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PROCEEDI NGS
Call to Order and Introductions
DR STERN: Good norning, everyone. |I'm
Robert Stern, the Chairnman of the Dermatol ogic and
Opht hal nol ogi ¢ Drugs Advisory Committee neeting.
And today we're here to consider the application of
oral tazarotene capsules for the treatnent of
moderate to severe psoriasis, including
ri sk- managenent options to prevent fetal exposure.
I"d like to start the neeting by wel com ng
everyone, and then beginning directly across with
me--if everyone would introduce thenselves in terns
of their role at this neeting.
DR. HONEIN: |'m Peggy Honein. 1'man
epi dem ol ogist with the CDC s Birth Defects group.
And |'m here as part of Drug Safety Conmmittee.
DR. FURBERG |'m Curt Furberg at Wake
Forest University. |'ma nenber of the Drug Safety
and R sk Managenent Advisory Committee.
DR. KATZ: Robert Katz. 1'ma
dermatol ogi st in private practice. |Ima nmenber of

the Drug Advisory Committee.
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DR KNUDSON: |'m Paul Knudson. |'mthe
Consuner Representative on the Dermatol ogy Advisory
Commi tt ee.

DR SELLERS: |'m Sarah Sellers. |I'ma
pharmaci st and a drug-safety expert.

DR SCHMDT: |I'mJimmy Schmdt, private
practice in Houston, and |I'mon the conmmittee.

DR. RAIMER: Sharon Rainmer, University of
Texas, Galveston. |'mon the Dermatol ogy
Conmi t t ee.

DR. EPPS: Rosel yn Epps, Chief of
dermat ol ogy, Children's National Mdical Center,
and nenber of the Dermatol ogy Advisory Committee.

M5. SHAPI RO Robyn Shapiro, Director of
the Bioethics Center at the Medical College of
Wsconsin, and |'mon the Drug Safety Conmittee.

DR. RINGEL: Eileen Ringel. I'mon the
Der mat ol ogi cal Advisory Committee. |I'ma
dermatol ogi st in private practice in Waterville,
Mai ne.

DR STERN: And, again, I'mRob Stern. |I'm

a dermat ol ogi st from Boston.
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M5. TOPPER |'m Kinberly Topper. |'mthe
Executive Secretary for this conmttee.

DR. GARDNER: Jacquel i ne Gardner,
Uni versity of Washington School of Pharnmacy, on the
Drug Safety Committee.

DR WLKERSON: M chael W/ kerson,
der mat ol ogi st and nenber of the DODAC conmittee.

DR. DAY: Ruth Day, Duke University. |
direct the nedical cognition lab there, and a
menber of the Drug Safety Conmittee.

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

DR. COOK: Denise Cook, |I'ma Medical
Ofice in the Division of Dermatol ogic and Dental
Drug Products.

DR. WLKIN Jonathan Wl kin, Drector,
Di vi sion of Dermatol ogi ¢ and Dental Drug Products,
Center for Drugs.

DR. BULL: Good norning--Jonica Bull, the
Director of the Ofice of Drug Eval uation V.

DR STERN: Thank you very rmuch.
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We' Il now begin with Dr. Bull giving sone
i ntroductory--oh, we'll, now begin with conflict of
interest, fromthe person at ny right, M. Topper

Conflict of Interest Statemnent

M5. TOPPER: Thank you

The foll owi ng announcenent addresses the
i ssue of conflict of interest with regard to this
meeting, and is made as part of the record to
precl ude even the appearance of such at this
meet i ng.

Based on the subnitted agenda for the
meeting, all financial interests reported by the
conmittee participants, it has been determn ned that
all interest in firms regulated by the Center for
Drug Eval uation and Research present no potentia
for an appearance of a conflict of interest at this
meeting, with the foll ow ng exceptions.

In accordance with 18 U.S.C. 208(b)(3),
full waivers have bee granted to the follow ng
participants: Dr. Mchael WIkerson, for his
speakers bureau activities for a conpeting firm

whi ch he receives | ess than $5, 001 per year; Dr.
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Curt Furberg, for his unrelated consulting for a
conpeting firm which he receives less than $10, 001
per year; Dr. Stern, for his unrelated consulting
for three conpeting firnms, for which he receives

| ess than $10,001 per year, and fromone firm and
bet ween $10, 001 and $50, 000 per year fromthe other
two firnms; Dr. Ruth Day, for her unrel ated
consulting for a conpeting firm for which she has
greater than $50, 000 pendi ng.

In accordance with 21 U.S.C. 355(n)(4), an
amendrment of the section of 505 of the Food and
Drug Moderni zation Act, waivers have been granted
for the follow ng participants: Dr. Sharon Rai mer
owns stock in two competing firnms, worth between
$5, 001 and $25, 000 each; Dr. Sarah Sellers owns
stock in a conpeting firmworth between $5,001 and
$25,000. Because these stock interests fall bel ow
the de mininms exenption allowed under 5 C F. R
2640. 202(a)(2), a waiver under 18 U.S.C. 208 is not
required.

A copy of the waiver statenents may be

obtai ned by submitting a witten request to the
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agency's freedom of information office, Room 12A-30
of the Parklawn Buil di ng.

There will be no industry representative
at today's neeting. As you may be aware, the FDA
has appoi nted i ndustry representatives who
currently serve on each of these conmittees, but
bot h appoi nted industry representatives work with
the sponsors that are directly affected by the
matter before the joint committee.

In the event that the discussions involve
any other products or firnms not already on the
agenda, for which an FDA participant has financial
interest, the participants are aware of the need to
excl ude thensel ves from such invol verent, and their
exclusion will be noted for the record.

Wth respect to all other participants, we
ask, in the interest of fairness, that they address
any current or previous financial involvenment with
any firnms they may wi sh to coment upon.

Thank you.

DR STERN: Thank you very nuch.

Dr. Bull?
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Wl come and Introduction

DR. BULL: Welcone. CQur thanks to all of
you present who have taken tine to be with us this
nmorni ng. Qur thanks nust include an acknow edgnent
of the tine the Advisory Conmittee nenbers have
spent review ng the background nmaterials provided.

I would also like to extend ny thanks to
an extraordi nary group of scientists in the Center
for Drug Eval uation and Research, fromthe D vision
of Dermatol ogic Drugs, the Ofice of Biostatistics,
the Ofice of Biopharmaceutics, who will be
presenting to you this norning. As well, | would
al so like to acknow edge the work of the project
manager in the Division of Dermatol ogi c Drugs,
Khal yani Bhatt, as well as a standing teamfromthe
Executive Operations O fice of Advisors and
Consul tants, Ms. Kinberly Topper and Ms. Shali ni
Jai n.

The purpose of an advisory comittee
meeting is to provide expert scientific advice and
recomendations to the agency regarding clinica

i nvestigations and proposed narketing approval for
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a drug product. Qur focus for today's deliberation
is an application for oral tazarotene for the
treatment of noderate to severe psoriasis,

i ncluding risk nanagenment options to prevent feta
exposur e.

The mi ssion of the Center for Drug
Eval uati on and Research is to assure that safe and
effective drugs are available to the Anerican
people. This nmeans that we thoroughly assess the
adequacy of the clinical trial design and endpoints
for a proposed treatnment--in this instance that of
psoriasis, as well as the adequacy of the tria
outcones in support of the product's efficacy,
safety, and its overall risk-to-benefit.

This committee deliberated earlier this
year on another drug in this class of products, and
the continuing chall enges faced in risk managenent
to ensure safe use and the optimal mnimzation of
adverse events, especially those related to fetal
exposure during a course of treatnent. Qur hope is
that the background materials and presentations

provided by the FDA and by Allergan will assist you
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in responding to the agency questions, and provide
for a thorough and independent deliberation of the
i mportant issues at hand.

We | ook forward to a productive and
i nformative day.

Thank you.

DR. STERN: Thank you

Now, Dr. WIkin will speak to us.

I ntroduction and Overvi ew of the Topic

DR. WLKIN: Psoriasis is a very conmon
disorder. |It's a chronic disorder, and it's a very
costly disorder, in terns of both nonetary
expenses, and also in terns of the quality of life
of those patients who have psoriasis.

We' || have two speakers this norning: one
representing industry--Dr. Menter--and one from
FDA, Dr. Cook--who will describe the current
| andscape avail abl e to dernmatol ogi sts--the current
products in the armanmentarium for psoriasis.

I think one of the pieces that will become
apparent is that there is no perfect drug. There

are products whi ch have definite side effects;
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ot her products which are very new, and we're stil
going to be learning about their side effects. No
product has perfect efficacy.

And so this is the background agai nst
which, | think, the committee needs to deliberate
in their recommendations for the particul ar product
t oday.

We do have a mmjor focus on the
ri sk- managenent programto prevent fetal exposure,
but we nust not |ose sight that we're al so thinking
about the overall bal ance between benefit and risk
for this product.

Thank you.

DR. STERN: Thank you very nuch.

And now Dr. Cook will talk to us a bit
about psori asis.

Introduction to Psoriasis and the State

of the Armamentarium

DR COX:[OFf mike.] [Inaudible.]

Sorry--can you hear ne now?

We thought it appropriate, since people

were from varyi ng backgrounds, to give a review on
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psoriasis. | apologize for those who are
wel | -versed in the di sease process.

[Slide.]

Psoriasis is a polygenic disease, and
varying triggering factors--for example, trauma
infections or nedications may elicit a psoriatic
phenotype in predi sposed individual s.

Today, |'m going to speak on the
preval ence of psoriasis, the genetics and
pat hogenesi s; the clinical variants of psoriasis,
and the state of the armanmentariumas it exists
t oday.

[Slide.]

Psoriasis occurs in approximtely 2
percent of the world's population. The preval ence
in the United States may be as high as 4.6 percent.
Its highest incidence occurs in Caucasians. In
Africans, African Americans and Asians, the
i nci dence of psoriasis is sonewhere between 0.4 and
0.7 percent.

[Slide.]

There is an equal frequency in males and
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16
fermal es. It occurs in a one-to-one ratio. It may

occur at any age frominfancy to the 10
th decade of

life.

The first signs of psoriasis occurs in
femal es at a nean age of about 27 years, and in
mal es at 29 years.

[Slide.]

There are two general peaks of occurrence:
one at age 20 to 30 years, and one between 50 and
60 years.

Psoriasis in children is very low. The
incidence is between 0.5 and 1.1 percent in
children 16 years and younger, and the man age of
onset--when it does occur in children--is between 8
and 12.5 years.

[Slide.]

Two-t hirds of patients who have the
di sease have mld disease. One-third of patients
have noderate to severe di sease

Early onset--which is usually prior to age
15--is associated with nore severe di sease, and

these patients are nore likely to have a positive
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fam ly history.

As nentioned earlier, this is a life-long
di sease. The remitting and rel apsing of the
di sease entity is unpredictable. There have been
spont aneous rem ssions of up to five years reported
in approximately 5 percent of patients who suffer
from psori asis.

[Slide.]

The genetics and pat hogenesi s of
psoriasis: there's a lot of information that
psoriasis is linked to the immune system and that
the mmj or histoconpatibility conpl ex where
psoriasis has been shown is on the short arm of
chronosonme 6. It's also linked to nmany
hi st oconpatibility antigens; the nost common, and
the one with the highest risk of fanmily history, is
HLA-Ow6. Other HLA antigens associated with
psoriasis include HLA-B13, -Bl17, -B37 and B216

It's also felt that psoriasis nmay have a
t-1ymphocyt e- nedi at ed nmechani sm associated with its
pat hogenesi s.

[Slide.]
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Psoriasis is not just confined to the
skin, and there is evidence that this is a system
di sease, and that it's fromthe Koebner Phenonenon,
whi ch happens on normal skin, where patients may
have trauma, and then the | esions of psoriasis
appear. Patients al so have been show to have an
el evated erythrocyte sedi nentation rate; increased
uric acid levels may |l ead to gout; patients may

have m |l d anem a; elevated a
2-macrogl obul i n; they

may have el evated IgA |l evels; and they may al so
have increased quantities of imune conpl exes.

[Slide.]

Psoriasis al so may be associated with
arthropathy, and there is al so an aggravati on of
psoriasis by systemc facts--as | nentioned at the
begi nning of the talk--and that could include
medi cations, focal infections, stress.

Psoriasis also comes in the form of
life-threatening disease. And there are two
variants of that that |1'm going to speak about
|ater: erythroderm c psoriasis, and pustul ar

psori asi s.
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Now | ' m going to speak about the clinica
variants of psoriasis.

[Slide.]

The characteristic |esion of psoriasis is
a sharply demarcated erythematous plaque wth
m caceous silvery white scale. This is supported
hi st opat hol ogically by a thickening of the
epiderm s; tortuous and dilated bl ood vessels; and
an inflammatory infiltrate, primarily of
| ynphocyt es.

[Slide.]

And here, from Bol ogni a--where all the
pictures that you're going to see--clinica
pictures that you're going to see--is fromthis
t ext book of dernmatol ogy by Bol ogni a--and here we
have an erythemat ous plaque. You can see the
outline of the erythema; the el evation of the
pl ague above the skin surface, and the thick
nm caceous, silvery scale.

[Slide.]

The severity of the disease is usually

characterized by three cardinal signs of psoriasis:
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pl aque el evation, erythema and scale. Body surface
area al so plays a part. Patients are very
concerned about how nuch of their skin surface is
covered by the disease. But in determnining
severity, it could be very conplex, because
different people see body surface area differently.

[Slide.]

The npbst common variant of psoriasis is
the chronic plaque psoriasis. The plaques may be
as large as 20 cm psoriasis is usually a
symretrical disease. The sites of predilection can
i nclude the el bows, the knees, the presacrum
scal p, the hands and the feet.

[Slide.]

I'"mgoing to show you sone pictures now of
chroni c plaque psoriasis. Here you can see that
the disease is very symretrical, and can involve a
decent part of the body surface area

[Slide.]

This is a picture of psoriasis of the
feet.

[Slide.]
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Now, chronic plaque psoriasis may be
wi despread. It can cover up to 90 percent of the
body surface area. The genitalia can be involved
inup to 30 percent of patients. Most patients
al so have nail changes which include nail pitting
and "oil spots.” And sonetines the involvenent of
the nail bed is very severe, with onychodystrophy
and | oss of the nail plate.

[Slide.]

Here is a picture of w despread chronic
psoriasis. And | think all of us would agree that
this is probably a severe case of psoriasis.

[Slide.]

This is a picture of the genitalia with
psori asi s.

[Slide.]

Here is a picture of psoriasis of the

nail, with nail pitting and oil spot, where the
nail is--the nail plate is being separated fromthe
nai |l bed.

[Slide.]

And sone nore severe form of nai
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psoriasis, with, again, oil spots, onychodystrophy,
and | oss of the nail plate.

[Slide.]

Synptons of psoriasis include pruritus,
pain. Patients who have w despread psoriasis
sonetinmes conpl ain of excessive heat |oss. Also,
patients hate the way the di sease | ooks; sonetines
have | ow sel f-esteem have feelings of being

socially outcast and really dislike the excessive

scal i ng.

[Slide.]

The next variant of psoriasis that I'm
going to speak about is guttate psoriasis. It's

characterized by nunerous 0.5 to 1.5 cm papul es and
pl agues; usually has an early age of onset. |It's
the nost conmon formin children, often triggered
by streptococcal throat infection.

In children, the rem ssions may be
spontaneous. In adults it's often chronic.

[Slide.]

Here is a clinical presentation of guttate

psoriasis, with the small papul es, and pl aque here.
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And this is a picture of soneone who had
an eruption of guttate psoriasis after a sunburn.

[Slide.]

The life-threatening forns of psoriasis
are generalized pustul ar psoriasis and
erythroderm c psoriasis.

[Slide.]

General i zed pustul ar psoriasis is an
unusual manifestation of the disease. It can have
a gradual or an acute onset. It is characterized
by waves of pustul es on erythematous skin after
short episodes of fever, from 39 to 40 degrees
centigrade. Patients nay have wei ght | oss, nuscle
weakness, hypocal ceni a, |eukocytosis and an
el evat ed ESR

[Slide.]

The cause is obscure, but we do know t hat
there are several triggering factors, and they
i nclude: infection, pregnancy, lithium
hypocal cem a secondary to hypoal buninem a; irritant
contact dermatitis, and w thdrawal of

gl uccocorticosteroids, primarily systenic.
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[Slide.]

And here is a clinical presentation of
pustul ar psoriasis. And you can see the erythens,
with the pustules scattered about.

[Slide.]

Eryt hroderm ¢ psoriasis--in this disease,
which is also a life-threatening formof psoriasis,
the classic lesion of psoriasis is lost. The
entire skin surface becones nmarkedly erythenmatous,
wi th desquanative scaling. Oten the only clues to
the underlying psoriasis are the nail changes, and
usual ly there's facial sparing in erythrodermc
psori asi s.

[Slide.]

Triggering factors may include systenic
i nfection, w thdrawal of high potency topical or
oral steroids; wthdrawal of nethotrexate,;
phototoxicity, and irritant contact dermatitis.

[Slide.]

Here is the clinical presentation of
erythrodermc psoriasis in a patient after

wi t hdrawal of methotrexate.
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[Slide.]

Now, |'m going to speak of the state of
the armanentarium of psoriasis. W're mainly going
to focus on noderate to severe psoriasis, since
that's the topic of the drug product under
consi deration for today.

There is a wide range of therapies for
moderate to severe psoriasis. None induce a
per manent rem ssion, and all have side effect that
can place limt on their use, and usually require
that patients are treated in a cyclical fashion

[Slide.]

These therapies include topica
corticosteroids, topical vitam n D3 anal ogues,
topical retinoids, photochenotherapy, and systemc
t herapi es which nay be oral or parenteral

[Slide.]

Topi cal corticosteroids that are usually
used in noderate to severe psoriasis are those of
the hi gh potency and super potent topical steroids.
These include the fluocinonide famly,

bet anet hasone di propi onate cream the cl obetaso
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priopionate famly, diflorasone diacetate ointnent,
and bet amet hasone di propi onate oi nt nent.

[Slide.]

The side effects associated with use of
these drugs include skin atophy, burning and
stinging; and, systemcally, suppression of the
hypot hal ami c-pituitary-adrenal axis. This may
occur after two weeks use with certain topica
corticosteroids. Usually those are the super
potent type.

[Slide.]

Topical vitamn D
3 anal ogues--the prototype

for this group is calcipotriene. There are three
formul ati ons: cream ointment and scal p sol ution
The former two are approved for plaque psoriasis,
the latter for noderate to severe psoriasis of the
scal p.

[Slide.]

Side effects for topical vitamn D3
anal ogues are primarily cutaneous, and include
burning, stinging, pruritus, skinirritation and

tingling of the skin.
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[Slide.]

The topical retinoids that are approved
for the treatnent of plaque psoriasis are
tazarotene gel and cream They are available in
two strengths: 0.05 percent, and 0.1 percent.

The side effects include pruritus,
burni ng/ stingi ng, erythema, worsening of psoriasis,
irritation, skin pain. And there have been cases
of hypertriglyceridem a.

[Slide.]

Addi tional indicatiosn for topica
tazarotene in the 0.1 percent gel is approved for
the treatnment of facial acne vulgaris of nmild to
moderate severity. And the 0.1 percent creamis
al so approved as an adjunctive agent for use in the
mgitation of facial fine winkling, facial nottled
hyper - and hypopi gment ati on, and beni gn faci al
lentigines in patients who use conprehensive skin
care and sunlight avoi dance prograns.

[Slide.]

Topi cal tazarotene--both products are

pregnhancy category X. They are contraindicated in
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worren who are or may beconme pregnant. And there
are sone requirenments before and during therapy.
These include a negative pregnancy test two weeks
prior to initiation of therapy. Therapy nust be
initiated during a normal menses. And wonen of
chil dbearing potential should us adequate birth
control

[Slide.]

Now | ' m going to speak on
phot ogenot herapy. There are two types of
phot ot herapy for the treatnment of noderate to
severe psoriasi sThese include ultraviolet B, or
UVB; and ultraviolet A plus psoralen, nore commonly
known as PUVA

[Slide.]

There are two types of UVB: broadband UBV
and narrowband UVB. The treatnent is tine
consumng. Patients usually nmust cone two to three
visits per week for several nonths. And the side
effect is possibility of experiencing an acute
sunburn reaction.

[Slide.]
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PUVA consi sts of ingestion of or topica
treatment with a psoralen followed by UVA. It is
usual ly reserved for severe, recalcitrant,

di sabling psoriasis. This formof treatnent for
psoriasis is also tine-consumng. It usually
requires two to three visits per wekk, and at | east
six weeks of treatnment to get clerance.

There are several precautions that nust be
taken for patients who are treated w th PUVA
Patients must be protected from further UV |ight
for 24 hours post treatment. And with ora
psoral en, they nust have w ap-around UV-bl ocking
gl asses for 24 hours post treatnent.

[Slide.]

Side effects with oral psoral en include
nausea, dizziness and headache. Early side effects
with PUVA are pruritus, but late side effects
i nclude skin danage, and the increased risk for
skin cancer, particularly squanous cell skin
cancer; and after maybe 200 to 250
treatnments--which is really a long tine--patients

may be at increased risk for mel anona.
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[Slide.]

Contrai ndi cati ons to PUVA include patients
| ess than 12 years of age; patients with a history
of light sensitive disease states; patients wth,
or with a history of nelanonma; patients with

i nvasi ve squanous cell carcinoma; and patients with

aphaki a.

[Slide.]

Now, the systemtherapies--these cone in
two types: oral and parenteral. The oral therapies

are nethotrexate, Neoral--or cycl osporine--and
Sori atane--acetretin. The parenteral therapy
i ncl udes, nost recently approved bi ol ogi cs which
are Anmevive, Raptiva and Enbrel. And | will
speak--as a prototype--on Anevive, which was first
appr oved.

Met hotrexate is a folic acid antagonist,
usual ly reserved for severe, recalcitrant,
di sabling psoriasis. Mxinuminprovenment can be
expected after eight to 12 weeks.

[Slide.]

The contrai ndi cati ons for nethotrexate

file:////[Tiffanie/C/Dummy/0712DERM.TXT (30 of 388) [7/26/2004 4:42:46 PM]



filex////[Tiffanie/C/Dummy/0712DERM.TXT

i nclude nursing nothers, patients with al coholism
al coholic liver disease, patients with other
chronic liver disease; patients with overt or
| aboratory evi dence of imunodeficiency syndrones,
and patients who have preexisting blood dyscrasias.

[Slide.]

This drug product is also a Category X
It's contraindicated in pregnant women with
psoriasis, and pregnancy nust be excluded in wonen
of childbearing potential, and pregnancy shoul d be
avoided if either partner is receiving nmethotrexate
during and for a minimumof three nonths after
therapy for nmale patients and for at |east one
ovul atory cycle after therapy for femal e patients.

[Slide.]

Side effects of methotrexate are nunerous.
They include acute or chronic hepatotoxicity,
hepatic cirrhosis, |eukopenia, thronbocytopenia,
anem a, stomatitis, nausea/volmtting, alopecia,
phot osensitivity, burning of skin |esoins and,
rarely, interstitial pneunonitis.

[Slide.]
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Mul tiple screening tests are necessary
bef ore using methotrexate. There are al so
recomendati ons for hepatic nonitoring, which
include period liver function tests, including
serum al bum n--al t hough, | nust say, liver function
tests are not a good screen with nethotrexate for
hepati ¢ damage. Therefore, there are
recomendations for |iver biopsy which include
doing it pretherapy or shortly thereafter, also
after a cunul ative dose of 1.5 grans, and after
each additional 1 to 1.5 grams of use.

[Slide.]

Neoral, or cyclosporine, is a potent
i mmunosuppressive. It is approved for adults that
are non-i nmunoconprom sed, with severe,
recal citrant plaque psoriasis. Muxinmmefficacy is
achi eved after about 16 weeks of therapy.

There are contraindications for use of
this drug, which include conconmtant PUVA or UVB
t herapy; using nmethotrexate or other
i mmunosuppr essi ve agents; using coal tar or

radi ation therapy. Patients with abnormal rena
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function; patients with uncontrolled hypertension;
patients with malignancies and nursing nothers
cannot use this drug.

[Slide.]

There are many side effects for Neoral
The hi ghest ones are the possibility of
irreversible renal and onset of hypertension; then
headache, hypertriglyceridema, hirsutism
par eshesi as, incluenza-Ilike synptons, nausea,
vomting, diarrhea, lethary and arthral gia.

[Slide.]

Mul tipl e screening tests--prescreening
tests--are needed for use of Neoral. And the tests
must continue throughout treatnent, wth dosage
adj ustnent as necessary to prevent end-organ
damage.

[Slide.]

Soriatane is the only oral retinoid that's
approved for psoriasis, and it's approved for the
treatment of severe psoriasis in adults. One can
see significant inprovenent with therapy after

ei ght weeks.
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[Slide.]

Contraindi cations for use of Soriatane
include patients with severely inpaired liver or
ki dney function; patients with chronic abnornally
el evated bl ood lipid values; patients who are
taki ng nethotrexate; and patients who use ethano
when on therapy and for two nonths foll ow ng
therapy in female patients.

[Slide.]

Soriatane is also a pregnancy Category X
drug product as it is a human teratogen. It's
contraindicated in pregnant fenal es or those who
intend to becone pregnant during therapy or anytine
up to three years post therapy.

[Slide.]

Side effects with Soriatane are those that
are usually associated with oral retinoid therapy,
and include chelitis, alopecia, skin peeling, dry
skin, pruritus, rhinitis, xeropthlam a, and
arthral gi a.

[Slide.]

There are many | aboratory abnormalities
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al so, and those include hypertriglyceridem a,
decreased HDL, hyperchol esterolem a, elevat3d |iver
function tests, el evated al kal i ne phosphat ase,
hypergl yceni a and el evated CPK. However hepatitis
and jaundice occurred in less that 1 percent of
patients in the clnical trials on Soriatane.

[Slide.]

Mul tiple prescreening tests al so nust be
used for Soriatane, and you nust have conti nued
nmoni toring throughout therapy, with possible dosage
adj ust nent .

[Slide.]

The parenteral therapy, as | nentioned
before, are lately on the scene. And the one I'm
going to speak on is Anevive. It is an
i mmunosuppressive dinmeric fusion protein. It's
made up of an extracel lul ar CD2-binding portion of
the human | eukocyte function antigen-3, which is
linked to the Fc portion of the human |gGl
nmol ecul e.

[Slide.]

Anevive is indicated for the treatnent of
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adult patients with noderate to severe chronic

pl ague psoriasis. Wth 12 weeks of therapy, a

di sease state of clear or alnost clear was achieved
by 11 percent of patients via the intravenous
route, and 14 percent of patients via the

i ntranmuscul ar route.

[Slide.]

The side effects with Amevive include a
dose-dependent reduction in circulating CD4 and CD8
T | ynphocytes. Therefore this drug should not be
adm nistered to patients with [ow CD4 counts. CD4
counts must be nonitored before and weekly
t hr oughout therapy.

[Slide.]

Side effects that have been associ ated
thus far with Amevive have been | ynphopeni a.
There's al so been an increased risk of
mal i gnanci es, particularly skin cancer--or basa
cell carcinoma and squanous cell carcinoma--and an
i ncreased risk for |ynmphona.

There have been serious infections

requiring hospitalization. There is also a risk of
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reactivation of chronic, |latent infections, and of

hypersensitivity reactions.
[Slide.]

hopefully this has given you a good

background on the di sease of psoriasis, and al so

the state of the armanentariumfor treating this

di sease

Thank you.

DR STERN: Thank you very nuch for a very

ni ce presentation.
Could I ask two quick questions?
The first is: topical tazarotene, the

package | abeling says that there should be a

pre-treatnment pregnancy test in women who m ght be

or become pregnant. |s that the | abeling for

topi cal tazarotene?

DR. COOX: Yes, what | had up there, it’

directly out of the | abel

DR STERN. Okay. And the second is:

had, for acitretin that the indication is severe

psoriasis, not nbderate to severe psori asis.

DR. COCK: Yes, severe--
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DR STERN: It's severe.

DR. COOX: It's severe psoriasis.

DR STERN. Ckay. Thank you very nuch.
Thank you for a great presentation. It was very
clear. And | enjoyed it.

And now we will go on to the Allergan
presentation, with Dr. Patricia Wil ker, Vice
President of the Skin Care Pharmaceuticals
Division, giving the introduction for the sponsor's
appl i cation.

Al l ergan NDA Presentation
I ntroduction

DR WALKER Good nor ni ng.

Al lergan is here today to seek approva
for our oral tazarotene gel formulation--ge
capsul e fornulation--for the treatnment of noderate
to very severe psoriasis.

