.

[Slide]

The survey extends the design, as noted
before, that the Sl one Epideniol ogy Center
devel oped in 1989 for the Accutane survey under the
sponsor shi p of Hof fmann-La Roche. W conducted the
Accut ane survey until July of 2003. Through that
poi nt we had enrolled approxi mately 592, 000 wonen
in that survey.

I should point out that the FDA, in the
briefing mterials, has reviewed sonme of the
earlier survey findings, sone of which we would
concur with and others we would not. The schedul e
for this morning does not provide us an opportunity
to respond to those critiques and we woul d wel cone
the opportunity to do so sonetine during the day.

If the committee would wi sh, we would do that
briefly.

W have conducted the isotretinoin survey
for the three generic sponsors since Decenber of
2002 and we have enrolled through that period, to

Decenber 2003, 8,625 wonen. The objectives of the
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i sotretinoin survey, as was the case for the

Accut ane survey, are to assess conpliance with
pregnancy prevention efforts and specifically, as
you have heard, the awareness of the teratogenic
ri sk; patient and physician behaviors; pregnancy
rates; pregnancy outcones; and risk factors for
pregnhancy. | might add, and reinforce the point
that has been made earlier, that when we say
pregnancy rate we nmean a neani ngful pregnancy rate
based on an identifiable and reliable denom nator

[Slide]

By way of background, | think it is useful
to keep in nind that in the early phases when there
was a single product we observed in our survey
pregnancy rates in 1989 of approximately 4/1, 000
courses of therapy and that rate, as has been
noted, steadily declined, such that in the year in
2002 it was just a little bit over 1/1,000 courses.

| should al so point out that we are in the
m dst now of conducting a risk factor analysis
based on this very large sanple of pre-S MA RT.

data to see if we can identify any factors that

file:////[Tiffanie/daily/0226DRUG.TXT (154 of 392) [3/10/2004 2:27:33 PM]

154



filex////ITiffanie/daily/0226DRUG.TXT

10

11

12

13

14

15

16

17

18

19

20

21

22

m ght predict wonen at risk of pregnancy that m ght
not have been identified to date.

[Slide]

In 2001, in anticipation of SMART.,
the Sl one Epi dem ol ogy Center nodified the survey
design and questionnaires with input both from
Roche and the Food and Drug Administration. |
shoul d point out that a nunmber of the questions
that were included in the questionnaire were
i ncluded at the request of FDA. Al so, we provided
the content of the revised questionnaire to Roche
who, in turn, provided it to SlI/Degge. The data
that followed were collected for the generic
sponsors, post-SS MA R T., using the nodified
desi gn and questionnaires.

[Slide]

Needl ess to say, there is a ranp-up period
that is inherent in the nmarketing of different
products. The generics were first introduced in
Decenber of '02 and we are covering essentially the
one-year period until Decenber 31 of '03. The

nunber of enrollnments received by quarters are
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156
presented here. CObviously, it is increasing each
quarter.

[ Slide]

The nethod of enrollnment by quarter is
presented in this slide. As you can see, initially
virtually all enrollnents came fromthe enroll nent
formincluded in the nedication package. That was
a part of the design we created back in 1989. Only
a small fraction at the outset, close to zero, cane
t hrough doctor-generated enroll ment fornms. Those
patterns began to shift over time and have
continued to shift. This is actually what had been
expected in contrast to the innovator's product
where the physicians had in their hands and in
their offices the Roche enrollment forms, the
doctor enrollnment forms. The primary opportunity
for enrollment in the generic survey really cones
when the patient fills the prescription and in that
prescription, being a generic product, finds the
generic enrollnment form So, as the generic
enrollment forns cone into greater use in the

doctor setting, we see an increase in
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doct or-generated enrol | ments.

[ Slide]

The DAT1 questionnaire, as has been
poi nted out, reflects responses to the
questionnaire at the onset of therapy. W will be
| ooking at the DAT1, which is at the onset of
t herapy and DAT2, which is in the mdst of therapy.
The pregnancy risk categories which we established
at the outset are reflected here: 5 percent of
worren had hysterectony or were postnenopausal; 31
percent were not sexually active but using birth
control; 23 percent were not sexually active and
not using birth control; 39 percent of the sanple
were sexually active and using birth control; and
only 1 percent was sexually active and not using
birth control. |If you |ook at the denoni nator
restricted to sexually active wonen, the 1 percent
becones approxi mately 2 percent or 3 percent.

[Slide]

We created this photograph card in this
mul ti-product environnment to hel p respondents

identify both the product that they were taking and
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the educational materials that were presented to
them These become relevant in the subsequent
sl i des.

[Slide]

The reported source of informationa
materials received at the outset of therapy really
reflects the marketplace in the first year of the
availability of generics, with 58 percent of the
worren reporting that the informational materials to
whi ch they were exposed were the Roche product; 18
percent Amesteem 4 percent Sotret; and 1 percent
Claravis; in terns of none, 9 percent of wonen.

[Slide]

The nedi cation guide was reported to have
been received by 92 percent of wonen.

[Slide]

The information received in ternms of
pregnancy prevention, as has been indicated in the
previous tal ks--99 percent reported that they were
told to avoid pregnancy; 80 percent read the guide
to contraception; 75 percent read the contraception

know edge sel f-assessnent; 68 percent read the
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1 emergency contraception information; only 7 percent
2 reported watching the video about pregnancy

3 preventi on.

4 [Slide]
5 Forty-four percent knew about the
6 i sotretinoin information tel ephone |ine; 38 percent

7 about the contraception counseling tel ephone line.
8 Ei ghty-two percent reported that the doctor

9 di scussed contraception with them and 19 percent
10 reported that the doctor discussed energency

11 contraception.

12 [Slide]

13 Seventy-ni ne percent reported signing two
14 consent fornms. Recall that there are two consent
15 forns for wonen, one a general consent and one

16 specific to wonen. Six percent reported signing
17 one consent form Seven percent said they didn't
18 sign any consent form and ei ght percent sinply

19 weren't sure.

20 [Slide]

21 We anticipated that many wonmen woul d

22 switch from Accutane to generic once the generic

file:////[Tiffanie/daily/0226DRUG.TXT (159 of 392) [3/10/2004 2:27:33 PM]

159



filex////ITiffanie/daily/0226DRUG.TXT

10

11

12

13

14

15

16

17

18

19

20

21

22

160
drug becane available. W also expected that nmany
of these wonen would enroll in the isotretinoin
survey during treatnent pronpted by the enroll nent
formin the generic package.

The DAT1 questionnaire was designed to
assess conpliance at the onset of treatnent, not
during treatnent. For that reason, sone questions
in the questionnaire may be confusing to those
enrolling during treatnent and sonme of their
responses nmay be inaccurate.

[ Slide]

For that reason, we stratified the wonen
according to their responses, at |least for the next
two slides, to this question: when in the past 12
months did isotretinoin treatnent begin? Wnen who
said ny treatnment began with nmy nost recent
prescription were called new users, and that is
roughly half. The wonmen who said that ny treatnent
began prior to ny npost recent prescription were
called prior users.

[ Slide]

Because timng of pregnancy testing is
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such a critical variable, we restricted it to the
category of new users. Anmong those, 28 percent
reported 1 test; 41 percent 2 tests. A significant
proportion reported 3 or nore and 9 percent of
wonen reported none.

[Slide]

In terms of the timng, was the
pre-treatnment pregnancy test properly timed
relative to prescription receipt, 82 percent would
be considered appropriately tined; 10 percent had
the test after the prescription was received; and 9
percent, as we said, had no test.

[Slide]

Primary contraceptive methods anong the
nonsurgi cal contraceptives is presented in this
slide. dearly, the overwhel ming choice of
contraception in all age categories is the ora
contraceptive, representing roughly 70 percent in
the 15-24 year-olds and 25-34 year-olds and stil
close to 60 percent anong the 35-44 year-old wonen.

[Slide]

The nunber of contraceptive nmet hods anong
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women who were sexual ly active since starting
isotretinoin is presented here. The yellow |line
represents one nethod and there is a slight decline
in the three nost recent quarters, and that decline
is actually reflected in an increase in the nunber
of wonen reporting two nethods.

[Slide]

Now | am going to tal k about the
qualification sticker. W are violating all rules
of slide preparation quite deliberately because
this is a verbatimtext. It happens to be fromthe
S MA RT. programbut, as has been indicated, it
is standard for all prograns.

This is what the physician is indicating
when he or she signs the qualification sticker. W
have highlighted in yellow those portions that we
think are the nost rel evant to where we are going,
that a woman nust have had two negative urine or
serum pregnancy tests with a specified sensitivity
before receiving the initial Accutane prescription,
and that the second pregnancy test, a confirnmation

test, should be done during the first five days of
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the menstrual period i medi ately preceding the
begi nni ng of Accutane therapy.

Where the first bullet reflects pregnancy
testing, the second bullet reflects contraception
in that the woman nust have sel ected and have
committed to use of two forms of effective
contraception simultaneously, at |east one of which
must be a primary form unl ess absol ute abstinence
is the chosen nethod or the patient has undergone a
hyst er ect ony.

[ Slide]

Vel |, when we | ook at whether the sticker
was present on the prescription, we see response
rates that are conparable to what has been seen in
ot her reports including the pharmacy audit, and 94
percent of women reported seeing a sticker on their
prescription. Only 2 percent were clear that there
was no sticker. Then, there was about 4 percent
who coul dn't be sure.

[ Slide]

If we | ook at the presence of the sticker

as a reflection of the patient-reported behaviors,

file:////[Tiffanie/daily/0226DRUG.TXT (163 of 392) [3/10/2004 2:27:33 PM]

163



filex////ITiffanie/daily/0226DRUG.TXT

10

11

12

13

14

15

16

17

18

19

20

21

22

and | do stress this is patient-reported behaviors
not necessarily the truth; there nmay be some

m scl assification, but anong the wormen who reported
a qualification sticker on their prescription, 68
percent reported that they were using two or nore
forns of contraception. Anpng the wonen w thout a
sticker, 49 percent; 51 percent of wonen w thout
stickers reported that they were using | ess than
compliant fornms of contraception; and 32 percent of
the wonen with a sticker also reflected that they
wer e non-conpliant.

[ Slide]

When we | ook at the pregnancy testing, and
particularly the pregnancy testing and tim ng
requirenents rolled into one, which is what the
qualification sticker..

[ Pause for technical difficulties]

DR. CRAWORD: While we are waiting for
t he audi ovi sual equipnent, | would just like to
state that you had nentioned a desire to provide a
critique. If you can wite up a critique and nmake

sufficient copies for the joint conmittee and the
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FDA staff representatives and give themto the FDA
staff by early tonorrow norning it will be
distributed to the commttee for consideration

DR M TCHELL: |If the conmittee were
interested, | would wel cone the opportunity to take
ten mnutes at sone point to present it as well as
to provide you copies.

DR. CRAWORD: The chair tomorrow will
decide on that. Thank you

DR. M TCHELL: Okay, we would be happy to
do that. Thank you. Soneone nade a coment and
"DNK" is "do not know." | amsorry for not
clarifying that.

I had just put this slide on when the
goblins turned the conmputer off. Renenber, we were
tal ki ng about how the qualification sticker
reflects patient-reported behaviors. W | ooked at
contraception practices in the previous slide.

In this slide we are | ooking at conpliance
with pregnancy testing, and particularly with the
timng requirements which are obviously not sinple.

This slide would suggest that only 26 percent of
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the wonen reported conpliance with the timng of
pregnancy testing, no different fromthe wonen who
didn't have a sticker. These data woul d suggest
that the sticker itself is not a very accurate
predi ctor of conpliance.

[ Slide]

Now focusi ng on the DAT2 or the
interaction with patients in the m dst of therapy,
96 percent, a high rate, continue to report the
presence of a qualification sticker on their |ast
prescription and 86 percent reported receiving a
medi cation guide with their |ast prescription

[Slide]

Interestingly, the behaviors prompted by
information in the nedication guide as reported by
the wonen include changing their contraception
met hod in 1/8; deciding not to have sexua
intercourse with a mal e partner while taking
i sotretinoin, 16 percent; decided to have sexua
intercourse with a male partner less frequently
while taking isotretinoin, 6 percent; having a

preghancy test while taking the drug, 22 percent;
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requesting nore information on the drug, 5 percent;
and requesting nmore informati on on contraception, 2
percent .

[Slide]

The pregnancy risk category conpari son
bet ween the begi nning of therapy and the m dst of
therapy is done for a couple of reasons, not the
| east of which is to try to obtain some reassurance
that things aren't deteriorating once the initia
education has been conpleted. Not surprisingly,
the proportion of wonmen who had a hysterectony or
wer e postmenopausal had not changed nmuch, but there
was some decline in the women who were not sexually
active but using birth control. | would point out
that that decline was, to sonme extent, nade up by
an increase in the proportion of wonen who were
using birth control who had becone sexually active.

Again, the concern is that a wonman who
decl ares that she is not sexually active at the
outset of therapy may becone sexually active and it
woul d appear that that does happen, but those wonen

had chosen to use birth control fromthe beginning
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of therapy and, indeed, if you look at the small
proportion we had shown before of sexually active
worren who were not using birth control, that has

not changed fromthe beginning to the m dst of

t her apy.

[Slide]

How many pregnancy tests in the past two
mont hs were reported by wonmen still taking the drug

at DAT2? One test by 12 percent; 50 percent
reported 2 tests; and 13 percent reported no test.

[Slide]

Der mat ol ogi sts accounted for 93 percent of
the prescriptions; 2 percent by genera
practitioners; 3 percent by famly practitioners;
and | ess than 1 percent by other specialists.

[Slide]

In this slide we are presenting only the
six total pregnancies that we identified through
Decenmber 31. Recall that additional three
pregnanci es have been identified and forwarded to
the manufacturers, who presented themtoday. O

the six, two wonen reported being pregnant at the
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start of treatnent; four wonen reported beconi ng
pregnant during treatment, for a total of six.

We present the nunber of wonen conpleting
the DAT1 and the nunber of wonen conpleting the
DAT2 not to suggest that it would be a sinple
matter to calculate the pregnancy rate, and we
woul d be happy to talk about the difficulties in
deriving a neani ngful pregnancy rate, but we
present themhere just to give you a sense of the
nunbers that we are dealing with. dearly, nore
time needs to go by, we estimate 18 nonths from
enrol Il ment of the wonmen in treatnment until you wll
really know the pregnancy rate. This has been
reflected by the FDA as well. If you estimate a
5-nonth course of pregnancy, a 6-nonth period in
which to identify the pregnancies--11 nonths--for
the woman to identify the pregnancy, and another 6
months to gather that information and query the
wonen in detail about sonme of the factors rel ated.

Wth that, | will stop and turn the podi um
over to Bob Poll ock.

I sotretinoin Enhanced R sk Management Program
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Program El ements for which Advisory Committee |nput
i s Requested

MR POLLOCK: Thanks, Allen. | appreciate
the opportunity to address the committee on behal f
of the generic manufacturers.

[Slide]

First 1| would like to thank the generic
manuf acturers and Roche for the nmethod in which, in
such a short period of tine, they worked together
to bring a proposal to you, and I want to stress
that it is a proposal. | would like to further
state that the generic conpanies fully support the
16 points of a consensus agreenent that is
described in the briefing docunent, and are
conmmitted to support whatever position is adopted
by the joint advisory committee and ultimtely by
t he FDA.

I would Iike to stress that this is a very
unusual , and perhaps precedent setting, situation
where it is being proposed that a widely
di stributed drug product is being brought under a

mandatory regi stry systemand represents the
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i ntroduction of a nore conplex programon top of a
fairly recent change in the voluntary isotretinoin
ri sk managenent program

The agency's directive in our initial
Decenber, 2003 neeting was to eval uate the program
to see how best to reduce the risk of fetal
exposure. In that regard, the proposed risk
managemnent program proposed requires a mandatory
100 percent registry of physicians and all female
patients, and provides a hard link to dispensing of
isotretinoin at the pharmacy |evel to femal es of
chil dbearing potential only when there is
docunent ed evi dence of a current negative
| abor at ory- based pregnancy test.

We request that the advisory commttee
provi de advice on certain issues in an effort to
hel p us strike a balance that will assure that the
el ements of the proposed program when inplenented,
will not be too conplex and burdensone as to cause
practitioners to abandon the therapy that for
certain patients is extrenely valuable, and wll

al so not create a potential access problemfor
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patients or nake it inpossible for themto navigate
through, yet is stringent enough to significantly
reduce the risk of fetal exposure.

[Slide]

In that regard, we would |ike the advisory
conmittee to provide and di scuss certain issues
that we think are extrenely inportant. One has to
do with the registration of male patients in
addition to fenale patients. Secondly, the
conmponent of the patient interaction with the
educati onal and risk managenent eval uation
conponent and, third, to discuss for us a firnmer
link between the registry and the pharnacist,
per haps through a pharmacy regi strati on program

[ Slide]

In relationship to the registration of
mal e patients, we would like the coomittee to take
note of the fact that our focus was to reduce the
risk of fetal exposure. Approximately 50 percent
of the patients, as you have seen in data presented
earlier, are male. W would also like to note that

the sticker program which would continue,
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1 differentiates between nal e and fermal e patients.
2 woul d al so like to enphasize the fact that the
3 educati onal conponents associated with nmale

4 patients would continue as they are today.

5 [Slide]

6 Secondly, we would |ike your thoughts on

7 the patient interaction with the educational and

8 ri sk managenment eval uati on conmponent of the

9 program W would like you specifically to address

10 what shoul d be the purpose of this interaction

11 Should it be to reinforce education, or should it

12 be to define and enforce conpliance? By that, |
13 mean if a fenale patient were asked a question,

14 many forms of birth control do you use and she

15 answered one or none, should there be a "no drug"”

16 provision for an inappropriate response to an

17 interaction? And, if there should be, how would we
18 deal with the inpact on the potential interruption

19 of treatment programwith the "no drug" provision

20 confounded by a negative pregnancy test finding?
21 [SIide]

22 Lastly, in relationship to an issue
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brought up by the agency in regard to a firmer link
between the registry and the pharnacist, we would
like you to address whether this is sufficiently
addressed by the requirenent of a hard link to a

| abor at ory- based negati ve pregnhancy test.

We would Iike you to al so consi der whether
it would be appropriate to revise the isotretinoin
| abel to state that it would permit dispensing only
if the prescription is authorized by the registry
for female patients and that the pharnaci st nust
verify patient eligibility and obtain an
aut hori zati on nunber for each prescription for a
fermal e patient through an interaction with the
registry.

We woul d also Iike you to address whet her
or not the control factor in this regard should be
the practice pharmacy or should there be a nore
restrictive requirenment that may result in a
restricted distribution system

We appreciate very nmuch your views on this

and | ook forward to hearing your input. Thank you.

Questions to Roche and Generic Firns from Committee
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DR CRAWORD: Thanks to each of the
speakers. At this time we would Iike to open up
the forumfor questions fromany nenbers of the
conmittee to any of the speakers who represent the
sponsors. Dr. Stronf

DR. STROM | have two questions. One is
that we heard that in the SMART. systemor its
generic equivalents mail order wasn't allowed. Are
there data about how nuch is being dispensed by
mai | order now despite the fact that it is not
al | owed?

My second question is for Dr. Mtchell but
I don't knowif you want nme to proceed or wait for
the answer.

DR HUBER | am Mary Huber from Roche.
To answer your first question, nmail order is not
al | owned.

DR STROM | understand it is not
allowed. M question is how much is happening.

DR. HUBER W are not aware of any
di spensing via mail order.

DR. STROM | nean, are you not aware or
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do you have data? G ven the increasing proportion
of dispensing nationally that is happeni ng by mai
order, | amtrying to get a sense of whether your
systemis being bypassed that way.

M5. REILLY: Tamy Reilly. The data that
we get through sourcing of prescription infornmation
dermonstrates to us that there is not mail order
prescription com ng through for the Accutane
product .

DR. STROM (kay. The second question is
for Dr. Mtchell. Obviously, it is early in your
new survey but if | did ny seat-of-the-pants
calculations correctly, it looks like there is on
the order of 60,000 prescriptions per nonth
generically being dispensed. If you assune the
normal course is four nonths, that is about 15, 000
new people a month getting it. Across 12 nonths
that is about 180,000 patients who began a course
of Accutane prescriptions, generic Accutane
prescriptions, which would seem consistent with the
data that FDA was presenting us in terns of tota

numbers in the nmarket share data we were obtaining.
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What we saw in the survey was 8,600 subjects. Wth
the survey that is |ooking at 8,600 out of 180, 00,

I wonder if you mght want to speculate, if you
can, about how you think the people you are getting
data frommay be different in their conpliance, and
so on, fromthe nmuch | arger nunber of people you
have been unable to get.

DR. MTCHELL: dearly, that is a critica
question and it is something that | would like to
speak to nore, if | amallowed to do that, but the
brief answer is that the fraction of the target
popul ation that is enrolled, while informative, as
anyone who under st ands epi deni ol ogy under st ands
obviously, is not necessarily itself a reflection
of whether it is representative.

The question of representativeness is a
tough one to identify wthout having really firm
informati on available and, as | said, | hope
tonorrow to be able to touch on that. | would
argue that in our ol der data where we had | arge
nunbers and an opportunity to do sonme comnparisons,

we actually found the data to be not
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unrepresentative in the sense that wonen at higher
risk were not preferentially being excluded from
the survey. |In fact, to give the punch line, we
woul d argue that the survey might preferentially

i ncl ude wonen at hi gher risk, for reasons that |
coul d touch on.

The issue of whether we can do nuch at
this point with 8 600 wonen out of this universe is
one that | sinply can't answer because we are
ranping up in our enrollnments, as you have seen.
The first enrollment came in essentially a year ago
and we have been increasing enroll nent
substantially each quarter. | think what is
necessary is to do the sane kind of conparison on
the data conming in to the generic survey that we
had the opportunity to do for the Accutane survey
with the previous 14 years.

Can it be representative? Yes, | would
argue it could be. Is it? | think it is early to
know and | actually shy away fromrate estimtion
based on such a small numerator and denom nator for

all sorts of reasons
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DR CRAWORD: Dr. Cohen?

DR. COHEN: | would like to get back to
sonet hing that you actually brought up right at the
begi nning of the neeting today, and that is what
really is behind these failures? | amnot hearing
that yet. | think it is great to look at all the
aggregate data fromsurveys, etc. That is
important. But | know | have | earned, and others
have | earned over the years, that if you can dril
down and really learn through root cause anal ysis,
asking at several levels why did this happen, you
| earn an awful |ot.

I think I am hearing sone of the
recommendati ons or allusions to reconmendati ons
about, for exanple, an IND program under which this
drug might be nade available. | think, no nmatter
what you do, if you don't have those reasons for
what is going wong you are going to have the sane
risk at least to sone extent of pregnancy, etc.

So, | really think it is about, you know, | earning
nore about what is actually going wong that causes

these failures and not having two forns of birth
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control, not having pregnancy tests done, etc.,

etc. It is not just about stickers. It is what is
going on, and | think if we are going to nmake
decisions like that, at |east at sone point before
FDA reacts to this, this norning, we need to have
nore information.

DR CRAWORD: Thank you. W have five
speakers in the queue right now The next is Dr.

Ki bbe.

DR. KIBBE: | have sone questions for
Roche, if sonmebody feels like taking them Sone of
themare pretty easy and sonme nay be a little nore
conpl i cat ed.

Currently do you have any estimte of how
many countries worldwi de allow the marketing of
your product?

DR HUBER  Mdst countries worl dw de.

DR KIBBE: |Is there any country that has
asked you to withdraw the product fromthe narket?
One of the suggestions here that we heard from one
of our speakers was to take it off the market.

DR. HUBER | don't specifically recal
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181
any withdrawal in ny nenory.

DR. KIBBE: How many countries worl dw de
have a risk managenent systemto help control this
particular risk of teratol ogical effects?

DR. HUBER  Mbst countries have sone form
of risk managenent. It ranges fromlabeling to
ot her approaches. |If | could actually have the
slides on, please?

[ Slide]

One of the issues is we see this w de
vari ation, and what we do have in common and we try
to put in place in nost places is a patient
educati on conponent, recomendations for pregnancy
testing, and recomrendations for contraceptive use.
But how this then gets inplenented into a program
and the mechani sns of the distribution of the
product, is wi dely divergent. For exanple,
sonet hing like contraception, in sone countries
there is very well done contraceptive counseling by
OB/ GYNs for al nost every patient who gets
contraceptions; in other countries that doesn't

exist. In sonme countries there is nuch better
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certification of specializations than in others,
plus, we are also dealing with a different health
authority in each country.

So, what we have taken the approach of is
we have identified the key thenmes here, the
education, pregnancy testing, contraceptive usage,
and then it gets adapted working with the |oca
health authority.

DR KIBBE: Do you have at your disposal a
ki nd of a nmeasure of which countries seemto be
being effective relative to the problens that we
are facing? | think | would be nost interested in
knowi ng what you see as the differences between how
that country handles it and the way we handle it.
Because, if we are going to make changes, it would
be nice to see a systemthat works better and | earn
fromit.