What |'d Iike to show you today is that
tazarotene is a retinoid, and as a retinoid, it
does have sone uni que pharmacol ogy and receptor
activity. W' ve denonstrated efficacy in the

treatnment of noderate to very severe psoriasis. W
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feel our drug is differentiated from other
retinoids--and actually has an inproved safety
profile relative to other drugs in this class.
Tazarotene is a teratogen--or a probable

terat ogen--and we' ve devel oped a Ri sk M nim zation
Action Plan around this.

[Slide.]

It is available in a topical formulation,
as you heard this norning fromDr. Cook. The ge
formul ati on was approved in 1997 for the treatnent
of psoriasis, and for acne at that tine. A cream
formul ati on was approved in 2000 for the treatnent
of psoriasis; 2001 for the treatnment of acne; and
then, later for the treatment of photodanage, or
signs and synptons of photoagi ng.

At the time of the psoriasis cream
approval , we devel oped and worked with the
Derma- Dental Division to devel op a new scoring
system which we refer to as the "overall |esiona
assessnent. Later in the norning, in ny talk, 1"l
go over that assessnent.

We started the oral tazarotene formul ation
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devel opment in 1998, with Phase 2 studies. W
initiated the Phase 3 studies in 2001, and we filed
the NDA | ast Novenber, in 2003

Just to set the stage, we've studi ed nany
patients with this drug. WE have nearly 1, 700
patients studied with oral tazarotene, 901 of which
have been treated with at |least 4.5 ng or higher

[Slide.]

The introduction is fromne, then you're
going to hear fromDr. Alan Menter, who's going to
give you a brief overview of the disease, and what
the unnet need is, and the treatnent options.

I"l'l come back and share with you sone of
t he pharnmacol ogy of tazarotene; what the clinica
devel opnment' s been; and our proposed risk
m nim zation action program

And then Dr. Menter will wap up with a
ri sk benefit assessnent.

[Slide.]

Avai l abl e to answer questions today are
several of ny colleagues fromAllergan in various

di sciplines--
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[Slide.]

--as well as some consultants who have
wor ked with us extensively on analyzing and | ooki ng
at our data.

At this time, 1'd like to turn the podi um
over to Dr. Menter to give you the di sease overvi ew
and treatnent options.

Psoriasis: Disease Overview and Treatment Options

DR. MENTER: Thank you, Dr. Wal ker--M.
Chai rman, coll eagues, patients, |adies and
gent | enen.

My nane is Alan Menter, and I'ma
clinician, practicing dernmatol ogist in Dallas,
Texas. Froma conflict of interest conflict of
interest point of view, | have consulted with
Al l ergan, and have been involved in clinica
research with Allergan, with oral tazarotene, as
well as with nultiple other drugs related to
psoriasis. | do not own any stock in Allergan
cor por ati on.

[Slide.]

As we've so eloquently heard this norning

file:////[Tiffanie/C/Dummy/0712DERM.TXT (41 of 388) [7/26/2004 4:42:46 PM]

41



filex////[Tiffanie/C/Dummy/0712DERM.TXT

fromDr. Cook, psoriasis is a comon disease. It
is probably one of what we consider the autoi mune
di seases in all nedical conditions. And |I'm not
going to reiterate sone of the things that Dr. Cook
mentioned in her excellent review, but just nerely
hi ghlight a few issues that | believe are inportant
when consi dering systenic therapy for psoriasis
patients.

[Slide.]

The preval ence, as she has mentioned, is
equal in male and females. And | think this is an
i nportant issue when we cone to talk about patients
who are candi dates for systenic therapy, because
believe at this stage, a number of
patients--particularly young femal es of
chil d-bearing potential--are currently excl uded
fromsystem c therapy because of pregnancy i ssues.

And, as she nentioned, there are nultiple
genes associated with psoriasis. And | think al so
of inportance is the fact that psoriasis is |inked,
as a systenic disease, with other inmune-nedi ated,

or autoi mune di sease such as di abetes, |upus,
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Crohn's--and there have been many genetic |inkages
found in which psoriasis patients have ot her
di seases |ike diabetes, |upus and Crohn's disease.

We all recognize that psoriasis is a
condition that patients struggle with. And, as Dr.
Wl kins said, quality of life--that I'd like to
stress--is a major issue. This is not just a
physi cal problemthat patients have to put up with,
they have to bear the enptional struggle that cones
with facing thensel ves on a day-to-day basis, their
| oved ones, their peers, on a day-to-day basis with
this condition we call psoriasis; and itching, and
pai n, and disfigurenent are comon. And patients
will tell you about the problems they have relating
to dealing with the day-to-day manifestations of
psori asi s.

[Slide.]

From a point of view of pathogenesis, |
think we don't recognize--as Dr. WIkin also said,
and Dr. Cook mentioned--that psoriasis has to be
considered not a skin disease. This is a systenic

disease. And | think for too long we, as
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clinicians, have really overl ooked the systenic
nature of psoriasis. It is certainly a disease
that is driven by the i mune system by T cel
proliferations, the rel ease of various

cyt oki nes--chem cals that then induced this
hyperproliferation and the scale that we see

i nherent in patients with psoriasis.

So | do believe that we nust no | onger
| ook at psoriasis as a pure skin disease; |ook at
it as a systenic disease |ike we do other
i mmune- nedi at ed system c di seases, like
ment i oned.

[Slide.]

It's a diverse disease. Eery patient with
psoriasis |ooks different. For those of us in
clinical practice who see psoriasis on a day-to-day
basis, psoriasis patients may, at first glance,
look simlar. But there are nuances, there are
differences in expression of the disease. And even
wi t hi n one individual patient, their disease may
change fromdi scoid psoriasis, as Dr. Cook showed,

to pustul ar psoriasis, to erythroderm c psoriasis,
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and back again to ordinary psoriasis.

[Slide.]

She showed pictures of genita
i nvol venent. This leads to massive issues in
i nterpersonal relationships. And no |onger can we
consi der genital involvenent, scalp involvenent, as
mere nui sance issues. These are issues that really
do involve patients' interpersonal relationships,
at work and at hone, on a day-to-day basis. And we
have to take cogni zance of the fact that psoriasis
has a mgjor burden on the quality of life. And for
those patients in the audi ence today, I msure they
could tell you the issues that they deal with on a
day-to-day basis related to quality of life. 1It's
not just physical functioning, but the nmental
functioning as well.

And | think when we consider retinoids,
it's interesting to note that there are retinoids
for non-dermatol ogic conditions, |ike |eukenia and
cut aneous | ynphoma. And psoriasis rarely has been
shown, in all aspects of quality of life, to inpact

negatively, equally, if not worse, the nental and
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physi cal aspects of a patient's life, with cancer
patients, arthritis patients, and di abetes
patients. So, again, stressing the quality of life
i ssues that are inherent in this.

And |'ve mentioned interpersona
rel ationships, and |'ve nentioned work disability
as wel .

And, as Dr. WIkin says, this is a costly
di sease, and it's not getting any cheaper as new
drugs becone available to us. But | do not believe
we need to take a backseat to coll eagues in other
areas of nedicine who have expensive drugs
available to themto treat diseases like arthritis
and Crohn's di sease.

[Slide.]

If one takes patients with various areas
of psoriasis--pal mar/plantar psoriasis--a patient
who's--which is a fairly conmon area of
i nvol venent --patients struggle with [ocations on
the pal ns, even though this may only affect a snal
proportion of the body. Patients--who you can see

here--with pal ns and sol es do not get by with
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creans and ointnments. They frequently need
system c therapy to control their disease. So,
body surface area by itself should not be used as a
pure paraneter for indication of system c di sease.

And the treatnent has to be considered asa
life-long treatnent. Psoriasis patients--as has
been nmentioned by Dr. Cook and nysel f--patients
start early inlife with psoriasis. The vast
majority of patients present before the age of 36
So, for those of themwho Iife a long life,
basically, they have to deal with this for the next
50, 60 years of their life. And treatnent has to
be tailored accordingly. You cannot treat
psoriasis for three weeks, for three nonths, for
six nonths or for one year. Treatnent is a
life-long treatnent. And no cures are currently
present at the current tine.

[Slide.]

So where are we with psoriasis therapies?
It's probably true to say that psoriasis is a very
under-treated di sease, and there are various

reasons for this.
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If we | ook at the figures--that has been
menti oned by Dr. Cook and mnysel f--of approxi mately
10 to 25 percent of patients; in the United States,
that neans a m ni num of 450, 000 patients have
moderate to severe disease. Currently, only about
125,000 of those patients are being treated with
systenmic therapy. So, hence, there are two-thirds
of the patients with noderate to severe psoriasis
are not being treated. And the question is: why?

And | think the reasons are shown here.
There are safety concerns with the drugs. 1It's
time-consuming to put up with the day-to-day issues
relating to these drugs. There's nonitoring
i nvol ved in psoriasis; and, obviously the cost
i ssue, as well.

[Slide.]

So, I"'mnot going to reviewthe
side-effect profile. Al these drugs work well.
And | think we have to recognize that we're not
here to knock any individual product. W have
great drugs. W've had nethotrexate avail able for

30 years. We've had retinoids available for nearly
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20 years. The biologic drugs are new. But all of
these drugs have issues relating to themthat make
for monitoring and nake for difficulty in

day-t o-day nmanagenent of these patients.

[Slide.]

So, basically, in sunmary: psoriasis is
not a single disease. It is a very diverse
disease. It is a disease that has nmjor problens
and quality of life issues.

And the other aspect we have to recognize
is that as patients age, they devel op co-norbid
conditions. They develop liver problens which
precludes them fromcertain therapies such as
met hotrexate. They nay have conprom sed rena
function which precludes cycl osporine. And al
day--and ny col | eagues--ny dernatol ogy col | eagues
in the audi ence--are faced with maki ng choi ces of
drug therapies for patients who have co-norbid
conditions that will preclude certain drugs. So we
definitely need a full range of treatnent.

And | do believe that it is inportant for

our psoriasis population that we have--as we do
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have in other system c diseases--a full range, and
conpr ehensi ve range of medi cations so that we can
choose, in conjunction with our patients, the
correct therapy for our patients.

Thank you.

DR STERN:. Thank you very nuch.

Oral Tazarotene - Pharmacol ogy, Cinica

Devel oprment, Ri sk M nimzation Plan

DR WALKER: |'m now going to share with
you the pharnmacol ogy of tazarotene, and what we
think makes it unique; the clinical devel opnent

program and the risk minimzation plan that we are

pr oposi ng.

[Slide.]

Just to summarize the data that we have
for tazarotene as a nolecule, it is a prodrug. It

actually has only one active nmetabolite, and that's
tazarotenic acid. It's what's known as a
third-generation retinoid, or acetylenic retinoid.
It's a |l ocked nol ecul e, which prevents

i sonerization and non-specific binding, and it's a

receptor-sel ective nol ecul e.
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[Slide.]

As already nentioned, retinoids have been

on the market for a long tine--both natural and

synthetic fornms--for over 20 years. These are very

wel | known to dermatol ogists, but they're al so used

outside of dermatol ogy. There's isotretinoin,

altrans retinoic acid, etretinate--which has now

been repl aced by acitretin-- and bexar ot ene.

Reti noids are known to be essential for

norrmal epithelial proliferation, differentiation,

and enbryo-fetal devel opnent.

There are two types of retinoid receptors
that retinoids act through: the RAR receptors and
the RXR receptors. These receptors al ways occur as

a diner. They can occur as either a hetero-diner,

with the RAR binding with an RXR, or as a
hono-di mer, RXR-RXR receptors.
[Slide.]

There are al so subtypes of these

receptors. The receptor conbinations and subtypes

are inportant because there are different side

ef fects noted--and different biological effects
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noted--wi th each subtype. And there's also
ti ssue-specific receptor expression.

[Slide.]

The current retinoid therapies used in
dermat ol ogy--primarily acitretin and
i sotretinoin--are what are known as pan-agoni sts.
Acitretin is a pan-agonist for all three subtypes
of the RAR receptor. Isotretinoin and its
nmet abolites are pan-agonists for the three subtypes
of the RAR receptor, as well as the RXR receptor

This is inportant because activation of
these subtypes are related to many of the side
effects that we heard about this norning from Dr.
Cook, such as hyperlipidem a, hepatotoxicity,
epistaxis, eye irritation and dryness--those side
effects are specifically associated with the RARA
subtype, as well as the RXR-receptor subtypes.

[Slide.]

This is a distinction for tazarotene.
Tazarotene is not a pan-agoni st. Tazarotene has
specific receptor activation at 4 to a nuch

hi gher level than at the RAR4. There is no
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activity at the RXR receptor

This is inportant for treating skin
di sease because skin disease specifically has a
receptor RAR in karotinocytes.

[Slide.]

It's a | ocked mol ecule. And the | ocked

mol ecule--if | can try to use the pointer here--the

| ocked nol ecule here is due to the triple bond

there. That prevents this nolecule fromflopping

around and giving non-specific binding.

This receptor selectivity that |'ve

descri bed here we feel can enhance the therapeutic

effect--can enhance that effect by really

m nimzing side effects that are unwanted, and thus

i nprove the safety profile.

[Slide.]

I"mnow going to go on and share with you

the clinical devel opnent program

We' ve done 12 Phase 1 studies in nornal

heal t hy vol unteers; one Phase 2 study in patients

with noderate to very severe plaque psoriasis,

four Phase 3 studies, patients with noderate to
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very severe plaque psori asis.

[Slide.]

Qur clinical Phase 1 studies in normal
heal thy vol unteers denonstrated that tazarotene
could be given as a single daily dose for al
patients. The dosing is not affected by the
patient's body weight, and not affected by whether
it's taken with or without food.

Inin vitro studies, and some clinica
studi es, we've denpbnstrated that there are no
expected drug-drug interactions. Tazarotene is
met abol i zed by the P450 enzyne system specifically
CYP2C8 and the FMO

The netabolismis not altered by al coho
ingestion. And tazarotene has a very short
half-1ife of 7 to 12 hours.

[Slide.]

The efficacy data |'mgoing to share with
you now i s based on the Phase 2 dose-ranging trial,
whi ch is known as an 026P study; two Phase 3
pivotal trials, the 048P study, and the 049P. 1’|

try to rem nd you whether it's a pivotal trial, and
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what the nunber is; or two Phase 3 open-I| abe
trials, which are the 050P and 052P

[Slide.]

Tazarotene in the dose-rangi ng study--we
determ ned that tazarotene 4.5 ng per day as a
singl e dose woul d be an appropriate dose to take
into our Phase 3 trial. These results were based
on two stages of a dose escalation trial. The
first stage went from zero--or placebo--up to 1.1
nmg per day. Then we did dosing escal ati on cohorts;
a 2.8 ng cohort together; a 4.2 ng cohort; and 6.3
ng.

W showed--and saw in the data, which I'm
going to show you in just a nmonent--that there was
really no clear dose response in doses ranging from
.4 mgup to 2.8 ng. W did see a nice clinica
response in the 4.2 and 6.3 ng dose groups.

[Slide.]

This is |looking at the overal |esiona
assessnent; | ooking at patients who achieved a
"mld or less." | think you can see, with the kind

of orange colored bar, or peach colored bar, that
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mld disease really--there was not a cl ear dose
response up to 2.8 ng, but you did see in the 4.2
and the 6.3 dosing groups that there was a nice
response, with at |east 80 percent of the patients
achieving that "mld" disease.

Based upon these results, we chose the 4.5
nmg dose to go into our Phase 3 trials.

[Slide.]

The Phase 3 trials |ooked at adult
patients, 21 years of age or older, with stable
pl ague psoriasis on at last 10 percent of the their
body surace area in an overall |esional assessnent
of at least 2, which was graded as a "nopderate."

[Slide.]

So what is an "overall |esiona
assessnent?" | did nmention in our introduction
that this measure was devel oped by Allergan, in
col | aboration with the FDA, back in 1997, for a
cream devel oprment program At that tinmethe
FDA--the Division asked us to work on devel oping a
scoring systemwhich was clinically nmeaningful; a

scoring systemwhich was static--didn't require
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physi ci an menory; and one which didn't require
physician's nenory, was static, clinically

meani ngful , and used all the signs and synptons of
psori asi s.

So we worked and devel oped a scoring
systemthat took all the major signs--plaque
el evation, scaling, and erythena--they were on a
si x-point scale, fromnone to very severe disease.
We used this in our cream devel opnent, and then
have used this trial subsequently in our ora
devel opnment. Physicians were trained on this
scoring systemusing a photo-nuneric guideline.

[Slide.]

An exanpl e of sone of the photos fromthat
gui deline are shown on this slide. You can see,
it's a"0"--again--to "5" scoring system which is
a six-point scale. "None" is no disease; "niniml"
is disease with alittle bit of erythema. It
allowed a slight bit of scaling. Alittle nore
scaling and erythema with "m | d" disease. You have
a definite plaque at "nopderate" disease, and then

the plaque and scaling really increased to "very
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severe di sease."

[Slide.]

The primary efficacy variable in these
trials were: patients had to enter with at |east a
nmoder at e di sease; noderate, severe or very severe
di sease. And to be considered a clinical success,
those patients had to reach a score of "none" or
"mnimal." And that was the primary variabl e that
we |ooked at. This is a very stringent criteria.
So patients had to conme in with noderate to very
severe, and they needed to be a "none" or "minimal"
to be a clinical success.

[Slide.]

We | ooked at ot her neasures al so. W had
a second co-primary variable, which was | ooking at
patients who had at | east a two-grade change in
their overall |esional assessnent. W |ooked at a
physi ci an gl obal response to treatnment. W | ooked
at body surface area. And then we | ooked at each
i ndi vi dual sign of psoriasis--erythem, plaque and
scal i ng--and those were scored on a five-point

scal e.
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We | ooked at target lesions to see if
there were different |esions that responded or not
to psoriasis [sic]. W |ooked at el bows, knees,
scalp and trunk. And, again, we |ooked at hose in
terns of the specific signs of plaque, erythema and
scal i ng.

We | ooked at overall pruritus. W |ooked
specifically at scalp psoriasis; quality of life
i ndexes, as well as photographs.

[Slide.]

743 patients were evaluated in these
efficacy trials. 743 got the drug at least 12
weeks. W also did longer-termstudies; the 52 and
50P trial. There were 261 patients who got ora
tazarotene at |east 24 weeks; 153 for 48 weeks; and
101 patients for 52 weeks.

[Slide.]

In the Phase 3 pivotal trials--this is the
48 and 49P trials--the patients were random zed to
received 4.5 ng of tazarotene per day, versus
pl acebo, for 12 weeks. The visits were at weeks 1,

2, 4, 8 and 12. There was a post-treatnent period
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build into this trial--and, actually, all the
trials 1'"'mgoing to tal k about--which was al so 12
weeks, and the patients were evaluated at weeks 16,
20 and 24.

[Slide.]

The denographi cs of the pivotal
trials--this is the 48, 49P trials--were that the
average was around 47 years of age; there were 60
to 80 percent males in the trial. This is
different than what the denographics of the disease
are, but is actually very consistent with a
system c psoriasis trials.

The nmean body surface area was quite high
approxi mately 30 percent across all groups. And
the overall |esional assessnent was 3.4--so
somewher e between a noderate and severe di sease.

[Slide.]

Now, this is showing you the results of
the two pivotal studies, |ooking at the primary
ef ficacy variable of "none" or "mnimal disease.”
So this is this is that very stringent criteria.

The light blue bars on the bottomare the
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pl acebo. The orange bars are the patients treated
with tazarotene. They're the orange |ines.

What | think you can note, first off, by
just looking at this, the quick |look is that the
two trials--same exact trial, different sites,
different patients--they very closely nimcked each
other. And | think you'll appreciate, as | go
through this data, that all the trials closely
m m cked each other. It nakes ny job a | ot easier
when you don't have one trial that doesn't fit with
the others. Al the trials mmncked each other.

So now | ooking at the orange lines as they
go up, you can see that at week 12, which is the
primary tinme point, between 15 to 20 percent of the
patients reached this efficacy | evel of "none" or
"mnimal disease."

VWhat's also interesting is that you | ook
at 16 weeks--which is the post-treatnent
period--that's the darker side of the graph--you
can see that nore patients in one trial--al nbst 25
percent of the patients--reached that criteria, and

the ot her group stayed about the sane.
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If you | ook through the post-treatnent
period, you can see that the effect was relatively
sust ai ned throughout the 12-week post-treatnent
period. These results were statistically
significant as early as eight weeks.

As |'ve nentioned many tines, the criteria
of "none" or "mninmal disease" is a very stringent
criteria for success. Does that mean that only 20
percent of the patients inproved with the di sease?

What | want to show you here is: no,
that's 20 percent of the patients achieved that
stringent criteria, but nore patients actually did
respond.

If you look at the two sides of the graph
there's the tazarotene treated side, and there's
the placebo side. So it's tazarotene, placebo.

Patients entered the trial--predomnantly
noderate overall |esional assessnent. The yell ow
bar are patients with severe psoriasis. The little
red bar at the top are patients with very severe
psoriasis. So this is the tazarotene group, at

basel i ne.
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After 12 weeks of therapy, you can see
that the noderates are certainly decrease. The
"severes" are decreased, and the "very severe"
patients--although not nany patients al
i mproved--and that this response was maintained in
the post-treatnent period.

So where did these noderates and severes
go? Well, they go into the mld, none or mnimnal
caregories. And, again, this graph shows that that
response i s somewhat sustained through the
treatment period.

If you | ook at placebo--well, your purple
and yell ow bars, at the quick glance, don't change
much. And, certainly, your "very severe"--is the
little skinny red bar at the top--don't change at
all.

Body surface area--we did neasure body
surface area. This is--the overall |esiona
assessnent is different than the PCSI score. The
POSI score is a derived score, which includes body
surface area a part of the derivation of that

score. Wth our scoring system the overal
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| esi onal assessnent is separate fromthe body
surface area

[Slide.]

So here we show body surface area, and the
nunber of patients who actually had at |east a 10
percent decrease. You can see, at week 12, between
30 to 40 percent of the patients had a 10 percent
decrease in their psoriasis. It peaks at weak
16--or four weeks off of treatnent--and that effect
is relatively sustained throughout the treatnent
period. And, again, is statistically significant
conpared to placebo

[Slide.]

We al so | ooked at the measure of physician
gl obal --response to global inprovenent. So this is
t he physician saying, "How much better did this
patient get?"

What | have here is the dta divided by how
many patients the physicians felt got at |east 50
percent better, and 75. The hash marks are the
total height of the bar; shows how many patients

got at | east 50 percent better. And you can see at
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week 12, at |easte 54 percent of the patients got
at | east 50 percent better.

That was relatively sustained in the
post-treatnent period, with 43 percent of the
patients getting better. | think you can see it is
statistically significant conpared to pl acebo.

If you use a little nore stringent
criteria of how many patients got at |east 75
percent better--that's the solid bar--you can see
that at week 12, 30 percent of the patients got at
| east 75 percent better, and that was sustained in
the post-treatnment phase of 30 percent maintaining
t hat .

So, again, there's a very stringent
criteria of "none" or "mnimal disease," which is a
very high bar--which we had approxi mately 20
percent of the patients achieve. But the mpjority
of patients do achieve sone response of at |east 50
percent or nore inprovenent.

[Slide.]

These are just sone clinical photographs

that show how the patients did in this trial. The
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patient on the left is at baseline, and then his
response at week 12.

[Slide.]

These are sone target |esions--the el bow,

on the top, and the knees on the bottom -at
basel i ne, and then the response at week 12

[Slide.]

Anot her target plaque and el bow at
baseline, and then a really nice response, again,
at week 12.

[Slide.]

We had two | ong-term studies: the 052P
study and the 050P study. Although these were
primarily safety studies, | think toshow you just

one efficacy graph | think is hel pful

The 052P study was an extension study from

the privotal trial. So the 048, 049P

trial--patients who at 12 weeks either had

wor seni ng di sease or stayed the sane were all owed

to enroll in an open-label trial
Ni nety-two patients enrolled that had

al ready been treated with 12 weeks of tazarotene,
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versus 220 that had been treated the first 12 weeks
with placebo. They went into the six nmonth trial
12 weeks treatment with tazarotene for al

patients, and then another 12 week foll ow up.

So what we see in this group is that you
have a subset of patients who got 24 weeks of
therapy with tazarotene.

In contrast, the open-label study--the 50P
study--was a pure safety study. Al patients got
tazarotene, 4.5 ngy. They were dose for 52 weeks,
and then had a second 12 weeks post-treatnent
response.

[Slide.]

The denographics of this trial were very
simlar to the denbgraphics |I showed you for the
two pivotal trials. The nean age was, again,
around 47 years of age. The body surface area was
close to 30 percent, and the overall |esiona
assessnment score was close to 3.4.

[Slide.]

Now, this is a graph showing the primary

ef ficacy variable of "none" or "mninmal" disease.
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If you look at the yellow line first, the yell ow
line are patients who were treated with placebo and
then enrolled into this open-label trial. So they
shoul d respond |ike what we showed in the pivota
trial. And they do.

At week 12, approxinmatley 20 percent of
those patients had reached the stringent criteria
of none or mnimal disease, and that was relatively
mai nt ai ned across the 12-week post-treat nent
peri od.

VWhat's interesting here--and the reason |
like to showthis data--is that the orange line are
patients who didn't respond to the first 12 weeks
of therapy. And they didn't respond, and they had
to enter this trial with noderate or worse disease
So they could not have inproved. Some of those
patients went on to inprove and to neet the
stringent criteria of an OLA of "none" or
"mninmal;" in fact, apprxoiantely 15 percent of
those patients did rech that criteria, and then
those patients had a sustaining of the effect in

t he post-treatnent phase.
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So, it does suggest that 12 weeks may not
reach--all the patients may not have their maxi mal
response in 12 weeks.

[Slide.]

This is looking at the open-1ablel study.
And, again, | think these results are very
consistent with what |'ve already shown you. These
are patients who all got 4.5 ng per day. |If you
| ook at week 24 here, you have really pretty nuch
the peak efficacy effect. Approximtely 20--a
little over 20 percent of the patients reach the
stringent criteria of "none" or "mniml" disease.
And it remains relatively stabl e throughout the
next 24 weeks of therapy. And the effect, again,

i s somewhat sustained and maintained 12 weeks of f
of therapy.

[Slide.]

We | ooked at nmany secondary measures.
Because of tinme constraints, | can't share all this
data with you. But we did show at weeks 12 and 24
that the results were statistically significant in

reducation of scaling, erythema and plaque. The
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results were statistically significant even in
difficult-to-treat |esions, such as scalp, knees
and el bows. And the results were sustained t

hr oughout the post-treatnent period in all trials.

[Slide.]

At week 12, nearly 80 percent of the
patients were satisfied with their treatnment, and
there we statistically significant changes in
their quality of life scores. The inprovenent in
the quality of life using a specific psoriasis
index called a PQOL correlated with inprovenment of
OQLA, and it correl ated whether the inprovenment was
only one grade in OLA or higher

[Slide.]

Just to sunmarize the efficacy:
apr poxi amely 20 percent of the patients achieved
"none" or "mnimal" disease. Approximtely 50
percent--or a little over 50 percent--had at |east
noder ate--or 50 percent or nore clearing of their
di sease. There was a significant inprovement in
pl ague el evation, erythema, scaling, and pruritus,

as well as a reducting in BSA
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[Slide.]

There was a mai ntenance of effect observed
fol | woi ng discontinuation of drug. There was no
tachyphyl axis, and really, the majority of patients
did not have rebound.

A |l arge percentage of the patients were
satisfied with the treatnment and had an i nprovenent
intheir quality of life.

[Slide.]

Now, |'m going to spend sone tine going
over the safety data.

I"d first like to enphasize that we have
neaerly 1,700 patients who have been exposed to
tazarotene What |I'mfocusing on in the safety
presentation this norning, however, are patients
who got at least 4.5 ng, and really focusing on
patients who got 4.5 ng for at |east 12 weeks;
that's 690 patients.

There are al so patients who got the drug
at | east 24 weeks--285; 48 weeks--153; and greater
than 52 weeks--101--greater than or equal to 52

weeks, 101.
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[Slide.]

We | ooked at many nmeasures for safety. W
| ooked at adverse efents; physical exam nations,
vital signs, body weight. W di therapeutic drug
monitoring at selected sites. W did x-rays on the
spi nal and ankl e |iganments, | ooking
forcalcifciation or osteophyte formation. That was
done on all patients in all studies.

We di d DEXZ scans, |ooking at bone
densitonetry--again, all patients, all studies. W
di d opht hal nol ogi ¢ eval uati ons, and specifically,
we did ERGs, only in the | ong-term study.

We di d audi ol ogy eval uations, but focused
only on the long-term one-year safety study. And
we di d neuropsychiatric evaluations on all
patients, all studies.

[Slide.]