DR HUBER W have the nunbers for
pregnanci es fromthe various countries. W will
get those for you in a monent. But the thing
would like to do is urge caution in interpretation

of these data.
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1 [Slide]

2 First of all, | don't have the sales for
3 each of these countries broken down so this is just
4 raw nunbers of pregnancies. Wat you see is that

5 there are pregnancy case reports, exposed

6 pregnanci es, occurring in each of these. One point
7 I would like to nake is that on an individua

8 country basis the actual use of the product is much
9 | ower .

10 The other thing is that the tendency for
11 reporting of pregnancies in many of these countries
12 is substantially different than in the United

13 States. Then, the thing that nakes it even nore

14 complicated is that the background pregnancy rate,
15 for exanple in western Europe, is |ower than the

16 pregnancy rate of wonmen in the United States. So,
17 at the end of the day, while there are sone nunbers
18 and we can | ook at them and these rates | ook

19 better, what is interesting is that nmany of these
20 prograns are actually less restrictive than the
21 current U S. proposal but the nunber of reports is

22 | ower.

file:////[Tiffanie/daily/0226DRUG.TXT (183 of 392) [3/10/2004 2:27:33 PM]

183



filex////ITiffanie/daily/0226DRUG.TXT

10

11

12

13

14

15

16

17

18

19

20

21

22

DR KIBBE: Does that--

DR. CRAWORD: Thank you. Dr. Kibbe, we
need to nove on.

DR KIBBE: One nore?

DR CRAWORD: Yes, the |ast one.

DR KIBBE: Does that nean that if we
wanted to have a nore positive inpact it mght not
be by directly inmpacting this drug but by inmpacting
some other sets of behaviors?

DR HUBER W believe the fundanental
thing we need to try to inmpact on nowis the basic
behavi or around a patient becom ng pregnant.

DR CRAWORD: Dr. W/ kerson?

DR. W LKERSON: A coupl e of questions,
first of all to Dr. Huber al so, what was your
wor | dwi de vol unme of sales prior to introduction of
the generic substitutions? What was the dollar
anount per year for this product?

DR HUBER | don't know off-hand. The
majority was the U.S. froma dollar point of view

DR WLKERSON: And within a hundred

mllion dollars how nuch was that?
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DR HUBER | don't know.

DR. W LKERSON: Can you get that data?

DR HUBER | will see if | can get that
nunber for you

DR. W LKERSON: Okay. Now, the second
part of my question is since the introduction of
t he product what studies have you done
post-introduction to try to address this problenf
What kind of clinical studies have been done to see
what ki nd of best clinical practices are avail able
to reduce this risk?

DR HUBER | amsorry, | don't follow
your question. dinical studies?

DR. W LKERSON: Since the introduction of
the drug in 1982, post-introduction, what clinica
studi es have been done to determi ne best practices
for reducing the incidence of pregnancy?

DR HUBER Cinical studies are not the
way to address the behavioral issue. By
definition, clinical trials are conducted in a very
controll ed environment. W know that in a clinica

trial we can influence pregnancy avoi dance,
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contraception, etc. The problemis that when you
go into the marketpl ace there are rmuch |ess
restriction; there is much less control. So, what
we believe is the nore appropriate approach is
through things like the Accutane survey and now
t hrough our new proposal to collect data fromthe
post - mar ket envi ronnment and use that as a basis for
changes to the program

DR WLKERSON: But we have tons of data.
You still have to have best practices for community
application of these prograns. So, you don't have
any studies in other words?

DR HUBER W do not--

DR. WLKERSON: In a conmmunity setting,
what is the best practices--you don't have that?

DR HUBER: Yes, sir.

DR CRAWORD: Dr. Whitnore?

DR WH TMORE: Dr. Huber, | have a
question for you. Wth regard to the
i mpl ement ati on of the new plan, that sounds
terrific. |1 think one thing that needs to be

stated once again is that only 13 percent of people
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were pregnant when they began Accutane so, in
effect, the new programwill only affect that 13
percent theoretically, unless you can come up with
some data that your educational programwi |l affect
pregnancy rates during therapy.

DR HUBER W agree that pregnancy at the
start is the snmallest conponent. The 13 percent is
probably a slight underestimte because one of the
things we do see is pregnancies occurring in the
first cycle. So, you will hear sone people saying
we think maybe a quarter of themare actually
pregnant at the begi nning because sonme of those
that are occurring at the first cycle are actually
within five, ten days. Those are patients who
probably were pregnant at the tinme of initiation
W can debate that. But you are right, that is the
smal | est subset.

What do we think we are going to do for
the latter part? The behavior part is definitely
the hardest component. There are some precedents.

I nean, for the S T.E P.S. programit is a

di fferent popul ation but they do have this
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1 interaction with the patients on education. What

2 we see this as is that the patients have one

3 educational opportunity now in the physician's

4 office. W are seeing this as an opportunity to

5 actually supplement that. Can | give you data that
6 says this will inmprove contraceptive conpliance?

7 No, | cannot give you that data today. But we

8 think that there is broader data in other settings
9 where, if you increase the nunber of interactions
10 and these other types of approaches, you can nodify
11 some behavi ors.

12 DR VWH TMORE: My | ask one nore question
13 about that? Wth regard to behavior, we keep

14 stating that the reason for pregnancy is behavior
15 of the wonen who are on this drug. Are we certain
16 of that? |Is there evidence to support that such
17 that those who are on Depo Provera do not get

18 pr egnant ?

19 DR. HUBER W have linmted data on Depo
20 Provera. The problemw th Depo Provera is that it
21 actual |y aggravates the acne so it is not widely

22 used in this population. Wat we see as evidence

file:////ITiffanie/daily/0226DRUG.TXT (188 of 392) [3/10/2004 2:27:33 PM]

188



filex////ITiffanie/daily/0226DRUG.TXT

10

11

12

13

14

15

16

17

18

19

20

21

22

in the behavior, and | am answering your question
indirectly and | apol ogize, is if you | ook at
conpliance with forns of contraception the current
data shows that the wonen are not conplying with
the two forns of contraception. W clearly see
that, and we have nultiple sources. W see that in
the Accutane survey data. W see that also with
the pregnancy case failures. So, we think there is
room for inprovenent in conpliance in the need for
two fornms of effective contraception

DR. CRAWORD: Dr. Bergfeld, foll owed by
Dr. Bigby.

DR. BERGFELD: Thank you. | have a
question regarding the generic presentation. It
inmplied that the inclusion of the survey in the

package di spensed drug was better than the

physician survey. |Is that a correct statement for
the popul ation that was sanpled? | nean, the
popul ation was relatively small. |Is that a correct

assunpti on?
DR MTCHELL: | amsorry, | apologize if

| gave that inmpression. Could you restate what
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your concern was?

DR. BERGFELD: In one of your graphs you
denonstrated that including the survey in the drug
package di spensed by the pharnmaci st the conpliance
of filling out the survey was inproved with that
met hod over the physician.

DR. M TCHELL: No, no, that was not the
intent at all. | was sinply trying to reflect the
source of the survey enrollnent.

DR. BERGFELD: For that linited
popul ation, that limted sanple--

DR. M TCHELL: Well, wonen in the generic
survey, women who receive generic drug, whether
they are prescribed brand Accutane or anot her
brand, when they receive fromthe pharmacy generic
drug, that is when they are nost likely in the
early nonths or inplenmentation--that is changing
over time but in the early nonths that is really
their only source of an enrollnment formfor the
generic survey.

DR BERGFELD: At that tinme the drug

Accut ane could be substituted with a generic and
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the information to the patient went through the
phar maci st and the di spensing of the survey with
the drug. |Is that correct?

DR M TCHELL: Well, it is ny
understanding that at that time and to this day a
substitution is permtted, and often encouraged by
the payers but the pharmaci st nerely di spenses the
medi cati on package for the appropriate brand. In
that package is an enrollnment form In the Roche
brand there is an enrollment formthat goes to the
Sl / Degge folks. In the generic brands there is an
enrol Il ment formthat goes to our survey. The sane
is true in the materials provided to physicians.
Physi ci ans have materials provided to them by Roche
whi ch include enrollnent in the Roche Accutane
survey. |If they use the generic educationa
materials there are enrollment forms in those
materials that will go to our survey. If it is
confusing, | apologize but it is confusing.

DR. BERGFELD: Thank you

DR. CRAWORD: Dr. Bighy? | would like to

remi nd the speakers to please turn off your
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m crophone after you have spoken

DR. BIGBY: | actually have three
questions. But | have a question for the chair for
the monent. |Is this the only opportunity that we
are going to have to ask questions?

DR, CRAWORD: Ch, no. W have a full day
with all the representatives fromthe sponsors here
tonmorrow as wel |

DR BI@&Y: kay. So, for ny first and
nmost i nmportant question | would like a response
fromDr. Huber and also fromM. Sisto. That is,
what is your goal of the new proposed progranf? Put
anot her way, if we convened a year fromnow or a
year after the programis inplenmented, at what
nunber or rate of pregnanci es would you consi der
the program unacceptable and a failure?

DR. HUBER  The overall goal renmains a
decrease in exposed pregnancies. Wth regards to a
speci fic nunber, we are not prepared to do that
today. That is sonething that is going to need to
be di scussed with the FDA and with other bodies.

Your input would be helpful on that. Wat we are
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concerned about is we have all recognized that
there is an under-reporting el ement here. If we
put in a 100 percent assessnment programthe actual
nunbers of pregnancies that are reported--not the
nunber that are necessarily current but the nunbers
reported is likely to increase in the first year or
so of the program Wat we wouldn't want to do is
design an effective programthat we basically make
a decision on, doing sonething negative about, on
the basis of actually a nuch inproved assessnent
activity. So, we realize that is the long-term
goal but to provide a specific nunber that we woul d
target for a year fromnow, we are not confortable
with that at this point.

MR SISTG And | would agree with what
Dr. Huber said. W were given the charge of trying
to come up with sonething that perhaps could
enhance the existing programto try to reduce the
nunber of pregnancies but, again, with having 100
percent control over the nunber of patients it is
important to just understand that the reporting of

those pregnancies may go up. W don't know how
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long that may occur. Therefore, to be able to
determ ne what an acceptable rate may be at this
time, | just don't think is possible.

DR CRAWORD: Before we continue, | need
to nmake an announcenent, please. The Federa
Regi ster notice for this nmeeting announced that the
open public hearing session would take place today
between 11:00 a.m and 12: 00 noon. However, three
regi stered open public hearing speakers gave their
presentations at an earlier tine this norning. The
Executive Secretary has infornmed me that no
addi ti onal speakers have signed up to speak during
today's open public hearing session. 1|n the
interest of fairness, | would like to provide the
opportunity at this tine for any ot her nenber of
the public to speak. Seeing none, we wll continue
with the questions fromthe commttee. | do want
to say that it appears that alnost all the other
menbers of the comrittee are in the queue and we
wi Il take as many questions and comrents as we can
before our |unch break

DR BIGBY: | wasn't done. | had three
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questi ons.

DR. CRAWORD: | amsorry, Dr. Bigby wll
continue, followed by Dr. Gardner

DR. BIGBY: To the sane two responders,
what conponent of your new programw || actually
result in a decrease in the nunber and rate of
pr eghanci es?

DR. HUBER  There are two things that are
ai med specifically at reducing the pregnancy rate.
The first is the snmaller conponent, granted, the 13
percent of women who are pregnant when they receive
that prescription. W feel very confident that
requirenent of a |aboratory-certified test,
pregnancy test, within a specified w ndow w ||l
close that for alnpst all patients. So, we fee
very strongly that we can have an inpact on the
majority of those.

[Slide]

What we need to | ook at though is that
ot her component. What we are building on--if you
notice here, that was that first patient visit.

This is analogous to the current S MA RT. The
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1 issue with the current S MA RT. programis what
2 it does is it gives a one-tine opportunity to the
3 physician to educate the patient but there is no

4 testing or followup for whether the patient

5 retained that information; have they understood

6 that information; are they conplying with that

7 information. W see this interaction with the

8 registry here as an opportunity to actually assess
9 t hat know edge.

10 We think this will have an inpact in two
11 ways. One, as we have heard several tines, the

12 need for nore data. Wat is the root cause, is

13 bel i eve how you stated it. Wat we are |ooking for
14 is are there certain specific behaviora

15 conponents? Are there answers to questions? Are
16 there specific things that we can identify when we
17 gather this data on all patients on an ongoi ng

18 basis that tells us who are the patients at risk so
19 we can do a specific intervention?

20 But the broader benefit is that this

21 serves as a remnder to the patient. You have now

22 added an additional repetition of the nessage to
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the patient every cycle through the treatnent.
That is what we see as the prinmary inpact of the
program

DR. CRAWORD: W need to nobve on. Right
now | amgoing to ask that the conmttee nenbers
pl ease try to ask just one question, perhaps with a
quick follow through. | believe one of the
sponsors wi shes to reply. Dr. Gardner, please get
r eady.

MR. SISTO The generic conpani es agree
that the two biggest things would be the constant
interaction for the reaffirmation of the
educati onal conponent of the program and also the
hard link to the pregnancy test. Those two itens
woul d be very critical to that enhanced issue.

DR GARDNER: Dr. Huber showed us a slide
that had two points about isotretinoin indicated
for severe recalcitrant nodul ar acne for people who
are unresponsive to conventional therapy. | am
still trying to understand who is at risk here.

So, ny question is do you have an estimte of how

many people with that characteristic there are and
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how many of those are wonmen of chil dbearing age

Secondly, we have heard a | ot about
behavior and I would like to ask about corporate
behavi or. Does your conpany, or any of them
currently have a direct to consuner advertising
program for these products? Thirdly, | think you
were going to respond to Dr. WIlkerson's third
quest i on.

DR HUBER | nmay have Ms. Reilly respond
to your second question about direct to consuner
advertising. |If | remenber your first question, it
was regarding the incidence or preval ence of severe
recal citrant nodul ar acne. As was pointed out by
the previ ous speaker, unfortunately, that data is
not readily available for incidence or preval ence.
The issue, as she pointed out, is that the ICD-9
code does not distinguish between noderate and
severe recal citrant nodul ar acne. So, when you try
to go back in the databases, nobst of them are based
on this coding so what you get is a mxture of both
of those di agnoses.

Wth regard to your second question
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regarding direct to consuner advertising, M
Reilly?

MS. REILLY: The answer is sinply no, we
do not have direct to consumer advertising for this
product .

DR CRAWORD: Dr. Katz?

DR. KATZ: | have a question to Dr. Huber
and a comment on Dr. Bigby's comment. Could you
just clarify what would be involved with the
patient |ID proposal and the interaction with the
registry that you are proposing?

DR, HUBER  The patient nunber would be a
uni que nunber generated by the system W do not
want to use things such as social security nunbers,
etc. because that gets us into other issues. So,
our intent is that the physician would interact
with the system

DR KATZ: How would that be? Tel ephone
call?

DR. HUBER Well, the details of that are
sonet hing we need to work on. It would probably be

an interactive voice systembut there are al so
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web- based technol ogi es that are doing this. 1t may
be a mixture of the two that allows whichever woul d
be the nore convenient--

DR KATZ: In other words, it would be
pi cking up the tel ephone and saying this patient is
qual i fied, has had a pregnancy test--

DR HUBER Right, and there would
probably be a few questions they would answer and,
because they are a regi stered physician, they would
enter their physician code so that the system knows
that it is a registered physician and in response
back they woul d get a nunber for that patient.

DR KATZ: And what about the interaction
with the registry? You said that the
physi ci an--you used the term health provider, but
the doctor initially has the interaction with the
patient and that is the last tine. | heard inplied
that that is the last time that there is rea
interaction and then the patient would interact
with the registry. Wat would that involve,
patient interaction with the registry?

DR. HUBER. Could | have the slide on
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pl ease?

[Slide]

I know this is tough to follow froma
distance. This is patient visit one. This is the
initial visit. This is what | amreferring to
where the physician enters his information and gets
the patient |ID nunber back

This second interaction is outside of the
physician's office, or it can be outside of the
physician's office. This is a patient interaction
via web or telephone with the registry. The
registry is this anorphous box across the top here.

DR KATZ: Wio would initiate that? The
patient?

DR HUBER CQur intent at this point in
time is that the patient would take their
identification nunber, call in, identify thenselves
using their nunmber and initiate it. There are
actual |y technol ogies we are investigating which
woul d all ow the system on a periodic basis, to
trigger the call back. That would be sonething we

woul d work on.
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DR KATZ: Wy would the patient prefer to
call the registry rather than call the doctor with
a question? | nean, ordinarily as a practicing

physician, it is not too outlandi sh when we finish

a visit to say, by the way, | will see you in four
weeks. |If you have any questions before then, give
me a call, and generally they do. Wy is there

this interaction with the registry?

DR HUBER The intent of this is not to
repl ace the patient asking questions of the
physi cian. What the purpose of this mddle visit
here, and there is another physician visit here,
is, shall we say for lack of a better word, al nost
like a testing. It is ensuring through a series of
interactions that the patient has understood what
they have been instructed on. Cearly, we stil
think the primary relationship is between the
physician and the patient and if the patient has a
question they should always go back to their
physician. The interaction with the systemis
merely to indicate before dispensing that the

pati ent has sonme understandi ng of what they have
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been told.

DR. KATZ: As a physician of 34 years,
that is very foreign to ne.

DR. CRAWCORD: Dr. Katz, can you hold it
until tomorrow because we have a lot of tine
tomorrow? Thank you. Dr. Sellers?

DR SELLERS: W have acknow edged t hat
the data fromthe survey is very linmted, and in
the materials we received prior to the neeting the
FDA illustrates why this data is not generalizabl e.
So, at best, the information that we have seen is
nmerely hypothesis generating. That concerns ne
because the proposed ri sk nmanagenent progranms that
we are hearing about today rely heavily on the
qualification stickers. During the presentations
by Roche and al so by the generic nanufacturers we
heard reports of 96 percent and 97 percent where
the qualification stickers were filled out properly
or correctly conpleted. But exactly what that
means was not defined. 1In fact, Dr. Ackermann
Schiff referred to the | ast negative pregnancy

test, not whether it was a baseline or follow up
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test.

So, ny concern is, number one, how this
assessnent of the efficacy of the qualification
stickers was nmade and the fact that we are using
that as a basis for the new programs may be
problematic. In fact, inthe S MA RT. package,
and as it related to the question | asked earlier,
under the qualification date--this is in the
S MA RT. briefing package, Table 1, on page 62,
the use of pregnancy tests and Accutane
qualification stickers, under the qualification
date it is listed as that date that a sanple was
taken for the confirmatory negative pregnancy test,
not the date when a negative pregnhancy test was
actually obtained. So, | do have concerns over the
qualification process and | hope that we address
this further. Thank you.

DR. CRAWORD: Did you want a response
right now? No? Dr. Honein?

DR. HONEIN: Thank you. | had a question
for Roche about the transition that went on in the

fall of 2002. |If | understood correctly, around
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six nonths into the S.MA R T. programyou
transitioned from Slone to the Degge Goup. | was
wondering if you could comment on how that nmay have
i npacted eval uation of the first-year S MA RT.
and, in particular, howlong you think or you know
dual materials mght have been on the market pl ace,
such as in prescribers' offices or in the

medi cati on packets, for those two Accutane surveys?

DR. HUBER There was a transition during
the period described. Wth regards to the inpact
on pregnanci es, we don't have any data that says
there was an inpact.

DR HONEIN: Sorry, | wasn't asking about
an inpact on the pregnancies but an inmpact on
evaluating the first year of the S MA R T. program
and how the various netrics were worKking.

DR. HUBER Wth specific regards to the
metrics? The primary netric failed. That was the
one that 60 percent of the patients would enroll in
the survey. We did not achieve 60 percent. There
was an increase in survey participation with the

transition of the programbut we still did not
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achi eve the 60 percent. The netrics of the
Accut ane survey | believe is what your question
was, correct?

DR HONEIN: Well, | want to know in
general how you think it affected your eval uation
of the first year of S MA RT. to have this
transition about six nonths into that year. One
exanpl e that | was wondering about is for how | ong
in some prescribers' offices did they still have
the ol der Accutane survey S MA RT. naterials and
not the new ones, and how all of that was handl ed.

DR ACKERVANN SHI FF:  Wen we switched we
were in a single source environnent so the switch
bet ween the packagi ng of the Accutane survey
through SEC to SI/Degge occurred in a single source
environment. In addition, the switch happened at
the pharmacy | evel where the pharmaci st provided
new enrol |l ment cards with the correct enroll ment
i nformation.

DR. HONEIN: And the prescriber enroll ment
forns, was there any issue there?

MS. REILLY: Wen we switched to the new
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programall of the enrollnent materials were
exchanged at the physician office by the sales
representatives that were working for Roche at the
time. So, they would go in, basically offer them
new materials and retrieve the old materials. That
was the process.

DR. CRAWORD: Thank you. W are going to
move on now. The Executive Secretary has told me
that we can go until 12:10 and we have about five
nmore speakers who have requested to speak. The
next ones will be Dr. Epps and then Dr. Schm dt.

DR EPPS: Thank you. | will try to be
brief. As a pediatrician and dermatol ogist, | wll
tell you that adol escents are a uni que popul ation
and surveys can be hel pful but | think the survey
that was encl osed here--if you all haven't read it
very carefully--is extrenely personal and explicit:
have you interacted with sonmeone in the |last three
nonths? Was the male fertile? Has he had a
vasectony? Those are questions that not a | ot of
young people are going to want to answer and not a

|l ot of adults are going to want to answer either.
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So, they sonmetines may tell you what they want you
to hear.

Al so, a frane of reference would be the
concept of tinme. Sexually active may be ever; it
may be within the last two weeks. That is also
true of contraceptive use. | used two the |ast
time; | may not use any the next tinme. So, at the
time of the survey you may be getting the best
informati on that you can get and that will
certainly affect the results of your survey not
only for the concept of time but also for honesty
because sonetines they will put down what they
think you want to hear and they will put down what
they think their parents want themto put down.

I am al so very concerned about
confidentiality with the registry identification
nunbers. Most people will tell you, certainly in
the D.C. area, that they don't think that
confidential means confidenti al

DR. SCHM DT: There is somethi ng about
drinking the water of the Potonac that nmkes ne

want to ask just definitions of sinmple words, and
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the one word is pregnancy. |In one of our handouts
a person was considered pregnant by a urine
pregnancy test at hone. It has been ny feeling
that urine pregnancy tests can have 10 percent
false positives if there is protein or blood in the
urine. | would like to ask in these defined
pregnhanci es how are they defined as pregnanci es.

The second thing is that | would like to
back up how unusual teenagers can be. | know, |
have had some. | gave ny son Accutane and | al nost
had a heart attack when | went to the drugstore to
pay for it. One of the challenges of all this is
how are we going to pay for it. | just throwthis
out to the group.

Then, ny third thing is the glossary on
Pub Med that | reviewed before | came here. |t has
al most 140 papers on this and it sounded |ike we
are trying to go into a registry like thalidom de
And, there was a reprint that | couldn't find
because we don't have it in the Texas Medica
Center Library that says "thalidom de and

isotretinoin--why treat themdifferently?" and it
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is in Reproductive Toxicology. And, | would like
to ask if Hoffmann-La Roche or somebody could get a
copy of that for us to review while we are here.

DR HUBER W will certainly try.

DR. SCHM DT: Thank you

DR, CRAWCRD: Dr. Shapiro?

DR SHAPIRO | amnot sure who | am
directing these questions to, but I will be brief.
From an ethical and a | egal perspective, clearly
the nost difficult aspect of everything we have
tal ked about is requiring and/or tracking
contraceptive behavior. That |eads nme to enphasis
on the infornmed consent process, which is nore than
a formas everybody knows. | am wondering whet her
any anal ysis about the video and the other
avai | abl e nedi a for enhancing that process has been
done in terms of inmpact on contraceptive behavior
in the group we are studying, and whether further
t hought has been given to checki ng understandi ng
prior to receipt of the prescription but after the
i nformed consent process to see where we can make

that better and nore effective. That is one group
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of questions.

The second has to do with the teeth in al

of this, so currently and also with respect to the
proposed plan what happens theoretically and what
happens really and what needs to happen when a
prescription is filled without a sticker, or a
physi cian qualifies a patient when that patient
shoul d not be qualified, and so forth.

DR HUBER Wth regards to your second
question first, with the qualification sticker
there is no punitive neans available if a
pharmaci st fails to report. W are limted
basically to practice of pharmacy at state |evel
So, if pharmacists are not conmplying with the
| abeling we can sinply report them

One of the advantages of our proposal that
we put forward today is that that would then get
I i nked back very specifically prior to dispensing
to the registered pharmacist. |In the current
approach the pharmaci st does not do a letter of
understanding. |In the new proposal they would have

to do a letter of understanding of what their role
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was in order to get a registration nunber.

DR. SHAPIRO Can | just ask a further
question? Wth respect to both the doctor and the
pharmacy, there are exam ning boards in every
state, as you said. So, do you report or would you
report or do you think you should report?

DR HUBER | amnot aware of us
specifically reporting anybody, but | am al so not
awar e--we have seen isol ated exanples of errors on
stickers. | amnot aware of any systematic failure
that we have seen where we have clearly becone
aware of sonebody intentionally, willfully,
continually going around the program So, at this
point in time, we think the m stakes are happening
in the current system That is why we propose to
change the overall system |If we thought it was
limted to one or two shall we say bad appl es,
think we woul d probably propose a different
approach than we did today.

DR. CRAWORD: Thank you. M. Levin and
our final question before lunch may be Dr.

Ri ngel 's.
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MR LEVIN. | will be brief. | guess | am
confused on the |ogistics of the Roche proposal. |
thought at first you were suggesting that the
registry would actually receive sonme sort of hard
copy, so to speak, of the pregnancy test result.
Then you tal k about calling in and the
communi cation with the registry is by phone and the
two don't match up.

DR. HUBER The primary interaction for
most of the interactions is, indeed, phone or
web-based. The | aboratory test result, because of
time conpatibilities--we discussed things |ike
faxing the lab slip but you start creating sone
|l ogistical issues. So, this is a detail we would
be happy to hear your advice on, but our thoughts
are at this tine that basically it would be the
physician entering the lab test but then there may
be some followup. In other words, you would have
to send the formin to reinforce that it was there
That is one of the details we will be discussing in
the design of the system

MR LEVIN. | think it is nore than a
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detail because you are hanging an awful lot of this
program on that issue--

DR HUBER:  Yes.

MR LEVIN. --and it is nuch nore than a
detail; it is central to that part which you are
suggesting is the big inprovenent of the program

DR. HUBER In the registry we want
evi dence that a | aboratory pregnancy test was
obtained. How that gets in there, via a fax or via
sonme ot her nechanism is sonething that we need--we

are not sure what the best nechanismis to do that

t oday.

DR. KWEDER: | can followup on that.
There will be some discussion |ater today and
tomorrow, | believe, of some of the tools that can

be used. There are other programs that enpl oy
t hem
DR. CRAWCRD: Dr. Ringel?
DR RINCEL: | suppose this is a related
i ssue, but one of the problens with the program now
is patient non-conpliance and one i s physician

non- conpl i ance. dearly, physician non-conpliance
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is at least in part due to physician frustration
with the difficulty of using the system It is

i mportant, whatever systemwe put in place, to do a
wal k through and try to inmagine what is really
going to happen. | did that a little in my head
with the systemthat is here.

I will go through this briefly. 1In the
initial visit the physician is required to register
the patient during that first office visit, which
nmeans that he or she has to take tinme off from what
they are doing to get on the phone to do this
registration. | don't know how long it is going to
take. It may take a while to get through. That is
going to be difficult.

For the patient to have the second visit,
that can't be schedul ed because it has to be done
during a patient's nenstrual period so that is
going to be an urgent call to the physician who is
then going to have to fit the patient in.

The | aboratory pregnancy test won't be
back that sane day so the physician can't possibly

wite the prescription on the sane day that they do
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the test. So, that is yet another trip or phone
call, or whatever.

When you give a patient an Accutane
prescription for 30 days you can't see them back in
30 days because they have to get it filled, plus
the fact that maybe 30 days is a Sunday. So, to be
on the safe side you have to nake the appoi ntnent
for 26, 27 days and after a while you get into what
I think of as appointnent drift. You keep on
making it earlier and earlier and patients keep on
collecting nore and nmore pills until at the end
they are left with extra pills that they haven't
taken, which is something we really don't want.

That is not to even nention all the other
real -worl d problens such as it snowed on ny
appoi ntment day, | can't get there. The physician
is on vacation that week. What do we do then?
Col | ege students | have found to be an enornous
problem rural settings where people travel over an
hour to get to their physicians. Whatever system
we have, we need to wal k through it and nake sure

that this is really something that is practical
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ot herw se physicians are not going to cooperate
and, l|ike nmost biologic systems, as much as the
test may be very good, the biologic systens find a
way to wiggle around it.

DR. CRAWORD: Thank you. You nay notice
that Dr. Gross has returned and, as | said, |
wasn't giving it back easily. | want to nmake an
apol ogy to five of our commttee menbers who had
questions or followups and | amgoing to ask that
Dr. G oss place you on the list for tonorrow.

At this time, if FDA has no additiona
input, we will break for lunch and | have been told
that the nmeeting will reconvene pronptly again at
1: 00 p.m Thank you

[ Wher eupon, at 12:15 p.m, the proceedi ngs

were recessed for lunch, to reconvene at 1:00 p.m]
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AFTEROON PROCEEDI NGS

DR. CGROSS: The first speaker is Dr.
Marilyn Pitts, who is a safety evaluator for the
FDA. She will talk about isotretinoin pregnancy
exposure: spontaneous reports one year pre- and one
year post-the risk nanagenent program

I sotretinoin Pregnancy Exposure: Spontaneous
Reports One Year Pre- and One Year Post Ri sk
Managenent Program

DR. PITTS: Thank you. Good afternoon.

[Slide]

Over the next hour the O fice of Drug
Safety will provide two presentations. | will |ead
with a presentation entitled isotretinoin pregnancy
exposures: spontaneous reports one year prior to
and one year after inplenmentation of the current
ri sk managenment program | will be followed by Dr.
Al'len Brinker who will present the isotretinoin
preghancy prevention program eval uation, to include
an anal ysis of the prescription conpliance survey,
as well as an analysis of the isotretinoin surveys.

[Slide]
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My presentation is fromcoll aborative
reviews by nyself, Dr. C audia Karwaski and Dr.
Aaron Mendel sohn of the O fice of Drug Safety.

[Slide]

I will provide the objectives of the
presentation, the nmethods that we used to anal yze
the data, a description of the limtations to the
data, as well as the results of the spontaneous
adverse event reports of the wonen who were
pregnhant while using isotretinoin. | will focus on
pregnancy testing, contraceptive use and pregnancy
and fetal outconmes. | wll also provide drug use
data and of fer concl usions.

[ Slide]

My objectives are to conpare the
spont aneous adverse event reports of women who were
pregnant while using isotretinoin. | wll conpare
reports received one year before the inplenmentation
of the current risk managenent programto one year
after inplenentation. Additionally, I wll provide
i nformati on concerning isotretinoin drug use during

the sane tine periods.
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[Slide]

We identify cases for analysis by searing
the AERS dat abase, as well as requesting the
manufacturers of isotretinoin to submt pregnancy
exposure reports. We identified all reported cases
of maternal exposure where exposure occurred during
isotretinoin treatment or within 30 days of
di scontinuation of isotretinoin. Al identified
cases were reported by August 15, 2003.

We categorized cases by conception date
into three groups. Differences in categorization
resulted in the manufacturer having different cases
in their case series. The prior risk nanagenent
program cases included reports of conception dates
fromApril 1, 2001 to March 31, 2002 and the
current risk managenent programincluded cases with
conception dates fromApril 1, 2002 to March 31,
2003. W placed in the unknown category those
cases where the conception date was unknown or
coul d not be determ ned.

[Slide]

We included in our analysis 325
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sel f-reported cases of wonen who were pregnant
while using isotretinoin. W believe these 325
cases represent a fraction of what occurs and the
true nunber of isotretinoin exposed pregnancies is
unknown. O the cases that provided sufficient
conception date confirnmation or the conception date
coul d be estimated, we analyzed 127 cases during
the prior risk managenent program and 120 cases
with the current program Seventy-ei ght cases

| acked sufficient conception date information to
categorize and were, therefore, placed in the
unknown cat egory.

[Slide]

This slide is a little busy. The
important point on this slide is the "total" col um
where we see that the mgjority of pregnancy
exposures were reported directly to the
manuf acturers, followed by a smaller nunber
reported to the isotretinoin surveys. W note an
increase in reporting to the isotretinoin surveys
when the current programis conpared to the prior

pr ogr am
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[Slide]

Agai n, to conduct our analysis we reviewed
spont aneous adverse event reports. Before
proceeding to discuss our findings, | would like to
describe sone of the limtations of using case
reports. Case reports are subject to variable
reporting. Reporting can be influenced by a nunber
of factors, including but not limted to publicity
surroundi ng the drug product, as well as the length
of time a drug product has been on the market.
Case reports are also subject to variable quality
and information as well as variabl e conpl et eness of
the information provided. Additionally, for this
review in particular the case reports |acked risk
managenment program specific information to guide
the reporter in providing data. As such, the
experience of the wonmen who were pregnant in our
case series may not represent the genera
i sotretinoin user.

[ Slide]

This slide provides information concerning

the age of the wonen who were pregnant while using
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isotretinoin. There is very little difference in
the ages of the wonen who experienced isotretinoin
exposure under the current risk managenent program
when you conpare to the prior program

[ Slide]

In the wonen who were pregnant while using
isotretinoin we analyzed the timng of conception
inrelationship to the tine of isotretinoin
treatnent. In other words, when did the wonen
becone pregnant while using isotretinoin? In the
cases that provided sufficient information, we
found that wonen becane pregnant throughout
isotretinoin treatment. A small nunber of wonen
were al ready pregnant when they started
isotretinoin. For the 20 wonen who were already
pregnant when they started, we found fewer cases in
the current program when you conpare to the prior
program For the wonen who becane pregnant during
treatnment we found no appreciable difference
bet ween the prograns. Mreover, when we | ooked at
the individual nonths when wonen becane pregnant,

the | argest nunber of wonen becanme preghant in the
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2 did not find any appreciable difference in the

3 nunber of wonen who becane pregnant within 30 days

4 of di scontinuati on.

5 [Slide]

6 In the wonen who were pregnant we anal yzed

7 the duration of exposure of the pregnancy to

8 isotretinoin. O note, |less than 50 percent of all

9 reports provided sufficient information to nake

10 this determination. O those reports that provided

11 sufficient informati on, we see a wi de range of the

12 duration of exposure, fromup to three nonths in

13 the prior programto up to two nonths in the

14 current program Although the range of exposure is

15 wi de, the nmedian tine of exposure was the sane for

16 bot h prograns.

17 [Slide]

18 I would like to shift our focus now to
19 pregnancy testing in the wonen who were pregnant

20 whil e using isotretinoin. Currently, the

21 i sotretinoin | abel requires two baseline pregnancy

22 tests prior to initiation of therapy. The first
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225
basel i ne pregnancy test is a screening test that
shoul d occur at the tine the decision is nmade to
pursue treatnent. The second baseline test is a
confirmatory test that shoul d be obtained during
the first five days of the nenses imedi ately
preceding initiation of treatnent.

[Slide]

We reviewed the cases with pregnhancy test
information. W found that al nost 50 percent of
reports in both series did not provide sufficient
information. O the reports that did provide
basel i ne pregnancy test information, we found that
50 percent of wonmen in both series reported having
any baseline pregnancy tests. However, when we
| ooked at adherence to the |abel recomendations of
two baseline pregnancy tests, we found that the
majority of baseline pregnancy testing did not
adhere to the label. The majority of wonen who had
basel i ne pregnancy testing only had one test in
both the current program and the prior program
Only a small nunber of wonen had two baseline

preghancy tests as reconmended by the | abel, and

file:////[Tiffanie/daily/0226DRUG.TXT (225 of 392) [3/10/2004 2:27:34 PM]



filex////ITiffanie/daily/0226DRUG.TXT

10

11

12

13

14

15

16

17

18

19

20

21

22

nmore wonen in the current programhad two tests
conmpared to the prior program W didn't find a
significant difference between the two prograns in
t he nunmber of women who reported not having a
basel i ne pregnancy test.

[ Slide]

Basel i ne pregnancy tests shoul d prevent
worren fromreceiving isotretinoin if they are
al ready pregnant at the start of treatnent. In an
earlier slide we saw that there were 20 wonen who
were al ready pregnant prior to starting therapy.
Twel ve cases were in the prior programand 7 cases
were in the current program W | ooked closely at
those cases and found that 16/20 wonen reported
havi ng at | east one baseline pregnancy test and 9
of those wonen reported having two tests. O 11
worren who reported the results of the baseline
pregnancy testing, we found that 8 had negative
test results and 3 had positive test results. W
al so found that 14/16 wonen reported not having a
basel i ne pregnancy test during the first 5 days of

menses before starting isotretinoin as recomended
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by the | abel

[ Slide]

In addition to baseline pregnancy testing
before starting treatnment, once the patient has
started treatnment the current | abel requires
mont hly negative testing for the female patients to
continue receiving isotretinoin prescriptions.
Pregnancy testing while taking isotretinoin does
not prevent pregnancies but serves to limt
exposure of the pregnancy by facilitating detection
and Iimting supply of the teratogen

[ Slide]

In the cases of the women who were
pregnant while using isotretinoin, we reviewed the
case reports for any pregnancy testing during
treatment. Preghancy testing during treatnent is a
strategy for early detection and does not
necessarily prevent pregnancy. Please note that 60
percent of the cases in both series did not provide
sufficient information. O the cases that did
provi de pregnancy testing information during use,

we found that slightly nore wonmen in the current
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ri sk managenent programreported any pregnancy
testing during treatnment when conpared to the prior
program W also found that there was no
difference in either programin the nunber of wonen
who reported no pregnancy testing during treatnent.

[ Slide]

Now we turn our attention to contraceptive
use in the women who were pregnhant whil e using
isotretinoin. The current isotretinoin |abe
requires at least two forns of safe and effective
contraception, one of which should be a primary
met hod. Primary nethods include hornonal
contraceptives including tablets, injections,

i mpl ants, patches and vaginal rings, as well as the
IUD and nal e and fenmal e surgical sterilization
Additionally, contraception should start one nonth
prior to treatment, continue throughout treatnment
and continue for one nonth after discontinuation of
treatment. There are two exceptions to the
contraception requirenment, if a woman is practicing
absol ute abstinence and if a woman has had a

hyst er ect ony.
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1 [ Slide]
2 In the womren who were pregnant whil e using
3 isotretinoin, we found that one-third of all

4 reports did not provide information concerning

5 contraceptive nethods. O the wonmen who reported
6 usi ng contraception, we found that slightly nore

7 woren in the current programreported using any

8 met hod of birth control compared to wonen in the

9 prior program Additionally, there were fewer

10 woren in the current program who reported

11 abstinence or not using any birth control method.
12 [Slide]

13 However, when we | ook at those wonen who
14 were using any type of contraceptive method, we

15 found that the majority of wonen in both prograns,
16 contrary to | abel recommendations, used only one
17 met hod of contraception, with that method usually
18 being the primary form W also found that a snall
19 nunber of wonen in both progranms, as recomrended by
20 the | abel, used two nmethods of contraception.

21 [Slide]

22 A snmal |l subset of wonen provided
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230
additional information concerning their use of
contraception. W found that slightly nore wonen
in the current risk nanagenment programreported
non- adherence to contraceptive directions when
compared to wonen in the prior program W al so
found that a small nunber of wonen in both prograns
equal ly reported contraceptive failure. W define
contraceptive failure as a pregnancy occurring even
when the wonman adhered to directions for use of the
contracepti on.

[ Slide]

We now turn our attention to pregnancy and
fetal outcones.

[ Slide]

Al t hough we present this information in a
conparative tabular format, once preghancy exposure
has occurred we recogni ze that no aspect of the
prior or current risk managenent program
necessarily had a direct inpact on these outcones.
Pl ease note that in 50 percent of all women who
were pregnant while using isotretinoin the outcone

of the pregnancy is unknown. W include in this
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unknown category cases that are lost to foll ow up,
cases where the pregnancy is ongoing at the tine of
the report, and cases where the outcone was not
reported. |In the cases where we do know t he

out come, we found that the majority of pregnancies
ended in term nation, either elective or

spont aneous. W find that 29 pregnancies, across
this row, ended in live births.

[ Slide]

Agai n, aspects of the risk managenent
program are not expected to inpact fetal outcone
once exposure to isotretinoin has occurred. W
found that at the tinme of reports the majority of
babi es born were reported as normal. It is unknown
if any of the normal babies |ater exhibited
devel opnental delays. W also found that 7 babies
were reported abnormal, with 4/7 having
abnornmalities in organs affected by retinoids. The
remaining 3/7 abnormalities reported were not
consistent with retinoid effects. Again, the feta
outcones were at the tinme of the report and may not

refl ect any additional devel opnental del ays that
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have been reported with retinoid exposure.

[ Slide]

We al so | ooked at isotretinoin drug use
for a one-year tinme period before inplenentation of
the current risk managenment program and a one-year
period after inplementation. W obtained
prescription utilization data fromI|IM Health, Inc.
and AdvancePCS

We used I MS National Prescription Audit
Plus. National Prescription Audit Plus data
measures the outflow of dispensing prescriptions
from pharmaci es to consuners in retail stores, mail
order stores and long-termcare facilities. Just
to nmake a note, this is the source of the data. It
doesn't necessarily mean that isotretinoin
prescriptions came fromany of those particul ar
areas but this is where the data cones from

Data are obtained froma sanple of
approxi mately 22,000 pharnacies in the U S., which
represents approxi mately 45 percent of U S
prescriptions. Data from NPA Plus are projected

national | y.
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[Slide]

W al so obtai ned data from AdvancePCS
Advance PCS is a large U S. pharnacy benefits
manager that covers nmore than 50 nillion patient
lives and over 300 million prescriptions annually.
Data are obtained frompaid prescription clains for
those patients with prescription drug benefits
adm ni stered by AdvancePCS

[Slide]

There are limtations to using this data.
The data do not permt a nore detail ed anal ysis of
the observed trends. Additionally, nationa
estimates from I M Health nmay be variable due to
smal | nunmbers in certain subgroups, and AdvancePCS
data may not be nationally representative

[Slide]

We found that for the year foll ow ng
i npl ementation of the current risk managenent
program the nunmber of prescriptions decreased by 23
percent conpared to the previous year. W also
found that the number of refills decreased from 16

percent to 2 percent. This is inmportant because
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the current risk managenent program does not all ow
for automatic refills. Additionally, we see the
arrival of generics to the nmarketplace during the
current program However, the generic product

| abeling is consistent with the innovator's | abe
with respect to elenents of risk nmanagenent. The

| evel of prescribing by dermatol ogi sts renai ned
unchanged and the percentage of women who received
prescriptions renai ned unchanged.

[Slide]

In conclusion, we found that the nunber of

prescriptions dispensed for isotretinoin decreased
by 23 percent follow ng inplenmentation of the
current risk managenent program W al so found
that the nunber of refills decreased from 16
percent to 2 percent, denonstrating increasing
adherence with the | abel recomendati ons of no
automatic refills. W found that other utilization
vari abl es such as gender or prescriber did not
appear to be influenced by the inplementation of
the program

[Slide]
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For pregnancy exposures we found that the
actual nunber of wonen who were pregnant while
using isotretinoin did not decrease appreciably,
especially since there has been a nodest decline in
the nunber of isotretinoin prescriptions dispensed
for the same tinme period. W found in the current
ri sk managenent program a slight decrease in the
nunber of wonen who reported being pregnant prior
to starting treatnent. W also found that
preghanci es continued to occur throughout
isotretinoin therapy for both risk managenent
pr ogr ans.

[Slide]

In the womren who were pregnant whil e using
isotretinoin we found no reported difference in the
duration of exposure of the pregnancy to
i sotretinoin when you conpare prograns.
Additionally, we found no inprovenent in baseline
preghancy testing, however, we did see a slight
i mprovenent reported in pregnancy testing during
isotretinoin treatment as well as a slight

i nprovenent in the reported use of one nethod of
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contracepti on.

[ Slide]

However, we found that only 15 percent of
the 325 wonen adhered to the | abel reconmendations
of using two safe and effective nethods of
contraception. Finally, we found that of the wonen
who reported contraception information, 38 percent
reported non-adherence to the heal thcare provider's
instructions for use.

Again, we used spontaneous adverse event
reports to conduct our analysis. Although
val uable, there are limtations to the use of case
reports as previously discussed. The experiences
of the wonen in this case series who were pregnant
whil e using isotretinoin nmay not be representative
of the general isotretinoin user

DR. GRCSS: Thank you very much. The next
speaker is Dr. Allen Brinker, |ead nedical officer
for epidemology in the FDA. He will talk about
i sotretinoin Pregnancy Prevention Program
eval uati on.

I sotretinoin Pregnancy Prevention
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Pr ogram Eval uati on

DR BRI NKER: CGood afternoon. Like Dr.
Pitts, | amwith the Ofice of Drug Safety.

[Slide]

I will be discussing this afternoon the
i sotretinoin Pregnancy Prevention Program
eval uation, both the prescription conpliance survey
and the patient survey.

[Slide]

First I would like to recognize our
col l aborators, Cynthia Kornegay and Parivash
Nourjah. | would also like to recogni ze the
contributions of Dr. Karen Lecter and Dr. Mark
Avi gnon.

[Slide]

I will begin by describing the
prescription conpliance survey or PCS, and then
nmove to the patient survey. |In keeping with
previ ous speakers, | will utilize the expression
current RWP, current risk managenent plan, to refer
to the risk managenent plan for isotretinoin as

i npl erented on April 1, 2002.
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[Slide]

Begi nning now with the PCS, first | wll
present a brief summary of the survey design and
major findings. | will then discuss the ngjor
met hodol ogi cal issues of the survey and also tal k
about issues with the audit portion of the PCS
Finally, I will discuss the major conclusions of
the anal ysi s.

[ Slide]

The PCS was conducted by the Accutane
sponsor for the Accutane brand isotretinoin
prescriptions. The prinmary outcone of interest is
conmpliance with sticker use, which is defined as
the presence of an Accutane qualification sticker
on the prescription. Secondary outcones are the
conpl et eness of the sticker and whether or not the
informati on on the sticker is correct.

It should be noted that the PCS was only
i ntended to neasure conpliance with qualification
stickers, which are just one conmponent of the
current RVMP. Conpliance with qualification sticker

use was never intended to be used as a conplete
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surrogate for conpliance with the totality of
changes inplenmented with the current RWP

[ Slide]

Design of the PCS--the PCS is a
retrospective, repeated-nmeasure study which wll
recruit in total sonme 6,000 randomy selected U. S
pharmacies, stratified on selected criteria so as
to be representative of all U S. pharnacies. Data
collection takes place four tines a year for a
period of two years and 750 stores are selected for
each data collection period or wave. A store can
only be selected once and if it refuses to
participate it is not back into the pool of
avai |l abl e stores.

[ Slide]

Results--the results of the survey
demonstrate a very high rate of conpliance, that
is, the appearance of a qualification sticker on an
Accut ane prescription throughout the survey period.
The secondary objectives of correctness and
conpl et eness were al so consistently above 90

percent. This was true for the audit as well.
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Resul ts were consi stent across age, gender and
payer type. Although there were sone differences
bet ween rural and urban stores and pharmacies with
hi gh versus | ow prescription volunme, both high

vol ume and rural pharnmacies were nore likely to
receive prescriptions with inconplete qualification
stickers.

[ Slide]

I will now discuss sel ected nethodol ogi ca
issues with the PCS first based on results of the
pil ot study at |east 450 stores or 60 percent of
the sanpl e needed to respond during each data
collection period to ensure an adequate sanple for
study power. The observed response rates for the
first five survey waves ranged from 25 percent to
59 percent.

Second, during the third survey wave five
maj or retail pharmacy chai ns asked and were renoved
fromthe survey pool. These chains represent
approxi mately 33 percent of all retail pharnacies
inthe U S  However, they may process nore than 33

percent of all Accutane prescriptions.
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[Slide]

Finally, based on the pilot study and
avai l abl e data the sponsor estinmated pharnacies
woul d have an average of 2.55 Accutane
prescriptions for each survey wave. |f 60 percent
of the pharnmaci es responded, this would yield 1,150
prescriptions avail able for analysis. However,
overal |l the respondi ng pharnaci es averaged | ess
than one prescription per pharnmacy, with an average
of 268 prescriptions selected for analysis for each
survey wave. Thus, the actual number of
prescriptions captured was rmuch | ower than
expect ed.

[Slide]

In addition to the main survey, the PCS
i ncludes an audit conponent in which copies of
Accut ane brand isotretinoin prescriptions are
obtai ned from 15 percent of PCS participants for
pur poses of conparison. Wile the actua
recruiting process is not described for us, the
audit does not appear to be a random sanpl e.

Wthout nore detail on the audit the utility and/or
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1 applicability of the audit results is questionable.
2 [Slide]

3 In concl usion, the PCS reported a high

4 rate of conpliance with qualification stickers.

5 This was seen across all survey waves for both the
6 survey and the audit. Again, it should be noted

7 that qualification stickers are just one conponent
8 of the current RW, in this case the SMART

9 program whi ch i ncorporated many changes

10 [Slide]

11 The PCS did not realize sufficient sanple
12 size or power to definitively address

13 generalizability of the results. Several factors
14 contributed to this, including a | ower than

15 expect ed response from pharnaci es; | ow nunber of

16 prescriptions captured; and the loss of the five

17 | argest pharnmacy chains in the U S. These problens
18 suggest alternate study designs should be

19 considered for future studies with simlar goals.