Oral tazarotene in the clnical trials was
very well tolerated. WE had a very |ow drop-out
rate due to adverse events. Less than 5 percent of
patients dropped out due to treatnent-rel ated

adverse events in the pivotal trials, or the 048,
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049P tri al s.

More dropped out in the long-term
trials--the six-nonth trials--6.5 percent. And
al nrost 15 percent of the patients did drop out in
the open-I| abel one-year study.

[Slide.]

We had very few serious adverse events in
the trial. The adverse events--there were only two
whi ch were deenmed to be treatnent-related. And |'d
also like to point out that we did have one death
inthis trial. The death was secondary to a
mechani cal failure of a small aircraft, and not
thought to be related to the drug.

The two serious adverse events thought by
the investigators to be possible due to drug was,
one, for a patient who was hospitalized during the
post-treatnment period for pain secondary to severe
anpul l ary stenosis. The other patient was
hospitalized due to hypertension, and it's
noteworthy that this patient did have a history of
hypertension. Both serious adverse events were

resol ved.
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[Slide.]

There were four pregnanci es--or had been
four pregnancies with oral tazarotene. Only one of
those pregnancies was in the psoriasis trial--this
is the 050P, that's the one-year trial. That
pregnancy occurred eight weeks after the patient
had di scontinued drug. And it's notable, because
that pregnancy was a result of non-consensual sex,
and the patient did choose an el ective termnation
foll owi ng that.

The other three pregnancies were in the
acne Phase 2 trial, which is the 040P trial. One
of those resulted in elective termnation by the
patient; one in a spontaneous term nation or
m scarriage; and one was a healthy baby born. That
baby was exposed in utero to approxi nmately 15 days
of drug, and was wi thout any mal formations. The
child is now 26 nonths ol d.

[Slide.]

Adver se events--we neasured adverse events
inall the trials. I'mgoing to focus first on the

pivotal trial, because it has the placebo contro
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group. There were adverse events. These were
predom nantly mld. The nost comobn was
cheilitis--or chapped lips. It occurred in 65
percent of the patients. The next npbst comon was
headache, and then dry skin; and, |ess comonly,
arthral gia, nyal gia and back pain.

Note here, 2 percent of the patients had
hyper gl ycem a, versus placebo, but here were no
differences in | aboratory val ues of hyperglycen a
relative to placebo. So these are ones that
i nvestigators said were adverse events

[Slide.]

What happens when we di scontinue
treatment? So, here you have the sanme data from
the previous slide. And what |'ve shown you here
are only those which were statistically significant
bet ween pl acebo and acti ve.

If you see what happens post treatnent,
you see that they actually all go down. The
cheilitis went from65 to 48. It should be noted:
these are all adverse events that occurred at any

time during the post-treatnent period. Headache
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reduced in the post-treatnent period to 4.7; dry
skin reduced' arthral gi as, nyal gi as--show ng that
all of these side effects that occurred during the
treatnent period were reversing with

di sconti nuation of drug.

[Slide.]

What is inmportant, | think, in this case
to show you what occurred with adverse events, it's
important with what we know about this class of
conpounds, to say what didn't occur with our drug;
what didn't we observe

We did not observe a difference between
tazarotene and placebo in alopecia. Al opeciais a
very comon probl em and a common reason for
discontinuing acitretin therapy. W didn't see any
endocrine abnormalities. Endocrine abnornmalities
are commn with bexarotene. W didn't see
depression, or differences in depression or
psychi atric eval uati ons between the tazarotene and
pl acebo groups, in terns of enotional lability or
depr essi on.

We didn't see a difference in el evation of
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liver function tests, and we didn't see any changes
in visual or auditory.

[Slide.]

So what happened in the |l ong-term studies.
Here |I'm showi ng you just the open-label data, so
there's no placebo. But you first have those
patients who were in the 052P extension study who
got placebo the first 12 weeks. So they should be
essentially--have the sane AE profile as our
pivotal trials. Those who got it at |east 24
weeks, and patients who got drug at |east 52
weeks--or 52 weeks.

Again, cheilitis--very simlar. 1t's the
nmost conmon side effect with this drug, but it is
notably mld. Dry skin--the second; arthralgia,
nmyal gi a, headache--very sinilar to what we showed
in the previous slide. So what we also wanted to
| ook for is is there anything new that showed up,
and did they change over tine?

I think, if you | ook here, you see that
arthral gia does appear to incrase with |onger

duration of treatnent, as does nyal gia, and
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possi bl y headache.

[Slide.]

Ch, let nme go back one.

[Slide.]

Al so, notably, we did see sone al opecia
out a year; less than 8 percent--stil
significantly less than observed with the other
retinoids, but higher than what | showed you in the
pl acebo trial s.

[Slide.]

Li ver function tests--this is an inportnt
one to | ook at, especially considering this class
of drugs. | think these results are very
i nt eresting.

First the ALT--transam nases--they were
hi gher--now we' re | ooking at 12 weeks, 24 weeks,
and 52 weeks of therapy. They were higher in the
pl acebo group than any of the treatnent groups.

AST--the other transam nase--was
relatively stable between the placebo-control trial
at 12 weeks, but does | ook possibly like it goes up

at 52 weeks--excuse ne, at 24 weeks or 52 weeks.
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But | think when you | ook at that you have to
renenber there's no placebo group, and over a year,
at any one tinme, an individual |aboratory val ue may
spi ke.

Simlar, GGI; LDH we didn't see much;
bilirubin--direct, indirect, total. The only one
that we do see a really change was al kal i ne
phosphat ase, which was el evated relative to the
pl acebo in the treatnent groups at 12 weeks in the
52-week study--up as high as 14 percent.

[Slide.]

We | ooked at all |aboratory val ues.
showed you the ones that were statistically
significant. Looking now at all |aboratory val ues,
in the tazarotene versus placebo trial, what else
do we see?

Wel |, creatinine phophoki nase--higher in
the placebo group relative to the tazarotene group
This is also unique. | think if you think about
isotretinoin and el evations in creatinine
phosphoki nase are a known probl em

Triglycerides--22.8 percent versus 16

file:////[Tiffanie/C/Dummy/0712DERM.TXT (79 of 388) [7/26/2004 4:42:47 PM]



filex////[Tiffanie/C/Dummy/0712DERM.TXT

percent. What does that nean? |'mgoing to go
into that alittle nore detailed in the next slide.
ALT--worse in the placebo versus tazarotene;
bilirubin worse in the placebo group versus

t azar ot ene.

So let's look at that triglyceride
el evation, which was statistically significant.

[Slide.]

We | ooked at the triglycerides in many
different ways. But | think that looking at it up
here, the way | presented it, is instructive. W
| ooked at patients who were el evated above
250ng/ dL, and those who were el evated at greater
than 500ny/dL, assuning that around 500 woul d at
| east be a definite trigger for a patient to either
| eave the trial or to go on a second drug.

What you can see is that 30 percent of the
patients in the tazarotene-treated group were at
| east--were above 250, versus 23 in the placebo
group. And that was statistically significant.

But if you | ook at the higher elevations,

you see that they were actually equal between the
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two treatnment groups, suggesting that there is sone
el evation of triglycerides, but those el evations
are nodest.

[Slide.]

We | ooked at the effects on bone. As |
mentioned earlier, we did DEXA scanning, to | ook at
bone nmineral density in the |lunbar spine, tota
him and htefenmporal neck. And we did x-rays of the
spi nal and ankle liganments for calcification, and
| ooked for osteophyte fornation.

[Slide.]

Focusing first on bone m neral density,
the data denonstrated that after 12 weeks of
treatment there were no differences in the median
percent change in bone nmineral density in the spine
or the femur. In the hip, there appeared to be in
increase in bone mneral density, but that increase
was very small, and not--it was statistically
significant, but very unlikely not clinically
meani ngf ul .

In longer-termstudies, at 24 weeks and 52

weeks of therapy, we did show that there was a
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change in the nedian percent of the bone mnera
density. But those changes were very small, and
they occurred only in the fenoral neck and total
hi p, and not in the spine.

We did see gains or |osses--and there are
many ways to | ook at this data, and we can explore
this later this norning--many ways to | ook at the
data. But if you look at patients who had gains or
| osses greater than 5 percent, we saw that in all
three areas. W did see that there were nore
i ndi vidual |osses rather than gains in the tota
hip and the fenoral neck, and that there were no
differences for the spine. So the hip and the
fermmoral neck seemto be the key areas where there
were any changes at all.

[Slide.]

In this slide I'm showi ng you the nean
percent change in the bone mneral density, and
that these nean percent changes were very snall

The scoring systemis a g/cm
2 And you can see

where the baseline screening visits were on average

there, and then what athey changed.
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First of all, note the |unbar spine.
There were no statistically significant changes,
and they were very small. [If you |look at the total
hip, there were statistically significant changes
at week 24 and 52, but they were changes of .45
percent .

If you | ook at the femoral neck, there was
a change at 233k 24 of close to 1 percent--.92--and
at week 64, 1.27. But at week 52, nothing. So
these are decreases--smal|l percentage decreases in
the bone m neral density.

[Slide.]

So, to summari ze those findings, there
wer e nmedi an percent changse, but they were very
small. They occurred only in the fenoral neck and
the total hip, but not the lunbar spine. W think
that these changes really are--could easily be
expl ai ned by differences and variance that you
woul d expect in the normal popul ation

There are individual gains and | osses of
greater than 5 percent, but they are probably al so

within the normal variation.
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W al so have data--our data denonstrates
that these changes are not associated with the
i ncidence of fractures. They're not associated
with the incidence of osteoporosis. They
don't--there doesn't seemto be an age associ ation,
a gender association, or an association with
medi cations such as a history of systenmic
corticosteroids.

[Slide.]

Now, let's look at the data for
hyperostosis. These were the x-rays. Wat we've
shown here--we | ooked a couple things. W | ooked
at what was the existing hyperostosis; so, really,
the preval ence, and how di d that change through
time, as well as | ooking for changes in increases
i n individuals.

Looking here first at the 050P study--this
is the one-year study--and we show that at
basel i ne--you know, between 50 to 58 percent of
there sites | ooked at--so, the cervical vertebrae,
the plantar ankle or the dorsal ankle had

pre-existing either |iganment calcification or

file:////[Tiffanie/C/Dummy/0712DERM.TXT (84 of 388) [7/26/2004 4:42:47 PM]



filex////[Tiffanie/C/Dummy/0712DERM.TXT

ost eophyte fornations. That nunber seens hi gh,
but it's probaly indicative of both psoriasis
patients, as well as age. AN dit is within the
reported nunbers for that popul ation

But | ook at what happens at weeks 24 and
52, the nunbers really don't change. The cervica
vertebrae go up slightly to 63. The plantar ankle
goes up and down at 54. The dorsal ankle stays
relatively the sane.

So we didn't show that when you | ook
across at what you consider the preval ence for this
popul ati on, over one year they did not change.

[Slide.]

So did they actually worson? So they
didn't get nore, but did the disease worsen? Here,
I'"ve nmade a cut-off to show you the dta at greater
than a one-grade change, which would be nore
significant than less than or equal to one.

You can see that at weeks 12 and 24, we
didn't see anything. At week 52, there were sone
nodest increases: the cervical spine, there was a

5.2 percent of the patients had an increase in
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calcification or osteophyte formation. |In the

pl antar ankle there was a 1 percent. So there were
a fwe significant changes---- statistically
significant.

[Slide.]

I'"'mshowi ng you--reviewed a | ot of the
adverse events here. And | think what we feel that
this shows that there were sone adverse events that
you woul d expect to see with a retinoid, but there
were ot her adverse events that you would expect to
see that we did not see, which points to, really,
our specificity ata the RAR a,

What we dind't see was hepatotoxicity,
hyper chol esterol em a, or changes in thyroid
function, which are RXR or RARa- nedi at ed adverse
events.

What we did see are RAR & and adver se
events. W saw cheilits. W saw sone arthrali a,
some nyal gia, sonme statistically significant
changes in hyperostosis and bone m neral density,
which may or may not be just due to nornal

variation in this popul ation
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[Slide.]

So what are we recomendi ng for
nmoni toring, based on what |'ve shown you today?

Al lergan is recomendi ng that patients on
oral tazarotene do not need routine | aboratory
eval uations, unless they are an at-risk popul ation
If thte patient has a pre-existing condition which
woul d result in el evated hypertriglyceridem a, they
woul d need to be nonitored, such as patients with
di abetes or they start the drug with
hyper | i pi dem a.

W don't recommrend routine bone mnera
density or x-rays for our patients. Again, unless
they have a pre-existing condition which put them
at risk, such as arthritis or osteoporosis, or a
propensity for osteoporosis.

We do recomend period nonitoring for
pati ents who have a significant change in synptons,
or are on this therapy |long-term

[Slide.]

And now I'd like to just turn ny talk

towards the Risk Mnimzation Action Plan for ora
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t azar ot ene.

[Slide.]

Oral tazarotene is a probable human
teratogen, and |'d use that qualifier because
technically speaking, until you see a teratogen, or
you see a malforned fetus, it is "probable.” W
feel it's probable due to the class of drugs and
what we know.

Because we're | ooking at psoriasis__AND
think this is sonmething that was nentioned in the
i ntroduction--you need to frame this ddrug and this
risk in the frane of what physicians already use
for treatnment of psoriasis, and we conmonly use two
ot her drugs which are teratogenic; specially,
met hotrexate and acetretin.

Allergan feels that oral tazarotene is a
very viable and inmportant treatnment option for
worren of chil dbearing potential. W feel that
because it has a short half life and woul d be
washed out of the body quickly, that it would be a
useful nedication for this population. And because

of that, we are in support of having a R sk
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M ni m zation Action Plan to protect the vul nerable
patients.

[Slide.]

The goal s of our programare that no woman
who i s pregnant shall be prescribed or dispensed
tazarotene. Winen who are taking oral tazarotene
shal | not becone pregnant.

[Slide.]

Now, there's, | think, a little bit of
possi bly confusion in what |'m going to show you
now, and what was proposed originally in our NDA
And |'ve got sone slight changes to what was in
your briefing package. | apol ogize for having
changes, but as many of you know, sitting around
this table, this has been an evolving process. And
I think this is a great opportunity for nme to thank
Khal yani Bhatt, because she has arranged nany, nany
di scussi ons between the Derm and Dental division,
the Drug Safety Group and Allergan as we've evol ved
with this process. And she's been really terrific
at doing that.

We based our NDA, originally--which was
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filed in Novenber of 2003--we based that NDA on the
current isotretinoin programat the tine, which was
the SMART program W updat ed--and we' ve been

evol vi ng--since the February 2004 neeting. W
wote our briefing package with nodifications of
the programthat was in our NDA to account for the
changes in February. Since even submitting the
briefing package, we've had tel econferences and
actual nmeetings with the Division, and we've
actually nodified it a little bit nore. They are
slowy getting us to where they want us to be--is
what | like to say. W've had |lots of discussions
with Dr. WIKkin.

So I'mgoing to highlight where the
differences are in the program

[Slide.]

First of all, we're now recomendi ng a
mandatory registry for all patients. And this is
sonething that we're interested in certainly
di scussing with the conmttee. CQur origina
proposal was just for wonen of chil dbearing

potential; a targeted education programfor al
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patients; a nmandatory registration and
certification for physicians and pharnmacies; a
verification of all patients qualification at the
pharmaci st through an interactive technol ogy-based
system This is the other difference--they're in
italics. Prior to this, the proposal, | believe,
in your briefing package was only for wonen of
chil dbearing potential. A |aboratory-based
pregnancy test, which is hard |inked between the
preghancy testing and the drug di spensing.

[Slide.]

Managed access--this is really our nmain
di fference between the recomendati ons that were
presented by the isotretinoin--for isotretinoin at
the February neeting--and that is a drug supply.
W' re recommendi ng for wonen of chil dbearing
potential that they get a one-nonth supply with no
refills. However, for patients who are nmales, or
worren not of chil dbearing potential, we're
recomrendi ng that those patients be allowed up to
two refills. And this really is--the difference

bet ween, say, an acne popul ati on and psori asis.
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W' re al so proposing a pregnhancy exposure
registry, which is designed according to the FDA
gui dance. It's a proactive study that will follow
up each pregnancy throughout its duration. We wll
al so | ook at program effectiveness netrics. W'l
| ook at pregnancy rate; know edge, attitude and
behavi oral assessnents; process conpliance
measures; and we'll do root cause anal ysis.

[Slide.]

As |'ve nentioned, our programreally has
all the essential features of the isotretinoin
program based on the recomrendati ons of the
conmittee in February of 2004. But there are, |
think, inportant things that we need to consider,
and that is that that programis designed for an
acne population. Isotretinoin is prescribed for 20
weeks--you know, give or take sone tine, depending
on a clinician or a particular patient. And
monthly office visits for six nonths, while
burdensome, are not overly burdensorne.

Wth psoriasis, which is a chronic

Iifelong disease, requiring a patient to cone in
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every nonth is burdensome. |It's burdensone to the
patient, to the physician, to the health care--you
know, health economi cs.

The najority of our patients are over 40
years of age--or that's the average age is above 40
for patients on systemic nedications. So | think
we really need to consider this, because you coul d
have the uni ntended consequence of a physician not
prescribing tazarotene, or a patient not willing to
cone in once a nmonth for oral tazarotene and, in
turn, getting a drug which could possibly be Iess
safe for them or not having any system c therapy
when they need it.

[Slide.]

So we have a slightly custom zed program
and we'd like to have discussion with this. And we
want to work with the agency to have a programthat
protects a vul nerabl e population. W' ve very
behind that. But we'd also |ike a programthat is
practical; one that could be inplemented by
patients, by health care providers and pharmaci sts.

And we'd also Iike to propose, and di scuss
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today, whether a programfor all oral systenic
retinoids--or even all teratogens used in

di seases--shoul d have the sane programto avoid
confusion in the narketpl ace.

Thank you.

I"mnow going to turn the podi umover to
Dr. Alan Menter to discuss the risk-benefit
assessnent of oral tazarotene.

Oral Tazarotene Risk Benefit Assessnent

DR MENTER Thank you, Dr. WAl ker.

[Slide.]

It's obvious, when confronted with
clinical research studies safety data that we as
clinicians, and you as a panel, have to nake an
assessnent as to whether the drug in
question--i.e., oral tazarotene--is worthy of usage
in our psoriasis armamentariumfor patients with
noderate to severe psoriasis.

What 1'd like to now do in the next six to
seven mnutes is review the data and discuss this
issue relating to risk-benefit assessnment. And

really would like to wear my psoriasis advocacy
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hat. | am-part of the work I do with the Nationa
Psoriasis Foundation, who is represented here
today, is direct the advocacy group for the nedica
advi sory board. And ny two col |l eagues, who are
here as consultants today, Dr. Krueger is imediate
past president of the nedical advisory board for
the National Psoriasis Foundation, and Dr. Lebwohl
is currently the nedical director. And we are
very, very involved in advocacy issues relating to
psoriasis patients and safe treatnent for our
psoriasis patients.

So | think we've heard--both fromDr. Cook
and nyself, and fromDr. Wil ker--that we are
dealing with a di sease that has physical and
psycho-social inplications; that is |lifelong; and
we currently have good therapies for psoriasis but
we do have sone limtations, and we certainly have
an underserved popul ation of patients who have
nmoderate to severe psoriasis, as has been
di scussed.

[Slide.]

Der mat ol ogi sts have used retinoids for
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many, many years--for decades. And, as |'l
di scuss shortly, we are relatively confortable with
the use of systemc retinoids for the di seases that
they are currently available for. However, | do
bel i eve we now have a unique retinoid. And as has
been di scussed by Dr. Wal ker, because of its unique
receptor selectivity, we believe that sonme of the
side effect profile that we've conme to expect with
retinoids have been minimzed, as has been
di scussed in the clinical data shown by Dr. Wl ker

We know that this drug has significant
i mprovenent, both short-termand |ong-term on the
clinical signs and synptons of psoriasis. And the
vast majority of patients respond. Certainly--as
has been di scussed--very few drugs cl ear patients,
short-term long-term on a long-termbasis. And
we have a drug here that has a significant in the
vast majority of patients with psoriasis--dealing
with patients with nonotherapy, with systemc
retinoids.

It is also inportant that dealing with a

lifelong disease that we do have a drug that does
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not | ose efficacy over tine. And we now have
one-year data that shows that; that we do not |ose
efficacy. And al so, when the drugs are stopped for
what ever reason, that there's no risk of the

di sease reboundi ng or producing the erythrodernic
formof psoriasis that Dr. Cook showed, which we
sonetines see with sonme of our other systenic
medi cat i ons.

[Slide.]

you' ve seen nmultiple clinical slides of
the clinical effect of psoriasis, both froma
physi cal point of view as well as froman enotiona
poi nt of view

[Slide.]

So, as |'ve mentioned, we've had retinoids
avail abl e for the past 20 years. And the current
retinoids that are available--etretinate is no
| onger available. |It's superseded by
acitretin--altrans retinoic acid--ARTRA--is a drug
that has recently been made avail able for the
treatnment of pronylocytic | eukemia. And, of

interest for us dermatologists, that this is used
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in conjunction with an old drug that dermatol ogists
have used for a long tine--arsenic--to nmaintain
patients in control with a rare formof |eukem a.

Bexarotene is available for cutaneous T
cell lymphoma. And isotretinoin, as we all know,
for acne.

However, the only drug in this group that
is approved for psoriasis is acitretin. And
because of the concerns of some of the safety
i ssues to retinoids and other drugs, we do believe
that the inproved safety profile of oral tazarotene
does warrant consideration as a new system c form
of therapy for psoriasis.

[Slide.]

So, what I'd like to do now is just
contrast the oral tazarotene--bring up a few key
points related to oral tazarotene, and how it does
conpare with sonme of the other retinoids that |'ve
menti oned here now, particularly acitretin, a drug
that we all enjoy using and have used, as | said,
for many, many years, and very confortable using

acitretin, as we will do in the future, as well
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However, the distinguishing features
relating to oral tazarotene | think are shown here
on the table. | think one of the nobst significant
features which opens up this drug to feral es of
chil dbearing potential is the short half-life of
the drug. The drug, as you can see, has a short
life of seven to 12 hours, and the majority of the
drug is elimnated within five days, contrasting
with the longer half-life of the other retinoids,
particularly, as is shown here, acitretin.

Et hanol --this may not be considered a big
i ssue, but when confronting patients in the clinic
on a day-to-day basis, and naking choices for
therapy with out psoriasis patients, the question
of "can | drink socially?" "Can | have a
drink?"--they cannot with nethotrexate. This is
not allowed with nethotrexate. The |abe
specifically precludes social alcohol of any kind
with nethotrexate therapy. And because of the
conversion of acitretin to atrentinate, and the fat
storage of this drug, alcohol is also precluded in

fermal es of chil dbearing potential who utilize this
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drug. And this may take two to three years for
el i m nation--hence, the three-year exclusion when
using acitretin, which will not be an issue at al
with oral tazarotene.

I nmentioned earlier that as patients age
i pids beconte an issue with patients, and we're
frequently confronted with patients on
l'ipid-lowering agents as the popul ati on ages. And
I think the fact that we do not have this concern,
to a major degree, with acitretin [sic], again, is
I think, a significant inprovenent over other
retinoids that we currently have avail able to us.

[Slide.]

Liver toxicity--patients develop hepatitis
C, and we are frequently faced with issues relating
to patients with abnormal liver function tests.
Patients certainly have been shown, in the clinica
studies that Dr. WAl ker has di scussed, to show
m ni mal changes--short-termor long-term-in liver
function tests between placebo and ora
tazarotene--as conpared to one-third of patients

with acitretin.
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The al opecia issue, | think, is a big
concern for us. Probably, if one had to ask ne,
"What is the single nobst comon cause for
di sconti nuing retinoids?"--other retinoids,
particular acitretin, in psoriasis patients--it's
al opecia, particular females, who certainly do not
enjoy losing their hair. And this has becone a big
i ssue, and we have to tailor--drop the dose of
acitretin to minimze this concern, a nucocutaneous
side-ef fect concern. And the very fact that we
have m ni mal al opecia with oral tazarotene,
belive, again, is a significant distinguishing
feature.

And, finally, the other nucocutaneous side
effects--outside of the cheilitis, the dry skin,
the pruritus and--certainly for the
opht hal ol ogi sts in the audi ence--in the panel--the
dry-eye syndrones and the problens we have with dry
eyes, in consultation with our colleagues in
opht hal mol ogy, is of some concern with nost of the
retinoids, but does not appear to be a significant

i ssue with tazarotene.
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[Slide.]

And | think the nost critical issue that's
obviously facing the panel today, and that has been
di scussed in the risk mnimzation and risk
managenment plan as outlined by Dr. Wal ker and her
col l eagues fromAllergan, is the conprehensive
nature of the plan that has to be brought into
being, in order for us to be able to utilize
retinoid therapy in the future.

So, basically, females currently are
excl uded from both nethotrexate therapy, and all
femal es of chil dbearing potential--and, as
mentioned earlier--are also excluded fromacitretin
therapy. And | do believe this is a significant
proportion of the patient popul ation: young fenal es
of childbearing potential, who no | onger have to be
excluded fromretinoid therapy because of the
sel ective nature of this drug

[Slide.]

In nmy final few slides, | do strongly
believe, again, as a patient advociate--which is

what i believ we all should be thinking of--is that
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this drug has shown sustained clinical benefit of a
course of one year. And it's likely to be
continued, as clinical studies continue; that
ongoi ng therapy with this drug does show further
response. There has been a very high patient
acceptance for this drug, both because of its
clinical responsiveness, and because of its |ack,
particul arly, of nucocutaneous side effects and
alopecia. And | think the | ow ddrop-out rate--1ess
than 15 percent over a one-year period--1 believe
is a very strong guide to the patient acceptance of
this drug, and is a very lowrate as conpared to
many ot her systenic agents.

[Slide.]

Di scussing, again, the fermal e issue
relating to it, we do believe--and | do believe, |
believe Allergan believes, ny coll eague
believes--that this is a drug that shoul d be made
avai l abl e for that popul ation group who have
hitherto excluded fromtherapy; i.e., females of
chil dbearing potential. And with the risk

m nim zation action plan proposed, | do believe we
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as clinicians, and the dermatol ogists in the
audi ence, will feel confortable prescribing a
retinoid drug, bearing in mnd that we have a great
deal of experience with the use of retinoids
previously, in psoriasis and other conditions.

And, finally, the point relating to
al cohol consunption, | believe |I've touched on
previously.

[Slide.]

So, in summary, oral tazarotene does have
an inproved clinical and adverse event profile over
ot her system c retinoids.

The issues that concern us--nanely, lipid
met abol i sm hepat ot oxi city, nucocutaneous toxicity,
al opeci a--appear to be extrenely low, and a
significant inprovenment over what we currently
have.

And some of the other issues that we need
to consider, obviously, are the bone m nera
density. And | think Dr. Wl ker has outlined these
i ssues to us.

[Slide.]
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So, ny final concluding slide, is that
based on what we've heard today, based on the
efficacy data and the safety data, and the risk
m nimzation action plan that has been proposed,
tazarotene capsules, | do believe--and | believe ny
col | eagues who are with ne today believe--should be
made available, not just to a small select group of
patients, but to all patients who have noderate to
severe psoriasis; that a group of patients who
believe currently is vastly underserved.

Thank you for your attention.

Di scussion of Allergan Presentation

DR STERN: 1'd like to thank the sponsor,
and open to the panel for questions that are
directly relating to information presented by the
sponsor. We'll have lots of tinme in the afternoon
to discuss the global issues. But points of
clarification, additional data that m ght be
hel pf ul .

So--Dr. Honein?

DR HONEIN: Yes, I1'd like to know the

denoni nator for the three pregnancies that occurred
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in the Phase 2 acne trials, and the one pregnancy
that occurred in the psoriasis trials; and,

specifically, the denom nator of reproductive-age

wonen.

DR. WALKER: Well, I'lIl be answering
questions fromback here, if you'll give me one
m nut e.

The psoriasis trial, there were 263
patients who were enrolled in that trial, but how
many of those were wonen--80 percent of them were
mal es. So, roughly 20 percent. And | can get you
that exact nunber in a nonent.

In the acne trial--that doesn't break down
the gender. We need the gender.

In the acne trial, that was the 049P, that
was a dose-ranging Phase 3 trial, and that was al so
fewer wonen than men. Yes--l'msorry--1 don't have
the exact nunbers for that trial, but there were, |
think, 183 subjects in the trial total, and fewer
than half were femal es, roughly 40 percent. But I
don't have that exact nunber.

I will point out that there was a
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ri sk- managenent programpiloted in the psoriasis
trials, but not in the acne trial

DR STERN: Dr. Ringel?

DR. RINGEL: | actually have three
questi ons.