20 [Slide]
21 I will nowturn to the subject of
22 i sotretinoin patient surveys. This section, as
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1 outlined on this slide, will include review of the
2 pur pose of the patient survey; its nethods and

3 limtations; the survey population and its

4 generalizability to the popul ation of fenale

5 isotretinoin users at large; the results of FDA

6 anal yses; and sumary conclusions. To repeat,

7 will utilize the expression current RVWP to refer to
8 the risk managenment programfor isotretinoin

9 i npl emented as of April 1, 2002

10 [ Slide]
11 Pur pose--patient surveys were inplenmented
12 in 1989 in order to assess the conpliance of

13 physi cians and patients with the Accutane Pregnhancy
14 Prevention Programand to identify the rate of

15 pregnancy during treatnment with isotretinoin. The
16 sole isotretinoin patient survey up until the fal
17 of 2002 was adm nistered by the Sl one Epideni ol ogy
18 Group from Boston University, and is often referred
19 to as the Slone survey. 1In the fall of 2002 the

20 sponsor of Accutane brand isotretinoin shifted

21 conduct of patient surveys for Accutane from Sl one

22 to anot her provider, Degge/Sl
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1 [ Slide]
2 Data available for this FDA revi ew
3 i ncluded review of the Sl one Epi demni ol ogy G oup

4 quarterly reports for the year prior to

5 i mpl ementation of the current RMP and conti nui ng

6 into the year following initiation of the current

7 RWVP, and primary independent analysis of an

8 Accut ane brand patient survey data set, conducted
9 by Degge/Sl, for the Accutane sponsor started in

10 the third quarter follow ng inplenmentation of the

11 current RW

12 [Slide]

13 In order to address revisions included in

14 the current RWP, patients enrolled in the Degge/ Sl

15 survey received a new survey instrunent. To

16 review, the old survey instrunment did not ask about

17 the presence of a qualification sticker; did not

18 ask about the presence of a MedQui de; and asked

19 only if any pregnancy test had been perforned.

20 [Slide]
21 In contrast, the new survey instrunent
22 i ncl uded questions about both the qualification
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245
sticker and the date and nunber of pregnancy tests
performed. The new survey was introduced first to
Accut ane recipients participating in the Degge/ S
survey but not until the third quarter of the first
year of the current RVMP. Degge/Sl woul d enrol
sonme 6,000 participants through the end of that
first year.

[Slide]

Now | would Iike to discuss some
limtations of the survey. The survey is a
sel f-adm ni stered mail ed survey which woul d be the
preferred nmethod to gather information on sensitive
questions. However, this advantage is conprom sed
by the fact that this is not an anonynous survey
because it is a followup survey. Historically,
the isotretinoin patient survey has suffered from
|l ow enroll ment. Furthernore, |low enrollment, in
conbi nation with the voluntary nature of the
survey, increases the likelihood that patients
participating in the surveys may be different in
i nportant conpliance behavi ors than those who do

not participate in the surveys.
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[Slide]

A further area of concern is neasurenent
errors. These would include recall bias since we
are relying on patient nmenory to recall the exact
dates of such events, nenses, receipt of a
prescription and start of therapy. As highlighted
on the previous slide, the lack of anonynity in
this survey increases the possibility of social
desirability bias to sensitive questions, such as
t hose regardi ng sexual behavior, birth control use
and acci dental pregnancy. FDA review al so
concl uded the survey instrunent included both
conpl ex questions and conpl ex question skip
patterns that m ght be confusing to sone
participants. In sum these biases reduce the
generalizability or inference of the results.

[Slide]

Wth these concerns noted, | will now nove

on to selected FDA results. First, based on FDA
anal ysis, absolute participation in isotretinoin
patient surveys, including both the Degge/ Sl and

Sl one epi. group surveys, increased froma range of
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16 percent to 19 percent in the year prior to

i mpl ementation of the current RMP to a range of 22
percent to 26 percent in the first year follow ng
i npl ementation of the current RWP

[Slide]

These data are shown graphically on this
slide. Note that the X axis is |labeled as quarters
one through eight, representing the four quarters
before inplenentation of the revised RW, which was
in April of 2002, shown here by this arrow, and the
followi ng four quarters. As shown, enroll nent
appears to have started to increase hefore
i mpl ementation of the S MA R T. program and has
ei ther peaked or is increasing very slowy.

[Slide]

FDA was al so able to conpare two
denmpgr aphi c characteristics of patients enrolling
in the Degge/ Sl cohort to isotretinoin recipients
managed by AdvancePCS and appearing within the | M5
Nati onal Di sease and Therapeutic |ndex, on NDTI
As shown in this slide, which is fromthe CDS

review, in conparison to fermales within both
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AdvancePCS and NDTI, it appears that the youngest
reci pients of isotretinoin, shown by this row right
here, are under-represented in the Degge/ Sl cohort.
So, we are conparing 35 percent in the Degge/S
cohort to 43 percent and 45 percent, which you
woul d expect--with the reciprocal increase or
over-representation of participants aged 20-29,
which is this rowright here, so 30 to 28 to 38

[Slide]

In addition, FDA anal yses of the Degge/ Sl
cohort 94 percent of participants indicated that
the prescriber was a dermatol ogist. In conparison,
approxi mately 80 percent of recent isotretinoin
prescriptions were associated with a dermatol ogi st.
Thus, it appears that survey participants receiving
care from non-dermatol ogists are slightly
under-represented within the popul ation
participating in the Degge/ Sl survey.

I will now turn fromissues of
generalizability and representati veness to apparent
adherence with current labeling, first around the

initiation of isotretinoin therapy and then, nore
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1 briefly, during isotretinoin.
2 [Slide]

3 The current isotretinoin RVP requires

4 wonen to sign two consent fornms, one required of

5 all patients and the other required only of

6 femal es. I n FDA analysis of the Degge/ Sl cohort 76

7 percent of participants reported signing two

8 consent forms. Four percent signed only one form

9 9 percent reported signing no consent forns; and 11

10 percent were uncertain or did not answer the

11 question

12 [Slide]

13 As noted before, the current isotretinoin
14 RWP requires all isotretinoin prescriptions to

15 carry a qualification sticker. In FDA anal yses of

16 t he Degge/ SI cohort 92 percent of participants

17 reported their prescription to carry a

18 qualification sticker. This is consistent with the
19 findings in the PCS. Additionally, 2.5 percent of

20 participants reported no sticker and 5.5 percent

21 did not know or did not answer the question

22 [Slide]
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The current RVWP al so requires wonen to
have two pregnancy tests before initiation of
therapy. |In FDA anal yses of apparently fertile,
15-45 year-old participants in the Degge/ Sl cohort
91 percent reported at |east one pregnancy test; 66
percent reported two pregnancy tests. Perfornance
increased only slightly to 92 percent and 68
percent with restriction to sexually active
participants. Participation decreases slightly, to
89 percent and 63 percent, with restriction to
partici pants who reported no current sexua
activity.

[Slide]

Revi ew data reported by the Sl one
Epi dem ol ogy Group suggests that the rate of any
preghancy testing prior to initiation of therapy
with isotretinoin increased froma range of 77
percent to 85 percent for the year prior to the
i npl erentation of the current RVMP to 91 percent to
92 percent in the first year of the current RW

[Slide]

These data are shown graphically on this
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slide which highlights that the inmprovenent began
to take place shortly before inplenentation of the
current RVP, shown here again by the arrow, Apri

of 2002, and appears to have pl ateau' d.

[Slide]

According to the revised | abeling,
sexual | y active wonen receiving isotretinoin should
use two fornms of birth control, consisting of one
primary and one secondary nmethod. In FDA anal yses
of the currently fertile and sexually active wonen
within the Degge/ Sl cohort, 95 percent reported use
of sone formof birth control. Al nost 50 percent
reported use of appropriate birth control,
consi sting of one primary and one secondary met hod.

[Slide]

I would l'ike to highlight that the wonen
included in the previous slide represent only a
mnority of patients within the patient survey as
this analysis was restricted to sexually active
women. As outlined in the review, there were in
total some 5,300 wonen who started treatnment with

Accutane in the Degge/ Sl cohort. About 600 wonen,
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or 11 percent, reported reproductive state or
post nenopausal status post hysterectomy or were of
age less than 15 years of age or greater than 45
years. These wonen were excluded from nost
anal yses for pregnancy specific behaviors. O the
remai ning 4,596 apparently fertile wonen, only
1,806, or 39 percent, reported current sexua
activity. The remainder, or 61 percent, denied
current sexual activity. |f a wonman does not
consi der herself sexually active and that
represents the majority of women within this
survey, these wonen may not be prepared for
contracepti on should the need ari se.

[ Slide]

I will now outline selected FDA bivariate
anal yses conducted to address the relationship
bet ween the presence or absence of a qualification
sticker and any pregnancy testing and any birth
control

[ Slide]

This table outlines the relationship

bet ween qualification sticker and pregnancy testing
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based on FDA anal yses of the Degge/ Sl cohort. As
can be seen in this table, the overall effect of
the qualification sticker did not appear to relate
to performance of a pregnancy test as testing was
hi gh both in the presence and absence of a
qualification sticker. O particular interest, 9
percent of issued qualification stickers were, by
patient reports, not linked to a pregnancy test.

[ Slide]

Per the current RWP, the qualification
sticker is intended to docunent that the patient
recei ved education and counseling on pregnancy
prevention. This table outlines the relationship
bet ween qualification sticker and any birth contro
based on FDA anal yses of apparently fertile,
sexual | y active, 15-45 year-old Degge/S
participants. You will note that the N falls--it
was about 4,000 in the last table--to 1,788 in this
analysis as it is restricted to sexually active
worren. As was appreciated in the previous slide,
there does not appear to be a strong relationship

bet ween the presence of a qualification sticker and
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conpliance with birth control. Birth control use
was hi gh anmong the strata reporting current sexua
activity regardless of quality of life sticker.
This table also highlights that around 3 percent of
apparently fertile and sexually active participants
deny the use of any formof birth control

[Slide]

FDA al so has data on participants in the
Degge/ SI cohort during therapy with isotretinoin.
In contrast to the previous slides which centered
on reports fromaround the initiation of therapy,
these data are generally consistent with results
seen early in therapy with isotretinoin but also
may show some signs of conplacency. For exanple,
report of a qualification sticker falls from 97
percent around initiation of therapy to 95 percent
during therapy. Mnthly pregnancy testing al so
falls fromaround 92 percent around initiation of
therapy to 81 percent during therapy.

[Slide]

Revi ew of data reported by the Sl one

Epi dem ol ogy Group suggests that the rate of any
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preghancy testing during therapy with isotretinoin
i ncreased from about 70 percent in the year before
i npl ementation of the current RVWP to around 85
percent in the first year of the current RW

[Slide]

These data are shown graphically in this
slide which suggests that the inprovenent appears
to have taken place shortly before inplenmentation
of the current RVP, again as noted by the arrow,
and t hereafter appears to have pl ateau' d.

[Slide]

The Degge/ SI cohort of Accutane users
i ncludes 15 reports of pregnancy anmong 4, 277
first-tine isotretinoin users. This translates to
a rate of 3.5/1,000, which is very simlar to the
historic rate reported for participants in the
Sl one survey of Accutane users. It should be noted
that this rate is censored and so could be an
underestimate of the true rate for this cohort,
cal cul ated when all these women finished their
course of isotretinoin therapy.

[Slide]
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In addition to data by supplied by the
Accut ane sponsor, FDA has recei ved individua
quarterly reports from sponsors of generic
i sotretinoin and quarterly reports fromthe Slone
epi. group on patients enrolling fromone of the
three generic brands of isotretinoin. These data,
including quarterly reports for the second quarter
of 2003 and the third quarter of 2003, are
general ly supportive of results for the interval of
April 1, 2002 through March 31, 2003.
Specifically, reported any pregnancy testing prior
to initiation of therapy continues at about 90
percent. Report of two or nore pregnancy tests
prior to initiation of therapy continues at about
65 percent. Report of no birth control anong
apparently fertile, sexually active respondents
continues at about 3 percent; and reports of any
pregnancy testing during therapy continues at about
82 percent.

[Slide]

To summari ze the findings fromboth ny

presentation and the presentation by Dr. Pitts,
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i sotretinoin-exposed preghanci es continued to occur
after inplenentation of the current RW

Enrollment in isotretinoin patient surveys
increased only nodestly after inplenmentation of the
current RWP

[ Slide]

Despite their wide utilization,
qualification stickers have been issued to patients
who have not undergone pregnancy testing.

[Slide]

Lastly, the observed pregnancy rate for
the Degge/ SI cohort recruited follow ng
i npl ementation of the current RWP appears simlar
to that reported for cohorts recruited before
i npl ementation of the current RWP

That concl udes my presentation

DR. CGRCSS: Thank you very much. W have
a few mnutes for questions. | amgoing to ask one
myself. The irrationality of human behavi or al ways
intrigues ne. |Is there any information as to why
worren didn't get regular pregnancy tests or why

they didn't use two contracepti on measures when so
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advi sed? Do any of the FDA or Slone surveys
approach those questions?

DR BRINKER: | will personally defer that
guestion to another nenber of the FDA staff if they
want to comment on it. That wasn't necessarily
included in our review.

DR. TRONTELL: FDA uses the voluntary
i nformati on that has been supplied--1 see Dr. Pitts
at the m crophone; she can say if any of that was
mentioned in the reports that came through the
spont aneous reporting system

DR PITTS: Actually, | was going to say
that, no, the spontaneous reports really don't
gui de the person in providing the type of
information that we wanted for this particul ar
analysis so | don't have any further information.

It is sonmewhat inconmplete in that respect.

DR CRCSS: Yes, the only reason | asked
is if we are going to be designhing new prograns or
maki ng recommendations it would help to have that
kind of information. W have sonme questions from

earlier. Dr. Katz?
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DR. KATZ: The data that we are hearing
now of peopl e having two pregnancy tests or one
pregnancy test or pregnancy tests through therapy,
that data is derived frompatient recall on the
survey? |s that correct?

[Dr. Brinker nods]

Well, that has to be considered seriously
because when they are asked that on this very
conplicated survey that they have gotten fromthe
enrol Il nent, many patients--a lot is going on in
their life, inreal life, and when you ask did you
have a pregnancy test nmany patients would say, no,
I don't renenber a preghancy test, be it a urine
test or a pelvic examnation. They forget that the
bl ood test includes a CBC, hepatic profile, |ipids
and, by the way, a pregnancy test. Now, they have
been told that at the beginning but all they may
know, | would inagine, is they got a couple of
bl ood tests--yes, the doctor gets a blood test
every nonth but they didn't get any pregnhancy test.
So, that has to be considered in that response,

that human response.
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DR. BRINKER | would adnit that this is a
very blunt tool and the data are what the data are.

DR KATZ: As a followup, was any attenpt
made by the conpany or FDA for the patients who
said, no, they didn't get any pregnancy test to get
followup fromthe doctor's office? That would be
relatively sinple in a very small pilot manner, and
you mght find that 98 percent or 100 percent of
those people not getting a pregnancy test did get
two pregnancy tests and got pregnancy tests every
nmont h.

DR PITTS: |In the spontaneous reports
there was a significant nunmber of reports that
didn't mention the data at all. O the ones that
specifically said they did not get pregnancy tests,
we took that as affirmative, that they truly did
not get it. O the ones that nentioned that they
recei ved sone pregnancy testing throughout, we took
that and that is the data that we had to work with
in the spontaneous reports.

DR CGRCSS: Thank you. Dr. Gardner?

DR. GARDNER: | have a question for each
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of you. Dr. Brinker, could you clarify for nme, you
had said in your PCS results slide, the
prescription conpliance survey, that both high

vol ume and rural pharnacies were nore likely to
receive prescriptions with inconplete stickers.
Doesn't your nethodol ogy | ook at prescriptions
after di spensing has happened?

DR. BRINKER | am going to defer that
question to the primary ODS FDA revi ewer of the
PCS, Dr. Cynthia Kornegay.

DR. GARDNER: My question then to Dr.
Kornegay is does this inply that high volume rural
pharmaci es went ahead and di spensed in the face of
prescriptions with inconplete stickers?

DR KORNEGAY: No, it does not. This is
merely what the pharnmacy received. There were
ot her aspects of the pharmacy conpliance survey
that did point out how many prescriptions were
recei ved but not dispensed and that was
consistently fairly I ow

DR. GARDNER: Thanks. M other question

for Dr. Pitts is in using the AdvancePCS data, back
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to the issue of |abeling conpliance that we have
tal ked about several times today, using that

dat abase resource, has there been any effort to
det ermi ne what proportion of people getting

Accut ane had actually had, and presumably fail ed,
ot her dernatol ogy therapies before?

DR PITTS: | amgoing to defer that to
Dr. Mendel sohn.

DR. MENDELSOHN: That was actual ly one
thing that we did not work at, but it would be
possi ble actually to examine that with the
AdvancePCS data but we didn't consider that yet.

DR KWEDER | believe the Slone unit did

address that in one of Dr. Mtchell's backup

slides.

DR. M TCHELL: | don't know who said that
but thank you. |If we could go to my presentation,
if that is possible--is it still booted up there?

[Slide]

The survey asked fromthe outset of the
onset of therapy about past treatnments. The

inplication, of course is that these are failures.
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One could argue that | suppose. | can't read it
fromhere but | think it is 93 percent that
reported that they had previously been on an
antibiotic 51 percent, on Ortho-Tricylen or vitanin
A 10 percent, Retin-A 68 percent and so forth,
benzoyl peroxide and so forth. So a substantial
proportion of wonen have tried one or nore
therapies prior to Accutane.

DR. GARDNER: For the survey? Thanks.

DR GRCSS: Dr. Honein?

DR. HONEIN: Yes, ny question is for Dr.
Bri nker. Wen you were cal cul ating the survey
participation rate for the first year of the
current risk managenent program were you able to
elimnate duplicate enrollnents, neani ng wonen that
may have enrolled in both the Sl one Accutane survey
and t he Degge Accutane survey?

DR BRINKER: Well, renenber, that only
kicked in during the last two quarters so that is
the only place that it is inpacted, and we took our
nunerator data fromthe sponsor. So, if the

sponsor would |like to el aborate, we used the sane
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264
nunerator that they used in their. So, to the
extent that they were able to do it, we did it.

DR CGRCSS: Dr. Epps will ask the |ast
quest i on.

DR. EPPS: M question is for Dr. Pitts
regarding the utilization. The percentage of
refills with the current RW fell to 2.4 percent.
That seens really low | was wondering whether a
change in the dose was considered a new
prescription or was it considered a refill because
the patient was continuing on therapy. Sonetines
when prescribing Accutane you nmay start at one dose
and nodi fy your dose dependi ng upon bl ood tests,
participant interactions or sonmething of that sort.

DR PITTS: Actually, as of the
i npl ementation of the programall isotretinoin
prescriptions are considered new prescriptions.
Previously you could wite a prescription that was
one, plus three refills, and every one is a new
prescription. Therefore, the nunbers shoul d
decrease and approach zero at sone point, or at

| east decrease. Wen you | ook at that particular
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265
aspect you shoul d not have refills.

DR. CGRCSS: Thank you. The next speaker
is Dr. Richard Wagner, Kaiser Pernmanente Drug Use
Managenent .

Kai ser Presentation

DR WAGNER:  Good afternoon

[Slide]

I amfrom California. | amhere with a
col | eague of mine, Craig Cheetham who is in the
back, who has hel ped me put this presentation
together. \What we would like to do is actually
show our results for the past two years. W have
actual | y nanaged Accutane this year's pregnancies
differently than the S MA R T. program So, we
are going to, for the first tine actually publicly,
lay this information out for folks to see. W
woul d be interested in your feedback on what things
we could do together with the agency or others to
work to actually maybe even further validate the
results that we are going to present today.

[Slide]

For us it really boils down to the
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previ ous advi sory panel from about year 2000 saying
that no one should begin isotretinoin therapy if
pregnant and that no pregnancy shoul d occur while
on that therapy. To nme that is very sinple, that
goal was zero

Qur charge in our organization was could
we actually prove that we could get that to zero
and prove that it is zero based on a programthat
we conceived to be different than the S MA RT.
program Sone of you have seen the KP Med- SMART
logo. W also got alittle bit clever and
Med- SMART for us really tal ks about systematic
nmonitoring and assessnment for risk of toxicity.
This program could work not only for Accutane; it
could actually work for other drugs and we are in
the process of figuring out how we are going to add
met hotrexate i nto an equival ent program because, if
worren on isotretinoin deserve to be protected,
worren who are on nethotrexate certainly deserve to
be protected also. So, we would |like to conme back
at a future tine and let you know how we are doing

with that one.
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The "how'--the linkage is dispensing of
isotretinoin for female patients to verification of
a negative pregnancy test. To us it was sinple.
The pharmaci st had to see, either electronically or
vi a paper or some ot her docunented conmuni cation,
that for that prescription for that wonan that day
there was a negative pregnancy test before we
di spensed that prescription, and we needed to do
that every tine for every woman in every situation
that we nanage

We devel oped a centralized fenmal e patient
registry with prescription |level detail and
associ ated prescriber and pharnacy performnmance
reporting. You can't put together a program and
not report on people's performance. |f you don't
report, they won't inprove or they won't inprove
very much. Even the best people who will try need
reporting and feedback in order to inprove. | am
going to show you how we do that.

We devel oped operational guidelines. W
needed to have a consi stent approach over 250

Kai ser outpatient pharmacies so we wanted to have a
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consi stent approach and have witten operationa
gui delines for how we do this in each of our
pharmacies. W do allow for sone reinvention, and
I will talk about that |ater on, because there is
al ways sone ninor variation that is not going to
quite work if you tell everybody they have to do it
the exact same way everywhere. But the goal always
has to be that nobody gets a prescription for
Accutane that is pregnant, or we are not going to
di spense an Accutane prescription if we don't have
that negative pregnancy test. The patient wll
have to go get a negative pregnancy test before we
di spense that prescription

We have over 100 dernmatol ogi sts that we
work with in southern California and northern
California, and there are guidelines for the
appropri ate use of Accutane, isotretinoin. Those
gui del i nes have actually been in place for years
and over tine we have adjusted those guidelines to
reflect current reality. So, we actually have a
living docunent that says this is how we think

Accut ane or isotretinoin should be used in our
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program for our patients.

[Slide]

I will only give you one Kaiser slide.
Typically the Kaiser folks show up with ten slides
because we have a very conplicated organi zation
But in California we take care of about 6.1 mllion
Californians. W are an integrated healthcare
delivery system | amnot up here tal king about us
being a PBM or an insurance conpany or any of that
other type of stuff. W really take care of
patients and we do that in a variety of ways. W
are linked financially; we are |linked
operationally; we are |linked technol ogically; and
maybe nost inportantly, we are linked culturally.
These efforts within Kai ser Permanente are comon
efforts for us so | amtal ki ng about one exanpl e.
If we were actually tal king about many topics we
could corme up with many exanples of how this
approach actually works to provide, | think, very
good patient care

As you know, Kaiser Foundation Hospitals

and Kai ser Foundation Health Plan is a non-profit
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community benefit organization. |In California we
work with two very |arge medi cal groups, one in
northern California and one in southern California.
They are an i ndependent group of physicians that
contract exclusively to provide care to Kaiser
menbers. In contrast maybe to folks who live in
the Washington, D.C./Baltinore area, California is
really a hospital -based integrated healthcare
delivery system W have about 29 hospitals and
medi cal centers associated with those hospitals,
over 200 nedical officers and over 250 outpatient
phar maci es.

So, the picture | amtrying to paint for
you is that you really have to see that
| aboratori es, pharnacies, physicians--everybody is
in the sane building. | nean people work together
They are busy doing their own things, certainly,
but it is a big advantage to actually know peopl e
in your building that are taking care of patients
and have those folks interact with you to make sure
that we can actually take care of patients that

require this little bit of extra effort, the best
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that we can.

In terms of prescription volume, we have
about 42 million outpatient prescriptions. Last
year about 24,000 of themwere isotretinoin
prescriptions. That is pretty consistent, about

2,000 prescriptions per nonth.

VWhat we don't have in California but other

Kai ser regions do have--and it is going to cone--we
don't have an autonmated nedical record. That is an
inmportant thing to keep in mind. Wen the

aut omat ed medi cal record cones-- little pieces of
paper with drug names, putting little stickers on
them it is just not going to make it. There has
to be a different way involving technology that is
going to support the equivalent, and that is
ensuring that patients are not pregnant when they
get these medications. W don't have that here.
One of the advantages in us trying to perfect this
process outside of the yell ow sticker is that we
wanted to learn how to do this so that when the
electronic health record conmes, the automated

health record, we are going to incorporate that
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| earning into that tool

The last thing, let me make a
connection--and | didn't quite figure this out
initially either--we have extensive experience in
care managenent or di sease nanhagenent
regi stries--di abetes, asthma, whatever you want to
call it. These are patients at risk also and sone
of these registries that we manage have over
300, 000, 400, 000, 500,000 patients in the
registries. |If you think of the fermale patient as
an at-risk popul ation taking an at-risk drug, many
of the learnings fromthat group are translated
into sone of the efforts that we are presenting
today. So, what we are doing for the isotretinoin
patients really is reflective of what we are doing
for other at-risk popul ations.

[ Slide]

Sone descriptive statistics--we do have
| RB approval fromsouthern California to share some
of the descriptive statistics. | will tell you
that the north and the south are very simlar. |If

we were to do further work with the agency or
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others, we could go back and get |RB approval for
northern California data also. But it is actually
interesting | think the results are sonewhat
simlar to what we have seen today.

This is January, 2002 through Novenber,
2003 data reflected up here. The average age for
the fenale patients is about 25 years. It is about
49 percent fermales. Unique patients in the south,
2,376; unique patients in north California, 2,253.
You can see the prescription counts for those
patients. |n about 85 percent to 90 percent of the
time we can find an acne-rel ated diagnosis in our
machi ne. The other 10 percent just night not be
findabl e or sonmeone didn't code it right. It is
interesting to note that cancer diagnosis conmes up
about hal f percent and we do have a small nunber of
patients with various cancers that we do treat with
i sotretinoin.

Anot her interesting observation is about
prior therapy within the previous 6 nonths, and 95
percent of the patients had not been on

i sotretinoin before; only 5 percent had had a
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previ ous episode of therapy in the previous 6

mont hs in our program The range of prescriptions
was 1-16, with a nmean of 4; 4-5 prescriptions,
30-day supply. It all adds up to about 124 days of
therapy per patient. The type of therapies that
the patients had before they started isotretinoin
are listed there also. About 64 percent of the
patients had one of those therapies listed down

bel ow. Most patients are not started on
isotretinoin as a first-line therapy.

[Slide]

Here is where the good stuff is. It may
be alittle bit hard to see. January, 2002 through
Decenber, 2003, what was going on here? This is
before the formal programstarted, the first four
mont hs of 2002. W went back and just neasured
what was going on in our systemduring that time
frane. | did not do any chart reviews or anything
like that, just data systemstuff. You can see
that about 50 percent or 60 percent of the tinme we
were at baseline conpliant with a patient picking

up their isotretinoin prescription within seven
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days.

Part of that is msleading though because
what was happening is that we didn't have all the
preghancy tests in the nachine. The dernatol ogi st
practice was to do about half of those pregnancy
tests in their office, and the big change we had
with the dernatol ogi sts was sayi ng we have to get
you to do these tests so the el ectronic system can
pi ck them up, otherw se you can't get credit for
doing this. |[If one nedical center does it one way
and anot her nedi cal center does it another way we
really don't know what is going on. So, the big
change we asked of the dernatol ogi sts was that at
| east one test for every dispensed prescription
needs to cone through the | aboratory system because
we and the pharmacy can then, from a technol ogy
standpoint, see the results of that test. If you
test themin the office, that gets put in the chart
and we may or nmay not see it and it won't get
reported as being conpliant. One of the things we
wanted to be able to denonstrate is, if we are

going to do sonething different than the S MA R T.
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program we want it to be at |east as good or
better than the S MA R T. program and that meant
that we had to be able to collect and show data
Ii ke we are doi ng today.

So, | don't want to | eave anybody with the
m sunder st andi ng that sonehow t he dernatol ogi sts
weren't doing the right things. | just did not go
back to their charts and pull out of all of those
urine or lab tests that were in the charts for
years and years because that is how they practiced.

But let's look after April. After April
you can see that things got better. W went from
50 percent or 60 percent to about 75 percent or 80
percent. | have to tell you, we went back again
and said 75 percent or 80 percent, guys, is just
not going to nake it either. W have to do better
on that one also. So, what did we do? | am going
to show you sone pictures of this in a mnute. e
actual | y devel oped a web-based tool that was the
centralized patient registry. That tool collects
every prescription for Accutane for fenale patients

and all of the associated | ab val ues and nakes it
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avail abl e within near real-time back to the nedica
center so that they can actually act on any
di screpanci es or nake any corrections, if necessary
or, if thereis a quality problem actually
intervene and try and fix it or get it into the
quality system

So, this web-based tool, and | will show
you sone screen shots, actually turned out to be
the next strategy that we added in here. W were
doing this early stuff by reporting, sending pieces
of paper out to people and saying pl ease | ook at
this report and please do better. But they did go
out two or three nonths |late and, anyone who is
involved in taking care of patients and getting a
report two or three nonths late--it neans not hing.
You have to get a report about performance in terns
of patient care within days or maybe a week,
ot herwi se you just don't renenber and you are off
to the next thing.

So, what happened, | o and behol d, we had
to go through a little bit of training. W

actually did this in the 29 nmedi cal centers across
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the state and we rolled the web-based tool out
about here. When you start providing people with
the necessary information and the reporting and the
technol ogy to support good clinical practice, and
they can see how they practice over tinme and they
can see how their peers and other nedical centers
practice, the A students go right to the top. That
has been sustai ned now for over a year.

I am going to show you what that too
| ooks like but the thing that really drove us from
m d-1 evel performance to | think pretty high
performance was the inplenentation of the tool in
addition to all the other things that we did. The
tool by itself wouldn't do it. Wthout guidelines
by the dermatol ogists and their interest in
following up, | don't think we would get there;
wi t hout the pharnacists paying active attention and
just being very rigorous--if you don't have a
negative pregnancy test, you have to have it before
we fill out that prescription. You start to put
those el ements together, get people the reporting

and feedback they need and they do perform
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I am going to show you that it also worked
this way in northern California. This is a
different group of physicians. | nmean, the
physicians in the south and north are really two
separate nedical groups but the inpact was the
sane.

[Slide]

I shoul d have made it green or blue or
sonet hing di fferent but, again, you can see the
ki nd of baseline perfornmance before. This is
really witten policies, procedures and standards
on how we wanted people to behave. |In order to
really take it fromthis 80 percent thing, we had
to put the sane el ectronic web-based tool in place
and, again, provide people real-tinme information,
and we said if you are |agging on perfornmance
everybody can see it; you can see it. How are we
going to fix it? And, people tend to fix those
things as quickly as they can, to tell you the
truth.

[Slide]

A coupl e of things about pharnmacy
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utilization, we didn't see a drop in pharnacy
utilization within our program It was very
fascinating to nme that outside of Kaiser
utilization dropped 23 percent or so. W didn't
see a change in utilization

There are a couple of interesting things
here. This is southern California data, 2002 to
2003. So, the tine franmes are not quite matched
but, in essence, we are filling the sane nunber of
prescriptions this year and | ast year as we filled
in 2002. | really go back to ny coments about the
dermat ol ogi st practice and evi dence-based nedi ci ne
and havi ng guidelines that they endorse. That
didn't change with all the things we did when we
added our new technol ogy and our new ability to
coll ect and analyze information. | think the
practice stayed the same. The one practice el enent
that changed really was to stop doing lab tests in
the nedical office because we can't track those
things. It was just one of those things that had
to change. But in terns of | think prescribing to

the appropriate people, we did not see a change
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really in prescribing for the appropriate patients
for Accutane, if you really believe in
evi dence- based nedi ci ne and using the guidelines to
drive clinical perfornmance

It is interesting that there does seemto
be sonme seasonality. | saw sone discussion in sone
of the documents about is there seasonality or is
there not. | would say there is seasonality. It
|l ooks like this is when kids are in school. It
| ooks like this is when they are at the beach. |
don't knowif it has to do with the school or the
beach or fun, or maybe dermatol ogi sts take vacation
during the sumer, but sonething is going on there.
It is actually very consistent with other pharmacy
utilization pictures. Things tend to peak in the
wintertinme and things tend to drop in the
sumrerti me.

[Slide]

Northern California had a simlar pattern

You can see that in 2003 we were actually filling
nore prescriptions for isotretinoin than in the

previ ous year, but the patterns are very nuch the
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same. So, we didn't see the drop-off in terns of
utilization. In fact, if anything, we are filling
a few nore prescriptions here.

[Slide]

Let me tal k about the web-based
application just because |I know there is interest
in maybe a centralized repository or patient
registry for patients. | will say again that
basically | really built this in concert with fol ks
who have been managi ng patients with di abetes,
asthma, heart failure, etc. W have extensive
experience in terns of managi ng | arge patient
dat abases and then using the databases to inprove
performance. So, we are really standing on the
shoul ders of others that have conme before us.

This is an at-risk population. They may
be only at risk for four or five nonths but the
consequences are severe. |If it is really the goa
to have nobody becone pregnant while on this
medi cation, then you need to have tools simlar to
this | think to be successful

It acts as a centralized patient registry.
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It is indexed on an isotretinoin prescription. So,
we only know about you if you got a prescription
filled in our Kaiser pharnmacy. There are sone
problems a little bit with that too, but 95 percent
of our patients have Kai ser drug benefits so we are
probably picking up at |east 95 percent of those
prescriptions. Prescriptions can go out of the
system and we would | ose themin that case.
Prescriptions can cone into the systemand we woul d
add themin al so.

The system automatically |inks pharnacy,
| aboratory and patient denographic data. We
refresh it weekly. W could refresh it daily but
we expect people to take a |l ook at the tool weekly
because that is usually soon enough for us. The
ot her aspect of the tool is that 93 percent of the
time we pull the data in for the people. There are
folks in the nedical centers, pharnmacists and
der mat ol ogi sts and nurses that are taking care of
patients and you don't want them having to type
data in the machines. Seven percent of the tine

there is a transactional input because we stil
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honor the yellow sticker. So, to the degree we
have a manual prescription wthout the | aboratory
com ng through the Kaiser system we will honor
that prescription whether it is froma KP
der mat ol ogi st or soneone outside. So, about seven
percent of the tine we have to type that thing in.
You know, that is a bit of a pain but that is how
you get credit. If you don't type it inl wll see
a gap in your performance and they will get a phone
call.

VWhat is also inportant here--we do this
with every other tool that we have, we conpare
medi cal center performance to nedical center
performance during the sane tine frane, and we al so
tell our medical centers to conpare their
performance over tinme. It is up to each nedica
center to actually get into the nitty-gritty of
this stuff. That is where patient care is
provided. They have the tools in front of themto
see their own performance. They know everybody
el se sees their perfornmance; they see everybody

el se's performance and it actually does make peopl e
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285
perform because, first, they always want to do the
right thing for the patient but then, if you put up
sonething like this, they absolutely want to do
well in terns of the performance that is out there.

Data is current. That is another key
thing for us. |If data is not current people can't
be expected to act or react or to inprove. Getting
physi ci ans' or pharmaci sts' or nurses' data six
mont hs ol d neans nothing. W downl oad the data
into Excel format for customreporting so if you
want to do sone customreports at your medica
center, you can actually downl oad that thing and
actually create all the funny little reports that
you want, and you can actually drill down into the
prescription | evel data, the physician | evel data,
the pharmacy | evel data, and patient |evel data and
we know everythi ng about everybody and we al so can
roll it out so that people can see it at a high
| evel al so

Most inmportantly, security and limted
access to protect the confidential nature of this

data--it is heavily protected. It is password
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protected. People can't get in there. People who
do get in there we know about and if anybody, God
forbid, does sonething wong, you know, they are
going to get fired during these days of
confidentiality.

[Slide]

I amgoing to give you a couple of screen
shots and then try to nove pretty quickly. Here is
a screen shot that | took. It was a screen shot
fromdata refreshed through 2/13/2004. This
actual ly shows you January of 2002 to Decenber
2003. The essential thing is that we have this
web-based system The data is displayed. People
can roll it out and with the tool itself you can
actual | y nonitor nmanaged performance

[Slide]

I want to finish up with a couple of
things. For those of you that read Paul Pl sek,
these are conpl ex human behavi or things. They are
not conplicated issues. One thing | think the risk
managenent peopl e and maybe the FDA could learn is

that peopl e who do popul ati on managenent actual ly
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manage patient care. The difference is between
managi ng a complicated probl em and managi ng a
conplex problem | amnot going to go through that
today but there are people out there who are
experts in this area, obviously.

[Slide]

There are sone issues here that kind of
differentiate between a conplicated problemand a
conplex problem | will |eave you that to read.

[Slide]

Anot her guru here is Don Berw ck who has
| aid out nuch of what it takes actually to change
the healthcare system |If you are not |ooking at
what he has to say in this area, you nmay be m ssing
an opportunity to truly inprove the healthcare
systemin this country.

[Slide]

I will finish up with why this is working
at Kai ser Permanente. | probably have already
convi nced you of this, | hope. Physician and
pharmaci st buy-in. W work as a team It works

because people there are committed. There is a
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huge cultural alignment to nmake this work.

We also allow for reinvention locally. |If
a lab locally and a pharnmaci st want to get together
a certain way that is slightly different but the
phar maci st has that negative pregnancy result
before they dispense a prescription, it is allowed.
We just want that documentation. You have to have
some flexibility to hel p peopl e work together
because things are just not set up exactly the sane
every pl ace.

I have al so tal ked about technol ogy and
data. It is readily available. It is in rea
time. That is obviously a big advantage.
Performance reporting and nonitoring is critical to
success. People do not get better unless they have
real -tinme performance reporting and nonitoring.
And, quality issues are reviewed through the norma
peer review quality channel at each of our nedica
centers. In the event that there is a quality
i ssue, that does get channeled normally through for
peer review and then the quality process takes

hol d.
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| amgoing to stop there and take
questions, and would be interested if anybody had
any observati ons.

Questions to Kaiser fromthe Comittee

DR GROSS: Dr. Trontell?

DR TRONTELL: Yes, with your inpressive
i mprovenent in pregnancy test perfornmance, | wonder
if you can give us any information on differences
i n pregnancy outconmes, and whether the Kaiser
system captures information on contraception use as
wel |l as various forns in which pregnancy m ght be
term nat ed

DR WAGNER: Yes, we would have to do sone
addi ti onal work because | pulled npost of this data
of f our systens. But, in theory, we would be able
to go back and link this up. |In essence, you have
a northern and southern California cohort of 5,000
patients during this tine frame. For exanple, what
we haven't done is take a | ook 60 days out after
the last fill so that a patient has a prescription,
three days worth of nedicine and then add 30 nore

days in and what was their pregnancy status 60 days
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after that dispense or 30 days after the last fill?
Those are things that we could actually work on

because the data is available. W just haven't

done that |evel of work. |In theory, we could data
m ne and find all sorts of things. If we spend
sone time and effort, | think we can actually tease

out nuch of this.

DR GRCSS: Dr. Kibbe?

DR KIBBE: The crucial question was
asked. Wthout an endpoint of knowi ng how many
pregnanci es occurred in your system | don't know
whether it is any better than anything el se.

DR. WAGNER: The one thing we can
ascertain | ooking back at 2003 data, and | have
done this nyself in addition to the data people, is
that we had no patient who was pregnant and
recei ved an Accutane prescription in 2003 in
northern California and southern California, and we
had no patient who was on Accutane and becane
pregnant during that tinme frame. Now, we should do
alittle bit nore work because people coul d becone

pregnant, like | say, 30 days after and we haven't
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1 pi cked up that data. W would be willing to | ook

2 at that also just in the event there was a

3 pregnancy after the last Accutane fill.

4 DR GRCSS: Dr. Day?

5 DR. DAY: W all have the sane question

6 Coul d you just repeat that last part? Are you

7 saying there were no fetal exposures in the initial

8 period and during the period of taking the drug,

9 and you just haven't |ooked at the 30 days post?
10 DR WAGNER  For 2003, north and south, we
11 can find no fetal exposures.

12 DR GRCSS: Dr. Vega?

13 DR. VEGA: Yes, | have the sanme question
14 Dr. Trontell had about the pregnancy occurrence

15 anong your group. Have you done studies to |ink
16 preghancy status with drug use or pharnacy

17 prescription before?

18 DR WAGNER: General studies?
19 DR VEGA: Yes.
20 DR. WAGNER: No. Actually, this was

21 probably nore work we have done related to

22 preghancy status or potential pregnancy status than
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292
any other work we have done.

DR GRCSS: Dr. WIkerson?

DR WLKERSON: First of all, ny
conplinents. This is truly what | was talking
about before as best of practices and it doesn't
get any better than a controlled setting |ike this.
Havi ng been a managed care director nyself, | can
tell you that trying to get physicians to go in one
direction is like herding cats and you certainly
have nastered the art, probably froma nonetary
reward, but it certainly hel ps change behavi or.

This is the sort of stuff that we need as
a conmittee before we go inventing the nationa
wheel to know in best practices does a particul ar
strategy work. If this data holds up--1 mean this
is an ideal situation. Physicians are controlled.
The distribution is controlled. You have a pane
of patients that are interested in their health.
This is the sort of stuff that we need to know as a
committee if we are going to recomrend somet hi ng
that is not a band-aid, that in best practices it

does work. So, ny conplinents to you
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DR CGRCSS: | would echo that question
Your adaptive conpl ex system works because you have
a honobgeneous culture. In the rest of the world
where medicine is sonewhat of a free-for-all, do
you have any | essons for those systems, any
suggestions? You said you actually publish the
results and show themto the doctors as a group so
they see everybody else's results.

DR WAGNER:  Yes.

DR CRCSS: What kind of feedback do you
get on that? Do they accept that?

DR. WAGNER: Absolutely. It happens al
the tine, not just with this report but whether you
are managi ng an asthmatic patient or any other
groups of patients. Using unblinded peer
conpari son reports--they are protected froma
confidentiality standpoint; | nean, it is in a
departnental neeting or that type of thing--is a
very powerful tool to get people either to change
or, you know, there are tinmes when there may be
justifications for a practice but it is a very

ef fective techni que that has been used over and
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1 over.

2 One thing | would add, and | actually

3 just discovered this naybe in the last nonth, there
4 is a clozapine registry that | think has nany of

5 the sane elenments. The Ivax conpany in Florida

6 that manufactures clozapine requires white cel

7 counts before you can dispense it. This clozapine

8 registry is an absolutely fascinating tool. It

9 very simlar to our Med-SMART tool in ternms of the

10 functionality and capability. So, if anybody is

11 interested in |ooking at that, and the agency
12 certainly has sone review of clozapine--if they

13 could denonstrate sinilar |levels of conpliance,

14 because that woul d be outside of Kaiser Permanente,

15 then that mght be a very powerful |earning also.

16 DR GRCSS: Dr. Bigby?

17 DR. Bl GBY: I would |like to know what was

18 your experience in terns of nunbers and rates of

19 pregnhanci es on Accutane prior to April of 2002

20 DR. WAGNER: | don't have those actua

21 nunbers. Those nunbers would be rolled up at a

22 medi cal center level. They would have been dealt
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with in the confidential peer review quality
assurance process. So, | don't actually have those
data. They weren't avail able before we actually
started this programin a centralized fashion

DR. BIGBY: So, it is possible you didn't
have any before.

DR WAGNER It is possible we didn't have
any before. Again, if you talk to the
dermatol ogists | work with, they will tell you that
this whole thing that they are going through they
don't think changed quality much. But it actually
I think denonstrates quality in a way that if you
ask ne that question today | actually have a | ot
greater degree of confidence that, yes, the quality
is here. But the dernatol ogists who do this
quality review process would tell you I think they
don't think they had rmuch of a probl em before.

DR GRCSS: Dr. Witnore?

DR WH TMORE: | think your program
probably does prevent initiation of Accutane when
pregnancy is present. As far as preventing

pregnancy during therapy, | would question how you
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gat her data about pregnancy. | would al so say that
some wonmen may take abortifactants and never report
that to their doctors, and al so go outside of your
system for an abortion

DR. WAGNER: Exactly. The
program -because it indexes on Accutane
prescriptions, at the end it is open. But | think
there are enough data el ements within our system
that we could actually figure out how big a
problem if any, does exist.

DR. GRCSS: Thank you very much. The next
speaker is Dr. Richard MIler, Professor and
Associ ate Chair of Obstetrics and Gynecol ogy. He
will talk about the Organization of Teratol ogy
Information Services, and this is an interim
report.

Organi zation of Teratol ogy Information Services,
InterimReport, North Anerican Isotretinoin
I nformation and Survey Line

DR. MLLER | appreciate the opportunity

of joining you today and refl ect back on nmy first

visit with you all, back in the early '80s and
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beyond.

As indicated, | amon the faculty of the
Uni versity of Rochester but | also amDirector of
PEDEX, NIH a New York teratogen infornation
services as well. So, | tend to see the patients
who do becone pregnant and are, in fact, addressing
those sorts of issues today.

[Slide]

VWhat | will be tal king about is what OTI S
does. How we, in fact, have gotten involved in the
Accut ane issue, and | will share a couple of cases
with you and a study that we have been doi ng,
called the OIS North American Isotretinoin
Informati on and Survey Line. This is an interim
report. We were asked by the FDA to cone forward
with our data as we are in the mddle of this
particul ar study.

[Slide]

The study is funded by the CDC in
partnership with the Associati on of American
Medi cal Col | eges, and you can see the other

i ndividuals that are involved with this program
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[Slide]

OfSis a non-profit North Anerican
network of 19 state or regional teratol ogy
i nformati on services. These TIS provide updates on
informati on regarding the effects of drugs and
chemicals on the human enbryo and fetus via a free
of charge tel ephone consultation. There are nore
than 100,000 calls per year that we receive. Half
of themare fromthe general public and the other
hal f are from heal t hcare professional s.

[Slide]

OrlS is organi zed to stinmulate and
encour age research, education and the di ssem nation
of know edge in the field of teratol ogy and,
hopefully, to inprove the abilities or teratogen
i nformati on services to provide accurate and tinely
i nformati on about prenatal exposure with the
overal |l objective or preventing birth defects and
i mproving the public health.

[Slide]

Now, in 2002 we provided testinony to the

Subconmittee on Oversight and Investigations of the
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Conmi ttee of Energy and Commerce of the U. S. House
of Representatives. | share here some of the
recomendati ons that we have offered at that tine.
In brief, OTlS recoomended safeguards that are
nmodel ed on the thalidom de steps program which

i nclude several nmandatory el enents.

[Slide]

OTl S al so reconmended strict adherence to

the approval indications for the use of

isotretinoin, limting prescribing to

dermat ol ogi sts and the S MA R T. program inproved

contraceptive counseling, and direct patient access

to risk assessnment and counseling and, very
importantly, the continued eval uati on of the
ef fectiveness of these progranms. Because | have
limted time, | have highlighted only a few of
these recomendati ons, and down here you can find
the entire report, here at the web site.

[Slide]

We have been active and in 2000 the
California Teratogen Information Service

contributed to a study of 14 wonmen whose
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pregnhanci es were inadvertently exposed to
isotretinoin, reflecting the failure of the
Pregnancy Prevention Program

[Slide]

At that time, we began catal oguing the
nunber of calls that we get at OIS across the
United States and Canada, and here you can see the
nunbers that we have gotten over the past three
years. This was at the sane tine that we are now
beginning to | ook at the transition to new systens,
the S MA RT. versus the old preghancy prevention
system In these particular instances though we
have not found, at least in our calls of very
specific patients who call in, any decreases in the
nunber of calls that we have been receiving during
t hose tines.

In collecting this information, we also
realized that we needed to gather nmuch nore
detailed information fromthese patients to better
under stand why they were not successful in
preventing pregnanci es.

[Slide]
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In so doing, we initiated the isotretinoin
survey and, renenber, these are wonmen who
voluntarily called our service seeking help. So,
we spend a lot of time with these patients,
counseling themup front and then, at the end, ask
themif they are willing to participate in the
survey. So, we have al ready gai ned sone confidence
with these wonen and begin to know them at |east
fromthat first neeting.

There is going to continue to be
enrol I ment through Septenber, 2004, and we use a
very detailed and structured interview by a
research specialist and the participant is foll owed
until the known outcome of the pregnancy.

Qur objectives for this study have been to
identify barriers to the successful inplenmentation
of the conponents of the pregnancy risk nmanagenent
programs. Renenber, we are tal king both about
Canada and the U. S.

[ Slide]

As we have seen multiple tines, there are

two major goals to the S MA R T. program one to
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prevent preghancy in wonen who are al ready taking
isotretinoin and to prevent enbryonic exposure to
isotretinoin in wonmen who are already pregnant. |
would Iike to share two case exanples with you. W
have been tal ki ng about general specifics, but
let's tal k about two | adies who called our service.

[Slide]

I will call our first lady Ms. AL She is
a pregnant worman in her 30s and she has reported to
us that she had exposure between the third and
seventh week of gestation. She reported
di scontinuing her birth control nethod one nonth
before starting isotretinoin and nisinterpreted her
doctor's statenent that it mght be nmore difficult
to get pregnant for a tine afterwards to nean she
couldn't get pregnant.

She al so reported to her dermatol ogi st
that she couldn't get pregnant and, therefore, he
took that as a reason not to counsel the patient
about contraception or do pregnancy tests. She
al so was reported to be taking sanples of

isotretinoin to treat a chronic skin condition that
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was not acne. So, she was receiving these from her
dermat ol ogi st; she didn't have to go to the
phar macy.

So, here we are relying on a variety of
information fromthe patient that led to,
obviously, a very serious problem the fact that
she is pregnant and we do not know the fetal status
at this point today.

| add as an additional comment that we
reviewed the patient's exposure history here
because we were not aware that physician sanples
were available for isotretinoin. Al of her
responses though were consistent with that.