The first has to do with the makeup of the
target groups for P 048 and 049. On page 31 of
the All ergan handout, we are told that
certain--that patients were on certain conconitant
medi cations, and certain concomitant nedications
were excluded. Likew se, certain conditions were
excl uded.

The first questionis: I'd |like to know
what were those conditions? Wat nedications were
excl uded? And what nedications were specifically
al | oned?

DR. WALKER: Patients could not be on
system ¢ nedications which would affect their
psoriasis. And there were--could you bring up what
the--the full list of exclusion criteria in a
nmonent --but patients couldn't be on systenmc

medi cati ons which would affect their psoriasis, and
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they could not be--which would be, really,
primarily, corticosteroids or nethotrexate,
acitretin. So any drug that would affect their
psoriasis, there was a washout period for systenic
retinoids which was | onger--there was a washout
period for cyclosporine and for nmethotrexate in the
trials.

And you asked ne anot her question?

DR RI NGEL: Umm -

DR WALKER Ch, and conditi ons.

DR RI NCGEL: Conditi ons.

DR, WALKER: Their psoriasis could not be
rapidly increasing or decreasing--which does
somewhat elininate, say, a guttate psoriasis,
because that often is rapidly changing. They
couldn't have a condition which would interfere
with their ability to do x-rays. So if they had,
say, a plate in their hip or their ankle which
woul d inhibit the ability to read the x-rays for
calcification, they were excluded.

If they had unstabl e psychiatric disease,

t hey woul d be excluded--or any condition that the
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physician felt would nmake themunreliable or unable
to participate in the trial, they were excl uded.

But that's it.

It was somewhat open-ended that the
physi ci an coul d excl ude peopl e.

DR RINCEL: How about al cohol -increased
liver function tests at baseline, or triglycerides
at basel i ne--al cohol abuse?

DR, WALKER: They coul d use al cohol in the
trial. That wasn't exclusion--

DR. RI NGEL: How about if they overused
al cohol ?

DR. WALKER: W didn't ask, one way or
anot her, about overuse. That--you know, what is
"overuse" can also be a little bit of a nebul ous
thing. But, no, they were not excluded for al coho
use, and we didn't take a definite history of
al cohol use.

Slide up, please

The exclusions will be on the screen
there. | went over nobst of them
Um-1"msorry, |I'mgoing to have you-- |
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got off track on the al cohol use. You asked ne
anot her question. Specifically, alcohol use
and--oh, triglycerides.

There was an exclusion for triglycerides
greater than 500 ng at baseline. They could have
el evated liver function tests or triglycerides if
the physician felt that they were stable. So, they
were either within normal limts, or the physician
felt that patient was stable to go on drug.

Patients were allowed to have hepatitis C
inthe trial. They were allowed to have el evated
triglycerides bel ow 500 and ot her | abs.

For anyone here who's done extensive
psoriasis trials, if you don't allow some w ggle
room around | abs, you'll never be able to recruit
patients, because they do have nany co-norbid
conditions. They have, often, diabetes and ot her
t hi ngs.

So, yes, we did allowthat if they were
st abl e.

DR RINGEL: And how about topicals? Wre

all topicals all owed?
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DR. WALKER: No. No topicals were allowed
except enollients. So there was no topica
tazarotene, dovinex or corticosteroids allowed.

On an occasional basis--and we do have
that data--sone patients used emergency topica
steroids for, say, poison ivy or sonething |ike
that, for very short periods of tine. And those
protocol deviations were all noted.

DR RINGEL: The other mmjor question | had
was that | don't understand how you applied OLA to
system c nedication. It makes a |lot of sense to me
for a topical nedication, because you can take a
target lesion and follow that |esion. But, as any
dermat ol ogi st on the panel will confirm psoriasis
in the different body parts doesn't necessarily
resolve at the sane rate. So you coul d have
wonder ful clearing on the body, whereas no clearing
at all on the sacral area.

So | was wondering how-in other words,
when you descri bed how the OLA was applied, which
only takes into account an individual plaque, it

seenms to nme, did you follow the worst plaque? Did
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you take an average? Did you--how did you do it?

DR. WALKER: It's a clinical assessnent,
and it's a clinical integration. And so,
essentially, the physician | ooks at the patient and
does--you know, not a numeric average, but an
aver age--you know, overall average based upon,
really, the worst |esion.

That can work, of course, for and agai nst
you. If you take the worst lesion, it's certainly
harder to have a clinical success. But it is
driven by plaque, and it is an integration of the
entire body.

We did learn in the topicals that actually
there were patients in the topical trials who had
80 percent body surface area, where they applied
their tazarotene. Those were the higher patients.
But the scoring systemworked there. W piloted it
in the Phase 2 trial and showed that it did work

When we separated out plaque, erythens,
scaling, we separated out the target plaques, the
results were essentially the same for all groups,

whi ch denonstrated to us that it did work that way.
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It is a new nmeasure, but it does have sone
clinical relevance, and it did work in the trials.

DR RINCEL: So if there's someone who had
conplete clearing on the trunk, and no clearing at
all on the knees--which isn't unreasonabl e--soneone
woul d kind of just have a gestalt of what it was
and- -

DR. WALKER: No, they would not have
achi eved clinical success as we set of "none" or
"mninmal" disease. |If they had conplete clearing
everywhere, but then had severe plaque on the
el bows, they still would have an OLA of "severe."
They had to bring all of the plagues down.

DR. STERN: Could you just tell us what the
"intra" and "inter" rate of reliability was of the
score so we can get sone idea, you know, really

what you mean by "gestalt,” and how well tested
this is as a nmetric.

DR. WALKER: W did not do a specific test
to validate the scoring system separately, where we

| ooked specifically at inter-intra rel ated

reliability. W do divide the scoring system out
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inthe trials by investigative site, and saw no
difference fromsite to site. But we formally did
not do that.

DR STERN. And the rationale for not
| ooking at the test characteristics of this, in
terns of reliability, both inter and intra rate of
reliability for a non-conventional neasure, where--

DR. WALKER: When we adopted that neasure
for the oral system c devel opnent of tazarotene,
the nmeasure was no | onger non-conventional to us,
because we had used it in the topical

The scoring system has been used for other
systemic drugs. It was used in the Raptiva Phase 3
pivotal trials. It wasn't called an "overal

| esi onal assessnent," but--yes.
VO CE: What did they call it?
DR. WALKER: An OLS--an "overal
| esional --"--1 don't renenber what the
"s"--"severity" score. So it was used--and
actually the results were very simlar in their

trial to using the PASI score, in the sense that it

was effective for their drug also. And | think,
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Dr. Lebwohl --do you have anot her question--

DR. LEBWOHL: To address Dr. Ringel's
comment: when we have | ooked, in previous studies,
at el bows and knees, which you'd expect to respond
more slowy conpared to trunk, we didn't find a a
big difference. However, there are certainly areas
that clear nore quickly, such as the face or
intratrcianous areas, that routinely clear nore
qui ckly than other body sites. And | think the
word "integrated" was key here.

The assessment tool that was used here was
in response to, basically, dissatisfaction that was
expressed even at the FDA. In fact, | think, Dr.
Stern, the quote fromyou is: "PASI is passe," was
a quote | believe you said.

Adifficulty with assessnent tool s--and
this one did seemto work. And | have seen a slide
of inter-investigator variation, or within one
i nvestigator, variation. But to address directly
your comment, | can't recall a single patient who
had severe knees and mld trunk after treatnent,

unl ess they started out that way.
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DR STERN:. Dr. W/ kerson is next.

DR. WALKER: |'m sorry--can | answer Dr.
Honi en--1 hope | said your name right--her
question. | have the nunbers. I|I'msorry to
i nterrupt you.

In the 050P study, there were 83 fenul es
out of 263 total patients. And in the 040P acne
trial, there were 81 fermals out of 181 tota
patients.

I"mssorry for interrupting you

DR. HONEI N: Those were reproductive age,
or all wonen?

DR WALKER All wonen. In the acne trial,
they were prdoninantly of reproductive age. The
breakdown for reproductive age in 050P will be a
smal | er subset.

DR. STERN: |I'msorry--Dr. W] kerson,
pl ease?

DR WLKERSON: In regards to the al kaline
phosphat ase, what was the fractionation of the
abnor mal val ues?

DR. WALKER: We did not fractionate the
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al kal i ne phosphatase for patients in this trial

We did do fractionation in our 040P--our acne
trial--for bone and liver, and saw no differences.
But we did not specifically fractionate the

al kal i ne phosphatase in the 050P open-Ilabel trial

DR, W LKERSON: So we're nmking an
assuntion that since liver function tests were not
abnormal, that the abnormal al kaline phosphat ase
fraction is bounded?

DR WALKER That is the conservative
assunption that we have made

DR, WLKERSON: | nean, |'m assum ng that
you have serum pl aced aside that's been frozen
or - -

DR, WALKER: W have serum not sepcifically
saved aside for these patients. And | don't know
ri ght now whether we could go back and
sub-fractionate those al kali ne phosphat ases for al
patients.

DR. WLKERSON: | nean, this is obviously--
out si de of the pregnancy--you know, one of the big

concerns about this drug long-term | nean, you
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know, you're talking about a fairly inexpensive
| aboratory test. | nean, the fact that your GDTs
al so rose is sort of suggestive of a hepatic--1 saw
those GDTs were up at one point also, which is
somewhat of a crossover.

So | think you have an anbi guous
| aboratory situation that needs to be clarififed
for the long term

DR WALKER: Slide up, please?

DR STERN: Dr. Levin?

DR. LEVIN: My questions relate to the
Ri skMAP proposal, and | mght--if you'd rather
followthis line and I'lIl come back |ater on.

DR. STERN: | think in the afternoon we'l]l
probably be spending a fair anmount of tinme on that,
and we'd like to talk nore about data presented in
the presentation.

Dr. Furberg?

DR, FURBERG | had a simlar question. |
was interested in the experience of the--you
piloted the risk managenent program and woul d be

interested in knowi ng the experience; how was the
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adherence with mandatory registration of patients,
regi stration of physicians, pregnancy testing and
S0 on.

But--if you want to answer now, |ater--

DR. STERN: | think probably nore in the
afternoon for that.

Dr. Katz?

DR. KATZ: | have two questions: one, in
the nechani cs of evaluating patients, did the sane
i nvestigator evaluate the inprovenment as eval uated
the side effects? O was there--

DR. WALKER: It was the sane investigator

who did that. They were not required to be

separ at e.

DR KATZ: So this would not be put out as
a doubl e-blind evaluation. It was--

DR. WALKER: Well, it was doubl e--

DR KATZ: --placebo controlled.

DR. WALKER: --yues, placebo controlled,

blinded in the sense that the investigator didn't
know what the patient was on--tazarotene or

pl acebo.
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What your saying is would they know
because a patient had chapped lips, say, that they
were on active. And | don't know if you'd want
that now or in the afternoon, but we--

DR. KATZ: No, | just wanted to nake sure
that that was nmade clear, that the investigator
evaluating the side effects al so was eval uating the
i mprovenent, negating any doubl e-blind assertion

DR. WALKER: The san® investigator--

DR. KATZ: The other question is: did the
company have any expert in bone netabolism consult
regarding the concern that will cone out in the
further discussion.

DR. WALKER: W've had several experts | ook
at the bone data with us, fromstatisticians who've
| ooked at the data nornalized across popul ati ons.
We' ve got sone experts with us here--

DR KATZ: So will we be informed of their
considerations? At this neeting today?

DR WALKER Umm -wel |, we have a | ot of
the data--1'mnot exactly sure--do you nean, wll

you be hearing--
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DR KATZ: My question is--

DR. WALKER: --froman expert that wll--

DR KATZ: Yes, will we be inforned of what

their eval uation of--
DR. WALKER: Yes.

DR KATZ: Thank you

DR. STERN: 1'd like to close this section

with a few questions of ny own, in spite of M.
Topper says to ne.

[ Laught er.]

The first is: you tal ked about 79 percent

or 80 percent of people indicating--patients
i ndicating satisfaction. | don't think you

presented the--as | recall fromthe briefing

docunent--in fact 53 percent of the placebo people

had simlar ones. So it was a 27 percent
di fference, not sone |arger difference

The second is: you tal ked about a
correlation between quality of life and the COLA
score, but | didn't hear how rmuch the quality of
life instrument shifts were, and what, in fact,

that correlation was; whether it's an r-square,
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what ever nmeasure you used. So |'d be very
intrersted in that.

And | guess the third is one that has to
do--aside fromhalf-I1ife conpari sons between
tazarotene and acitretin which were featured in the
final presenter is--we have to renenber that,
except for the half-life considerations, that
retinoid side effects are very much dose-rel ated
And we've only heard about one dose of tazarotene,
tazarotene in terns of efficacy and safety. And
the information on acitretin, | believe, comes from
the literature that deals with doses that are
literally nmore than an order of mmagnitude
different--some doses being as low as 10 nmg i n use,
and ot her doses being well in excess--up to 150 ny
in use.

So | think maki ng conparisons other than
things related to half-life and the accunul ati on of
drug in pregnancy for all the other endpoints, it's
very hazardous to do without head-to-head
conparisons--and particularly, in the absence of

know edge of where is this dose in efficacy or in

file:////[Tiffanie/C/Dummy/0712DERM.TXT (122 of 388) [7/26/2004 4:42:47 PM]



filex////[Tiffanie/C/Dummy/0712DERM.TXT

123
any other way relative to the safety data fromthe
competitive drugs.

So if you could--that's a conment, but if
you coul d answer mny other questions.

DR. WALKER: | certainly--slide
pl ease--satisfaction rates--you're correct, there
was a high placebo satisfaction rate. If we |ook
at patients who were extrenely satisfied, very
satisfied or somewhat satisfied, the placebo is the
light blue bar, and the tazarotene-treated group is
the dark blue bar. And the difference
i s--al though, you know, and you clearly described
what the data was if you take all patients who were
satisfied. This is actually just breaking us down.

You can see they are statistically
significantly different fromplacebo for "very

satisfied," "somewhat satisfied,"” and "extrenely
satisfied." However the differences aren't 80 or
90 percent--as you nentioned.

If you would put up the PQA --put that

slide up, please?

[Slide.]
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This is |l ooking at the PQOL, and
correlating it to inprovenent--which | did nention,
as you rightly nmentioned. |If you |ook at the
pl acebo--this is |l ooking at the score--and the
pl acebo group compared to patients whose
PQOLs--this is |ooking at change--all right?--or
reduction in PQOL score which is an inprovenent in
the quality of life--placebo had |Iess than a
m nus-1 i nprovenent--.84. Patients who had a
one- grade i nprovenent were 1.87; a two-grade
i nprovenent, 2.43; a grade of "none" or "mnimal,"
2. 96.

So you can see that the patients had an
i mprovenent of their PQOL score with any
i mprovenent, and it was certainly greater as they
went to "none" or "mninmal" disease.

DR. STERN: That wasn't quite nmy question
My question is: what's the correlati on between a
PQOL and an OLA score, rather than does PQCL go in
the sane direction. And | think those are--you
know, essentially, a patient who gets an

i mprovenent in their OLA score, are they going to
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also say life is better in terns of inpact of
psoriasis at an inter-individual

So I'mreally |ooking for sone
non- paramnetri c equi val ent of an r-square.

DR WALKER We did not do that.

DR STERN: I1'd like to then--we're only
five mnutes behind--[laughs]--which is pretty
good-

[ Laughter.]

--and have us have a 15-m nute break, and
we'll start very pronptly at 10: 20.

[Of the record.]

DR. STERN. We'll now be hearing fromthe
FDA, with Dr. Yao presenting the FDA' s presentation
concerni ng toxicol ogy studi es of tazarotene.

FDA Presentation
Toxi col ogy Studi es of Tazarotene

DR. YAO Good norning. |'mJiaqin Yao
from FDA.

Today, | would like to tal k about
t oxi col ogy study of tazarotene.

Tazar ot ene was previously devel oped for
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topical use. This NDA submission is for ora

adm nistration. So the sponsor has tested the
tazarotene by oral admnistration in rats, dogs and
monkeys for up to one year.

[Slide.]

The study showed that oral tazarotene has
a typical toxicity of other retinoids. The maxi mum
system exposure (AUC) to tazarotenic acid, which is
the major netabolite of tazarotene is al nbst as
simlar of weight of small or the human systenic
exposure, which is in single dose 4.5 ny.

The primary target organ or system
i ncl uded bone, liver, kidney, heart, thynus and
ski n.

Tazarotene was tested to show that no
genotoxi ¢ effect, and in carcinogenic studies in
rates and nice showed that there's no significant
increase in tunor frequencies.

In the next couple slides | will focus on
the reproductive toxicity induced by tazarotene.

[Slide.]

St udy has been done in nale and femal e
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rates at the dose 1lng/kg by oral. So AUC -that
means system exposure is three tines over human
exposure AUC which is 4.5 ng/day. So that neans
the step exposure is only about 30 percent of
human.

They show that the mating perfornmance and
fertility is no change at this dose.

[Slide.]

As the dose incrases to 3 ng/ kg per day,
the AUC is 0.7 times our human AUC by ora
tazarotene at 4.5 ng, it shows that there is a
sperm count and density decrease.

Studying the fenale rates at a dose of
2mg/ kg per day by oral, AUC is 0.6 times human AUC
the mating performance and fertility does not
change. But we see sone devel opnent toxicity.

[Slide.]

Studii es have al so been done in toxicity
i n enbryoni ¢ devel opnent - -devel opnental toxicity.
The study has been show in fermale rats at 0.25ng/ kg
by oral. The AUC is 0.2 tinmes human AUC. W saw

sonme devel opnent del ays, teratogenic effects, and
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post-i npl antation | oss.

[Slide.]

Anot her study in female rabbit, at 0.2
nmg/ kg per day by oral, the AUCis 4.7 tinmes hunman
AUC, we see simlar factor in those studies, just
using fenmal e rabbits.

Since this drug has been devel oped for
t opoi cal studies, the sponsor has al so done some
topical studies in the femal rats and femal e
rabbits, at a dose 0.25 ng/kg, theAUC is 0.2. W
saw t hat sone fetal body wei ght decrease and
skel etal ossification decreased.

In the studies by topical, in female
rabbi nes, the dose is 0.25 ng/kg, AUCis 2.3 tines
human, mal formations are found in those studies.

[Slide.]

Anot her study is on the toxicol ogy studies
in prenatal and postnatal developnent. In female
rabbis, they have done two studies. The first
study is 1mg/kg by oral, but the AUCis 1.1 human
AUC. We saw devel opnent al bahavi or del ays.

Anot her sutdy used the same dose--1 ng/kg
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by oral, the AUCis 0.4 tinmes human AUC, we see
devel opment al del ays.

[Slide.]

Another thing | would enphasize a little
bit about is this drug on the nmale reperoductive
system As | nentioned before, at the dose of 1
nmg/ kg per day in male rats, AUCis 0.3, the mating
performance and the fertility does not change.
However, at a dose of 3ng/ kg per day, the AUC is
0.7, we see sone spermcount and density decrease
in male rates.

In general toxicology studies, the sponsor
has done one study on nale dog, which is for nine
months. At 1nmg/ kg per day, by oral, the AUCis 1.9
times human AUC, we see testicular changes. As the
dose increases to 3 ng/kg per day by oral, AUC is
4.1 tinmes human, the change is nore than 1 ng/kg
dose.

[Slide.]

Based on the sponsosr proposal, the
maxi mum r ecomrended human dose for tazarotene by

oral is 0.075/kg/day. For other drugs, such as
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acitretin, it's 0.83ng/kg, and isotretinoin is
2.0mg/ kg. So the daily dose is |less than other
drugs.

However, when | checked the literature, we
find that conpared with animal studies in rabbits
and rats, the | owest teratogenic dose unit is
nmg/ kg/ day, is 0.2ng/kg/day in the rabbits. 1In
rats, it's 0.25 or 1, because the sponsor did two
studies. One is 0.25, one is 1.

Conpared with acitretin, the | owest
teratogenic dose in rabbits is 10ng/ kg, and for
rats is 150ng/kg. And | al so conpare with other
retinoids, we find that this drug product is--seens
is nore inportant as teratogenic in rabbits, and
the rats.

Anot her thing we see those data, we can
see that the human is |ike nost sensitive species
in teratogenic effect induced by those retinoids.

[Slide.]

So the conclusions fromthose data, we can
see hman nay be the npbst sensitive species for

teratogenicity of the retinoids. So when we
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consi der about the drug dose, tazarotene is nore
potent teratogen than other retinoids in rats and
rabbits, based on the ng/kg/day basis. And
tazarotene is a probably human tazar ot ene.

The next speaker will be clinica
phar macol ogy review by Dr. Ghosh

Thank you.

Cinical Pharmacol ogy and Bi opharmaceuti cs

DR CHOSH: Good norning. This is Tapash
Ghosh, fromthe Ofice of dinical Pharnacol ogy and
Bi ophar maceuti cs, FDA

My presentation will be to describe the
clinical pharmacol ogy and bi opharnaceutics aspects
of oral tazarotene.

[Slide.]

The focus of ny presentation will be
phar macoki neti cs of tazarotene and tazarotenic acid
in plasm potential for drug-drug interaction; and
tazarotenic acid in senen.

[Slide.]

Tazarotene or tazarotenic acid have

multiple effects on keratinocyte differentiation
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and proliferation, as well as on inflammtory
processes, which may conttribute to the

pat hogenesi s of psoriasis. Sone of theminclude:
bl ocki ng of induction of epidernmal ornithine

decar boxyl ase activity; suppression of expression
of MRP8, which is a marker of inflammtion present
in the epiderm s of subjects with psoriasis; and

i nhibition of cornified envel ope formation, whose
build-up is an el ement of the psoriatic scale

expr essi on.

[Slide.]

This is a schematic of how tazarotene
works in our body. Once tazarotene is in the
systemc circulation, it undergoes fairly rapid
conversion to its active netabolite, which is the
tazarotenic acid, with the help of abundance of
acerisus enzyme present in our biological system
Then the tazarotenic acid undergoes further
oxi dation to tazarotenic acid sul foxide, which,
maybe with the presence of the CYPS and FMO enzynes
present in the system And then tazarotenic acid

sul f oxi de may undergo further oxidation to
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tazarotenic acid sul fonates.

Sone portion of the tazarotene al so
under goes oxi dation to tazarotene sul foxide.

[Slide.]

Tazarotene is orally absorbed, as
approxi mately 90 percent of the oral |eve
tazarotene was recovered in pheresis and in urine
as primarily tazarotenic acid and its netabolites.

Tazar ot ene exposure increases fairly in a
dose-proportional manner, follow ng oral tazarotene
from3 ng to 6.3 ny.

[Slide.]

Tazarotenic acid is highly bound to plasnma
proteins, with an unbound fraction of less than 1
percent .

Fol | owi ng intravenous dose, the apparent
vol ume of distribution of tazarotene and
tazarotenic acid was 3.55L/kg, and 0. 75L/ kg,
respectivel y.

[Slide.]

As | already described, in humans,

tazarotene is hydrolyzed quickly and extensively to
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tazarotenic acid, which the primary active noiety
in the system c circulation

In vitro human net abol i sm studi es
denonstrated that tazarotenic acid is netabl oi zed
to inactive sulfoxide netabolite via CYP and/or FMO
enzynes in the liver.

[Slide.]

Fecal elimnation is the predom nant
elimnation pathway, with 46.9 percent of the
adm ni stered oral dose elimnated in the feces as
tazarotenic acid. Approximately 19.2 percent of
the dose was excreted in the urine as inactive
sul f oxi de netabolites of tazarotenic acid.

[Slide.]

Fol l owi ng IV adm ni stration, tazarotene
was neasurable in plasma, and was elimnated from
the body with a nean terminal half-life of 6.2
hour s.

Following |V administration, plalsm
tazarotenic acid concentration declined
bi -exponentially, with a nean termnal half-life of

13. 8 hours.
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[Slide.]

Fol I owi ng IV admi ni stration, the systemnic
cl earance of tazarotene was 2.23L/hour/kg.

System ¢ exposure of the active
met abolite, tazarotenic acid, was 21.4 tines that
of the parent conpound.

[Slide.]

This is a profile of how tazarotenic acid
gets excreted fromthe system An as | have
mentioned, this is a normal plot and this is the
sem -l1og plot, just to show the bi-exponenti al
decline of the tazarotenic acid.

The profiles are fromday seven and day
13, which shows the profiles on those two days are
superi nposabl e.

[Slide.]

As the previous speakers have al ready
mentioned, that tazarotene right now is already
approved in topical dosage forns. This table shows
the conparison of system c exposure of tazarotenic
acid fromdifferent topical formnulations

Wt hout going through each and every
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formulation, | want you to concentrate on the |ast
two rows, where .1 percent gel was conpared with
the 4.5 ny proposed capsule fornmulation. Here, if
we conpare the systemc exposure in terns of AUC
it is about one-fourth, and in ternms of exposure of
Cmax, the topical exposure is about one-eighth,
conpared to the oral exposure.

[Slide.]

However, the data obtained fromtopioca
gel was during maxi mal usage condition, which may
not reflect the usual usage condition

[Slide.]

In terms of drug-drug interaction, there
was no interaction found between tazarotenic acid
and Ot ho-Novum 1/ 35, and between tazarotenic acid
and Otho-Tri-Cyclen when given as oral tazarotene
dose of 6 ng.

However, based on the data, the potentia
of drug-drug interactions involving CYP450s,
especially 2C8 and 2B6, may need to be further
expl or ed.

[Slide.]
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Now |1l be discussing the tazarotenic
acid in semen. Follow ng once-dailing dosing of
tazarotene 4.5 capsules for two weeks in healthy
mal e subj ects, nore than 79 percent of senen
sampl es had tazarotenic acid concentrati on above
lower limt of quantitation, whichis .1 ng/m.

Medi an senmen to plasma tazarotenic acid
concentration ratio at each predefined time point
from senen sanples over the 72-hour period was
approximately 1 or |ess, except at six and nine
hours, where the ratio was greater than 1, as
dscribed in this following figure--

[Slide.]

--where the ratio, senmen to plasma
tazarotenic acid concentration was profil ed--again,
these are the sanpling points. And, as we see, for
most of the time points, this is the body
presence--1--ratio 1. Mst of the tinme points had
either 1 or less than 1, but at six and nine hours,
the ratio semen to plasma was greater than 1.

[Slide.]

The hi ghest individual semen to plasm
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tazarotenic acid concentration ratio 2as 2.8, and
occurred between 9 and 12 hours post dose.

The hi ghest plus-or-m nus standard
devi ation, tazarotenic acid concentration observed
in semen was 44.4, + 22.2, observed in 16 subjects,
occurred at three hours post dose.

The hi ghest individual tazarotenic acid
concentration observed in semen was 83.1ng/m ,
occured at three hours post dose, in conparison to
1.61ng/ M pleak plasma | evel fromthe sane study.

[Slide.]

So, therefore, under worst case scenari o,
assuni ng an ejacul ate volunme of 10 m, the anoung
of drug transferred in senen would be 831 ng, which
is about 1/5,000th of a single 4.5 ng capsul e dose.

The no-effect limt for teratogenicity of
tazarotene or tazarotenic acid is unknown in
hurmans.

[Slide.]

Fertilized egg may remain exposed to
tazarotenic acid in the senen foll owi ng repeated

sexual encounters.
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Finally, the risk to a fetus, if any,

while a male patient is taking the drug, or after

it is discontinued, cannot be ruled out.
This is the end of ny presentation.
Thank you.
So now Dr. Cook is coming for the next
present ati on
Clinical Safety

DR. COOK: Good norni ng again.

I"ve conme to you this time to speak on the
clinical safety, fromthe FDA perspective, of ora

tazarotene as presented in NDA 21701. Sone of the

presentation will be a repeat of Dr. Wil ker's
presentation earlier this nmonrning, but some of
mght be a little bit different.

[Slide.]

The safety data base, as you know, is

derived fromthe following four trials: two Phase 3

doubl e-blind placebo controlled trials; and two
open-1 abel Phase 3 trials.

[Slide.]

The duration of the trials were 12 weeks
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of treatnment in the double-blind placebo controlled
trial, with a 12-week foll owup; and there were two
open-1label trials--as described earlier--one 12
weeks treatnment with 12-week follow up, and a
52-week trial with a 12-week foll ow up

[Slide.]

There we 987 patients treated with
tazarotene, and 383 treated wth placebo.
Tazarotene patients were treated with 4.5 ng once
daily nunbered 831. There we 640 patients, or 77
percent, treated for greater than or equal to 12
weeks; 31.4 percent wee treated for greater than
or equal to 24 weeks; 18.4 percent for grater than
or equal to 48 weeks; and 12.2 percent were treated
for 52 weeks.

[Slide.]