[ Slide]

Let us turnto Ms. Z. M. Z is a
pregnhant teenager. She called one of our Teratogen
Information Services to | earn about potenti al
probl ens that her baby m ght have because of
i sotretinoin exposure that occurred between five
and six weeks for a total of about six days. She
had never taken isotretinoin before, however, she

wanted to clear up her acne. She reported that she
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| earned she was pregnant followi ng a phone cal
from her dermat ol ogi st .

Because a famly nmenber was present when
the phone call was received, she reported to her
der mat ol ogi st that she was not sexually active and
that the test nust be incorrect. Her dernatol ogist
reportedly accepted her statenent and thought the
pregnancy test nust be incorrect and gave her a
prescription for isotretinoin which she started the
very next day.

After taking isotretinoin for those six
days she decided to have another pregnancy test and
when, in fact, she discovered it was positive she
stopped her isotretinoin. Her preghancy is
continuing and the fetal status is al so unknown.

[Slide]

So, fromthese case histories we can see
really an illustration of several m ssed
opportunities for prevention of exposure to
i sotretinoin during pregnancy. The errors arise
frommultiple sources--m scomuni cation between the

heal t hcare provi der and the patient;

file:////[Tiffanie/daily/0226DRUG.TXT (304 of 392) [3/10/2004 2:27:34 PM]

304



filex////ITiffanie/daily/0226DRUG.TXT

10

11

12

13

14

15

16

17

18

19

20

21

22

305
m sinterpretation of information by the healthcare
provi der; and denial of risk by the patient. Lack
of adherence to the required conponents of the risk
managenment program renove saf eguards that may have
prevented t hese exposures.

[Slide]

Let's turn to our study. W have a
I'imted number of cases, a total of 23, half from
the United States and half from Canada. There are
key differences here because in Canada we conti nue
to have the Pregnancy Prevention Program whereas in
the United States we have the S MA R T. program so
we have a built-in conparison, you night say. In
Canada 100 percent of the patients were taking
Accutane. In the United States 55 percent of the
patients were and one patient was actually given
bot h Accutane and a generi c.

If we | ook at sonme of the data, especially
what may be considered why they were taking it, in
response to several questionnaires about the use of
i sotretinoin we asked our patients about whether

they were being treated for severe, recalcitrant
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nodul ar acne. What you can see here is that 36
percent of the patients described their skin
condition as cystic or nodular in the United States
and a sinmilar nunber in the Pregnancy Prevention
Program Even fewer recalled that their doctor had
di agnosed this condition.

Sonewhat nore encouragi ng, which in fact
was di scussed a little earlier, is that 82 percent
of the patients were, in fact, previously treated
with oral antibiotics; 57 percent in the Pregnancy
Prevention Programin Canada.

[ Slide]

So, this helps to establish to sone degree
what, in fact, was the usage but we were nore
concerned with the elenents of the S MART.
program and the survey included questions that
expl ore al nost all aspects of wonen's pregnancy
exposure but today | amgoing to limt it to, and
hi ghl'i ght, these four elements. These elenents
pertain to nonitoring for the pregnancy program and
they can be objectively evaluated, and are the

keystone of an effective prevention program
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If we turn to "wonmen nust have two
negative pregnancy tests" and, obviously, you are
all aware of that what we asked our patients about
was whether, in fact, they had a second pregnancy
test during their nmenstrual period before beginning
isotretinoin. Interestingly, 27 percent did and 3
percent did. Thus, for the S MA R T. program
alone it appears that 73 percent of the wonen
surveyed were not screened using two pregnancy
tests as required by the program |In addition, 22
percent of these wonen reported that they had one
pregnancy test that indicated they were not
pregnhant when, in fact, they were. A second test
m ght have successfully prevented the exposure.

[SIide]

Qur second el enent--according to the
S MA RT. programwomnmen nust use two forns of
birth control sinultaneously starting one nonth
before receiving the prescription. Overall, 70
percent of the wonen surveyed said that they were
using at least one birth control nethod and this

was sinmlar in the two groups. However, only 36
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1 percent of the wonen in the U S. and 8 percent of
2 the wonen in Canada reported they were using the
3 two forns. Thus, 64 percent of wonen surveyed

4 i ndi cated they were not following the S MA RT.
5 requirenents to use two fornmns.

6 I nmust add though, in addition, when wonen
7 who reported they were using contraception one of
8 the responses was referring to unreliable nethods
9 such as the rhythmnethod. This, again, confirns
10 the need for effective contraception counseling.
11 [Slide]

12 Qur third elenment--according to the

13 S.MA R T. programwonmen nust receive a pregnancy
14 test each nonth before refilling their

15 prescription. Only 36 percent of our woren in the
16 U. S. reported that they had nonthly pregnancy

17 testing during the course of therapy. Actually,
18 the percentage in Canada was nuch hi gher. CQur

19 conclusion is that it appears that 64 percent of
20 the wonen in our group were not screened for

21 pregnancy nonthly as required.

22 [Slide]
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Qur fourth el enent--pharmaci sts must only
fill prescriptions that bear a yellow qualification
sticker. The responses from our group, and maybe
it is an unusual group, are that wonmen who recalled
seeing a sticker on their prescription that they
took was about 30 percent. For nore than
two-thirds of the wonmen surveyed there is doubt
about conpliance with the use of the SMART
yel | ow prescription program So, our data set of
women, which may be unusual, indicates that these
are sone of the issues that they believe they
not ed.

[Slide]

In response to participation in any of the
manuf act urer surveys, this is where we were
di sappoi nted that about 13 percent of themreported
contacting the survey; 65 percent reported they did
not participate in any of themand actually 18
percent couldn't be sure, but it is different than
the reports that were seen so this may be a
subpopul ation. This may be due to the new

managenent for the change of the Accutane survey;
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310
dual surveys for brands and generic preparations;
and different names and appearances of the risk
programas it noved through the process. But we
are tal king here 13 percent.

[ Slide]

Strengths of our study--these interim
results presented here should be considered in
light of strengths and limtations. Al the staff
has extensive experience in comunicating with
worren about their reproductive concerns. This
experience was used in designing a survey that
elicited information while respecting the difficult
i ssues that these women were facing. The survey
used a detailed, structured interview instrunent.
Most interviews were conpleted within three nonths
of exposure and before the status of the fetus was
known.

Sone of the limtations here are obviously
the small nunmbers because it is an interim study.
Al of our estimtes were based on wonen's recal
of events which may have been influenced by a

nunber of factors. Finally, wonmen who call a
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Terat ogen Information Service and agree to
participate in our survey are |ikely not
representative of all wonen who take isotretinoin,
and may not be representative of all wonen with an
i sotretinoin exposed pregnancy but obviously we
have denpnstrated a very unusual popul ation

[Slide]

So, our prelimnary conclusions indicate
that the data collected in our studies of
i sotretinoin exposure in the US. prior to
institution of the S MA RT. systemfound simlar
rates of non-conpliance with U S. and Canadi an
progranms. These data illustrate that preventable
exposures continue to occur due to non-conpliance
with current requirenents, and that perhaps this
survey information will be helpful to you and
others as one begins to use this qualitative data
to identify risk factors for exposure.

One of the things that really came out to
us in this survey is how inportant the counseling
to this group of patients related to contraception

and to pregnancy test is so critical. The optiona
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1 need or opportunity to refer to a wonan's

2 heal t hcare provi der may be one that we need to | ook
3 at even nore closely.

4 [Slide]

5 Bef ore taking questions, | would like to
6 close by saying that the desire for a healthy child
7 is nearly a universal one. OIS is dedicated to

8 hel pi ng wonen and their doctors in this endeavor

9 and we hope that this OTlS survey will be useful in
10 i dentifying m ssed opportunities for preventing

11 exposure to this powerful teratogen during

12 pr egnancy.

13 Finally, as a personal note, one question
14 I would Iike to raise with everyone around the

15 table here is when we are tal king about getting a
16 dermatol ogist certified and we all are constantly
17 having to go through a recertification processes,
18 but it hasn't been nmentioned at all at the table

19 here whether in fact having updates in requiring

20 recertification, reinforced with those that are

21 prescribing, is of inportance to what we are doing

22 here today. Thank you, and | am open to questions.
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DR GRCSS: Thank you, Dr. MlIler. CQur

first question is fromDr. Epps.
Questions to OIS fromthe Committee

DR EPPS. Yes, we recertify in
dermat ol ogy, and | can assure you a lot of the
things you have addressed as far as conti nuing
educati on goes on--the American Acadeny of
Dermat ol ogy at all of our neetings at the loca
| evel, the national |evel and our publications we
tal k about this drug; we tal k about Accutane al
the tine.

I would Iike to ask you, however, there
are sone other drugs and substances which are
associ ated with enbryopat hy, everything from TORCH

i nfections, radiation exposure, but specifically

medi cati ons whi ch include anticonvul sants which are

commonly used, al so ami nopterin and ot her

medi cations reported. Soneone nentioned

met hotrexate which is definitely a category X

medi cation. Do you all also nonitor pregnancy
rates with other category X prograns? We know

about thalidom de; we have tal ked about that. But
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1 | woul d counter that, you know, certainly

2 met hotrexate is used for juvenile rheumatoid

3 arthritis, as well as sone psoriasis and certainly
4 preghancy potential is there for those patients.

5 Those happen in young people all the time, those

6 conditions, and are we treating this drug

7 equi val ently?

8 DR. MLLER | think you know the answer
9 to that one, that we are not treating them

10 equivalently. W are treating this drug nmuch nore
11 like a thalidomde than we are treating themlike a
12 val proi c acid or di phenyl hydantoin. Perhaps sone
13 of the reasons for that can come fromthe fact that
14 many of these patients are on them chronically and,
15 therefore, soneone who is taking an anticonvul sant
16 if, in fact, she is ever going to becone

17 pregnant - -and for phenytoin we are down around the
18 10 percent |evel of the phenytoin syndrone, she may
19 never be able to get off that nedication

20 Qovi ously, we want to get folks off the val proic
21 acid because of the neural tube defects. This

22 needs to be thought of up front with the heal thcare
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1 provi der who is prescribing, the neurol ogist or

2 whoever, and al so the obstetrician/gynecol ogi st in

3 her planning for a pregnancy. |In those particular

4 instances that is certainly a bit different than

5 what we are tal king about here about a rather

6 acute, even though only a five-nonth, exposure.

7 DR EPPS: Also, | don't know if we have

8 menti oned al cohol - -

9 DR MLLER Yes, Sidney Wlfe didn't do
10 that this nmorning. He said the two nobst critica
11 ones and he left out alcohol. | noticed that too.
12 DR EPPS: Fetal al cohol syndrone is

13 certainly a | ot nore common.

14 DR M LLER  Yes.

15 DR CRCSS: The next question is fromDr.
16 Gar dner .

17 DR GARDNER: Can we ask the manufacturers

18 to address the question of sanpling?

19 MS. REILLY: Tammy Reilly. W absolutely
20 do not sanple isotretinoin. What we do is we have
21 a nedi cal needs programthat provides drug for

22 i ndigent patients. W do that for all of our drugs
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at Roche Pharnmaceutical s because we feel that any
patient who is under-insured or uninsured should
have the opportunity to get our drugs. So, | can
only surmse that perhaps the sanple that this
person is referring to m ght have been through that
program What is required in that program
specifically for Accutane, which is different from
any other drug that we have and provide at Roche
through this program is that in addition to the
formthat the physician rmust fill out to qualify
the patient froma financial perspective, we also
require that they actually include the sticker on
the formthat states that they have qualified the
patient according to the contraindications and the
war ni ngs of the package insert when they send in
that form So, we woul d not expect that they have
not gone through the rigorous process that they
woul d be expected to do through a nornal
prescription process.

DR GROSS: Dr. Witnore?

DR VHI TMORE: Dr. MIler, when you were

aski ng about recertification, did you nean with the
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S MA R T. progranf

DR. MLLER Yes. |If you have to do it
once, why not do it again?

DR. VWH TMORE: You are right, we only do
it one tine and | agree with you

DR CGRCSS: Dr. Bergfel d?

DR. BERGFELD: Thank you. | just wanted
to have addressed somewhat of an inconsistency. |If
those two cases that you used as illustrations were

typical of those who called in and actually
reported to you so you could interviewthem it is
hard for ne to imagine that if they were able to do
that that they would not have read the information
that the physician gave them signed it and sent it
because to make this call is quite a step. So,

see there is inconsistency here in the type of
person that we are talking about.

DR MLLER Well, | agree whol eheartedly
with you that you have a subset of the genera
popul ati on and you are using nunbers of 96 percent
successful with witing the qualification. |

i magi ne the subset of women we are talking about
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1 here is probably well bel ow one percent of the

2 users of this drug. But these are, at least in

3 this case, 24 wonen who have, unfortunately, not

4  been successful with the Pregnancy Prevention

5 Program and, for a variety of reasons along these
6 lines, many of them shared with the heal thcare

7 professionals in ternms of m sunderstandi ngs but

8 al so problenms with not using the right form of

9 contraception. But these are the ones that are

10 falling through the cracks. Obviously, npbst wonen
11 are doing well. W are trying to identify what is
12 that population that isn't doing well. This is

13 where we cone up with all of these inconsistencies
14 because they are a subset of the total group that
15 is certainly different. | don't knowif | answered
16 your question

17 DR. BERGFELD: | guess the bottomline is
18 they didn't read the information given to them and
19 shared with them by their physician and then they
20 are smart enough to call your group. There is an
21 i nconsistency in that they can understand the

22 directions. Compliance is another thing but
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consi stency of understandi ng, and you i ndicated
that they didn't understand.

DR MLLER Well, the part that they
didn't understand, that was when their OB did a
procedure that then said, gee, you probably wll
have difficulty getting pregnant for the next year
She interpreted that as, well, | can't get
pregnant. She passed that on to another healthcare
provi der who said, well, if you can't get pregnant,
then you fall into that group and, therefore, we
can give you the drug. So, there was a variety of
|l evels of msinterpretation for that patient. But
| agree in general. |f they have signed all of
these consent forms and have nanaged to get this
far along, they should be able to do better, but
this is the nature of that subgroup that is getting
pregnant and that is the group we are trying to
hel p.

DR. CRCSS: Robyn Shapiro?

DR. SHAPIRO Along those lines, and I am
assuning the answers here, but did you go back and

check with the providers about the accuracy of the
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report of the patients about what exactly happened?

DR MLLER At this point intime w are
providing you interimresults. W have not
contacted any providers at this point and this
survey i s based upon what women are, in fact,
reporting to us. In this particular situation one
may defensively point fingers in different
directions too.

DR. SHAPIRO So, do you have plans to do
t hat ?

DR. MLLER As part of this survey we do
not have perm ssion at this point to contact the
provi ders and we have contact with the patient.

So, this may be a possibility in the future but our
| RBs have not approved us to do that, and certainly
Paul a Knudson woul d not want us to do that w thout
appr oval

DR CGRCSS: Thank you all very much. It
istime for a break. W wll reconvene at 3:15.

[Brief recess]

DR CGRCSS: W have two nore presentations

before we close. You have all had a chance to cal
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321
your offices and know what nisery greets you on
Monday.

[ Laught er]

| see a lot of nodding heads. Okay, Dr.
Kat hl een Uhl, working at the FDA on the pregnancy
and | abeling team will talk about risk managenent
options for pregnancy prevention

Ri sk Management Options for Pregnancy Prevention

DR UHL: Thank you and good afternoon

[Slide]

The goals of this talk are, first, to
descri be the general principles of what constitutes
a teratogen, and then to describe the el enents that
go into the decision-maki ng process regardi ng risk
managenment strategies to prevent fetal exposure to
a particular drug and, lastly, to describe existing
strategies that are used to prevent pregnhancy and,
therefore, prevent fetal exposure.

[Slide]

For nost people, and in very sinple terns,
a teratogen is an agent or a factor that causes

birth defects or congenital nalformation. There
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are sone other definitions that are nore
scientifically driven. One exanple is here on the
slide, that a teratogen is an agent or factor that
causes the production or physical defects or
abnormal devel oprment in an exposed embryo or fetus.

One of the common m sconceptions though about the
word teratogen is that people think that exposure
to the agent or drug will always result in abnorma
fetal devel opnent.

[Slide]

It is probably nore accurate to use the
term nol ogy teratogenic exposure as opposed to
teratogen. Teratogenic exposure inplies that a
drug or agent has teratogenic potential at
clinically relevant doses that are used in humans.
Despite exposure to a particular drug or agent, at
the right dose and at the right tine in pregnancy,
this does not necessarily result in a birth defect
so the teratogenic effect is not 100 percent.

[Audio technical difficulty with slide 5
and 6]

a teratogen is with animl data.
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1 Ani mal studies are typically performed in the

2 pre- marketi ng phase of drug devel opment to assess
3 reproductive risk. The aninmal data are

4 particularly useful for generating signals about

5 whet her a drug may be a human teratogen. The

6 assessnent is based on the totality of evidence

7 fromanimal data as well as what is known about

8 drugs with simlar pharmacol ogic activity. |If the
9 data are concerni ng one could conclude that a drug
10 is highly suspected to be a human teratogen. In
11 this case the drug is not yet proven to be a hunman
12 teratogen. Based on aninal data al one we will

13 never be able to conclude that a drug is a human
14 t er at ogen.

15 [Slide]

16 The way that we do that is with human

17 data. Typically, it takes years even decades to
18 generate sufficient human pregnancy exposure data
19 to conclude that a drug is a human teratogen
20 There are sone sources that are very useful in
21 assessi ng whether or not a particular drug is

22 associated with teratogenicity. These include such
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324
thi ngs as adverse event reports, those that are
reported to regulatory authorities and the exanple
here woul d be the MedWatch fornms. Case reports,
case series, case control studies that are found in
the medical literature are very useful. 1In the
case of isotretinoin there were case reports of
teratogenicity within the first year of marketing
inthe US

Anot her source of information are the data
that conme from pregnancy exposure registries which
are prospective epidem ol ogi c studies or data that
can cone from other post-narketing studies. The
peer revi ewed assessnents that are done by the
Organi zation of Teratogen Information Services and
also by TERIS are typically not independent data
sources and they really serve as a resource that
hel ps pull together all the various data sources
into one | ocation.

[Slide]

Now what | want to do is nove on to
di scuss how we go about a deci si on-naki ng process

regardi ng ri sk nanagenent to prevent feta
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exposure.

[ Slide]

When devel opi ng and i npl enenti ng pregnancy
prevention strategies it is inportant to natch the
strategy to the level of concern that you have for
that drug. Here we have listed three | evels of
concern just for sinplification purposes. Wen the
data do not indicate fetal risk the | evel of
concern woul d obviously be quite |l ow. The next
| evel of concern woul d be when we have ani nal data
or other sources that are very concerning and, in
that case, we woul d consider the drug to be highly
suspect to be a teratogen. The highest |evel of
concern is for those products that are known human
t er at ogens.

It is inmportant to keep in mind that not
all teratogens are equal and you need to consider
the frequency, the severity of adverse feta
outconme, the reversibility and the timng of
exposure in the selection of pregnancy prevention
strat egi es.

[Slide]
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Anot her aspect of the decision-making is
to understand what is the risk. 1In order to do
that you need to address sone specific aspects for
fetal risk. For exanple, the frequency of the
event, is the event of high frequency or low as it
conpares to the background risk for congenita
anomal i es?

VWhat is the severity of outcone? By
regulation, all birth defects are consi dered
serious. However, not all birth defects are equal
For exanple, there are sonme birth defects that are
inconpatible with Iife. There are other birth
defects that are cosnetic. The exanple of that
woul d be the tooth staining that can occur
foll owi ng exposure to tetracycline. There are
other birth defects that are reversible. There are
some congenital heart nmal formati ons that can be
surgically corrected.

The type of abnornality is inportant to
consi der, and those were reviewed on a previous
slide. The timng of exposure is a critical item

to determine in assessing risk. When during
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preghancy is exposure associated with the highest
risks to the devel oping fetus? For exanple, if a
birth defect is associated with first trinester
exposure, that actually rather broad range, could
the time of exposure be narrowed to a very defined
time, for exanple the ninth to the el eventh week of
gestation? O, as in the case with ACE inhibitors,
is the birth defect associated only with second and
third trimester exposure? Wth the ACE inhibitors
therapy can be easily discontinued or changed pri or
to the critical time of exposure for adverse feta
outcones. The earlier in pregnancy the adverse
fetal effects occur, the nore likely it is that
pregnancy prevention strategies are needed. The
severity and the type of adverse fetal outcones
af fect our perception of "badness" and help to
drive the decision to inplenent pregnancy
prevention strategies.

[Slide]

Anot her el enent that goes into the
deci si on-naki ng process is the consideration of

mat er nal di sease. Maternal disease itself may
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carry increased risk for birth defects. The
exanpl e that has already been given is that of

di abetes. Untreated maternal di sease nay have
serious untoward consequences on the health of the
mot her or the fetus. An exanple would be untreated
seizure disorders. The benefits of treatnment are
inmportant. The risk/benefit to the nmother and the
fetus colors our willingness to accept birth
defects or adverse fetal outcones.

[Slide]

Despite the many drugs that are on the
mar ket, there are only a few and sone sources say
that there approximately 19 drugs or groups of
drugs that are believed to be teratogenic in
humans. Several of the known human teratogens do
not have specific pregnancy prevention strategies.

VWhat | would like to do here is contrast
two wel | -known human teratogens, warfarin and
isotretinoin. The toxicity for warfarin is
wel | -known and the warfarin enbryopathy has been
wel | characterized. The teratogenic risk is

relatively small and occurs at relatively | ow
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rates. The wi ndow of exposure for teratogenic risk
is highest in the second half of the first
trimester and the window is even narrower, six to
ni ne weeks, of fetal life.

Femal es of chil dbearing potentia
represent a small percentage of patients who are
taking the drug, and the patient-provider
relationship is typically nore conprehensive ow ng
to the long-termtreatnment of chronic nedica
condi tions such as continued anti-coagul ation for
artificial heart valves or for thronboenbolic
di sorders.

Wth isotretinoin some of the toxicity is
wel | -known, in particular the structura
mal formations are wel |l -known. There are other
toxicities that are not as well recogni zed. The
risk is larger and occurs at higher rates. The
wi ndow of exposure is highest in very early
pregnancy and sonme have estinated that the highest
risk period is fromthree to five weeks. The
overall use of isotretinoin is high in females of

chil dbearing potential and the patient-provider
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330
relationship is of relatively short duration and
targeted to a single nedical problem that being
acne.

[Slide]

There is no question and we are not
debating whether isotretinoin is a human teratogen
There are nultiple devel opnental abnornalities that
are associated with isotretinoin exposure to the
devel oping fetus. As illustrated here, there are
mul tiple structural mal formations including
crani ofacial and ear findings. It is estimted
that the full spectrumof retinoid enbryopathy
occurs in 20-30 percent of exposed fetuses, as was
mentioned earlier this norning by Dr. Lindstrom

However, it is believed that even higher
nunbers of exposed fetuses have single structura
mal formati ons. The work done by Adans and Lammer
in the early '90s denonstrated a hi gh incidence of
intellectual deficits in children who were exposed
early in the first trinester. The intellectua
deficits were found in children both with and

wi t hout maj or structural mal formations.
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Anot her devel oprnental abnormality that is
associated with teratogenicity in general is feta
and infant nortality, and isotretinoin is
associated with increased spontaneous abortion and
premature birth.

The critical period of exposure is very
early in gestation and is reported to be fromthe
28th to the 70th day of fetal devel opment, with the
nost critical tinme being the third to fifth week.
It is inportant to note though that no apparent
rel ati onshi p has been found between the duration of
exposure and resulting mal formati ons. Teratogenic
out comes consistent with retinoids have occurred
followi ng only one dose of isotretinoin during
pr egnancy.

I sotretinoin has uni que pharmacoki neti cs.
The half-life of isotretinoin and its mgjor
nmet abolite are approximately 24 hours. So, even
with inmedi ate cessation of drug it will take
approxi mately two weeks for 99 percent of the drug
and netabolite to be cleared fromthe body. It is

i mportant to renenber that stopping the drug does
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not result in inmedi ate cessation of exposure to
the fetus.

[Slide]

To reiterate--as if we haven't seen this
slide enough times--the goal s of pregnancy
prevention are that pregnant wonmen do not receive
the drug and that femal es of chil dbearing potentia
do not get pregnant while taking the drug. In
addition, this second goal would al so enconpass the
30-day period after drug has been stopped.

[Slide]

For products for which there is a concern
to the devel oping fetus the agency has historically
| abel ed drugs in two different ways, taking into
consi derati on maternal di sease, the popul ation of
i ntended use and the frequency and severity of
adverse fetal outcone.

If it is felt that the benefits of
mat ernal drug use outweigh the drug's potenti al
risks, then the drug is | abeled as category D
pregnancy category D and, by regul ation, there nust

be specific wording that is included in the warning
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section of the |abel

If it is felt that the benefits of
mat ernal drug use do not outweigh the drug's
potential risks, then that drug should not be used
in pregnancy and it is contraindicated in
pregnancy. The product is |abeled as a pregnancy
category X and, by regulation, there is sone
specific wording that nust be included in the
contraindications section of |abeling.

[Slide]

On this slide are just sone exanpl es of
known human teratogens and highly suspect human
teratogens that are contraindicated for use in
pregnancy. This is not intended to be an inclusive
list. Sinply contraindicating the drug al one does
not equate with true pregnhancy prevention
strategi es.

[Slide]

Beyond contrai ndicating the drug in
| abeling, there are additional pregnancy prevention
strategies that can be utilized. This slide has

several examples that are informational. They
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i nclude the black box warning. Any information in
the bl ack box warning nmust also go into product
advertising. There could be wording in the warning
sections or in other sections of the |abeling. The
i nformed consent docunents can be included in

| abeling and are either advised to be used or

i ncl uded when the physician is witing for this
drug, and a nedication guide which is required by

|l aw to be issued when the drug is di spensed.

[Slide]

There are other pregnancy prevention
strategies that are active interventions. These
i ncl ude such things as pregnancy testing and
contraceptive use. These typically require the
heal thcare provider and the patient to actually do
sonet hi ng.

[Slide]

The strategy of pregnancy testing
addresses that first goal of pregnancy prevention,
that no pregnant woman will get the drug. It is
useful as a risk managenent strategy in preventing

that only with the first pregnancy test that is
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335
done. Pregnancy testing does not address the
second goal, that women do not get pregnant while
taking the drug. It allows for early detection of
pregnancy and prevention of further exposure to the
devel opi ng fetus.

But sinply stating that a pregnancy test
shoul d be done is likely to be insufficient as a
pregnancy prevention strategy. Oher aspects of
pregnancy testing need to be addressed, such as
when to start pregnancy testing in relation to
begi nning the drug and the nunber of pregnancy
tests that should be performed. Also, how
preghancy testing should be continued throughout
therapy is inmportant. For example, should the test
be done nonthly or periodically wthout any
specificity as to what that periodicity would be?

How shoul d pregnancy testing be continued
after stopping the drug? It is hoped that this
woul d be driven by the drug's pharnmacokinetic
properties. Also, the test specifics such as test
sensitivity, the types of tests or the setting for

testing.
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[Slide]

Thi s next strategy of contraception
addresses the second goal of pregnancy prevention,
that wonen do not get pregnant while taking drug
Contraception does not address the first goal of no
pregnant wonman getting the drug. Again, sinply
stating that contraception should be used is likely
to be insufficient as a pregnhancy prevention
strategy and other aspects of contraception use
need to be addressed, such as when to start
contraception in relation to begi nning therapy;
that contraception be used consistently throughout
drug therapy; how long to continue contraception
after stopping the drug, again a reconmendation
that woul d be based on the drug's pharnmacoki netic
properties; and the specifics of contraception such
as the types and the numbers of acceptabl e net hods.

[ Slide]

There are numerous other pregnhancy
prevention strategies that could be used. The
strategies that are listed here are not specific to

pregnhancy prevention and have been used nore
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generally in other risk managenent progranms. These

strategies will actually be discussed in nore
detail in the next presentation by Dr. Trontell.
[ Slide]

It is unlikely that the two goal s of
pregnancy prevention will be net if the patient and
the provider do not understand the risk to the
fetus and actively work to nmitigate it. Strategies
shoul d i nclude that fenal es of childbearing
potential are definitely inforned of risk to the
devel oping fetus but, in addition to being
i nformed, the woman must understand the risk and
she nust denonstrate behavior that is commensurate
wi th the understanding of that risk.

[SIide]

Strategies to prevent pregnancy are very
complex. The ultimate goal of pregnhancy prevention
is to prevent fetal exposure to the drug both at
drug initiation and with conti nued use of the drug.
It is inportant to renenber that not all teratogens
are equal, therefore, pregnancy prevention

strategies nust be tailored to the specific drug.
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This is not a "one size fits all" process.

DR. CGRCSS: Thank you, Dr. Unl. The next
speaker is Dr. Anne Trontell, who is Deputy
Director, Ofice of Drug Safety at the FDA. She
wi Il talk about selecting risk managenent tool s:
consi derati ons and experience. After her
presentation we will take questions. Thank you

Sel ecting Ri sk Managenent Tool s:
Consi derati ons and Experience

DR TRONTELL: Good afternoon

[Slide]

As Dr. Gross told you, | wll be
descri bi ng sonme consi derations and experience that
FDA has with selecting risk managenent tools.

[Slide]

I will start with two definitions of risk
managemnent program goal s and of risk managenent
programtools. Then | will state sonme genera
considerations in selecting tools for risk
managenment. | will then recapitul ate some of the
concerns that have been expressed today with the

current isotretinoin risk management program and
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339
t hen suggest sone candi date tools that m ght
address those concerns. | will describe two
rel ated ri sk managenent prograns and conpare them
to the isotretinoin risk nmanagenment program and
then give you sone inpressions about the relative
advant ages and di sadvant ages of sone of the too
options available to us.

[ Slide]

In the context of risk nmanagenent
prograns, goals are described as the ideal product
use scenario or vision statenent. W have heard
about them many tines today. These are tailored to
the product-specific risk concerns and, as goals,
stated in absolute terns may not be fully
achi evable. An exanple of a goal is that no fetal
exposure shall occur and the two goals of the
i sotretinoin program have been articul ated severa
ti mes today.

[Slide]

Again, in the context of risk managenent
progranms, tools are defined as those processes or

systens that are intended to enhance safe product

file:////[Tiffanie/daily/0226DRUG.TXT (339 of 392) [3/10/2004 2:27:34 PM]



filex////ITiffanie/daily/0226DRUG.TXT

10

11

12

13

14

15

16

17

18

19

20

21

22

use by reducing risk. These tools are chosen
considering the severity, reversibility and the
frequency of the risk that is attenpted to be
mi ni m zed.

[ Slide]

Sone general considerations are avail abl e
in selecting risk managenent tools. ldeally, each
tool should add value in attaining the risk
managenment programgoal. |In choosing tools, one
shoul d seek those tools that have proven
ef fectiveness in reducing risk. One should al so
seek acceptability by the healthcare system and by
patients as well as practitioners, and | ow burden
on the healthcare system In selecting tools, one
shoul d al so seek to avoid those that place
unnecessary limtations on the beneficial uses of
the product. 1In recognition of the potential
confusion and burden, one should also avoid the
creation of nultiple custom zed tools that m ght
add to confusion. Insofar as possible, one should
seek, in designing tools for risk nmanagenent, to

avoi d uni nt ended consequences or paradoxica
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worsening of risk in attenpts to reduce it.

[ Slide]

For purposes of this presentation and
di scussion, | amgoing to talk about tools in four
broad categories and, quite frankly, spend nost of
my time tal king about those that go outside of the
product |abeling that Dr. Unl described so well for
you just a few mnutes ago. Just to be clear,
product | abeling, sonetines referred to as the
package insert or Pl, is largely targeted to
heal t hcare practitioners--physicians and
pharmaci sts nostly.

So, the first category that | would |ike
to describe I will term education and outreach.
This involves any of a variety of educational
materials that night be given to patients or to
practitioners. This mght take the form of
brochures or videos or patient information such as
pati ent package inserts of nedication guides.

The second broad category is one that is
difficult to capture in a single term For want of

a better one, | will refer to them as rem nder or
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342
pronpting systens. These are voluntary systens
that make it easier for individuals, be it
physi ci ans, pharnmaci sts or patients, to do the
right thing and follow the necessary risk reduction
efforts. These may take the form of stickers,
informed consent or limtations on product supply
or unusual product packagi ng.

The last category that | will describe is
limted distribution systens. These restrict the
prescribing, dispensing and use of a product to
sel ected groups of physicians, pharnacists or
patients, and they are often linked to nmandatory
conpliance with sone form of risk nanagenent.

[ Slide]

In ternms of the experience that we have in
the agency with tools being applied in risk
managenment, when it comes to product |abeling and
education outreach, in fact, there is quite a large
number of programs. Obviously, all products have
package inserts that have been approved by FDA
So, there is extensive use of educational material,

however, evaluation of these naterials for their
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ef fecti veness has been done in very few instances
and sone of those eval uations, |ooking at changes
in labeling or at "dear healthcare practitioner”

| etters have shown somewhat di sappointing results
interms of their ability to affect behavior.

Wth respect to the rem nder or pronpting
systenms, these have been used relatively
infrequently so we have relatively few nodel s upon
whi ch to base our experience. Effectiveness of
these has largely been untested and, in fact, the
eval uati on today of the isotretinoin risk
management programrepresents an inportant step
forward in eval uating such systens.

The | ast category of tools, those
involving limtations and distribution, are used
nmost unconmonly, downright rarely. These typically
are used for snmall patient popul ations that have
limted therapeutic options. In these prograns the
| ogistics of setting up the limted distribution
system i nvol ve sone form of registration of the
participants and that registration, in fact,

enabl es daily collection that has allowed us to
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eval uate their effectiveness and those have been
demonstrated effective at this point. | wll
el aborate further shortly.

[Slide]

Again, to cement these categories for the
di scussion to cone, sone exanples of drug products
in the rem nder or pronpting system woul d include
isotretinoin, the closely related programthat is
in place for alosetron and yet another one to give
you as an exanple is the drug product |indane,
where in the past year restrictions have been made
on the amount of that product that can be dispensed
to patients to mninize the likelihood of over-use
that has led to toxicity.

Wth linmted distribution we have
approximately six prograns |isted here, bosentan,
cl ozapi ne, dofetilide, mfepristone, thalidom de
and xyrem Those that have the asterisk by them
are ones where | aboratory testing is required as
part of these prograns.

[ Slide]

Let me now turn to sone of the concerns
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that have been expressed today with the performance
of the current isotretinoin risk managenent

program As Dr. Pitts indicated, refills are not
supposed to occur. They have been reduced in the
current programbut still occur at a rate of
approximately 2.5 percent of all the prescriptions.
W have evidence fromthe pharmacy conpliance
survey and from patient reports that some
prescriptions, a relatively small anmount, are being
filled without the stickers being present. Perhaps
more concerning is the self-reported data from
patients suggesting that stickers may be being used
wi t hout concordant pregnancy testing, estinated at
9 percent from our anal ysis of the Degge survey.

[ Slide]

The other inportant issue however that we
really want to address is those issues of pregnancy
exposures that have occurred. W have in our
anal ysis at FDA estinmated that the nunber of
patients initiating therapy while pregnant is
approximately 6 percent. W have heard other

estimates fromthe sponsors today that it may be 13
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percent or perhaps as much as 25 percent. In sonme
instances this represents inadequate pregnancy
testing, perhaps two tests not being done, and
correct timng and other fornms of errors.

There are other pregnancy exposures that
have been reported to us voluntarily, and the
majority of those are those that have occurred
during isotretinoin therapy or in the nonth
following. The reports that cone to us have
suggested these largely reflect problens either in
poor or absent contraception by patients. In some
i nstances the case reports have descri bed
i ndi vi duals who plan to be abstinent but had
unanti ci pated sexual activity and were unprepared
with contraception

In addition to these concerns, one that
has not been enphasi zed to any great extent today
but which, through case reports, have been nade
known to us is that this product is used in sone
unknown percentage by individuals wthout the
benefit of nedical supervision. There are

i ndi vi dual s, sone described in the MWMR article
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descri bed previously, who have obtained the product
illicitly through the Internet. They may have
borrowed it froma friend or, in sone instances,
may have made use of leftover pills froma prior
course of therapy.

[ Slide]

An addi tional concern, not about
performance of the system gets at the issue of
eval uating the performance of the program W are
limted in our ability to estimte the extent of
pregnancy exposures. W are relying in our
presentations today on voluntary reports and on
vol untary patient surveys. As has been suggested,
the existence of multiple surveys actually permits
the possibility that a patient's informati on may be
counted nore than once. Also, in estimating the
extent of isotretinoin exposure it is inportant to
know that these are estinmates and based upon
pharmacy data, and don't let us know the true
extent or duration of isotretinoin exposure anong
fermal es of childbearing potenti al

[Slide]
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Let me now turn to sone of the tool
options that we m ght consider to address each of
the concerns that | have just described. Looking
at sticker use and appropriate prescribing or
di spensi ng of the product with stickers, one m ght
| ook to the broad category of education and
outreach for opportunities for inprovenent. There
m ght be better education of pharnmacists and
physicians to i nprove what we believe are good
faith efforts to prescribe and dispense this
product appropriately.

If we are to think of the next category of
potential tools, one might think of ways that we
coul d increase the nunber or types of rem nder
systens to make it nore difficult for individuals
to forget to do what is appropriate. 1In this arena
we have limted nodels to draw on for drug exposure
and, as our colleague from Kai ser described, it may
be that sone of the di sease managenent nodel s that
exi st for chronic conditions may be hel pful to us.

In the last category, where limtations

m ght be inposed upon prescribing or dispensing by
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heal thcare practitioners, one mght inmagine broadly
various scenarios where training, certification or
registration mght be required of practitioners and
that that mght al so nake sonme requirenments for
systens to be in place that obligate conpliance
with key program el enents and woul d actually all ow
us better nonitoring of program performance.

[ Slide]

Turning to concerns about the extent and
conpl et eness of pregnancy testing, two options in
this area are very simlar to what | have just
described. We mght try nore effective education
for healthcare practitioners. Simlarly, we night
have ot her mechanisnms to try and do a job of
reminding themin a better fashion. Sinmlarly,
limtations nmay be inposed so that only those
i ndi vi dual s, through sone process, who have been
docunented to do a good job of pregnancy testing
woul d be allowed to prescribe this product. Again,
| ooking to the experience in the Kaiser program
there may be sone opportunity to consider whether

docunent ati on of pregnancy test results nmay, in
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fact, be one nechanismto inprove conpliance with
this form of pregnancy prevention.

[SIide]

Turning to contraception, | think it is
i mportant that we acknow edge the great
difficulties inintervening in what is a conpl ex
and private human behavior. It is clearly very

sensitive for both patients and physicians to

discuss this. It is certainly a great challenge in

the instance of adol escents who may be receiving
drug therapy with their parents present, but I
woul d submt for patients of all ages the
assunptions and msinformation that m ght occur
around the sensitivities and awkwardness lead to
sone errors in factual information

The other inportant challenging factor
around intervention and contraception is that
behavi ors of individuals are, not just
contraceptive behaviors, are influenced by
know edge but they are not controlled by know edge
in that they are conplex attitudi nal and behaviora

conmponents that shoul d be addressed.
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[Slide]

Around contraception, however, let's go
back to sort of our three-stage nodel of
intervention of tools. |If we |ook to inproving
education and outreach to patients we night
i ncrease their know edge about the need for two
si mul t aneous effective methods of contraception and
per haps we may need to address issues of what are
i neffective nethods of contraception, particularly
in light of the comments from our coll eague from
Ors. Also, | might add to this slide that we may
al so need to reinforce the inportance of continued
contraception after term nating therapy.

[ Slide]

If we were to | ook to the rem nder or
pronpts category of tools, we mght ook to sone
form of counseling though that may take any of a
variety of forns. W mght hope that counseling
woul d al | ow sone rei nforcenment of know edge of
appropriate contraceptive behaviors and could
address attitudes that mght influence appropriate

contraceptive use, issues about planned or
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unpl anned sexual activity and other sensitive
i ssues that may deal with partner conpliance,
cooperation or resistance to the use of
contracepti on.

These rem nder systens could be put in
pl ace on a one-tine basis. W nmght suggest
periodic reinforcenment would be a preferred
strategy but we invite your conmentary. As you nay
be aware, there are a nunmber of methods that can be
put in place involving counselors or sone
technol ogi es that are now avail able, and were
described earlier, such as interactive voice
recognition software, noderated chat roonms and so
forth.

[ Slide]

Turning to the third category of tools
that we m ght use to address contraception, we are
again getting to a difficult and sensitive area but
one night imgine ways that we might try to limt
patient access to drug to those who have
denonstrated the appropriate know edge and skills

and behavi ors around the use of contraception.
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wi || suggest this could happen perhaps through sone
form of counselor certification that would attest
to the patient's | evel of comm tnent and
denonstrated skills in their ability to use the
chosen contraception. Again, sone periodic contact
via counselors or sone | VR technol ogy might allow
screening for high risk behaviors and the
opportunity to intervene to direct those people to
|l ower risk strategies or to tenporarily suspend
their exposure to the drug. | think it is highly
extreme, but for purposes of discussion, there are
nodel s in the case of tuberculosis testing with
directly observed therapy. Obviously, in the area
of contraception this is challenging. You night
| ook to use of oral contraceptives or contraceptive
patches, pill counts or other nethods that you
m ght track adherence with contraception

[ Slide]

In tal ki ng about tools, however, we need
to address the issue that contraceptive failures
occur, and | use this termbroadly to include

failures of the nethod as well as failures in
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practice. One option to be considered is if sone
| evel of contraceptive failure is acknow edged to
occur is that we nay want to explicitly limt
exposure of fenal es of chil dbearing potential to
this product, and to do so perhaps based on the
severity of the acne that those individuals
experience. Again, the possible nechanisns that
this could be done are through sonme form of
requi red docunentation of acne severity, a prior
aut hori zati on nechani sm second opinion or sone
ot her check nechani sm again, to assure that
femal es of chil dbearing potential who are exposed
to isotretinoin are only those who have the nost
severe forms of acne that we saw this norning.

[ Slide]

Tal ki ng about nedically unsupervi sed use

really taxes our imagination because we are talking

about people who, by definition, are going outside
the system where we have the nost influence. But,
again, we mght hope, back to our education nodel

that we coul d educate individuals better about the

ri sks of using these products without nedica
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supervi sion, and perhaps there nmay be sone
i nnovati ve mechani snms around product packagi ng
where we coul d make note of the risks of
unsupervi sed use, obtaining it through the Internet
or sharing it with other individuals. One other
possibility mght be to, in fact, limt the anount
that is supplied to the patient to sone anount |ess
than the typical 30-day supply that is currently
di spensed to decrease the opportunity for people
hoardi ng or sharing with other individuals.
Qovi ously, the manufacturers of isotretinoin share
with FDA a great desire to constrain illicit
I nternet sales.

[ Slide]

Let me now describe two risk managenent
prograns briefly that have been alluded today that
may be relevant for conparison to the isotretinoin
program The first one is clozapine, an appealing
conpari son because it has significant safety risks
and it has a risk managenment programthat is
adm nistered by multiple manufacturers. There are

inter-related data systens that are in place for
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this product and the systens have all owed sone
eval uation of the program s effectiveness. In
fact, that information has been used to rel ax
program requirenents over the lifetine of this risk
managenent program

Thal i dom de is the other product which has
an extensive and effective risk managenent program
also for teratogenicity. It is important to note
that this program although very appealing in terns
of its experience, has had very limted use anobng
femal es of chil dbearing potential. Only about 5
percent of the total population exposed to this
product have been wonen of chil dbearing potential,
only about 4,000 i ndividuals.

[Slide]

Cl ozapine, briefly for those who nay not
be famliar, is an antipsychotic that carries the
ri sk of agranulocytosis, and this risk is nmanaged
by a program of weekly to biweekly blood testing to
assure that the white count is adequate. The
pharmacist is required to view the white count

docunentation. The white count nust be presented
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in order to dispense the product, and only

regi stered pharnmaci sts, patients and physicians are
abl e to access this drug product; not every
pharmacy is able to fill these prescriptions.

[Slide]

For clozapine there is a centralized
registry of patients. This is reserved for those
patients who are not to be rechallenged with this
drug based upon their prior experience of having
had a | owered white count while taking it. In
addition to the centralized "do not rechall enge"
registry, there are independent sponsor prograns
that permt the weekly and biweekly testing to be
done. This program does not have any patient
survey or education, considering that the
popul ation receiving it is largely individuals with
refractory schi zophrenia, but there is extensive
education for the providers, both the physicians
and pharnmaci sts, about what they are to do in
adm ni stering the program

[Slide]

For thalidom de the goal is that no feta
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358
exposure should occur because of its teratogenicity
and, like clozapine, only registered patients,
phar maci sts and physicians are able to access this
drug. Pregnancy testing is done on fenale patients
according to their pregnancy risk category and that
is based upon their age and fertility status.
Physicians report to a centralized database the
negative pregnancy status of their patients in
order to authorize that prescription being
rel eased.

[ Slide]

Patients nust also report via IVR on their
risk factors for pregnancy exposure. Those
i ndi vi dual s who gi ve responses suggestive of high
ri sk behaviors are routed directly to a live
operator of action and potential intervention

Pharmaci sts, at the time of dispensing
this product, check the central database and | ook
to see if the information fromthe physician and
the patient are both appropriate and perm ssive for
themto dispense the product. The system all ows

through its central database the ability to track
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1 pregnancy exposures, at |east those that are not
2 lost to followup. Mich like isotretinoin, there
3 is an extensive educational program associated with

4 this product. There is a nedication guide,

5 i nformed consent, a video and many other material s.
6 [SIide]
7 Let me now nmake sone conpari son of the

8 three programs, isotretinoin, thalidom de and

9 cl ozapine. | have abbreviate each here by their

10 first letter.

11 War ni ngs exi st in physician | abeling or
12 package inserts for all of these products. Patient

13 education materials, medication guides and patient

14 informed consent are extensive both for

15 isotretinoin and for thalidonide

16 [Slide]

17 Al'l programs do require | aboratory testing

18 but there are some subtle differences that | wll
19 describe. In the case of clozapine, actua

20 docunentation of test results is required in order
21 to receive the product. For thalidonmi de the form

22 of laboratory testing can conme via the physician
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report of the test being positive or negative. In
the case of isotretinoin, a physician uses a
sticker to attest that pregnancy testing has been
done and that those test results are negative.

[Slide]

Wth patient registration, this is done
for all patients, both male and female for
thali domde. 1In the case of clozapine, a centra
registry is maintained only for those patients who
are not to be rechallenged with the drug product.
There is no registry for patients taking
i sotretinoin.

Physician registration is required for
prescribing for both thalidom de and for cl ozapine.
For the case of isotretinoin, physicians enroll in
the program There is mandatory enrollnent to get
stickers, but physicians are technically allowed to
prescribe this product w thout stickers.

[Slide]

Pharmacy registration is required to
di spense both thalidom de and cl ozapi ne but not for

i sotretinoin.
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[Slide]

When it comes to tracking program
performance, patient behaviors are captured through
the | VR component of the thalidom de system and
for the isotretinoin programit is captured for the
proportion of patients that respond to the
vol untary patient survey. Patient exposures are
captured for all patients taking thalidom de and
clozapine is captured uniquely only for those
patients who are not to be rechallenged with the
drug. There is direct tracking of outcones by the
t hal i dom de and cl ozapi ne program thalidom de of
preghancy test results and cl ozapine of white
counts. For isotretinoin there is voluntary
reporting, either directly to the agency or through
the survey, of patient behaviors.

[Slide]

Let nme now di scuss sone of the advantages
and di sadvantages we mght think of broadly when we
are thinking of the various categories of tools
that | have described. |f we were to consider

i ncreasi ng education or outreach for isotretinoin,
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we coul d see as advantages that this is an option
that is likely to be acceptable to nmost of the
participants in this therapeutic relationship. It
is feasible. It would involve no change in product
access and mght allow tinme for the current program
to see if experience changes or inproves.

Di sadvantages in the area of education and
outreach are that education and outreach al one have
not yet shown a good track record of effectiveness,
and it may be particularly challenging to think of
changi ng contraceptive behaviors sinply by adding
education and outreach

[Slide]

If we were to turn to rem nder and
pronpting systens as a way to try and fortify the
response in the isotretinoin risk managenent
program advantages of such an approach m ght
i nclude the continued autonony of physicians,
pharmaci sts and patients. There is no mandatory
component. By definition, these are guiding little
nudges to nake sure you are supposed to do what is

right. There might be an opportunity with these
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rem nder systens to all ow ongoi ng education and

rem nders about the risks of the product and how to
use it nost safely. |In conparison to the next
category of tools | will describe, limted
distribution is certainly rmuch | ess intrusive.

D sadvantages in this category, as | have
stated previously, are that for drug therapies we
have |imted experience and limted nodels to
borrow from The effectiveness of these are
unknown, and you have seen the experience with the
current programoutlined for you today. As has
been nmentioned by sone individuals al ready, we need
to consider the time and financial burdens that
m ght be entailed with counseling or sonme form of
di sease managenent around this issue.

[Slide]

Turning now to the | ast category of
limtations inposed on the prescribing, dispensing
or use of this product, potential advantages in
desi gning a program around such a system woul d be
that we could theoretically limt access of the

product to those individuals who woul d adhere to
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the critical risk minimnization tools--counseling,
pregnancy testing, and so forth.

Again, the nature of limting distribution
requires that you have to have sone |ist of who can
and can't give the product and that listing, in
fact, gives you the ability to register individuals
and have better data to evaluate the programin
terns of its baseline performance or changes over
time.