Di sconti nuations accounted for about 54
percent of the patients who discontinued fromthe
trials, either because of |ack of efficacy or
adverse events. This is in the placebo-controlled
trials. And the discontinuations secondary to

adverse events in the placebo-controlled trials, it

file:////[Tiffanie/C/Dummy/0712DERM.TXT (140 of 388) [7/26/2004 4:42:47 PM]



filex////[Tiffanie/C/Dummy/0712DERM.TXT

141
was 3.4 percent.

In the short-termopen-|label trial, where
patients were taking a second course, versus those
patients who were only taking their first course of
tazarotene, discontinuations were 6.5 percent for
the second-course patients, and 3.2 percent for the
first-course patients. So there was a slightly
di scontinuation rate for those patients who were
taking their second course of tazarotene. And, as
Dr. Wl ker mentioned earlier, there was a hi gher
i nci dence of discontinuation in the |ong-term
open-1 abel trial

[Slide.]

Adverse events that led to
di scontinuations in the long-termtrial that
occurred for nore than one patient included
arthralgia, myalgia, arthritis, back pain,
al opecia, dermatitis, joint disorder. There were
three patients who di scontinued for abnormal |iver
function tests; two for cheilitis, asthenia; two
for depression; and two for enotional lability.

[Slide.]
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In the pivotal trials, overall, tazarotene
group had nore adverse events than in the placebo

group: 90.2 percent versus 74.6 percent, and this

was statistically significant--although | nust

mention that the trials were not actually powered

for safety.

And the significant adverse events that

are common to oral retinoids--nentioned

earlier--included cheilitis, dry skin, headache,

arthralgia. And this shows you the percentage of

patients who are on tazarotene--first--experienced

the event, versus those on pl acebo.

[Slide.]

O her significant adverse events in the

pivotal trial were nyalgia, joint disorder, back
pai n, nasal dryness, foot pain, rash and
dermatitis.

[Slide.]

Met abol i ¢ and Endocri ne adverse events

that occurred in the trials: hypertriglyceridemna
did occur, and there was a significant difference

bet ween tazarotene and placebo. And | wll show
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you a slide concerning that.

There was al so one incident of
hypertriglyceridem a | eading to pancreatitis, and
this occurred in one patient in the
pl acebo-controlled trials. The patient did cone
into the trial with severe hypertriglyceriden a
havi ng a baseline value of about 6 Mol /L. The
data was presented in nmllinoles per liter. And
I"I'l talk about the conversion |ater--and then his
triglycerides continued to rise to about 13 mmol /L,
and then the patient was taken off the drug. And
about a week later, his triglycerides about 33
mml /L and 62 mol /L, and he was worked up--had
ERCP, and was found to have pancreatitis, probably
due to drug product.

The applicant found hyperglycenm a, a
statistical difference.

There were al so four cases of
hypot hyr oi di sm di agnosed; three in the
pl acebo-controlled trials, one in the |ong-term
trial, and all the patients were on tazarotene.

And | nust say that even though when you | ooked at
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TSH val ues in the placebo-controlled trials, you

really didn't see a difference between tazarotene

and pl acebo, as there were 2.9 percent of patients

who had el evated TSH on tazarotene, and there were

2.5 percent of patients who had el evated TSH on

pl acebo, yet the investigators did diagnose three

patients with hypothyroidi sm

When | went back and | ooked at the case
report forns to see was there sone other criterion
that had been used to di agnose these patients
outside of an el evated TSH, there had not been

El evated LFTs leading to
di scontinuation--there was one patient in the
pl acebo-controlled trials, and this was a patient
who al so had an el evated TSH and had been di agnosed
wi t h hypot hyroi di sm

[Slide.]

Now, here is a table on elevated serum
triglycerides, and these are all patients in the
pl acebo-controlled trials--all coners. And what |
did was | ook through the Iine listings, and took

any patient who had a serumtriglyceride that was
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2.3mmol /L or greater, and 2.3 nmillinoles is about
200 ng/dL. And | base that on the fact that nost
physi ci ans woul d have sone type of therapeutic

i ntervention once your triglycerides start to rise
about 200--even though we all know that even as
hi gh as 130 woul d be considered mldly el evated,
but not necessitate treatnent. And noderate--2.8
to 5.6 mllinmoles which--it's about 250 to 500

nmg/ dL, and greater than 5.61 is anything higher
than that.

And just for your information, if you're
greater than 11 mvl /L, then that's about greater
than 1,000 ng/dL. And there were naybe a coupl e of
patients who got up as high as 750 ng/dL.

And, at any rate, there are about 45.2
percent of patients in the 048 trial, and 42.3
percent in the 050--049--trial, that had el evated
serumtriglycerides on at |east two occasions
during treatnment. And conpared to placebo, this
was found to be statistically significant.

[Slide.]

In the post-treatment period for the
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pl acebo-controlled trials, only cheilitis renained
a statistically significant event. Skin and
appendages as a whol e was al so consi dered
statistically significant, but that was driven
primarily by dry skin, which is not sonething
unexpected froman oral retinoid. And | wll say
that the serumtriglycerides returned to acceptable
range in about 55 percent of patients followed in
the post-treatnment period; that is, those patients
who | just previously tal ked about who had el evated
triglycerides, if they were followed in the
post-treatnent period, 55 percent of themdid
return to an acceptabl e range.

[Slide.]

In the short-termopen-label trial, there
were a few significant adverse events in patients
who were taking their second course of ora
tazarotene, conpared to those taking their first
course; and that included arthral gias, back pain
and al opecia. And, again, the first
percentage--like 33.7 percent--is for the patients

taking their second course of tazarotene,
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versus--for exanple, in the arthralgias--the 14.1
percent of patients who had arthral gia taking their
first course of tazarotene. And al opecia again
emerged as a new adverse event.

And significant | aboratory abnornalities
in the short-termtrial for patients who were
taki ng the second course of tazarotene included
el evated serumtriglycerides, as in the
pl acebo-controlled trial, and al so now el evat ed
al kal i ne phosphat ase | evel s.

[Slide.]

In the long-termopen safety trial, one or
nmore adverse events were reported for 98.9 percent
of the patients. And adverse events that occurred
for greater than 5 percent of the patients, again,
are cheilitis, arthralgia, nyalgia, infection dry
ski n- -

[Slide.]

--back pain, headache, asthenia, pruritus,
foot pain, alopecia, leg pain and arthritis--

[Slide.]

along with paresthesia, flu syndrone,
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nausea, joint disorder, insomia, rhinitis and
bronchitis. And nost of these events were reported
as mld in severity.

[Slide.]

Laboratory adverse events that occurred in
the long-termsafety trial--which, again, is the
52-week trial--included hypertriglyceridem a,
again, at 41.1 percent, which sort of paralleled
the pl acebo-controlled trial. And, again, these
are patients who had elevation at least on two tine
points during treatment, and their el evations were
greater than 200ng/dL; abnormal |iver function
tests in 22.9 percent; elevated CPK in 16.3
percent; elevated al k- phos, 13.7 percent; and
i sol ated el evated SGPT and SGOT--because sone
patients just had one or the other; abnornalities
in white blood cell counts, 5.7; and el evated GSH
5.3 percent.

[Slide.]

And out of all of that, the higher
el evation--the al kal i ne phosphatase is sonmething to

focus on a little bit. There was a higher el evation
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conpared to placebo-controlled trials in the

|l ong-term study: 13.7 percent of patients versus

3.4 percent of patients in the placebo-controlled
trials, suggesting that the longer you're on the

drug, that there's sonme effect there to al kaline

phosphat ase.

And, again, it remained el evated at the
end of the post-treatment period, which was a
12-week post treatnent period, in 69.4 percent of
those patients who were abnornal .

Only 3.7 percent--or 2 out of 54 patients
who had el evated LFTs had abnormalities in their
liver function tests at the end of the
post-treatnent period, suggesting that there may be
a bone origin for the elevation of the alkaline
phosphat ase val ues.

[Slide.]

And this kind of takes us to the effects
that were found on bone metabolismin the clinica
trials. And | should preface this by saying we had
a consultant at the agency |ook at the data. And

there is a high drop-out rate, and missing data, in
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the long-termtrials. And so it's hard to nmake a
definitive conclusion. And nmore studies and a nore
long-termlook at its effect--at tazarotene's
effect over long termmght really be necessary.
But what was found was that there was a
mean bone mneral density decrease over tine for
the entire set of patients, with some having
decreases close to 30 percent. And over 10 percent
had significant decreases of greater than 5
percent. And four patients on tazarotene, and one
on placebo, had bone marrow density decreases
greater than 5 percent in the placebo-controlled
trials. And this occurred in nen--all of themwere
men, in the range of 40 years old to 69 years of
age. And one patient also had a decrease of 50
percent in bone marrow density, and that's stil
bei ng i nvesti gat ed.
But we feel that this might be significant because
men, who conposed the bul k of the study--and there
were 68 percent of nmen in the long-termtrial, and
over two-thirds of nen in the placebo-controlled

trials--those patients usually | ose bone mnera
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density at about 0.5 to 0.75 percent per year, and
worren usual ly | ose about 1.5 to 2 percent per year.
That's a |lose of either 1 to 3 percent over a 36
weeks supplies a greater than norrmal bone | oss over
a year. And so, over a period of five to 10 years
of treatnment, this really could be significant.

[Slide.]

In the long-termstudy, 5.3 percent of
patients had significant changes in calcification
and/ or osteophyte scores of the cervical spine; 26
percent had worseni ng changes in hyperostosis and
|iganment calcification with each vertebrae of the
cervical spine; and there was a significant
increase in ankle Iigament osteophyte formation at
weeks 52 and 64.

[Slide.]

And this correlates to the muscul oskel eta
adverse events that also increased in the long term
trial. And in the post-treatnent period these
adverse events remained significant; arthralgia, at
19. 7 percent; back pain, 17.8 percent; nyalgia,

15.8 percent; and arthritis at 6.6 percent.
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There were also six noderate fractures
occurring during the trials in patients on
tazarotene that were reported as "w thout known
cause,” and we're still having that investigated.

[Slide.]

And ot her adverse events that occurred in
the post-treatment period of the oral tazarotene
trial are as expected with oral retinoids:
cheilitis, dry skin, asthenia and pruritus.

[Slide.]

Di sconti nuations due to neuropsychiatric
events--in the placebo-controlled trials, due to
enmotional lability, there were three patients on
tazarotene and three patients on placebo who
di sconti nued. For depression, there was one
patient on tazarotene and none on pl acebo.

And in the open-label trials, tw patients
di scontinued for depression, five patients for
enotional lability, and one patient discontinued
secondary to a paranoid reaction

[Slide.]

The conclusions that we can nmake fromthis
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for neuropsychiatric events is that there is no
di fference between tazarotene and placebo in the
controlled trials, for neuropsychiatric events.
However, due to the linitations of the netrics
enpl oyed and the statistical power, an association
cannot be ruled out, given the existing concerns
about such effects fromother retinoids.

[Slide.]

And opht hal nol ogy--we | ooked at--used
several netrics to | ooked for ophthal nol ogic
effects secondary to tazarotene. And those
enpl oyed were visual acuity, biom croscopy and
opt hal noscopy, and no signal was detected.

[Slide.]

As stated earlier by Dr. Wl ker, there
were four pregnancies in the trials for ora
tazarotene; one in the psoriasis trial, and three
in the acne trials. There were two elective
abortions, one spontaneous abortion, and one term
delivery at 38 weeks. And, as she said, they have
|ater followup that, so far, this child appears

nor nal .
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[Slide.]

Now | 'm just going to switch over to the
efficacy portion, and just give you a brief
description of the trials--you' ve al ready heard
about this earlier today.

There were two Phase 3 efficacy trials,
whi ch were identical in design. They were
mul ti centered, random zed, evidence-based and
pl acebo-controll ed. The patients took either
tazarotene as a 4.5 capsule or its placebo once a
day for 12 weeks. And there was a 12-week
post-treatnment foll ow up

[Slide.]

The key inclusion criteria included that
the patients had to be age 21 years or older. They
had to have a severity score of greater than or
equal to 3, which was "noderate" on the Overal
Lesi onal Scal e.

They al so had to a mininmum surface area
i nvol venent of 10 percent.

[Slide.]

Key exclusion criteria included:
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spont aneously inproving or rapidly deteriorating
pl ague psoriasis; any patient with a previous
fracture, anomaly, or artifact of the ankles or
cervical spine; use of systemic retinoids within
ei ght weeks prior to study entry; use of systenic
medi cations known to affect bone within 12 nonths
prior to study entry.

[Slide.]

Al so, patients with suicidal ideation were
excl uded; ferales of childbearing potential who
were unable or unwilling to use two birth contro
met hods at the sane tine during the 28 days prior
to the week-zero visit and during the treatnment and
post-treatnent periods of the study; and al so any
mal e who was unwilling to wear a condom when havi ng
sexual intercourse with a fermale of chil dbearing
potential during the study was al so excl uded.

[Slide.]

The efficacy variables, as determ ned by
the FDA--and what we based our efficacy assessnent
on--included: one primary efficacy variable, and

that was the Overall Lesional Assessnent Score, and
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this varied from"0" with no disease, to "5" with
very severe di sease

The secondary efficacy variables, which
were supportive of the primary, included the
clinical signs of psoriatic |esions, the erythens,
scal e and pl aque el evation, and overall gl oba
response.

[Slide.]

Treat nent success for the efficacy in
pivotal trials was defined as success being a score
of 0 or 1--neaning "none" or "miniml disease" on
the OLA scale at week 12--at end of treatnent.

And now Dr. Shiowjen Lee is going to speak
to you about the efficacy results.

Effi cacy-Biostatistical Analysis of Pivotal Studies

DR LEE: Good norning. In the next 30
mnutes | will be presenting you the biostatistica
anal ysis of pivotal studies.

[Slide.]

The efficacy evaluation of the two pivota
studies included the follow ng efficacy endpoints:

primary efficacy endpoint--treatnent success--which
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is defined as percentage of patients with Overall
Lesi onal Assessnent--abbreviated as OLA--score of O
or 1 at week 12, which has the di sease of "none" or
"mniml."

The secondary efficacy endpoint included
clinical signs and synptons, and overall gl oba
response. The overall global response neasures the
overal |l inprovement from baseline about the disease
status. And Dr. Denise Cook will have coments
about this efficacy endpoint |ater.

And ot her efficacy end point, we are
particularly interested in the scalp and nai
psori asi s.

In this presentation, | will focus on the
primary efficacy endpoint and the scal p and nai
psoriasis end point.

[Slide.]

Presentation of the efficacy findings in
two pivotal studies are organized by the foll ow ng.
First, I will present you the overall efficacy
findings of oral tazarotene versus placebo, and

next I will present to you the subgroup efficacy

file:////[Tiffanie/C/Dummy/0712DERM.TXT (157 of 388) [7/26/2004 4:42:47 PM]

157



filex////[Tiffanie/C/Dummy/0712DERM.TXT

158
results, in particular, by gender and by baseline
OLA severity score. Next, | will show you the
short-termefficacy of oral tazarotene in treating
the scalp and the nail psoriasis. And, next, |
will give you the relapse rate--it's referred to
the short-termrel apse rate for the two pivota
st udi es.

[Slide.]

This table gives you the baseline
denographics for the two studies; in particular, |
listed gender and OLA score.

For patients treated with tazarotene in
the first study, we enrolled 166 patents. And
anong those 166 patients, 80 percent of them nale,
and 20 percent fenale.

In the first study, enrolled 171 patients
in placebo group. And in the placebo group the
patients were 72 percent male and 28 percent
femal e.

For the second studies, the study
enrollment enrolled 182 patients in tazarotene, and

187 patients in placebo. For patients assigned
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with tazarotene treatnent, 65 percent nale, and 35
percent female; and for placebo groups, 74 percent
mal e, and 26 percent fenale.

And | want to point out here, in the two
pi votal studies, the male patients accounted for
over two-thirds of study enroll nent.

Wth respect to the baseline OLA score,
nmost patients had a noderate di sease severity,
where they can enter the study. For exanple, in
the first study, patients with tazarotene group, we
have 60 percent patients had a noderate di sease
severity. And for the second studies, there was 66
percent patients had a noderate di sease severity.

And | want to point out here, in the first
study there were total of five patients in the very
sever OLA score at baseline. And two of them
treated with tazarotene. And in the second study
we have total 10 patients in the second study, and
four of themtreated with tazarotene. And the
total patients with very severe di sease severity at
basel i ne was 15 patients, and accounted for about

only 2 percent of patient enrollnent.
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[Slide.]

This table gives you the efficacy results
about the OLA score and the treatment success at
week 12.

For the first study, the treatment success
rate were 15.7 percent for tazarotene group, and
3.5 percent for placebo group. And for the second
study, the success rates were 18.7 percent for
tazarotene group, and 4.8 percent for placebo
gr oup.

There are two--1 would like to make a
point here. The first point is the treatnent
success for both studies, they are under 20
percent. And, also, the nost patients with
treatnent success, they had a score, primary woul d
be 1. For exanple, in the first study, patients
treated with tazarotene, we have 22 out of 26
patients had a score of 1. For the second study,
we have 27 out of 34 patients had a score of 1.

[Slide.]

This slide gives you the subgroup results

of treatnment success for the first study, prinarily
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by gender and by baseline OLA score. Recall, the
overal |l success rates were 15.7 percent for
tazarotene, and 3.5 percent for placebo.

For gender, fenmle patients generally had
hi gher success rate than males. And here we have,
in tazarotene group, femal e success rate was 26
percent, and the nmal e success rate was 13 percent.

Wth respect to the baseline OLA score,
generally the success rate decreases as the
basel i ne di sease severity increases. For exanple
in tazarotene group we have 19 percent success rate
for patients with noderate di sease severity, to 11
percent with severe di sease severity at baseline,
and to O percent for patients with very severe
di sease status at baseline.

[Slide.]

And this slide gives you the subgroup
results of treatnent study. The overall success
rate for the second studies were 18.7 percent for
tazarotene, and 4.8 percent for placebo. And here,
again, are listed by gender and by baseline OLA

score. For fenale subjects, again, higher success
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rate than mal e subjects. And here, | want to point
out, the treatnent difference for female patients
inthis study is about 9 percent. This is 24
percent minus 15 percent in 9 percent. And for
mal e subj ects we had 16 percent in tazarotene
group--success rate--and the placebo group 1
percent. The treatnent difference here was 15
percent.

And one m ght question about the efficacy
results driven by mal e subjects, because it has
| arger size of treatnent difference. Because,
again, over two-thirds of patient enrollnment wll
be nmales. W' ve done some sensitivity analysis for
this, and it's shown the tazarotene group stil
superior to placebo, however, the bigger size
di f ference does have an inpact of the significance
| evel of superiority.

Wth respect to the baseline OLA score,
di sease severity increases then the success rate
decreases; from 20 percent for patients with
noderate di sease, to the |ast category--very severe

di sease--and with 0 percent success rate.
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And | want to point out here, even
patients fromthe previous study, and for this
second study, none of the patients in tazarotene
group achi eved treatnment success for patients with
very severe di sease stat us.

[Slide.]

The next |I'mgoing to discuss with you
about the scalp and nail psoriasis. The evaluation
of scalp and nail psoriasis is based on short-term
efficacy of tazarotene treatnment. And the severity
of each scalp, fingernail, toenail psoriasis was

eval uat ed based on a 5-point scale; 0 was "no
di sease," and score of 4 was "very severe" disease.

[Slide.]

The efficacy results presents you--the
next slide--is based on the percentage of patients
havi ng severity score of 0 at week 12.

This table gives you the results about the
scalp and nail psoriasis, with respect to the
patients with severity score of 0 at week 12.

As you can see, for the two studies, with

respect to the scalp psoriasis, there was 27

file:////[Tiffanie/C/Dummy/0712DERM.TXT (163 of 388) [7/26/2004 4:42:47 PM]



filex////[Tiffanie/C/Dummy/0712DERM.TXT

164
percent patients in tazarotene group had a severity
score of 0 at week 12. And for the placebo, there
was 7 percent in the first study, and 12 percent in
the second study. So, tazarotene shows sone
efficacy in treating scalp psoriasis.

However, if you take a |ook at the
fingernail and the toenail, no patient in
tazarotene group had a severity score of 0 at week
12. However, you take a look at the toenail in
pl acebo group, there was one patient achieved
severity score of 0 at week 12, and there were two
patients in the second study achieved a severity
score of 0O at week 12 for fingernail psoriasis.

And | want to point out here is 12 weeks
m ght be too short for evaluating nail psoriasis,
as nail growth requires longer period of tine to
gr ow.

[Slide.]

The results going to present you here is
basel i ne of patients who were treatnment success at
week 22, and had a rel apse during the 12 week

post -treat nent.
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Two definitions of relapse are considered
inthis presentation. The first definition is
based on patients who fell back to baseline OLA
score or worse during the 12-week post-treat nent
peri od.

The second definition is based on patients
whose achi eved maxi nal inprovenent from baseline
was reduced by nore than 40 percent during the 12
weeks post treatnent.

[Slide.]

This slide gives you the results about the
rel apse rate for the two pivotal studies. As you
recall, there were 26 patients in tazarotene group,
and six patients in placebo group had treatnent
success at week 12 for the first study, and 34
patients in tazarotene group and nine patients in
pl acebo group achi eved treatnent success in the
second st udy.

Based on the first definition--"a"--which
includes the patients who fell back to the
overal | --the "OLA score at baseline or worse, the

rel apse rate for tazarotene group in the first
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study was 23 percent, and it was 9 percent for the
second study.

Based on the definition "b," which
i ncl udes patients whose maxi mal inprovenent was
reduced by nore than 50 percent, in tazarotene
group we have 35 percent relapse rate for the first
study, and 26 percent relapse rate for the second
st udy.

The next several slides, I'mgoing to give
you the summary of the statistical analysis in the
two pivotal studies--basically, just summarize the
results | just presented you

[Slide.]

Oral tazarotene is statistically superior
to pl acebo regardi ng treatnent success, however
success rates are bel ow 20 percent for both
studi es; one was 15.7 percent, the other one is
18. 7 percent.

Femal e patients generally had higher
success rates than nales. The nmale patients in the
two pivotal studies accounted for over two-thirds

of study enroll nments.
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Treat ment success decreases as baseline
di sease severity increases. It should be noted a
total of 15 patients, which accounted for about 2
percent of study enrollnment, had a "very severe"
OLA score at baseline. None in oral tazarotene
group achi eved treatnment success at week 12
Consequently, there is insufficient data to
eval uate the efficacy claimof "very severe" plaque
psori asi s.

[Slide.]

Oral tazarotene denpnstrates short-term
efficacy in treating scalp psoriasis, but not nai
psoriasis. Two and one patients in placebo group
achi eved severity score of 0 at week 12 in
fingernail and toenail psoriasis, respectively.
However, none was in oral tazarotene group

[Slide.]

Based on definition (a) of relapse, which
is the patients who fell back to OLA score at
baseline or worse, the rel apse rate was
approxi mately 15 percent for both studies. And

based on definition (b), which includes patients

file:////[Tiffanie/C/Dummy/0712DERM.TXT (167 of 388) [7/26/2004 4:42:47 PM]



filex////[Tiffanie/C/Dummy/0712DERM.TXT

168
whose maxi mal inprovenent from baseline was reduced
by nore than 50 percent, the rel apse rate was 30
percent for the two pivotal studies. And, again,
the rel apse rate was neasured based on patients who
had a treatment success at week 12, and they had
rel apsed at the 12-week post-treatnent period.

This is the end of ny presentation.

Thank you.

Clinical Wap Up

DR, COX: Ckay, |'mback [laughs]--1'm
back for, hopefully, the last time. And |I'mjust
going to try to give a clinical wap-up. And,
basically, this is to give you other information on
the safety and efficacy of the chem cal noiety
tazar ot ene.

[Slide.]

I'"'mgoing to speak about drug-use trends
of topical tazarotene, adverse events with topica
tazarotene, and we'll take a | ook at the efficacy
of topical tazarotene and, again, of ora
tazar ot ene.

[Slide.]
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Drug-use trends for topica
tazarotene--the total nunber of tazarotene
prescriptions have been increasing. |n 1999, there
were 226,000 prescriptions witten, and in 2003,
there were 937,000 prescriptions witten.

In 2003, nost of the prescriptions were
prescri bed by dernatol ogi sts--67 percent--with
famly practitioners coming in at 7 percent. And
the nobst common di agnoses associated with the use
of topical tazarotene was 75 percent for acne, and
13 percent for psoriasis.

[Slide.]

58 percent of all of the prescriptions
were dispense to wonen. And we arbitrarily chose
12 to 44 years as the nobst conmon range for wonen
of childbearing potential, and 46.5 percent of al
clainms are for wonen of chil dbearing potenti al

[Slide.]

There have been 125 errors reports
associated with topical tazarotene--adverse event
reports. And the nbst commpn adverse events are

cutaneous: pruritus, rash, dermatitis exfoliative,
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burni ng sensation, and erythena.

There are al so sone systenic adverse
events reported with the use of topical tazarotene.
There are three reports of elevated LFTs,
gastroi ntestinal problens; hot flashes and
perspiration; and one report of elevated
triglycerides.

The indications for which the prescription
had been witten included 91 for psoriasis, eight
for acne, other skin 10, and for the others we
don't have the di agnosi s.

There were nore fenal es--69 fenal es and 52
mal es--for which these adverse events were
reported, and there were two hospitalizations, and
one congenital anonaly.

[Slide.]

The associ ation with pregnancy
exposures--there have been 113 worl dw de pregnancy
exposures-- and this data was actually obtained
fromthe sponsor.

There are 107 reports in the United

States, conpared with six foreign reports. The age
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range was 17 to 38 years, the nedian being 29
years. The indications for which these
prescriptions in these exposures had been witten
were primarily acne--60; 20 for psoriasis; two for
facial winkling; and the others, we don't know.

And the outcones for pregnancy, and fetal
out comes: there were four spontaneous abortions,
two chronosomal abnormalities--trisony 18 and
Cornelia de Lange--not associated with retinoid
mal formations. And the others--107--there was
ei ther no adverse outcome or unknown. And we don't
know how many of which of those two categories
conpose the 107.

[Slide.]

And finally we're going to take a | ook at
the efficacy of the chenmical noiety in the
treatment of plaque psoriasis.

In topical tazarotene, in the clinica
trials, the success was based on a greater than 75
percent inprovenent. And | have to preface this by
saying that we know that these are different

trials, these are different sets of patients. They
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all had noderate to severe psoriasis.

Wth the 0.05 percent gel, the success
rate was 30 percent and 18 percent in the two
clinical trials. The 0.1 percent gel, the success
rate was 38 percent and 25 percent, conpared with a
pl acebo effect of 13 percent and 10 percent.

If you | ook at oral tazarotene, which

we' ve been speaking on today, in the clinica

trials the success was "no" or "mininal disease,"
which is a nore stringent criterion, and the
success rate was 15.2 percent, and 18.7 percent,
respectively, with a | ower placebo effect.

Also, inthe clinical trials on ora
tazarotene, a secondary efficacy paraneter was the
gl obal response. And a success of greater than or
equal to 75 percent inprovenent, or marked
i mprovenent or better--which Dr. Wal ker showed you
earlier--showed that this success rate was 30.1
percent, and 30.8 percent, with a placebo effect of
8.2 percent and 9.1 percent.

So, in summary, in pre-clinical aninal

studi es, oral tazarotene, when conpared nilligram
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for milligramto other systemic retinoids turns out
to be the nost potent teratogen. Thus, as the
other retinoids are hunan teratogens, ora
tazarotene is nost likely a potent hunan teratogen

VWhile it is true that oral tazarotene
showed efficacy as conpared to placebo in the
treatnent of noderate to severe psoriasis, given
the safety signals discussed today, in presence in
senen, its effects on |ipid nmetabolism bone
met abol i sm and t hyroid and gl ucose netabolism ora
tazarotene presents a conpl ex risk-benefit
cal cul us.

We at the agency | ook forward to the
gui dance of this advisory committee in anal yzing
this conpl ex drug product.

Thank you.

DR. STERN: 1'd like to thank the FDA for
its very nice and lucid presentations, and we'l]|
now go on to Dr. Lindstrom who will talk about the
eval uati on of risk managenent for systenic
retinoids in a nore generic way.

Evol uti on of Ri sk Management for Systemic Retinoids
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DR. LI NDSTROM Good nmorning. |'d like to
di scuss with you today the evolution of agency
t hought regardi ng pregnancy prevention risk
managenent for systemic retinoids for skin
condi tions.

[Slide.]