An addi tional advantage, whether it be
done explicitly or inmplicitly, is that the burdens
and |l ogistics of such prograns are likely to limt
t he exposure of females of chil dbearing potential,
if only for the perceived tassel of conplying with
the limted distribution program

In ternms of disadvantages for isotretinoin
in conparison to at least the limted distribution
programthat we have as a nodel for thalidom de,
the effectiveness of the SST.E.P.S. programin
young, fertile women is not yet documented. Again,
we woul d consider that restricted or limted

distribution prograns woul d i npose tine and
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fi nancial burdens upon the healthcare system and
woul d probably introduce a real possibility of
limting access to the drug to those people who
mght legitimately benefit fromits use. It is

al so inportant to recognize that the creation of
substantial barriers around product access may
increase the incentive for individuals to go
outside of the system obtain the product illicitly
and, in that way, bypass any access to sone of the
safety measures that we are trying to pronote.

[ Slide]

Let me conclude by rem nding you of the
general considerations | used at the begi nning of
my talk. If we are to consider nodifying or
sel ecting new ri sk managenent programtools for
i sotretinoin we want to keep these considerations
in mnd. First, that we seek evidence for
ef fectiveness of any tools and the high |ikelihood
that tools added would add value to the attai nment
of the risk managenent program goals; that draw ng
upon effectiveness, famliarity and acceptability,

we would like to try and stay as cl ose as possible
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to famliar tools that are already being applied in
practi ce.

Wher e possible, we should avoid
unnecessary limtations on product use, and we
shoul d anticipate that any of our interventions are
likely to inmpose tinme, cost and access burdens by
constraining access to the product, and we shoul d
be wary of the possibility of unintended

consequences of our very good intentions. Thank

you.
Question to the Speakers from Committee
DR CGRCSS: Thank you very nuch, Anne.

That was extrenely hel pful. The floor is now open

for questions fromthe commttee nmenbers for these
two speakers. Dr. Gardner?

DR GARDNER: Dr. Trontell, | don't think
it really cane honme to ne until | heard your words
literally saying that the registration of
physicians for isotretinoin is voluntary and that
physicians do it to get yellow stickers but
technically they can prescribe w thout yell ow

stickers. So, that triggers two thoughts in ny
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mnd. One is that, therefore, the burden of
overseeing this effective stopping is really at the
phar macy when prescriptions cone through wi thout
stickers, in the first instance.

Then, second, it calls into question for
me all of the information we have had today about
how rai | order prescribing doesn't happen, or is
not allowed, or is unauthorized. Suddenly I am
very confused about how nmuch m ght be going on

DR TRONTELL: The use of the term
voluntary | think is in the strictest sense.
think we have seen fromthe data presented today
that use of the stickers is high, and | think the
experience woul d suggest that individuals are
largely trying to do the appropriate thing.
Technically, pharnmacy |aw administered at the state
| evel allows a pharmacist to honor any
prescription, and if a physician wanted to make a
case that they could prescribe this product w thout
a sticker it mght be that a pharmaci st would
permt it to be so.

I think there is the inplication in the
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368
program because of the risk managenent program
that is spelled out so explicitly in | abeling, that
i ndi vidual s woul d conply; that individuals who
didn't conply might, in fact, face certain risk, if
only froma liability standpoint. So, it is
| argely through influence that this programhas its
extensive use, at |east as we have seen it
described today. | amnot sure if that answers
your question sufficiently.

DR. GARDNER: Yes, | think so. The grey
area for nme still falls into the mail order
depart nent.

DR TRONTELL: In the area of mail order,
we were told that there is no known exposure. In
the data that were presented today, sone of the
data streans include prescriptions that m ght cone
frommil order but we did not do an explicit
breakout of that. That is certainly sonething that
coul d be done though but probably we woul d be
unlikely to give you an answer before the end of
this neeting tonorrow.

DR GROSS: Dr. Schmidt?
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DR SCHM DT: Helen Keller was intervi ewed
by a newspaper reporter one time and was asked what
could be worse than | osing your sight, and she said
| osing your vision. Certainly, | think your talk
brings us to a vision. One of my visions, and
just reflect on this, is that one of the things we
could also do is find better retinoids and
retinoids that don't have teratogenicity. In
Maybock' s book on der nat ot oxi col ogy there is a
chapter where he tal ks about the class of retinoids
call ed n-phenyl retinan de that appear to bear no
teratogenic effect risk although they have a good
ef fectiveness. So, hopefully, in the future we
will be able to al so solve this problem by finding
retinoids that do not have this kind of risk

DR GROSS: Dr. Bergfeld?

DR BERGFELD: | would like to revisit the
pharmacy. W have heard a | ot of things evolve
around the pharmaci st and in our information sent
to us we al so have been nade aware that nany nmjor
phar maci es have dropped out of this program There

was no explanation but | would assunme it was
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because it is so tinme intensive. |f the pharnacist
will still continue, no matter who does it, to be
the police in any programthat is evolved, | think

that we should hear fromthe pharnmacists and the
reality if they are taking on that responsibility.

DR TRONTELL: If | may answer that with a
clarification, the dropout problemthat was
described in the review fromthe Ofice of Drug
Saf ety was dropout from pharnacies participating in
the conpliance survey. That wasn't neant to inmply
that those pharmacies weren't, in fact, conplying
with the sticker program They declined to do a
separate survey of their prescriptions to see, in
fact, at what |evel of compliance they were
performng. So, there is a difference between
consenting to be neasured and consenting to
participate in the program W have no evidence to
suggest that any particul ar pharmacy chain has
el ected not to use the sticker program

DR. CGRCSS: Anne, | would like to ask you
why you woul d have confidence in nore education

It hasn't seened to work so far and nmany of the
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quality inprovenment studi es done on education show
that it is of limted benefit.

DR TRONTELL: | think, personally,
education is necessary but not sufficient to change
behaviors. | suspect in the arena of contraceptive
behavior--but this is largely based on ny clinica
experience as a pediatrician and dealing with the
vast chal |l enge of teenage sexuality--that there is
a lot of msinformation and, in fact, it may be
per haps even nore chall enging for young adults in
an office visit for a physician to presune that a
patient is less than well informed about what are
effective nethods of contraception

But | do agree. W have seen a quite
t horough educational programput in place with the
current isotretinoin risk nanagenment program and
amnot entirely clear what would be the best
mechani sns to inprove that. W might ask sone
i ndi viduals who are particularly well inforned
about education and information of individuals.

DR GROSS: Dr. Katz?

DR KATZ: Dr. Trontell, you in part
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clarified Dr. Gardner's question, but | want to
enphasi ze that the termvoluntary would signify to

non- dermat ol ogi sts that, "oh, that is just up to

the doctor to doit." Inreal life you don't get a

prescription filled wi thout those yell ow stickers.
Whet her the patient, on the questionnaire,
renenbers it or not, basically, at |east around
here, if it goes to the pharmacist wthout a
sticker it doesn't get filled.

DR. TRONTELL: It is inmportant to note
that to ny know edge of the pharnmacy conpliance
surveys that have been done, those are for the
prescriptions that have been filled so there, in
fact, is an inperfect way of capturing the
prescriptions that have been refused by the

phar macy.

DR. BIGBY: This is a sinmple question for

anybody who can answer it. Wy did CVS and the
| arge chains drop out fromthe pharmacy conpliance
survey?

DR KIBBE: Mbney. In npbst cases |large

chains are very tight with how they expend
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resources and, unless they are conpensated for
doi ng extra paperwork, they don't want to, and if
they are not mandated to do it or not conpensated
for it, they would opt out of it. There was no
contingency that neant that they would then | ose
the business of filling prescriptions because they
didn't do the survey and | don't think there was a
benefit to them

DR BIGBY: So, they were not paid to do
the survey?

DR. ACKERMANN SCHI FF:  Susan Acker mann
Schi ff, Hoffrmann-La Roche. Yes, they were
conpensat ed per prescription they audited to
participate in the survey, although the
conpensation was m ni nal .

DR GRCSS: Dr. Ringel?

DR. RINGEL: | have two conments, one is
normal and one is bizarre. The normal one is that

I do think education is helpful. | think it is

al so hel pful for the physician and for the patient.

We are given a list of regulations. That doesn't

mean that we understand why those regul ations are

file:////[Tiffanie/daily/0226DRUG.TXT (373 of 392) [3/10/2004 2:27:34 PM]

373



filex////ITiffanie/daily/0226DRUG.TXT

1 in place. For exanple, it used to be that

2 i sotretinoin was taken on the second or third day

3 of the menstrual period and then all of a sudden it
4 changed so that now the pregnancy test is done

5 during the nenstrual period and the drug is started
6 wi thin seven days. Now, why was that change nade?

7 No one ever explained it to nme and | renenber

8 sitting domm with this and saying | don't get it.

9 I kind of thought it through and now it makes sense
10 to ne but it wasn't intuitively obvious. | get the
11 i mpression that that is something that fol ks are

12 messing up a lot, the seven-day period and, you

13 know, why should we do the pregnancy test then

14 Anot her thing is why two preghancy tests?
15 I nmean, if the first one is positive the second one
16 is going to be positive so why bother to do the

17 first one? | nmean, somebody could argue that. |
18 t hi nk peopl e should have like a chart so this is

19 the regulation and this is why. | think it would
20 be hel pful for both physicians and for patients.

21 The bizarre one is this, | have an idea

22 for a rem nder or a pronpting system |If everyone

file:////[Tiffanie/daily/0226DRUG.TXT (374 of 392) [3/10/2004 2:27:34 PM]

374



filex////ITiffanie/daily/0226DRUG.TXT

1 were on a primary formof contraception and did it
2 right and conplied all the time we would have a

3 very | ow pregnancy rate. You can docunent that

4 peopl e have had a vasectony or tubal ligation or

5 are getting nonthly Depo Provera shots or have an
6 I UD, but you can't nonitor people's use of ora

7 contraceptions. | think sonebody might need to

8 tell me if the technology for this is there; |

9 think it is. This would have to be an electronic
10 solution. Let's have an electronic pill box and it
11 has 28 days, and you put one pill in each day.

12 There is a little mcroconputer thing and each tine
13 you open up the little cell and take one the date
14 is marked on this little computer card, kind of

15 like the thing you have in your digital camera. At
16 the end of the nonth you take that to the

17 pharmaci st and he puts it in a card reader and if

18 you have taken your pill every day he will give you
19 your next Accutane. Wiit, | amnot done.

20 [ Laught er]

21 Now, if you don't take your pill though

22 there is this little buzzer that goes off and this
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little annoying ding, you know, the ding-ding-ding
to drive you crazy and remind you to take it.
Then--then, one nore thing, if you don't do it two
days in arowthere is a red light that goes on and
underneath the red light it says "stop
isotretinoin; use alternative birth control; cal
physician imrediately.” |f you have nissed two
days in a row and the red light goes on and that is
it, and then you would know if people are taking
it.

DR. CGRCSS: And then what do you do when
they put the pill in the wastebasket?
DR RINGEL: Well, you have to assune that

nobody is trying to get pregnant on Accutane;

nobody says, "oh gosh, | really want to have a baby
with a birth defect." | don't think people are
going to do that, | really don't.

DR GROSS: Sarah Sellers?

DR SELLERS: Dr. Trontell addressed the
compari son of risk nmanagenent prograns including
clozapine. | think it is inportant to point out

that under this programthey require registration
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of pharmaci sts and not pharnacies. |n the
presentations | have seen concerning the
ef fectiveness of other risk managenent prograns,
specifically thalidom de, they have noted that the
system does break down at the | evel of the pharmacy
because if a pharmacy is registered and, for
i nstance, that pharmacy is open 24 hours a day
there may be pharmaci sts during the day that are
very well trained in the programbut then a shift
pharmaci st cones in for the mdnight shift who is
not well trained. So, this is where they were
seei ng breakdown of the program Registering
pharmaci sts, on the other hand, would elininate
that risk.

DR GRCSS: Dr. Witnore?

DR, WH TMORE: Dr. Gross, you had brought
up a couple of different times education and al so
why people wouldn't use two forns of contraception
M. Sisto fromone of the generic conpani es had
shown us data on pregnancy rates and, just to be
conplete in his reporting of the pregnancy rates,

he actually gave us rates after persons had
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conpl eted Accutane. So, even in wonen who were 30
days from Accut ane when no effect of the drug
shoul d be seen at that time what he showed in that
data was that one in three of those wonen who
becane pregnant 30 days after the drug had
aborti ons.

So, that just brings up the obvious, that
worren have abortions outside Accutane, and | don't
know what the rate of abortion is with pregnancy in
this country but | wonder if it is any different
wi th Accutane versus wi th wormen who get pregnant
who are not on Accutane. It just brings up the
obvi ous, that for some wonmen abortion is okay and
for others it is not. For those for whomit is
okay, | think that they take the idea of two forns
of contraception nore seriously than others. There
were worren who did get pregnant when they were on
Accut ane who did not have abortions so, obviously,
there are women who will not have abortions even
for medi cal reasons.

In summary, if we want to control this

out si de of what wonen want, the only way for us to
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do that is to insist that they have sone form of
adequat e contraception such as Depo Provera. That
is the only way we are going to get 100
percent--well, | don't knowif it is 100 percent
but that is the only way we are ever going to get
close to 100 percent prevention of pregnancy when
sonmebody is on this drug. You know, this is

i ndependent of whether abortion is okay or not
okay. If we really want people not to get pregnant
while on this drug, we are going to have to insist
that we enforce that in some way.

DR CGRCSS: Yes, | think we may have an
answer .

DR. M TCHELL: Well, it is a partia
answer. |If | have the privilege tonorrow | could
actually present the data thenselves. But we track
the rates of pregnancy and the rates of elective
abortion not only during Accutane therapy and the
month followi ng but in the five nmonths foll ow ng
that. | would be happy to present it tonorrow
think it is sort of an internal data set that bears

on the question you asked.
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DR CRCSS: Yes, and ny comments on
education were two-fold. One is that education
al ready takes place in this programand seens to
fail. The types of education that traditionally
fail are passive education. Those that are
interactive where the person who is being educated
sonmehow participates in the session, those studies
indicate that that type of interactive education is
much nore successful

MR HUBER | amsorry, | think we may
have the answer to the previous question if |
under st ood the question correctly.

DR GRCSS: (Go ahead.

MR. HUBER | think we have the data.
Coul d you repeat your question, please?

DR, VWH TMORE: Well, ny point was that
worren in this country have abortions and there are
probably wonen who are on Accutane who think | can
have an abortion if | get pregnant and a woman,

i ndependent of being on Accutane or not, had she
got pregnant woul d have had an abortion. And, the

only way we are going to control this and say 100

file:////[Tiffanie/daily/0226DRUG.TXT (380 of 392) [3/10/2004 2:27:34 PM]



filex////ITiffanie/daily/0226DRUG.TXT

1 percent we do not people getting pregnant while on
2 this drug is to insist that there is a nechani sm by
3 which they can't get pregnant, and that would be

4 sonmet hing |i ke Depo Provera but, again, that is not
5 100 percent but at least we are elimnating the

6 behavi oral failures of birth control pills and

7 things like that.

8 MR. HUBER |If your question was the rate
9 of abortion in the population in general, we do

10 have that data if you would like to see that.

11 DR. VWH TMORE: Surely.

12 MR, HUBER  Could | have the slide on,

13 pl ease?

14 [Slide]

15 The data source i s Henshaw Fami |y Pl anni ng
16 Perspective, 1998. If you look at this, there is
17 the age, age at outcone and what these are is

18 estimated rates of unintended pregnanci es,

19 uni nt ended births and abortions per 1,000 wonen,

20 age and marital status and percentage of unintended
21 pregnanci es ended by abortion. |[|f you | ook, we

22 have uni ntended pregnancy, unintended birth,
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1 abortion and percent ended by abortion. The

2 nunerator is the wormen who are in the group. The

3 denonminator is the age range. As you can see from
4 these data, abortion and percentage of unintended

5 pregnanci es ended by abortion is quite high.

6 DR GROSS: Dr. Honein?

7 DR. HONEIN: | had a question about how
8 the registration works with the thalidom de program
9 in respect to whether that is simlar or not to

10 what is being proposed for isotretinoin. 1Is there
11 a unique patient 1D nunber? |If so, does the

12 registry also capture the patient's nane that is

13 linked to that ID nunber? O, how do you eliminate
14 duplicates if you are using a unique |ID nunmber if
15 there isn't a nanme linked with that somehow?

16 DR. TRONTELL: Sone of the details we may
17 not, in fact, have for you. Bear in mnd, however,
18 that thalidomde is in a single source environnent
19 so that potential duplication is not an issue for
20 that product. The issue of how the patient is

21 explicitly registered in the system whether that

22 i nvol ves an identifier--
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DR. HONEIN: Even in a single source
envi ronment you coul d have duplication over tine if
soneone had nultiple prescriptions but not
continuous, or no longer had their patient ID
number .

DR UHL: W can get that answer for you.

DR TRONTELL: Right. Bear in mind too
that thalidomde's use is largely for the use of
oncol ogy indications. These are people who are
very ill, who typically are not on the product for
very long and are receiving it in a way that--you
know, sone of that in and out therapy that we know
happens with isotretinoin isn't perhaps likely to
occur. We will seek that answer for you

DR GRCSS: Dr. Rainer?

DR RAIMER. Dr. Trontell, | was just
wondering, and you may have partially answered the
question, with the S.T.E.P.S. thalidom de program I
know t he nunbers of wonen on that drug are very | ow
but what is the incidence of pregnancy with the
S.T.E.P.S. program and thalidom de?

DR. TRONTELL: Dr. Uhl will answer.
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DR UHL: W actually have sone backup
slides on this as well.

[Slide]

This is sone information that we have on
the S.T.E.P.S. programfor prescribing of
thal i dom de. Thalidom de was approved before
Sept enber of 1998 but it was ready for marketing
and inplenented in Septenber of 1998. So, from
Sept enber of 1998 until April of 2003 there were
approxi mat el y 400, 000 prescriptions in totality
witten for thalidonide. There are approximately
80, 000 patients that were exposed to thalidom de
and the majority of the use was for patients with
oncol ogi ¢ indications.

[Slide]

Here are the denographics of patients that
have taken thalidom de. As | said, there were
80, 000 patients. More than half of those patients
were mal e patients and less than half were fenales.
Less than 5 percent, in the ballpark of about 4,000
patients were fenmal es of childbearing potenti al

The denvographics of users of thalidonide are
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considerably different than the denographics of
patients that use isotretinoin. The mean age was
66 years and the range was anywhere from |l ess than
one year to over 100 years. For fenual es of

chil dbearing potential the nean age was 42, with a
range of 13-59. The nean | ength of therapy was
four nonths for thalidomn de

[Slide]

In that tine period there was one
pregnhancy that has occurred in the S.T.E P. S.
program and here is some specific information about
that case. This woman was a 44 year-old gravida 5,
para 3 with history of 2 previous spontaneous
abortions or miscarriages that were unrelated to
thal i dom de therapy. This patient had high risk
mal i gnant el anona.

VWhat is pertinent about this patient's
case is that she was intolerant of ora
contraception therapy and used two net hods of
barrier contraception, condom and sperm ci dal foam
Inthe SST.E.P.S. programthe patient has to have

two negative pregnancy tests before they are given
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thal i domi de and the second negative pregnancy test
needs to be done within 24 hours of getting that
drug. So, this patient had a negative pregnancy
test on the day prior to starting thalidomde. The
S. T.E. P.S. programal so has weekly pregnancy tests
for the first nonth and subsequent weekly pregnancy
tests for this patient were negative on three
consecutive weeks. On week four she had a positive
pregnancy test and then had a positive quantitative
test, and then she went on to have a spontaneous

m scarriage on day 63 of her nmenstrual cycle.

DR CRCSS: Robyn Shapiro?

DR. SHAPIRO That actually was half of mny
question. Ri sk managenent is, of course, weighing
and bal anci ng benefits and burdens of what you may
decide to do so | guess, Dr. Trontell, | am
wondering if you could speak, while it is nuch |ess
anal ogous, to cl ozapine and the etiol ogy of that
nmore restrictive risk managenent progran? Wat
were the nunbers of bad things happening there that
convi nced you and the agency--you and the sponsor,

whoever it was--to go to the next level in terns of
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387
restrictiveness of a risk managenent progran?

DR. TRONTELL: The cl ozapi ne program was
put in place at the first marketing of this
product. | don't have first-hand know edge so | am
going to be reporting information that is
second-hand. | will invite any who may wish to
correct me, but in the clinical trial experience of
this drug there was a significant and concer ni ng
rate of agranulocytosis. | recall it as being on
the order of three percent of so. Please don't
quote ne on that.

So, the concern with this product, which
did show benefits for a particularly difficult
popul ation to treat, was how that m ght be
prevented. So, fromthe start, at the tine of
approval, the systemwas put into place. | amtold
that advocates for individuals with this illness
actual |y advocated for the collection and
registration of patients. M understanding is that
the experience of agranulocytosis in the programin
practice actually is |l ess than the percentage that

was observed in clinical trials. The white cel
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testing doesn't prevent the occurrence of
agranul ocytosis. Presumably you see a reduction in
the white cell count before it beconmes critically
low and it may be, in fact, that individuals are
operating cautiously when they see a downward trend
and they operate proactively to renove the patient
fromthe drug product. So, that was instituted
from the begi nni ng.

Simlarly, it is inportant to note that
the thalidonide programwas also instituted at the
time of approval. Once a drug product is on the
market it is alittle nore challenging to redesign
the methods in which individuals have becone
accustomed to using it.

I will make one additional coment. There
is also probably a difference between going to a
phar maci st and showi ng thema white cell count,
which is really nothing that you individually
i nfluence, and going to a pharnaci st and handi ng
them a pregnancy test result.

DR GRCSS: Dr. Crawford?

DR. CRAWORD: This question is for either
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Dr. Uhl or Dr. Trontell. 1In |ooking at the goal of
no fetal exposures to isotretinoin for the at-risk
popul ation as fenml es of childbearing potential, in
sonme of the presentations this norning there were
suggestions that risk nanagenment prograns al so
include nmen. This would be a new category of ri sk,
not the at-risk popul ati on, knowi ng that people may
share drugs. Though, given what was said about

| ooki ng at undue burden, | would |ike to ask the
representatives of the FDA to pl ease comment on

t hat .

DR TRONTELL: Wth thalidomde there is
actually sone potential concern for risks relating
to paternal use of the drug and potential |evels of
the drug product in semnal fluid that may or may
not present actually a risk to the fermal e partner
of those individuals. So, in fact, pregnancy
prevention is directed to those individuals. They
are advised to use barrier methods of
contraception.

Wth isotretinoin some of the concerns

that have extended the programto nales gets at the
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i ssue of having a parallel systemfor nales that is
different than for females. |In fact, a pharmaci st
who is in a busy practice may have greater
opportunity to nmake an inadvertent error on a

femal e's prescription if, you know, they don't
attend to the name or the check box on the sticker,
and so forth.

In terms of the issue of sharing drugs, |
don't know any evidence to suggest that individuals
inintimate relationships are nore likely to share
products than others but it clearly is sonething
t hat happens anong fenal e patients who are trying
to inprove their skin sonetimes for a specific
event. | have heard of swap nmeets occurring. |
think that was described in the MWR article.

DR GROSS: Dr. Witnore?

DR WH TMORE: In the Accutane Roche
briefing package they have information on
preghanci es. Anbng 183 pregnancies, 32 percent
occurred in the 30 days after the Accutane dosing.
Is there any proposal to address that because that

is when they are lost to the sticker system and
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other things like that? After the conpletion of
Accutane there is no | onger a requirenent to
qualify in any way to get nore drug and that 30-day
time period is a period in which we don't want them
becom ng pregnant.

DR CGRCSS: Wuld anyone from Roche |ike
to answer?

MR. HUBER  There is no specific el enent
aimed at that post population. W have been
struggling with how we would catch themin a
followup cycle. The problemis we can put in the
educati onal conponents but because they don't have
to do anything because they are not requesting nore
drug, there is not the sanme incentive as you can
have in the regular followup. So, our current
approach would be to probably put sonme type of
followup in the intervention but this is something
that if the commttee has sone gui dance on, we
woul d be very appreciative to hear your thoughts on
t hat .

DR GROSS: | would like to close for the

day. | would like to thank the speakers and thank
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the coomittee menbers for their attentiveness and
perceptive questions.

There are a couple of itens of business.
The conmittee nenbers can |eave all their paperwork
here. It will be safe overnight. The comrittee
menbers do have sone honework. Attached to the
agenda, behind the agenda sheet for tonmorrow, are
the questions that we will be considering tonorrow.
They will be presented in detail by Dr. Selignman
and then we will discuss them and gi ve our opinions
and recomendati ons.

For the commttee nenbers, you are al
invited to dinner. A bus will be out front at 6:00
p.m to take us back and forth to the restaurant.
So, thank you all. | look forward to seeing you
t onor r ow.

[ Wher eupon, at 4:45 p.m, the proceedings
were recessed, to resune at 8:00 a.m, Friday,

February 27, 2004.]
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