To acconplish this, I'll first describe
the current |landscape in ternms of retinoids on the
mar ket for cutaneous conditions; the risks that
they present; and the risk-managenent tools
available to us. 1'Il then nmove on to describe the
hi stori cal devel opnent of risk managenent for
systemc retinoids for cutaneous conditions. And,
finally, 1'll nmake a few sunmary remarks.

[Slide.]

There are four system c retinoids approved
for the treatnent of cutaneous conditions.
Isotretinoin is indicated for the treatnent of
severe, recalcitrant nodul ar acne. The innovative
product was approved in 1982, and three generic
products were nore recently introduced.

Etretinate, indicated for the treatnment of
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severe recal citrant psoriasis was approved in 1986,
and this product was voluntarily renoved fromthe
mar ket in 2002.

Acitretin, with a simlar indication, was
approved in 1996, and bexarotine, indicated for the
treatnment of refractory cutaneous T cell |ynphoma
was approved in 1999

[Slide.]

Now, all of the approved systenic
retinoids are either recognized, or highly suspect
human t eratogens, and all produce feta
abnornmalities in animals that are exposed in utero.

W have the nost human data for
i sotretinoin, which is recogni zed as a potent human
teratogen. It has a high frequency of adverse
out conmes in exposed preghancies, with perhaps a
third of exposed pregnancies affected. The effects
are severe, including fetal wastage, structura
mal formati ons in maj or organ systens, and inpaired
function, such as neuropsychiatric del ay.

Additionally, the wi ndow of vulnerability

is large. There's no recognized tinme period during
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gestation when adninistration of systenmic retinoids
woul d be consi dered safe.

[Slide.]

Consi dering that risk, what
ri sk-managenent tools are available to us? Well,
we broadly categorize our risk-managenent tools
into four groups: product |abeling, such as the
package insert; targeted education--an exanple
woul d be patient brochures, rem nder systens, such
as stickers or patient informed-consent forns; and
controll ed distribution.

[Slide.]

I want to nove now to describe the history
of pregnancy prevention risk-managenent efforts
I"mgoing to use isotretinoin as a prototype, and
use three other oral retinoids as suppl enentary
exanples. Before | do so, | want to acknow edge a
caveat that Dr. \Wal ker has al ready di scussed, and
that is that isotretinoin is indicated for the
treatment of severe acne. This is different than
the indication that oral tazarotene is pursuing.

And when isotretinoin is prescribed for severe
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acne, it's prescribed as a circunscribed 20-week
course, and the majority of patients wll
experience prolonged or pernmanent disease
rem ssion--not all, but the majority--and will
likely require a single course of therapy.

However, the other retinoids that | wll
use as supplementary exanpl es--etretinate,
acitretin, and bexarotine--are prescribed in a
chronic, or chronic-intermttent fashion, and would
not be considered--or the use would be nore sinilar
to that which mght be expected for oral tazarotene

[Slide.]

Isotretinoin was approved--as |'ve
mentioned--for the treatment of severe recalcitrant
nodul ar acne in the early '80s. It was recognized
as a highly suspect teratogen, based on
abnormalities seen in animal studies. It received
a preghancy category rating of X, and when it was
rel eased to the market, risk managenent incl uded
| abel i ng, information regarding the potential risk
for teratogenicity was included in the

contraindications, warnings and precautions section
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of the | abel

[Slide.]

Despite this, the agency received the
first report of a human nalformation following in
utero exposure to isotretinoin in 1983, and ot her
reports foll owed soon after

In response, the |abeling was
strengthened. First, the teratogenicity risk
informati on already included in the package insert
was hi ghlighted by bol df ace type, and a boxed
war ni ng was added at the begi nning of the | abel
In addition, targeted education tools included
"Dear Doctor" and "Dear Pharmacist letters, which
were sent out to health care providers to update
themon the human data as it accrued.

[Slide.]

But, again, additional exposures--in utero
exposures--occurred, and in 1988, the agency and
t he sponsor both deternined that strengthening of
the risk-managenment program -pregnancy prevention
ri sk- managenent programfor acitretin was needed

And after consultation and input fromthe advisory
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conmittee, the Accutane Pregnancy Prevention
Program was introduced. It included tools from
three of the four categories of risk-nmanagenent
t ool s.

The | abeling was updated. The boxed

war ni ng was updated to include additiona

i nformati on regarding the timng and frequency of

pregnhancy testing; the nunber and types of
contracepti on recommended; and the recommended
duration for their use

Additionally, the package itself was
changed. The blister pack was introduced. The
"Avoi d pregnancy" icon--the fanmliar red-circle
with the slash was introduced, and the boxed
war ni ng, which had previously been just on the
package i nsert was now printed on the package
itself.

[Slide.]

O her conmponents of the Accutane Pregnancy

Preventi on Program included educational materials

for physicians--excuse nme, for prescribers and

patients, as well as the introduction of a referra
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and rei nmbursenment program for contraceptive
counseling, as well as an informed consent formfor
fermal e patients.

Two ot her conponents of the Accutane
Pregnancy Prevention Program not forma
ri sk- managenent tools in thenselves, are the
patient survey and the prescriber survey, both of
whi ch were introduced to assess the inpact of the
program

And what was the inpact?

[Slide.]

In the first year after inplenentation, we
saw an initial rise in the nunber of reported
pr eghanci es--reported exposed pregnancies. This
was not surprising, as a new tool for
reporting--the voluntary patient survey--had been
i ntroduced. However, in the subsequent decade,
this nunber--the nunber of reported exposed
pregnanci es--1evel ed off and stayed relatively
const ant .

Al so during this tinme, the nunber of

patients treated with isotretinoin doubled. Now,
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it might be tenpting to conclude, having said that
the nunber of reported exposed pregnanci es was
relatively constant, and the nunber of
prescriptions and the nunber of patients treated
was rising, it mght be tenpting to conclude that
the pregnancy rate was dropping.

Thi s woul d be an erroneous concl usion
because the nunmber of reported
pr egnhanci es- - pregnancy reporting is voluntary, and
the nunber of reported exposed pregnanci es does not
necessarily represent all exposed pregnancies. And
we do know t hat adverse event reporting falls off
over tine.

However, we can safely say--1 think we can
safely conclude that the known total public health
burden of exposed pregnanci es was not decreasing,
and t he number of wonmen at risk for exposure during
pregnancy was i ncreasing.

[Slide.]

Because of these two issues, the
Der mat ol ogi ¢ and Ophthal m ¢ Drug Advisory Committee

was convened in 2000, and this advisory conmmittee
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recommended that the isotretinoin risk-nanagenent
pl an at the time--the Accutane Pregnancy Prevention
Pl an--be strengthened to include
regi stration--mandatory regi stration and controlled
di stribution.

Now, there was a precedent for the
conmittee's recommendation, in that Thalidoni de,
whi ch was reintroduced to the U.S. market in 1999,
was introduced with a risk-nanagenent plan that
contai ned these el enents of registration and
controll ed distribution.

After the advisory commttee, the agency
and the sponsor entered into intense negotiations,
and in 2002 the current risk-managenent plan was
i mpl enment ed.

Now, the innovator sponsor entitled that
programthe SMART program-the Systemto Managenent
Accut ane- Rel ated Teratogenicity. The generic
manuf acturers which entered the market soon after
that, gave their risk-managenent pl an--which was
identical in all of the essentia

el ements--different acronyns: SPIRI T, ALERT,
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| MPART. | n order to avoid confusion, |I'mgoing to
refer to all of themas the "current
ri sk- managenent plan.” Although it is being
revised, it is the risk-managenment programthat is
in place at the present.

[Slide.]

Its conmponents included el ements for al
four categories of risk-nmanagement tools. The
| abel i ng was updated, and a nedication guide was
added. There were instruction guides for
prescri bers and pharnaci sts; brochures for
patients.

[Slide.]

The patient inforned-consent forns were
updated. There was a prescriber checklist to
assi st prescribers in inplenentation of this
ri sk- managenment plan. Perhaps the hub of the plan
was the yellow qualification stickers. These
yel l ow stickers are applied by prescribers to
prescriptions when they wite themfor
isotretinoin. There's a place to wite the date on

whi ch the patient has been qualifi ed.
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Qualification entails ensuring that the patient has
had a recent negative pregnancy test, and that the
patient has agreed to use two forns of effective
contraception--unless that patient is abstinent,
post - menopausal , or nal e.

Al'so on the yellow qualification sticker
are rem nders for pharnacists to dispense only a 30
day supply, not to give refills, and to fill the
prescription within seven days of the qualification
dat e.

Now, these qualification stickers are
obt ai ned by prescribers by signing a letter of
understandi ng in which they attest that they
possess the rel evant conpetenci es necessary to
safely prescribe isotretinoin and that they agree
to fully utilize the risk-nmanagenent program The
yel l ow stickers are provided by the sponsor upon
recei pt of the signed |letter of understanding.

The voluntary patient survey and pharnacy
surveys--agai n, not risk-managenment tools in
t hensel ves--were used to assess the inpact of the

program And at the tine of approval of the
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program the sponsor was inforned that the
ef fecti veness woul d be assessed at one year, and
performance benchmarks were set at a patient survey
enrol I ment of 60 percent, and qualification sticker
use approachi ng 100 percent.

[Slide.]

The one year netrics were presented to
this conbi ned advi sory commttee in some detail in
February of this year. And I'mjust going to
summari ze themwith a single slide.

The patient survey response rate was 36
percent. It failed to neet the sponsor-identified
benchmark of 60 percent.

Si cker use was hi gh, exceeding 90 percent,
but it proved to be an unsatisfactory surrogate
endpoint, in that there was poor correlation
bet ween sticker use and survey responses. For
i nstance, although, again, the sticker use was high
and above 90 percent of the stickers were correctly
filled out, a significant nunber of women on the
vol untary survey did not recall having received any

pregnhancy test. And perhaps nost inportantly, the
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nunber of reported exposed pregnanci es was
unchanged after inplementation of the current
ri sk- managenent plan fromthe previous year

[Slide.]

And so, this conbined advisory committee
recomended, in February of this year, that the
current risk-managenent plan be augnented, and
specifically, your recomrendations incl uded:
mandatory registration of all patients, both male
and fenale; registration of all pharnacies;
registration of all prescribers; and the
i npl ement ati on of mandatory pregnancy registry.
And | want to informyou that the sponsors and the
agency are diligently working to inplenent these
recomendat i ons.

[Slide.]

So, a quick review of the isotretinoin
ri sk- managenent program chronol ogy: the drug was
approved in 1982. In 1988 the Accutane Pregnancy
Preventi on Program was inplenented. 1In 2002 the
current risk-managenent program was i npl enent ed.

And in 2004, this conbi ned advi sory committee
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recomended nmandatory registration, pregnancy
registry, and controlled distribution

I want to discuss three other systenic
retinoids at this tine.

[Slide.]

Etretinate was the second oral retinoid
approved in the United States. It was approved in
1986 for the treatnent of severe recal citrant
psoriasis. It was approved after isotretinoin
entered the market, but prior to the inplenentation
of the Accutane Pregnancy Prevention Program And
the risk-managenent programfor etretinate
included--was linmited to | abeling, with a boxed
war ni ngs and war ni ngs regarding the risk of
teratogenicity in the "Warnings, Contraindications
and Precautions" section of the label. And, as
I"ve nentioned previously, this drug was wi thdrawn
fromthe U S. market in 2002

[Slide.]

Acitretin--the third oral retinoid
approved for the treatnent of a cutaneous

condition, was approved in 1996 for the indication
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of severe psoriasis. There is a caveat in the

i ndi cations section, indicating that in women of
chil dbearing potential this drug should be used
only if they are unresponsive to other therapies,
or if other systenic therapies are contraindi cat ed.

[Slide.]

Acitretin was approved, as | said, in
1996. This was after the inplenentation of the
Accut ane Pregnancy Prevention Program and hence
t he sponsor was asked to inplement a
ri sk- managenment programthat was consistent with
the best practices at that tine.

The sponsor | abel ed their risk-mnagenent
program for Soriatane, the "Soriatane Pregnancy
Prevention Program" and it contained el enents
simlar to the Accutane Pregnancy Prevention
Program | abeling, education and rem nders.

Targretin--bexarotine--was approved in
1999, the fourth oral retinoid to treat a cutaneous
condition. It's indicated for the treatnent of the
cut aneous nani festations of cutaneous T cel

| ymphoma which is refractory to other system
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therapies. And--again, approved in 1999, this
woul d have been after the inplenmentation of the
Accut ane Pregnancy Prevention Program but before
the inplenentation of the current risk-mnagenent
program And the risk-nmanagement program for
bexarotine is simlar to that for--it's simlar to
the Accutane and Sori atane pregnancy prevention
programs. It consists of |abeling, targeted
education, and a limtation on the anmpunt di spensed
to 30-day supply.

[Slide.]

I just want to conclude with a few sunmary
remar ks.

Al'l of these approved systenic retinoids
are known or highly suspect human teratogens and,
as such, present potential risks to the public
health that needs to be managenent.

Ri sk- managenent prograns shoul d i ncorporate current
best known practices, and these practices for
pregnancy prevention risk managenment have evol ved
over time, and have progressively included el enents

fromthe four categories of risk-managenent tools:
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| abel i ng, targeted education, reninder systens, and
controll ed discrimnation.

[Slide.]

And our current thinking regardi ng best
practices for pregnancy prevention risk managenent
for isotretinoin include the fact that per the
advi ce of this conbined conmittee, the isotretinoin
current risk-managenent program needs to be
strengt hened, and that el enents--and that that
strengt hened program shoul d i nclude the foll ow ng
el ements: mandatory registration of patients,
prescribers and pharnmacies, as well as a nmandatory
preghancy registry.

And | now want to turn the nicrophone over
to Dr. Ann Trontell fromthe Ofice of Drug Safety,
who wi Il discuss risk-nmanagenent tools for ora
t azar ot ene.

Ri sk Managenment Tools for Oral Tazarotene: Context,
Consi derati ons and Experience
DR. TRONTELL: Good nor ni ng.
I"mgoing to hope to set some context, as

wel | as describe considerations that FDA has taken
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into account, as well as our experience in risk
managenent, and in particular in the context of
potential risk nanagenent tools for ora

t azar ot ene.

[Slide.]

I"mgoing to set the context in terns of

the recently issued draft guidances on risk

managenent, fromthe agency. |'Il talk about our

experience with application of sonme of the tools of

ri sk managenent, and what we know of their

advant ages and di sadvant ages.

I"I'l talk briefly about the isotretinoin

rm

program Dr. Lindstromhas already told you quite

a bit. [I'lIl talk somewhat about he ongoing

negotiations. And then | will talk about the

options for risk managenment for tazarotene which,

in fact, have changed since these slides were
pr epar ed.
[Slide.]

As many of you know, under the third

reaut hori zation of the Prescription Drug User Fee
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Act, the agency was charged with devel oping three
interrel ated gui dances on the topic of risk
managenent. The first dealt with premarketing risk
assessnent; the second, w th pharmacovigil ance and
phar macoepi dem ol ogy--largely applied to the
post-marking setting; and the third docunent now
di scusses what we term"risk minimzation action
pl ans"--a termthat you've heard this norning.
I"I'l use that, as well as "Ri skMAPs"
i nt erchangeabl y.

[Slide.]

In this guidance, a risk mnimzation
action plan--or R skMAP--was defined as a strategic
saf ety program designed to neet specific goals and
obj ectives in mnimzing known risks of drug
products. In this context, a Ri skMAP is descri bed
as a programthat goes beyond what FDA usually does
in the approval of a drug product. Odinarily FDA
and with the sponsor, devel op professional |abeling
and t hen conduct routine postmarking
pharmacovi gi l ance. And this largely constitutes

sufficient risk managenent for nost marketed drug
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products.

[Slide.]

For risk minimzation action plans the
goal s are described as targeting the achi evenent of
a health outcone related to the known risks of the
product. These goals would reflect the idea
out cone of the Ri skMAP; that m ght be achi evenent
of a certain health outcome, or avoidance of an
undesi rabl e heal th out cone.

FDA reconmends that these be stated in
absolute ternms to maximally reduce the risk. So,
in the case of teratogenicity risk reduction, the
goal might well be stated as "no fetal exposure
shoul d occur.'

Foal s are broken down into internediate
steps that are also ternmed "objectives." And it's
in the context of objectives that we tal k about
Ri skMAP t ool s.

[Slide.]

These are processes or systems intended to
m nimze known safety risks, and are designed to

target the achi evenent of at |east one or nore
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obj ectives that serve the overall R skMAP goal

[Slide.]

Inits draft guidance issued in May on
Ri skMAPs, FDA set forth a nunber of different
consi derations an how tools mght be sel ected.
Each tool, ideally, should be adding value in
attaining the programgoals. They shoul d seek,
wher ever possible, to use tools that have proven
ef fectiveness, either in other prograns, or based
upon the scientific literature.

FDA al so advocates that the tools chosen
be acceptable to a wi de range of audiences, and
certainly those individuals who will participate in
the inplementation of the plan, and | ow burden
shoul d be a goal for that, as well

The agency suggested that in selecting
ri sk- managenment tools, that one avoid unnecessary
limtations on product access, since that m ght
restrain or constrain benefits of the product, and
to simlarly avoid the creation of nultiple
custom zed tools, since this creates confusion as

wel | as burden on the health care system And,
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again, so far as one is able to anticipate
unanti ci pat ed consequences of a risk-managenent
program those should be consi dered.

[Slide.]

In the draft guidance, FDA describes three
broad categories of tools that can be used for
pur poses of risk mninization--sone of these have
been described already by Dr. Lindstrom-the first
bei ng targeted educati on and outreach; this
i nvol ving educational materials that go beyond the
prof essi onal | abeling, and may be targeted to
health care practitioners or to patients.

The second category is what has been
ternmed "rem nder systems." This may use tools such
as stickers, that were used in the isotretinoin
ri sk- managenent program or inforned consent. In
some instances linitations on product supply or
packagi ng has been put in place to try and gui de
clinicians and patients in using products in the
nmost appropriate and saf e ways.

The third category involves a sonewhat

awkward term nol ogy. It's sonewhat equivalent to
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the control distribution termnology that Dr.
Li ndstrom nenti oned in her talk.

In the draft guidance FDA refers to the
tool systeminvolving lintations on distribution
as "performance-linked access systens." These are
progranms that, in fact, do constrain availability
of the product to certain conditions' being net.
O'ten there's a selected group of individuals who
may be able to prescribe, dispense or use this
product. And often these are tied to nandatory
performance of sone of the rem nder systens
described in the previous category.

Sone product exanples may give you a
better understanding of these tool categories.

[Slide.]

In the area of target education and
outreach, we can't really give you a full 1list
because there are probably, at this point, severa
hundred products that have either patient product
inserts, or nedication guides--a nuch smaller
nunber in that category. Also, a nunber of

prograns enploy patient brochures, various forns of
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conti nui ng education for physicians and
phar maci st s.

Rem nder systens include the ones | |ist
here. Alosetron, like isotretinoin, uses a sticker
programthat indicates that the clinician is
famliar with the disease [sic], its risks and how
to appropriately prescribe it to the patient in
light of certain safety considerations.

For the drug product |indane, the anpunt
of product now available to patients is limted to
one or two-ounce aliquots to reduce the risks of
i ndi vi dual s' using excessive anpbunts, or using it
repeat edly and exposing thenselves to certain
toxicity. So the drug product abarelix, a product
used for advanced prostatic cancer, certain
constraints are placed on how that product is
prescribed; in particular, to restrict it to those
i ndi vi dual s whose di sease warrants the risk of
anaphyl actic reactions with it.

In the category "performance-|inked access
systens," | have six products |listed here.

Bosentan, dofetilide and mfepristone are prograns
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that, in fact, operate under a formof specialty
pharmacy distribution. There may be one, or
perhaps a few handful of pharnaci es where

i ndividuals are able to obtain the product. And

wi || apol ogi ze--1 m s-spoke. The products that are
under the specialty category include Bosentan,

m fepristone and xyrem

For cl ozapine, dofetilide and thalidom de,
these are avail abl e through pharnacies that are
registered, as well as the registration processes
that extend to physicians and to patients. The
ones that appear with an asterisk are ones where
| aboratory testing is part of what's required for
product access.

Wth regard to use and non-effectiveness
of the tools, we are still in the process of trying
to understand nore how these tools work and which
are nost effective

[Slide.]

Targeted educati on and outreach, as |'ve
already said, it's been used npbst extensively, but

formal evaluation of the effectiveness of these
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prograns has been |imted--though many obvi ously
believe the importance of education for all manners
of risk managenent.

Rem nder systens--again, are relatively
limted in their nunber. They' ve been used
infrequently, and effectiveness to date has largely
been unt est ed.

For the performance-linked access systens,
or ones that register various participants, these,
agai n, have been used sparingly, and typically
they' ve been applied to relatively small patient
popul ati ons where the therapeutic options for those
patients are linted. The registration process
that tracks physicians, patients or pharmacists, in
fact, has all owed good data capture in terns of
their effectiveness. So the effectiveness of this
smal | category of tools is high.

Let nme wal k through sone of the
advant ages, again, of these three major too
cat egori es.

[Slide.]

Target ed educati on and outreach has the
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advant age that education is really a

mot her hood- and- appl e-pie issue. |It's very hard for
anyone to discount its value, so it's generally
it's very high acceptability, and relatively easy
to inmplenent in a variety of forums and nedi a.

The benefit of education is it has no
ef fects on product access.

A di sadvant age, however, is, in fact, it's
effectiveness is still largely unknown to us when
it's used in isolation of other tools. And, as was
described just recently in Dr. Lindstroms talk
when it was applied in the nost early form of
isotretinoin in risk managenent, its effectiveness
was |l ow, at least in terns of pregnhancy outcones
persi sting.

[Slide.]

For rem nder systens, advantages of these
progranms are that they allow some remants of
physi ci an, pharnmaci st and patient autonony. These
remi nders are put in place to, in fact, make it
difficult [sic] for clinicians or patients to do

the night thing. They allow the opportunity for
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ongoi ng education, and the rem nder of individuals
on what is necessary to achieve use of the product.
And relative to the category of perfornmance-|inked
access systens, they're obviously |less intrusive.

But we have to acknow edge, they inposed
time and nonetary costs on the nedical care system
and that, again, their experience to date has been
largely linmted. And as was discussed in the
February advisory comittee, the experience of the
i sotretinoin program showed hi gh process conpliance
with the program but |inited outcome
ef fectiveness, in that pregnancy exposures
per si st ed.

[Slide.]

For the performance-linked access systens,
advantages of this is that, in fact, it does
constrain use of the product to those conditions
where use is considered to be nost safe. The
mandat ory participation of such systens, in fact,
all ows registration of participants and the ability
to better evaluate their performance. And, in

fact, this has led to our understanding of their
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hi gh perfornmance

The nature, not only for issues of
teratogenicity risk exposure in perfornmance-|inked
access systens, is because they do represent an
obstacle to the ready use of the drug product, they
generally tend to dimnish overall utilization of
the drug product; and, in a sense, then if you
wanted to reduce exposure of femal es of
chil dbearing potential, that would be a secondary
benefit.

However, you may |l ook at limitations on
access sinlarly as forns of disadvantages. And,
certainly, limtations in access may al so present
limtations to patients' obtaining benefits from
the drug product. O course, there are tine and
financial burdens to such prograns. And the risk
that is certainly known to the agency is that the
exi stence of such prograns nmay pronpt individuals
to try and seek the product in | ess burdensone
ways, and to try and obtain it illicitly, through
the internet or other measures.

Gain, the experience that has been
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obtained to date in the area of pregnancy
prevention, through thalidom de, has largely been
limted to a small popul ati on of individuals who
are not of high fertility. So experience inits
extension to | arge nunbers of young, fertile wonen
has not yet been done.

[Slide.]

Inits draft guidance, FDA tries to set
forth when you mght use different tools, and it's
somewhat of a circular argunent: you use them when
you need them and perhaps when a | ess severe
tool--or a less intrusive tool--has proven itself
to be ineffective.

Target ed educati on and outreach m ght be
used al one, or certainly in conbination with other
tools. And in those instances where product
| abel i ng and routine pharnmacovi gi |l ance have shown
thenselves to be insufficient. And the exanple
certainly pertains in the case of Accutane and the
devel opment of the Accutane Pregnhancy Prevention
Program

[Slide.]
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Rem nder systens may be inplenmented at
such times as when targeted education and outreach
are insufficient, either based upon experience with
other drug products, or in the specific drug
product being addressed. And the exanple of this
system woul d be the devel opnent of what is the
SMART, SPIRIT, ALERT and so forth prograns, or what
Dr. Lindstromreferred to as the "current
ri sk- managenent program for isotretinoin.

[Slide.]

The performance-|inked access systens are
probably the category where it may be a little
easier to define the products where these may be
merited, since these tools are, in fact, intrusive
These are ones that we m ght expect would be used
largely for those products that have significant or
uni que product benefits, but that have associ ated
unusual risks that may include irreversible
disability or death. Exanples--in clozapine, the
risk is of agranulocytosis. For thalidom de,
again, teratogenicity and birth defects. And the

isotretinoin R skMAP, as we've di scussed, is now
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under active devel opnent in that arena.

[Slide.]

Let me tell you a little bit nore about
what's been in progress since we last nmet with this
committee in February. Perfornmance-linked access
systemis under active discussion and devel opnent
by the sponsors. The details still remain sonmewhat
undefined. They are under active devel opnent.

The plan is to have a centralized
cl eari nghouse that would involve all prescribers,
pharmaci es and patients; and that this
cl eari nghouse woul d be configured to assure and
account for the perfornance of key safety features;
for exanpl e, pregnancy testing.

[Slide.]

the key safety features of the new
isotretinoin RiskMAP will include all three
categories of tools: targeted educati on and
outreach; rem nders; and the |inkage of access to
the product to the performance of certain
activities.

[Slide.]
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For targeted educati on and outreach of al
participants, there will be a nedication guide,
pati ent brochures, videos. And, again, education
will continue for health care practitioners,

i ncl udi ng physici ans and pharmaci sts.

Rem nders will include infornmed consent
and attestation on the part of health care
practitioners. There is some discussion of ongoing
pati ent education and risk-factor screening as part
of this program

And the |inkage of access to the product
to the performance of key features goes back to the
cl eari nghouse, which involves all prescribers,
phar maci es and patients--pregnancy testing will be
required for the product to be prescribed,

di spensed, and for the patient to receive it.

The issue of the |inkage of these separate
conponents, in fact, remmins a challenge on two
grounds; first, on the technol ogy, as also for the
potential concern of constraints on the product and
mechani sns for doing that that have been patented

[Slide.]
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now, these slides will actually be dated,
in light of the presentation you ve heard this
morning. W had, at the tinme of these slides
preparation, two earlier versions of the risk
m nim zation action plan proposed by Allergan

[Slide.]

Let nme junp ahead--the initial one
proposed was one that was simlar to the existing
isotretinoin risk mnimzation action plan in place
and current, prior to February of this year, and
still currently in place. This plan, at that tine,
exenpted nal es, and fenal es who were not of
chi | dbearing potenti al

The subsequent devel opnent was for--of a
programthat had |inkage of the product's access to
preghancy testing, pharnacist validation of
pregnancy testing, and patients' having nonthly
reeducati on and assessnent of their know edge and
conpliance with contraceptive practices for
prescriptions to be obtained. That one had
excl uded mal es and feral es who were not of

chil dbearing potential. And, as we've heard this
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nmor ni ng, that has been since nodified.

[Slide.]

So, in sumary, systemc retinoid risk
management for the concern of teratogenicity has
evol ved and has been largely informed by
i sotretinoin over the past approxi mately 20 years.
It has migrated fromlabeling alone to the use of
targeted education and outreach, the use of
rem nder system and, now, the active devel opnent
of a performance-|inked access system|[Slide.]

And the tazarotene program-again, as
you' ve heard this norning--is now configured to be
simlar to what is being devel oped for the
isotretinoin program with the performance-|inked
access system and, as the sponsors told us this
nmorning, applied to all patients.

Thank you.

DR. STERN: Thank you very nuch. M ght |
ask one or two quick questions?

You' ve tal ked about isotretinoin. |Is
there any parallel devel opnment for the other

now approved retinoids? For acitretin, bexarotine,
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internms of a parallel systemfor
performance-|inked access?

Because | think each tine you' ve tal ked
about isotretinoin, and not mentioned those others
currently | abel ed.

DR TRONTELL: 1'Il actually refer that
question to Dr. WIKin.

DR. WLKIN: | can't speak regarding
bexarotine. That's not in our division

We do have another systemic retinoid in
our division. There are no changes at this tine in
the risk-managenent program but we have
conmuni cated our interested with the industry group
that owns that product, that we do want to have
this discussion; we'd |like to know what the current
performance is, how successful it is, and think
about the need as to whether we need to upgrade
their risk-nmanagenent program

DR STERN: Could | then ask a followon
question of soneone who's an expert on risk
managenent--i s, does one believe that when dealing

with agents that have similar risk profiles, and
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the sane dom nant group of prescribers--although
the patients may vary in characteristics--that
prograns that apply across the board are nore
likely to be followed? O are nultiple prograns
likely to be foll owed?

I think in your guidance there was one
little thing that said one of the things the FDA
wants to avoid is too much individua
custom zation. And I'mwondering if sone of that
is on the basis of likelihood of good performnmance
when you have one-size-fits-all, rather than many
sizes for slightly different product.

DR. TRONTELL: At this point intine, in
fact, we--1'mnot sure we have any ri sk- managenent
program that exactly duplicates another.
Certainly, it was based upon feedback we heard from
the practicing community of physicians, as well
as--and probably in particul ar--pharnmaci sts.
Because the confusing array of nanners in which a
product m ght be presented to a pharnacist was a
cause for concern

So the idea was, in fact, to approve sone
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el ement of efficiency, nmenorability, and to
decrease confusion in its use.

DR STERN: One | ast question before |unch

DR SHAPIRO | just wonder if there's a
timeli ne about when the Accutane proposals mght be
i mpl ement ed, and when and how eval uation of the
i npact m ght be eval uated?

DR BULL: There is a tineline, but in
terns of it being a very, very conpl ex negotiation,
involving nultiple sponsors, | would say we hope to
have it as soon as possible. But it's
extraordinarily conplex. So, | would say as soon
as all of the details can be attended to, there
will be something out there. But it's being

actively, very vigorously worked on.

DR STERN: I'msure it will be as soon as
possi bl e, but the question is when that will be
[l aughs. ]

[ Laught er.]

Dr. WIlkerson--and then we will close for
| unch.

DR. WLKERSON: | just had a point of
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clarification with Dr. Trontell

There was sonet hi ng you sai d about patent
i ssues. Could you just elaborate for us what--do
we have sone restraints here, or sonething that we
don't know about ?

DR. TRONTELL: We--as | think everyone is
awar e, sone of the discussion for isotretinoin was
| argely framed based upon the successes of the
STEPS program that was put into place for
thali doni de. The issue of how features of that
program may or may not be applied to isotretinoin
has rai sed the potential question of patent
protection or infringenent. And that is, again,
anong the conpl ex issues that are being sorted out
at the present tine.

DR. STERN: Thank you

W' ve ended alnost on tinme, and I'd like
us to start pronptly at one o' clock, and we'll
adj ourn for | unch.

Thank you very much.

[Of the record.]

Open Public Hearing
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DR. STERN: We've now cone to the part of
the meeting that is the open public hearing. W
have t hree speakers who have indicated their
intention to speak. Before they speak, | nust
read, exactly as witten, the foll ow ng.

Both the Food and Drug Admi nistration and
the public believe in a transparent process for
i nformati on gathering and deci si on-maki ng. To
ensure such transparency at the open public hearing
session of the advisory conmittee neeting, FDA
believes that it is inmportant to understand the
context of an individual's presentation

For this reason, the FDA encourages you,
the open public hearing speaker, at the begi nning
of your witten or oral statement to advise the
conmittee of any financial relationship that you
may have with the sponsors of any product in the
pharmaceuti cal category under discussion at today's
meetings. For exanple, this information may
i nclude the sponsor's paynent of your travel,
| odgi ng or other expenses in connection with your

attendance at the neeting.
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Li kewi se, FDA encourages you, at the
begi nning of your statenment, to advise the
committee if you do not have any such financia
relationships. |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.

I"ve al so been informed that | nmay only
i ntroduce the speakers according to nunber. It
sounds a little bit |like a Seuss novel, but would
M.--would Person One pl ease cone?

MR VH TE: Well, since | know Dr. Krueger
the only other thing could be either Dr. Krueger or
Nunber One. So, | guess |'m Nunber One.

Ladi es and gentl enen, thank you very nuch.
I"'mdelighted to be here this afternoon, and
appreci ate the opportunity to nake a few remarks
before this comittee.

My name is Dale Wiite and | am Vice
Chairman of the Board of Trustees of the Nationa
Psoriasis Foundation. | amvolunteering to be here

today on behal f of the Foundati on and the comunity
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it represents, to testify in support of the drug
oral tazarotene for the treatnment of noderate to
severe psori asis.

As the parent of a teenage with psoriasis,
I am excited about testifying today about the
urgent need psoriasis patients have for additiona
treatnent options. Thank you again for this
opportunity.

[Slide.]

By way of introduction, the Nationa
Psoriasis Foundation is a | eading nonprofit
organi zation fighting to inprove the quality of
life of the nore than 5 nmillion Anericans di aghosed
with psoriasis or psoriatic arthritis.

The Foundation was established in 1968 by
a grassroots network of patients and physicians.

Thr ough educati on and advocacy, the
Foundati on pronotes awareness and under st andi ng,
ensures access to treatment, and supports research
that will lead to effective managenent of this very
serious chronic disease--and, ultimately, a cure.

Each year the Foundation receives
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financial support fromtens of thousands of peopl e,
and from 15 to 20 pharnaceutical conpanies. This
i ncludes unrestricted support fromAllergan, and
fromit's conpetitors in the pharmaceutical field.

[Slide.]

There was a | ot of discussion this norning
about the inpact psoriasis can have on people. But
I"d like this afternoon to enphasis a few inportant
poi nts about the disease.

First, of the nore than five nmillion
Aneri cans who have psoriasis, an estimated 1.5
mllion have a noderate to severe form of the
di sease

The Foundation's national survey research
has shown that for 75 percent of these people, the
di sease has a noderate to large inpact on their
daily lives. For 26 percent of these folks, it
alters normal daily activities, and for 21 percent,
it stops them completely.

For 36 percent, it causes trouble with
sl eep, and for another 40 percent, it affects how

t hey choose their clothing.
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For every one, noderate to severe
psoriasis can profoundly affect one's work, famly,
and personal relationships.

[Slide.]

Here are a few photographs that illustrate
how physically disabling and enotionally
devastating psoriasis can be, particularly for
people with noderate to severe cases.

[Slide.]

The Psoriasis Foundation believes there is
a need for nore treatment options for people with
noderate to severe psoriasis. 1In addition to being
a very serious disease, psoriasis is a chronic
disease. It typically first strikes people between
the ages of 15 and 35, but it can affect anyone at
any age, including children.

Qur research in 2001 showed that 78
percent people with nbderate to severe psoriasis
were not using aggressive therapies because of
concerns about side affects and effectiveness. In
a recent national survey, nore than one-third of

the patients said they were "very satisfied" with
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the treatnent they were receiving for psoriasis.

VWhile there are several treatnents
avail abl e for noderate to severe psoriasis, none of
these treatnents work for everyone, or can be used
by everyone, or necessarily works the sanme over
time. An individual patient's psoriasis can change
in severity, and even if type over years, nonths,
or even weeks. Patients need and deserve choices
that neet their individual concerns about safety,
ef fectiveness, cost and access.

[Slide.]

The Psoriasis Foundation believes
psoriasis patients should have access to ora
tazarotene. It nmay offer many patients a reduction
in psoriasis synptons, and thus an inproved quality
of life. And its approval for the treatnent of
moderate to severe psoriasis would give an option
to peopl e who cannot use currently approved
t her api es.

The Foundati on supports a risk-managenent
program f ocused on wonmen of chil dbearing potentia

to mninize, to the greatest extent feasible, the
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i kelihood that a wonen will becone pregnant while
taking this drug.

We hope Allergan and the Food and Drug
Admi ni stration adopt a risk-managenent programthat
addresses this risk w thout inmposing constraints
that would effectively linmt access to ora
tazarotene for the nany psoriasis patients whose
lives mght be greatly enhanced by it.

Finally, as with any new nedi cation, the long-term
side effects of oral tazarotene are unknown and
need further study.

[Slide.]

In closing, noderate to severe psoriasis
can dramatically and negatively affect a person's
quality of life. People with psoriasis need and
deserve nore treatnment options. And the Foundation
bel i eves access to the new treatnment, ora
tazarotene, is inportant and desirable.

By expandi ng the array of choices
available to treat this serious chronic di sease, we
enpower patients to choose the treatnment that works

best for them
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I know that the quality of life for ny son

and t housands upon thousands of people like him
will inprove dramatically as a result.
Thank you.

DR. STERN: Thank you very nuch.

Coul d speaker nunber two please cone to

t he podi unf?

M5. FREEMAN: Before | introduce nyself,

I'd like to thank the National Psoriasis Foundation

and the tens of thousands of peopl e who support

for giving ne the opportunity to tell mnmy story here

today and to represent the mllions of people

suffering from psori asis.

| also need to say that | do not have a

financial interest in the conpany that makes the
drug we are tal ki ng about here today.

It isironic that | should be here, as
| ess than three weeks ago | was sitting in the

clinical trial research center, and | had just

filled out ny monthly questionnaire. | closed the
folder and went to date it, and next to the day was

"Patient Nunber 1569." | |ooked at nmy new bottle
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of pills, and again | was "Patient 1569," and
thought, "Cee, here | am |I'mreally just a
number . "

So, today | want to introduce you to
Pati ent Nunber 1569. My nane is Janey Freeman, and
I live in Yantis, Texas, which is two hours east of
Dal | as.

I"'mpmarried. | have two children, and
currently work as an office manager for a | and
devel oper and an insurance agent. And Yantis is as
"country" as it sounds.

[ Laughter.]

I was diagnosed with psoriasis when | was
20 years old. So for 34 years | have been injected
with steroids, wapped in tar, put under lights,
and zapped with machines. | have used creans,
lotions--not to nmention slept wapped in
cel l ophane--and | have worn gl oves and socks filled
with all kinds of creanms and | otions.

I have washed ny hair with tar shanpoo,
and |'ve ruined a lot of towels and a lot of white

bat ht ubs, soaking in all kinds of products.
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| have al so taken nethotrexate. This nmde
me sick two days out of the week. And about the
time | was feeling better, it was tinme for nme to
take anot her dose.

I have had mnmy bl ood drawn every six weeks
for 10 years. And | have had one liver biopsy.

Psoriasis is not usually life-threatening,
but some of the current treatnents are. So, forced
to choose between a quality and a quantity, | chose
the quality.

VWhat would ny life be Iike had | not had
psoriasis? |I'll give you sone exanpl es

When | was younger, | thought about
model i ng, but nodels don't normally have psoriasis.
And then | wanted to be a dentist, but at that tinme
my hands and ny nails were really badly affected.
So | chose a field where | could sit at a desk and
be out of the public view

I have missed a total of two years of work
due to the disease. | have turned down two
pronotions. | missed ny senior high school trip to

New Mexi co because | was afraid | nmight flare.
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I have never had a manicure or a pedicure,
and ny best friend still cuts ny hair.

Fromny early 30s to ny md-40s, | was
single. M psoriasis was then at its worst, and
was too embarrassed to have an intimate
rel ati onshi p.

My cl oset has al ways had two sets of
clothes: the clothes that | wear when ny psoriasis
is bad, and then ny "sonetinmes" or fun clothes that
| get to wear when ny skin is okay.

I have had co-workers nore out of ny part
of the office. | have had nurses put on rubber
glovers for just a routine exam And peopl e have
even noved to anot her cashier after seeing ny arns
or ny el bows when |'mfl ared.

Psoriasis hurts. The |lesions bleed. You
itch uncontrollably. It's enbarrassing, it's
expensive, it's physically disfiguring, and
ment al | y exhausti ng.

I can't really tell you what ny life would
have been |ike without psoriasis, but | can tel

you that Patient Nunber 1569 is better because of
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oral tazarotene.

The nedicine | amusing is not perfect,
but | feel hopeful for the first time. M plaques
are clearing, and |'m at |east 60 percent
i mprovenent according to the research center, and |
have no new ones.

My scalp is clear and the itching is gone.
I've never been sick to nmy stomach, and the only
side effects | have experienced are mld joint pain
and the dry skin.

The first time | walked into nmy current
dermatol ogist's office was 10 years ago, and | was
crying. A few weeks ago, after ny |ast exam we
both were smiling, excited and hopeful.

| believe that his drug--oral
tazarot ene--should be available to patients that it
m ght help. Wth continued research and dedi cat ed
and caring physicians and staff, we can gi ve hope
and options to those nillions of people like ne who
suffer every day of their life with psoriasis.

I thank you very nuch.

DR. STERN: Thank you.
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And coul d we pl ease have speaker numnber
three cone to the podiunf

MR, GORRE: Good afternoon. M nane is
Tyrone Gorre. And | was born in Sacranento,
California, raised in Newastle, which is about 45
m nutes northeast, in the Sierra foothills--and
that's considered what is called "Gold Country."

I ama single, 45-year old fishing guide
and ranch hand, who is currently raising two
daught er s--young adult daughters--who are seem ngly
unaf f ect ed yet.

I want to say thanks to the Nationa
Psoriasis Foundation for making this--giving nme
this opportunity to speak to you guys today, and
would like to say at this tinme that | have no
financial obligation or comrtnments or interests in
the conpany that mekes this particular drug.

I'"ve had psoriasis nost of nmy life. 1've
tried many different treatnents over the years,
including UA, B, psoralen with PUVA nost topica
steroids, Dovinex, and Tegi son and net hotrexate.

Through that period | really began to understand
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what nedi cal "practitioner" meant. That changed
for ne.

My psoriasis really started getting bad
when | was about 25 years old. | had had it for a
long tine before that, but it really becane nore
preval ent and wi despread, w th noticeabl e plaquing
on ny face and all over ny body. At this tine |
was just a new ywed and begi nning to have children.

Psoriasis had changed ny life. | used to
be a life guard and wear shorts all the tinme. |
gradual Iy changed ny style of dress to basically go
into a coverup. | would always wear |ong pants and
| ong-sl eeved shirts and even hats; collars,
turtl enecks--anything to hide this terrible
di sease

I was really enbarrassed, because at that
point | had psoriasis on about 40 percent of ny
body.

My daughter has recently told nme that her
nmot her said one of the reasons that she divorced ne
was because when | was young and nmarried her | did

not have psoriasis, and while we were married | got
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psoriasis and it becane very bad.

She said that his was a big factor in ny
divorce, and | really do believe it. It would be
terrible to go to sleep at night, and have the
worman | | oved wake up covered in scabs and pieces
of skin on her.

There was few years when | sinply played
cover-up, and hide ny di sease, because | had no
access to health-care coverage, or no insurances of
any form So, | tended to worsen at that tine.

Since |'ve had psoriasis pretty bad for
quite a long tinme, | had known a dernatol ogi st who
was hel ping in research studies. At that tine he
had asked ne if | would participate in a study of a
new oral drug, tazarotene.

| thought about it seriously. At the
time, | had had a nephew who was begi nning to show
signs of psoriasis. He was about the sane age as
was when | got psoriasis, or noticed psoriasis.
This was the extra notivation that | needed to join
the study. | was willing to do this because

wanted to answer the question for nyself, for ny
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famly and all the people who | recogni zed as
havi ng this disease

During the first part of nmy study | was 99
percent sure that | was given a placebo. There
seenmed to be zero effect. During the second part
of the study, | believe |I received the drug. The
side effects that | noticed while taking the drug
were basically ny feet peeled one tinme, and
seened to show sone signs of achiness

After about six weeks, | noticed the
t hi ckness of ny pl aquing beginning to shrink

dramatically. And, man, ny attitude was really

changing at that time. | was really excited
Wthin about four nonths, | was 95 percent
clear. | had just small areas, and they were al

| ess than the size of a quarter. M research
clinic that I went to told ne that | went from
havi ng 25 percent to 4 percent. That was pretty
good inprovenent but, nman, it felt like it was way
more than that. It was rmuch nore of an

i mprovenent--in nmy mnd.

At the point the study ended, | had only a
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few patches of red skin that were very small. For
the first time innmy life, I was virtually clear of
psori asi s.

Now, | wear flip-flops, open-toed shoes
and shorts. | even wear black shirts now For the
first tinme in 20 years, | wore a black tuxedo with
a silk collar. That's absolutely amazing.

For the first time, | would go to northern
California and not get kicked out of the hot
springs. For the first time inny life, | went to
my health club and people didn't stare at me when
went to the shower.

| used to feel bad about this. The anpunt
of mental pressure that is released is huge

The confidence of not having psoriasis is
amazing. It brings amazing confidence back. It
was so rewarding to not to have to worry so rnuch
about this probl em

There are three huge things that this
study has changed for ne. One, with psoriasis you
cannot sleep at night. The constant itching just

absolutely drives you--and if you have a partner
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woul d drive them-absolutely crazy, and it keeps
themup at night al so

Two, you are so self-conscious about
psoriasis that the psoriasis virtually eats your
confidence down to nothing. You do not even want
to be seen. So that's all changed now, too.

Three, the constant pain and stinging of
psoriasis is incredible. This consunes a mgjor
part of your life. And nowthat has all gone.

Imagine this: take a mosquito bite--take
the mosquito bite and get it on your knuckle. Take
that itch that you feel, and multiply it times 20
Then scratch that itch for five mnutes, until you
break the skin and you nmake it bleed. And about
the time you start feeling that that itching is
gone, throw sone salt on that wound and experience
the burning of psoriasis. That is what | would
feel up to a hundred tinmes a day. And |'ve
experienced that for over 20 years.

Wth that sort of feeling a hundred tines
a day, what kind of distractions fromny |life has

occurred, and what have | nmissed in nmy life?
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I will live with psoriasis for the rest of

my life. I"'mreally glad that | got involved w't

h

this study, because it gave nme hope, and it shoul d

gi ve hope to other people with psoriasis, too.
After nore than 20 years of struggling with
psoriasis, | feel Iike a new nman after being on
this drug for the short termthat | was.

Thi s medi cati on not only inproved ny
physical health, but it gave ne back ny

sel f-confi dence

One thing that | hope this commttee wll

do is nmake this drug available to patients who need

it. I'mjust a comon | aborer--a working man.
in nbst of the work that | do, | need tools to

acconplish the jobs that |I'm asked to do. And

And

really believe that there are not enough tools out

there--and |'ve used the tools to try to take care

of ny psoriasis.

So | really hope that you guys have a

strong consi deration for people who are suffering

li ke ne.

This drug is definitely the |east
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threatening of all oral nedications that | have
taken. It has worked for ne, and |I've done this
study for nyself, for ny famly and for the

t housands of people just like nme all over the
wor | d.

Thank you very nuch for your tine.

DR. STERN: Thank you

Is there anyone who did not register who
would Iike to cone and present at this, the open
public forunf

[ No response. ]

Wth no one so indicating, then we'll cal
this the end of the open public forumand nore on
to di scussion and questi ons.

And, again, 1'd like to thank the three
peopl e who presented for taking the tine and
traveling here to give us their feelings and
opi ni ons.

Di scussi on and Questions

DR. STERN: Until two o'clock, | would

propose that we have the first part be questions of

clarification--essentially what we did after the
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sponsor's presentation in the norning, but now the
questions could go to anyone: FDA, sponsors or, in
fact, any other comittee nenber.

So, if anyone has questions in terms of
content, as opposed to really deliberation of the
questions that have been posed to the
conmittee--why don't we start with you, Dr. Honein?

DR. HONEI N: Yes, | just had a question of
clarification from FDA

My recollection at the February neeting is
that we had reconmmrended that pharmacists register
rat her than the pharmacy. And what | saw presented
was the pharmacy in what was proposed for this.

So | was just wondering if | recalled that
wong, or what our final reconmmendation was?

DR BULL: | would say, given that the
overall programis not conpletely worked out, there
are still a lot of details remaining. And | think
sone of the--is it on?

We're trying to | ook at what will be the
nost efficient way to ensure the ri sk managenent,

and | think it may be premature to say exactly
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which part. | think there was a | ot of discussion
at the neeting--as you recoll ected--on the issue of
pharmaci es and pharmacists. But | think that's an
el ement of detail that is still being evaluated as
what will be the nmpbst effective way to ensure that
the el enents adequately address the risk

DR. STERN: | had a question for FDA, a
little bit of a foll ow up

I knowit's a very conplex process, with
mul tiple drugs and rmultiple sponsors. But are
there other technical or external constraints that
m ght be considered in slow ng--potentially slow ng
the progress nade toward devel opi ng a PLAS systenf?

DR. KWEDER: |'m Sandra Kweder. | was very
involved in your neeting in February. 1'mthe
Deputy Director of the Ofice of New Drugs.

And | had suggested to the group that |
followup on this question, sinply because it's an
i ssue that's not only relevant at the working | eve
in the division, but sonething that the agency and
our office of chief counsel is concerned with, as

wel | .
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Probably the nain--the sponsors have been
wor ki ng extrenely well together, and this is really
unpr ecedent ed anong a nunber of generic firns and
the innovator firmfor isotretinoin. And | think
it's fair to say that.

But, without going into a ot of detail,
the patent issue appears to be potentially quite
large. There is a patent held by--there are
actual ly four patents held by Sel gene Corporation
on risk managenent--the concept, basically, of any
ri sk- managenment programthat |inks through one or
nore conputerized data bases--patients, pharmacists
who intend to distribute drugs, and physicians who
may be required to provide data to that system
And the patents cover products where fetal toxicity
is of concern, as well as any potential adverse
event or contraindication

So, these patents are avail abl e--you can
find themat the U S. Patent Ofice website. But
this is the first time that we have encountered a
situation like this, and it--our |awers are

studying this. But it does appear that it nay pose
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sonme obstacles to the inplenentation of a nodified
program as you recomended, and as we have been
pur sui ng.

DR. STERN: Thank you

Ei | een?

DR RINGEL: This may be a question for
Al | ergan--whoever wants to answer it is fine.

I was wondering if patients who had
erythroderm c or pustular psoriasis, that subgroup
was identified and, if so, what the data about
efficacy was for this nedication?

DR WALKER: [|'ll answer that for you

We required the patients to have stable
pl ague psoriasis, and did not do a subgroup--or did
not have patients actually enroll in the trial that
had erythrodermnic or pustular psoriasis.

DR. STERN:. Dr. Day?

DR DAY: | just had a brief comment about
phar maci es versus pharnaci st s.

In the briefing document fromthe sponsor,
it does say "a representative;" "a pharnmacy

representative.” It does sound |ike one person
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from each pharmacy--in the briefing docunent.

DR. WALKER: yes--1 can coment on that.

We are proposing that a pharnacy be
registered, and that there is a representative from
each pharmacy who is responsible for training al
the pharmacists within that system-really, to
avoi d problens such that if one pharmacist is
registered, they all aren't, one gets sick, is out,
that the drug couldn't be distributed. So the
entire staff would be registered by one key,

i dentifiable individual wthin that pharmacy.

DR STERN: Dr. Katz.

DR KATZ: A question for Dr. Walker.

Can the conmittee be privy to the expert
opi nions of people with expertise in bone
net abol i sn®?

WALKER: They certainly can
KATZ: Can we--

WALKER: Yes- -

3 3 3

KATZ: Thank you.

2

WALKER: | have three different people

here that have anal yzed the data, and a fourth
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person who, unfortunately, can't be here. But we
do have the conclusions fromthat person. They've
had a fanm |y energency.

We have sonmeone who's an expert on both
the technol ogy and interpretati on of bone m nera
density data; on orthopedi c changes--calcification,
ost eophyte formation; and then an expert outside
statistician who's hel ped us | ook at the data to
see how these regressions fromthe nean, and are
they what you woul d expect in this population as
nor mal vari ance.

So it mght be helpful for me if you tel
me--if you want me to bring them up individually,
or if you have questions that | can then field to
the appropriate person?

DR. KATZ: The mmin question is what they
woul d visualize as progression with the data that
we' ve seen, conbining the hip dem neralization, the
al kal i ne phosphat ase--how that can be tied up. And
what one woul d expect for the future.

DR WALKER: All right--this is such a

conplex area. | have a lot of data in different
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things. I'"'mgoing to start by having the
statistician, who's | ooked at the data that we
have, | ooked at the data fromthe 12-week study,
and then | ooked at the data fromthe open-| abel
050P study, and has done sone statistical analysis.

Now, he's looking to see: is there a
variation that you woul d expect in the popul ati on?

So | think we'll start there. And then
I'"d also like to show you data that Frederick
Bettingfield fromA lergan will show you on: is
this actually regression to the nean?

And we'll go fromthere. | think this
could be fun.

DR HELMS: Yes, I'mRon Helnms. |I'm
Prof essor Enmeritus of Biostatistics, University of
North Carlina, Chapel HIl. And |I've been doing
this a long time--someone suggested | say.

Probably a statistician is the |ast person
you want to hear from instead of the first. But
there is an inportant point here.

Can we have the slide up, please?

[Slide.]
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This is data fromfenoral neck bone
m neral density evaluations. And | apol ogize from
the lightness of the slide.

This is in the 52-week study. The red x's
there are a scatter diagram Al ong the bottom we
have basel i ne nmeasurements, and on the vertica
axi s we have the post-treatnent or endo-treatnent
measur enent s.

And the prinmary point | want to nake with
this slide is that these data follow a bivariate
normal distribution very closely. The data are
cl osely approxi mated by a bivariate nornal
di stribution.

Now, that woul d be nmore meani ngful to the
statisticians in the roomthan to others, perhaps.
The consequence of that is that: if we see a shift
frombaseline to post-treatnent over a period of a
year, and if this bivariate normal distribution
fits, then the shift shows up in the nean. It
doesn't show up in other kinds of features of the
di stribution.

If you | ook on the bottomright-hand side

file:////[Tiffanie/C/Dummy/0712DERM.TXT (240 of 388) [7/26/2004 4:42:48 PM]



filex////[Tiffanie/C/Dummy/0712DERM.TXT

there, the man shift here was about minus .01; the
mean shifted in 102 patients, | believe it was,
from.943 to .933. And a sinmilar median shift.

So, over a period of a year there was
about a 1 percent shift in the mean; a decrease in
bone m neral density.

Wiile the slide is up I'll go ahead and
make another point. | hope this is okay.

There has been sone di scussi on about
val ues that had decreased by nore than 5 percent.
There's a line that's very difficult to see, right
along there--it's a green line--that's a 95 percent
line, and that is--points belowthat line are
points that were |l ess than 95 percent at the end of
treatnment--less than 95 percent of what they were
at the baseline. And there are sone points in
t here.

The fact that this is a bivariate nornal
distribution actually neans that that's not a very
good way at | ooking at these data. The ellipse
that you see there is called a 95-percent tol erance

region, and it's designed to capture 95 percent of
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the data points. And in this case, it actually
captures 94 percent of them which is a pretty good
fit.

But | ooking at points that are bel ow the
line, where there was a reduction of 5 percent or
nore, there were 11 percent of those points in the
data. |If we were finding sonething going on other
than just normal trends, just noise, that appears
in these data points, we would expect to see nore
than 11 percent. Actually, we would expect to see
13 percent, just on the basis of noise. W only
saw 11 percent.

So this is an indication--the concl usion
fromthat is that what we're seeing here is just
bi variate normal randomvariability.

Yes, sir?

DR. STERN: | wanted to ask you a question,
because to ne, it's very different when you're
| ooki ng at sonetinmes rare idiosyncratic effects.
So | guess what |1'd like to know is: what was the
power of this study to detect a 1 percent--1

percent of people having, in fact, 5 percent
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reductions, and prove it statistically?

So, you've shown us everything fits in,
but I don't know the power of this and how you' ve
treated people without rmultiple observations.

So | would ask you--1"minterested in your
assuring ne, with 80 percent confidence, that not
nmore than one in a hundred individuals has nore
than a 5 percent reduction over a year. What's
your power to exclude that with a beta .8 and an
al pha of .05?

That's, to ne what's relevant in a safety
st udy.

DR LUE: 1'm John LUE, biostatistics.

I've done sonme power cal cul ati on based on
a 1 percent background information, what it would
take to detect a 2 percent difference.

The power is about 11 percent.

DR STERN: |I'msorry, is that a 2 percent
difference in nean? O one in a hundred
i ndi vi dual s- -

DR LUE: One in a hundred.
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DR STERN:. Ckay.

So, in other words, there's an 89 percent
chance that a difference--one in a hundred people
could have nore than a 2 percent reduction, and we
woul dn't have detected it in your study.

DR LUE: | need to qualify that. This was
based on a sanpl e side of average of 350 per
treatment group. So a basis--

DR STERN: This is only about a 150

peopl e.

Dr. LUE: Correct.

DR STERN: So the power of this is
probabl y- -

DR LUE: Less.

DR STERN: Less--like .05, .03--

DR LUE: Right.

DR. STERN: --something in that--it's

probably not |inear.
DR LUE: Correct.
DR. STERN: Okay. Thank you
DR HELMS: Let ne just clarify one point,

t hough.
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There is a lot of--the substantial anpunt
of power here for--and this goes back to the point
I made about it being a bivariate nornal
distribution. If it really is a bivariate
normal --and it fits very well--then the shift wll
show up in the nean. Even if there is a small
subgroup, if it's a bivariate normal, the shift
will show up in the nean.

DR STERN: It all depends on how snall a
subgroup you'd be concerned about.

DR HELMS: That's correct.

DR STERN: And that's why | asked the
question. One in a hundred, to ne, would be a
smal | nunmber of people relative to those treated,
but a clinically very inportant endpoint, were it
true. And that's why | wanted to know the power.

So what |'mhearing is: there's not nuch
power at all, here.

DR HELMS: That's correct. | mean, there
are 102 patients in the data.

DR. STERN: Thank you

DR. WALKER: A coupl e nore speakers for you
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on the same topic.

DR. STERN: |'mwondering, if there's no
power to reject the null, whether we should spend a
lot of time. Because | have already an increasing
list of speakers.

So, why don't we go on--

DR, WALKER: Wel |, umm -

DR. STERN: --to the next thing?

DR WALKER: | actually think, if you | ook
at this--and there's a lot of data in this field
that | do think is inmportant to | ook at.

If you | ook at osteoporosis studies, for
instance, it's very comon for patients to have a
reduction as great or greater than what we saw on
drugs.

So | do think it does lend credibility to
what we've seen, and nakes it a little nore
quest i onabl e.

We aren't saying that we don't know for
certain that you don't detect a signal. W just
think that the risk is mninmal--not certain.

DR. STERN: | don't nmean to be in any way
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critical of the sponsor. | think we have to | ook
at what we're looking for. And to ny mnd, what
we' re |l ooking for--and perhaps other nenbers of the
conmittee woul d disagree--is a relatively | ow
frequency event that could be idiosyncratic, and
then we have to regard what is the quantity and
quality of the data we have?

And | think | agree with you that we
can't--these data do not either tell us that this
drug is not bad for bones, or bad for bones, and
that we have to live with that uncertainty. And
think we can | ook at these data five ways from
Sunday--one of the things I'ma little too prone to
do--and come to opposite concl usions.

But | think in the interest of tine, we

shoul d probably nove on

DR. WALKER: Al'l right. | actually
appreci ate what you're saying, and | think--1 agree
with you. | think ny colleagues would agree with

you.
The only thing to think about, when you

think about the drug, is that it is a class of
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drugs that we do have 20 years' experience wth.
And what we're seeing is nothing outside of what we
woul d expect with the class.

Thank you.

DR. STERN: Ms. Shapiro?

MS. SHAPIRO This is really a quite
different topic. Ckay.

I"mjust wondering, fromboth industry and
the FDA, if you can help ne understand the purpose
of , and inpact of, the pregnancy test which, as
understand it, would be a part of this proposed
ri sk- managenent program as well--other than the
first one.

In other words, when you do them nmonthly
and you get a positive, is the purpose--are you
going to then give counseling to that person? |Is
it going to be paid for by industry? Are you just
doing it so you can collect data?

What--it's going to be too |ate, maybe, to
prevent harm So what's the purpose of it?

DR. WALKER: Do you want industry to start,

or FDA?
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DR STERN. Did you want to comrent on
that, Dr.--

VOCE [Of mke.] [Inaudible.]

DR STERN. For sone of us who've been
part of this process for the last 16 or 18 or 20
years, it's been a subject of debate. And we could
probably be here for about another week and not al
agree on what it is.

It's--everything have evolved in a way,
and there are varying opi ni ons about which el enents
are nost and least effective. And | think this is
not the mmin purpose of our neeting today. And
I'm-

M5. SHAPI RO But, you know, with all due
respect, if we're going to give advice on a
ri sk-managenent program |'d like to hear sone of
the proposed answers--in a nutshell.

DR TRONTELL: Ahh--1 can try and take the
first pass at this--Anne Trontell

You know, the purpose of ongoi ng pregnhancy
testing is, obviously, you would want to detect a

pregnancy early and informthe patient about the
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exposure and options available to that person
Educati on may have a secondary role, in terns of
reinforcing the inportance of adhering to
contraceptive behavi or.

And | would like--as a pointy-headed
epi dem ol ogi st, and soneone heavily invested in
eval uati ng whether or not these various prograns
have an inpact--it also gives us very inportant
informati on to know whet her or not the
interventions that are being addressed, in fact are
havi ng their desired inpact.

So, | think those three are probably what
we think is nost inportant about it.

DR. WALKER: |'d like to add that,
actually, what's different in the program being
propose now, and what's different in the
recomrendations for the new isotretinoin prograns,
are that there is a response to that pregnancy
test.

You have a direct link--the pregnancy test
has to be negative before the drug can be

di spensed. Al so, the educational nmaterial s--as you
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heard this nmorning in the FDA presentation--the
educational materials, there is a perfornmance that
the physician and the patient have to achieve that
will trigger dispensing of the drug. |If the
pati ent doesn't understand the contraceptive
measures required, and that they need negative
preghancy tests, then the drug, again, won't be
di spensed.

So it is different than the current SVART
program in that there is--it's not just a
pregnancy test. There is actually a response to
that test.

M5. SHAPIRO But if it's positive--it
coul d have been positive for 29 days.

DR WALKER: Well, the entry into the
programrequires at |east two consecutive ones. But
then, next, if a woman of chil dbearing potentia
gets it during her nenstrual cycle then, in theory,
you should be within a two week period. And,
you're correct, it would just be stopping the drug
very early, rather than, certainly, preventing the

pr egnancy.
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DR STERN:. But, at |east, for
isotretinoin, the avail able evidence is that there
is no safe period of exposure. There's a
literature going back to the late '80s or early
'90s based on the originator conpany's data that
showed that.

So, early stopping, once a pregnancy has
occurred in an exposed individual is--

DR WALKER: Agreed

DR. STERN: --a very serious event.

DR. WALKER: Agreed.

DR STERN: Dr. Epps?

DR EPPS:. Sorry to return to the bone
topic just for a second.

There were--1 guess the conpany didn't
comrent on the fractures. | would like to know the
type of fractures, and characteristics of those
peopl e.

DR. WALKER: Yes, we can show you those
fractures. And we did go through the case report
forns, and then go to the source docunents at each

site, for each fracture
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And Dr. Beddingfield s going to share that
with you.

DR BEDDI NGFI ELD: |'m Dr. Frederick
Beddi ngfield. |'mthe nedical director of skin
care at Allergan.

Slide up, please

[Slide.]

We did go back and | ook at the fractures
that were noted. W |ooked at several possible
vari abl es that could be associated with patients
who had the | argest decreases in the study.

And, as you can see fromthis slide,
actually there were nore than six fractures in the
study. But what's interesting to note is that the
age of the patient is typically young; typically
mal e; and the sites of the fractures were nostly
digits--and this has not been associated with
decreases in bone mneral density.

If I could now have slide S-87, please?

[Slide.]

We | ooked at what were the bone m nera

density changes in these patients, nonethel ess.
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Slide up.

[Slide.]

And what we found is that the bone minera
density changes within changes, and across the
group, there's no consistent pattern, and there's
certainly--one can see there's as nmany i ncreases as
decreases in bone mneral density. There's no
clear relationship at all to these patients. And
these were the six fractures nentioned, for which
there was bone mineral density data. There's no
clear relationship to the fractures and m nera
density changes.

If I could just take a second and have
slide S-183, please. There was nention in the
briefing package of a patient with a 50 percent
change in bone nineral density.

And--slide S-183, please?

[Slide.]

And just to--or, actually, slide S 183.
Thank you.

[Slide.]

Just to set the record straight, this is
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the recording we're talking about. And this is

anot her recording fromthe fenoral neck at the same

time. And these scans were of unacceptable

quality. | have further information on why they

were unacceptable if you need that. But those were

i naccurate results, and they were not accepted.

The patient did have some changes in bone

m neral density, but they were much, much smaller,

and nowhere near the same degree.

And if | could have slide S-206--there was

one other patient who was nentioned, with bone
m neral density change close to 30 percent.
Slide up, please
[ Pause. ]
[Slide.]
Yes. And this is the changes in this

patient over tine.

This is the value that we're referring to.

It's inportant to note that this patient was an

over 300-pound gentl eman, which nmakes this a very

technically limting study to perform And nost of

t he val ues were nowhere near this range.
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However, again, there were consistent
decreases in bone mneral density in this single
patient, but certainly not in the range of this,
over tine.

DR. EPPS: Well, while you' re handy, there
was a comrent, | guess, at one tinme that, you know,
perhaps the gains or | osses--dependi ng upon which
we're | ooking at--were per natural progression

Do you have normal progression?

DR. BEDDI NGFI ELD: Yes, we have nornalized
the dat a.

DR EPPS: Not normalized. | mean in the
normal popul ation--not on drug.

DR. BEDDI NGl ELD: Ckay, what we did--and
I"d like to have our bone densitonetrist speak to
this--but what we did was to use a t-score
eval uation, which is what the Wrld Health
Organi zation recomends. And it normalizes the
data to the ideal adult nal e--young nal e bone
m neral density. And it helps put it into
perspective, because just because soneone has a 5

percent change in bone nmineral density doesn't tel
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you where they end up. But the t-score does. It
lets you know i f they're osteoporotic, osteopenic,
or normal .

DR. EPPS: Wy weren't femal es used?

DR. BEDDI NGFI ELD: Wl I, that's something
to ask the Wrld Health Organization, | suppose.
woul dn't know the answer to that.

[ Laught er.]

But that's a very good question [laughs].

Could | have slide S-196, please.

[ Pause. ]

Slide up, please?

[Slide.]

And this is a summary of the t-score
results--in the patients with 5 percent | osses.

What we found is that these would be--the
patients with the worse |l osses in the study, that
we're specifically | ooking at here--44 percent of
them had nornmal bone m neral density throughout the
study, all neasurements; 38 percent had osteopenia
at baseline, and they never becane osteoporotic.

Just to put this in perspective,
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osteopenia is 1 standard deviation fromthe nean;
osteoporotic is 2.5 standard devi ati ons.

16 percent who were nornmal did devel op
osteopenia. No patient in this group--not a single
one- - devel oped osteoporosis. There was one patient
who started osteoporotic, and renai ned
ost eoporotic.

Notwi t hstanding Dr. Stern's comments about
the power, which | certainly appreciate, | think
this is at |least helpful information on the
patients with the nost significant |osses.

DR STERN: | can't resist once nore saying
that: these are one-year data for a chronic
di sease, which we've heard earlier, has an average
duration in severely affected individuals of 40 to
60 years.

So, what we're looking for is sonme little
signal. If we had one patient who went from nornal
bone density to osteoporosis in a year wthout sone
ot her expl anation, we woul d be--we probably
woul dn't be neeting here today.

So, we have to | ook for subtle signals.
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And | don't find these one-year data--this
distribution--terribly reassuring.

[ Pause. ]

I"msorry--Dr. WI kerson.

DR. WLKERSON: | agree. | nmean, we're
tal king |l ong-term di sease here. W have a signa
fromlaboratory--just anecdotally, fromyears of
retinoid use, |'ve rarely seen el evated al kal i ne
phosphat ase with the other products on the market.

So, obviously, there's something going on
with this drug. The sponsor didn't pursue any nore
clarification of that. And, you know, as much as
we want to dance around this data here, we've got
anot her signal from hard-core | aboratory, that is
reproduci ble, indicating a problem you know, with
net abol i sm

Now, is this drug going to be |abeled an
and on-and-off type drug? O is it going to be
| abel ed as a continuous administration? | nean,
what are you going for?

DR, WALKER: CQur proposal is to have the

drug for chronic use. W studied it up to one
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year.

We feel that the bone changes are m ni nal
and rare. | do fully agree that a rare event
cannot be picked up in clinical trials. This isn't
unique to this product, it's any product at the
time of approval, if it is a one in 100,000, or one
in 10,000 rate of occurrence, you will not pick it
up in nost clinical devel opment prograns.

DR, WLKERSON: But, in all due respect, we

may be tal king about one in a hundred, or one in

200.
DR WALKER: But you won't--
DR. WLKERSON: Not that rare, rare event.
DR. WALKER: Ckay. | agree.
DR. W LKERSON: The n of your study is so
smal | --particularly for the long-term
adm nistration of this product. | nean, you've got

far too few people in your studies right now.
That's the problem

And while we need sone alternatives--and |
think that's what we're all here for, is to offer

patients alternatives, we also, as a clinician, we
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need to offer themthings that we are relatively
sure are safe for themto take long term-in five
years we don't discover that, nmy God, you' ve got 30
or 40 percent bone |oss, you know, sitting here,
and you're 35 years old, and now you're
osteoporotic at age 40.

DR, WALKER: | absolutely agree with
everything you' ve said. But this drug is a new
drug, and this is a newindication for an ora
formulation. This is not a new class of drugs.

DR. WLKERSON: No, you're right. But we
have not--either we have m ssed the boat with the
ot her products on the nmarket, and we have not
detected this, or, because the selectivity of this
particular drug, we are seeing a new side effect.

DR. WALKER: | - -

DR. WLKERSON: This is not sonething that
has been worried about with other retinoids that
have been on the market. W knew about the DI SH
syndrone. W knew about calcification on the
|iganents. But bone mineral |oss has not at |east

been on the radar screen of clinicians for use of
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retinoids in the United States.

DR. WALKER: Wl |, there are published
reports of bone--

DR. W LKERSON: There nay be--

DR. WALKER: --of bone mneral loss with
isotretinoin. |If you look at the | abeling for
isotretinoin and for acitretin, there is an
al kal i ne phosphatase that increases up to 30
percent .

So, | do--you know, agree with what you're
saying, but | take a little issue that these are
new or uni que events with tazarotene that haven't
been observed in the cl ass.

| do agree that it is, in general, not a
maj or concern to clinicians when they start
patients on acitretin or isotretinoin. However,
when | trained, | did check x-rays in patients on
acitretin for beyond--or, at that tine, it was
etretinate--beyond one year. And we did follow
them routinely.

So, | do think that for chronic use, sone

physicians feel differently. | might help if | had
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one of our experts--Dr. Lebwohl, who's used a | ot
of retinoids--coment on how he sees this drug
relative to others

DR STERN: | think we're going to just run
out of tine.

DR W LKERSON: But, on the other--not to
beat this bag of bones and nove on--the other issue
is: is this risk-mnagenent programthat's being
proposed going to be restricted al so by these
patent restrictions that we're talking about? O
is your program exenpt fromthat.

DR. WALKER Well, | have not been invol ved
with the discussions for isotretinoin to be
fam liar enough to comrent on whether we will be.

However, if we are proposing and adopting
all the essential elements of isotretinoin, which
is what |'ve been telling you, it's very likely
that we may have the sane restrictions

But | would have to defer that question,
actually, to the agency for comment. W haven't
been involved in those discussions.

DR. WLKERSON: Could | hear from Dr.
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Lebwohl .
DR. WALKER: Yes. Thank you
DR LEBWOHL: Sure. Mark

Lebwohl - - der mat ol ogi st i n New Yor k.

First, | would say that the amount of data

regardi ng bone density that is presented here
t hi nk conpares very favorably to what has been
presented with the other retinoids that are

avai l abl e on the narket.

Now, we do have a |long history of use and,
in fact, large nunbers of patients who have been on
oral either etretinate or acitretin for many years.

And certainly in those patients | don't doubt that

there is an anount of mneral bone density |oss
that can be found if you look closely, but it is
not clinical significant. W're not seeing

fractures--we're not seeing the kind of changes

that you see with system c steroids.

So, while--you know, | think that the kind

of statement that is in the package insert for

those drugs is appropriate for those drugs, | think

it does put into perspective what we're seeing in
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clinical practice both with this drug for, albeit a
shorter period of tinme, as well as with those drugs
over a long period of tinme, it's not clinica
significant.

And 1'm not aware of any clinician
nowadays who routinely gets mneral bone densities
or x-rays in patients on oral retinoids for years.

You know, the person who actually knows
this better than | is Tom Fuerst, because he was
telling me about this with other drugs that are
actually used to treat osteoporosis.

DR FUERST: My nane is Tom Fuerst. |I'm
trained as a nedical physicist. |'ve worked in the
area of bone densitonetry for the last 10 years,
using it to assess osteoporosis and fracture ri sk,
and nonitor changes in bone mineral density, And
just wanted to nake a comment about the potential
| ong-term effects.

| don't have the answer to that. | don't
think the data in this roomto answer that
question. But, in general, it's difficult to

extrapolate fromshot-termdata to | onger term use
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The general trend, whether you're introducing an
agent that will increase bone mneral density to
treat | ow bone mass, or another agent that m ght
have a del eteri ous effect on bone nmineral density,
in general the changes are larger in the first six
to 12 months, and not sustained afterward. There
may continue to be |osses, but just a sinple linear
extrapolation is difficult to do.

But, again, | don't have the data bout
long-termtreatnent with this drug, but just a
caution about extrapol ation.

DR STERN: Dr. Sellers?

DR SELLERS. This is actually a very
basic question, and it has to do with efficacy.

Wen | read the literature on efficacy, |
don't see a significant difference between the ora
fornmulation and the topical forrmulation. And | was
wondering if you could comment on that?

DR WALKER: | can. | was--first, | guess,
you want to phrase things that it's very difficult
to conpare study to study. This assessnent is the

same, but the population was very different.

file:////[Tiffanie/C/Dummy/0712DERM.TXT (266 of 388) [7/26/2004 4:42:48 PM]



filex////[Tiffanie/C/Dummy/0712DERM.TXT

267
The patients who came into the topica
trial did not need to be as severe as those that
came into the oral trial. Their average body
surface area was--around 10?--7 to 8 percent body
surface area. Their disease was |ess.
W al so had, for our criteria for

efficacy, not a "none" or "mnimal," but actually a
"mld," "none" or "mnimal." And those trials,
very few patients actually nmade it to none or
mniml. And |'mnot sure--in Dr. Cook's analysis,
I think you m ght not have meant "none" or
"mninmal," but "mld." Because when you | ook at
our |abel for "none" or "minimal" the nunbers are
actually smaller than what was presented today.

So |l think it's difficult to conpare. |
think |arge body surface areas are difficult. The
drug works, | should say, very well topically. But
it'sreally a different patient popul ation

Al so, the topical drug is not appropriate
for intertrigenous areas because of erythema
scaling and pruritus. It's difficult to put a ge

or a creamin the scalp. It doesn't help nails.
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I will say although we didn't see nai
changes in the 12-week study, we did see positive
effects in the one-year study. You wouldn't expect
to see nail changes in a 12-week study based upon
the gromh rate of nails.

So, there were other effects that you can
get long-termthat you wouldn't get with a topical

DR. STERN: Dr. Epps?

DR EPPS: | have a question--just to
change organ systens--about the thyroid issue.

Were any of the patients synptomatic? What was the
out cone of sone of those patients' alterations?

DR WALKER 1'd like to share that data
with you. | think it's a conplicated area, and
when you | ook at the data, it just shows you how
much variation, also, you get with thyroid within a
patient popul ati on.

And Dr. Beddingfield is going to share
that with us.

[ Pause. ]

DR BEDDI NGFI ELD: Coul d | have slide

S- 188, please? Slide up, please?
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[Slide.]

This is the data that we have on thyroid
di sease, and thyroid labs fromall three studies;
the placebo-controlled trials, the six-nonth trial,
and the one-year trial

And this is adverse events. So this is
hypot hyroi di sm as reported as an adverse even in
the pl acebo-controlled trial. There's no
di fference between the tazarotene group and the
pl acebo group.

We al so | ooked at patients with
percentages of TSH that were abnormal. And you can
see there's no difference between the two groups.

Thyroxin | evel --no significant difference
bet ween the two groups--a trend for the placebo
group to have a higher rate of abnormalities.

And the simlar pattern is seen throughout
the trial. You do have, here, a slightly higher
rate in the long-termtreatnment with tazarotene
versus the 12-week treatnent. This was not
statistically analyzed, but you can see the rates

of TSH abnormalities and thyroxin abnormalities

file:////[Tiffanie/C/Dummy/0712DERM.TXT (269 of 388) [7/26/2004 4:42:48 PM]



filex////[Tiffanie/C/Dummy/0712DERM.TXT

foll ow no consistent patterns there.

And then in the |ong-term study, comparing
the first six nmonths of treatment to the second six
mont hs, you don't see a spike up in the second six
months. And overall, the rate of adverse events
for hypothyroidismis quite low, and the conparable
rates of abnormal TSHs and thyroxi ne.

So, | really do not think we've seen a
signal here at all with respect to thyroid. And,
of course, this is quite different than what we've
seen with other retinoids.

DR LEBWOHL: | just wanted to comment--the
reason that we | ooked at hypothyroidismin these
patients is because of a known retinoid effect in
causing central hypothyroidism which is different
than what we're seeing here. Wth Targretin or
bexarotine, you see a drop in TSH, which then | eads
to hypothyroidism and the TSH remains low. So the
el evation of TSHis not a retinoid effect that
we' re used to.

DR STERN: Dr. Honein?

DR. HONEI N: Yes, | have a question about
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any predictions that FDA ol or the sponsor has about
of f-1abel use, since in the trends you presented
for the topical version of this drug,
three-quarters of it is for acne.

And what | heard presented this norning is
sort of focused on the psoriasis popul ation being
different. But if three-quarters of this drug is
going to be used for acne patients, | think that
woul d need to play into what sort of risk
managenment programis appropriate.

DR. WALKER: Topi cal use for acne has been
proven to be effective. For oral use, we did do a
Phase 2 dose-rangi ng study, and we showed sone
efficacy. Whether it's as efficacious and woul d
meet the criteria for approval for nodul ocystic
acne is not known. We're currently not pursuing
the Phase 3 programfor the acne indication.

It's, | think, somewhat of a leap of faith
to feel that 75 percent of the oral would be used
for acne, since it hasn't been proved. It
certainly--not all systemic retinoids work for

acne. Isotretinoin is very unique. Acitretin,
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etretinate--altrans retinoic

aci d--bexarotine--three other systenic retinoids,
don't work for nodul ocystic acne, and haven't been
proven.

So, | think that the logic is there, but
it's not--it is sonmewhat of a leap of faith.

Al'l ergan won't pronote this product for
of f-1abel use. W won't encourage off-1|abel use.
W won't do any of those things. W will pronote
the product to be used on-label, which we're
requesting to be psoriasis.

Havi ng said that, we do have a
ri sk- managenent programthat does target the
vul nerabl e popul ation, irrespective of the use of
the product. So we are protecting the patients to,
really, the same degree that the isotretinoin
programis protecting them So in the event that
it is used off |abel, that popul ati on woul d be
pr ot ect ed.

And the next question, of course, is how
woul d you track where it was used, and we woul d

track that through known nmarketing data bases, such

file:////[Tiffanie/C/Dummy/0712DERM.TXT (272 of 388) [7/26/2004 4:42:48 PM]



filex////[Tiffanie/C/Dummy/0712DERM.TXT

273
the I M5 data base, or automated data cl ai ns bases

DR. STERN: But, the FDA, in their briefing
docunent, in fact, gave as illustrations a nunber
of studies that were presented as posters, which
showed various kinds of efficacy in acne for your
product, and | know you woul d not pronote it as
such, but one--in fact, if one | ooks at the ora
retinoid use, there's at |east an order of
magni tude difference in the nunber of people
exposed to isotretinoin than all other ora
retinoids conbined, with acne versus all other
i ndi cations.

And the problem to ne, is that who is to
say that even wi thout pronotion, given that you
have a product that is topically used both ways,
that the average clinician won't think, "Oh,
tazar ot ene--sonething new. Wrks well topically
for both indications.” And | guess mnmy concern is:
in any off-label use, unless we have evidence--you
know, this is not the usual off-Iabel use, but
rat her, we have a drug with known substanti al

ri sks, and then we have a drug with what night be
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the domi nant use--at least if it conformed to the
overall use pattern of retinoids--being in acne.
And | don't know what the benefits are in acne.

You know, if you could present me with data that
showed the benefits are equal to isotretinoin, and
you only use it for 20 weeks, and the rem ssions
are the sanme, |'d feel pretty good about--very good
about it, in terms of approving it now, and then
| etting your NDA go forward

But let's say this is a drug that doesn't
gi ve rem ssions, and people use it in a different
way for acne, with nore exposures. You know, it's
not the usual--"Well, they m ght not have gotten
approval ." This is a class of drugs we're
extrenely concerned about. And the psychol ogy for
it, based on topical use, and based on sone studies
that the conpany must have sponsored and saw fit to
have--1let their individuals present at neetings,
has an acne claim basically. You
know - psychol ogi cal | y.

And before you answer that question, I'd

like to pose a related question to the comittee,
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and |'Il start it by showi ng my own ignorance.

Is there anyone el se who's a dermatol ogi st
on this commttee that knew that the |abeling for
topi cal tazarotene asked for a pregnancy test
within two weeks of starting? That's my first
question. Was there anyone el se besides nme who
didn't know about that?

Okay. | guess that neans | don't have to
ask the second question: how many of you routinely
do it. [Laughs.]

DR. EPPS: And no representative has ever
told nme that they shoul d.

DR STERN. And it's a very well sanpl ed
product in the places where | practice. So it's
not |ike we haven't seen the fol ks--which
think--so that really concerns ne, too. You know -

DR. WALKER: Well, there's two very
conplicated questions--or really nore ideas that
that you've placed out there.

I"mgoing to start with the idea of the
acne, and the oral tazarotene.

I think you have to keep focused on the
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fact that oral tazarotene works very well for
moderate to severe psoriasis. The acne issue is
out there. It is aretinoid. You can make that
|l eap of faith. But really, to restrict a drug for
severe psoriasis patients because you're concerned
about off-label use, | think is a bit
i nappropriate. And the drug does work for
psoriasis, and that's why we're here today. | want
to remind you. | want you to think about what the
patients said that were here, and to keep focused
on all the work that we've done in the psoriasis
i ndi cati on.

W have done sone Phase 2 work for acne.
We presented that Phase 2 work at neetings. It
does suggest sone efficacy. Whether it's close to
Accut ane; whether you don't have relapse like with
Accut ane, we haven't denonstrated

You know, | don't think it's going to go
of f and be an Accutane in the first year. W would
follow all that. |If nodifications needed to be
made because there was vast, you know, off-|abe

use, then | think that woul d be sonething that
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coul d be discussed with this conmittee, with the
agency. But, you know, | really alnbpst want to be
you: don't forget what we're really | ooking at.
Don't forget those pictures of those patients.

You know, this is for psoriasis. It does
work. We do have a very rigorous risk-nmanagenent
programin place--or that we are going to put in
pl ace, which is--it has all the components that he
i sotretinoin programhas. So we are tracking those
patients. W are protecting those patients,
because--we appreciate your concern, but we don't
think this should be restricted until we prove or
di sprove that it works for a separate indication

The other question that's out there is the
topical. It is clearly |abeled. W do have all
our advertisenents that have it. And the reason
you probably don't worry about it is that it isn't
areal risk. It is a very, very |low systenic
absorption. W've had, | think, eight pregnancies.
I could show you that data. There's been no
retinoid-related effects.

If you | ook at the serum concentrations
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with topical adnministration to the face for acne,
relative to the teratogenic levels, they' re very,
very low. So, although it is a risk, the conpany
supports the X label. W don't advertise agai nst
the X label. 1It's in all of our literature.
That - -you know, the conpany isn't saying this, but
I think the fact that you're not that aware of it
is because it's not a real significant risk

We aren't saying that with the oral form
We're saying it is a significant risk. It is a
probably teratogen. And we are willing to go
beyond what any the retinoids out there are doing
right now. W're going beyond what the conpetitive
retinoid is for psoriasis, and we're goi ng beyond
what bexarotine is, which is for cutaneous t-cel
| ynphoma.

And just keep your focus--1'd like to say
on psoriasis and on the patients who need this
drug.

DR STERN: Dr. Sellers.

DR SELLERS: This issue is somewhat

probl ematic, though, because, in fact, all you
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really need are the data froma Phase 2 trial to
establish your off-label market before a drug gets
approved for sonmething else. And, in posters that
were cited were discussing efficacy, were
di scussing safety, that were based on trials that
may not capture popul ations at risk for pregnancy
exposures, for some of the adverse events that we
di scussed t oday.

So, | think although the conmpany will not
be- - quot e-unquot e--"pronoti ng" the use, it's
al ready out there. And there's no way we'll be
able to control it, unless we continue with trials.

DR WALKER: | will say that we did do
safety monitoring in that popul ati on, because the
risk of pregnancy, | really think we are covering.

But if you think about bone mnera
density, the x-rays--we did extensive studies in
that popul ati on. We | ooked at epi physeal plate
closure, we | ooked at bone density, we |ooked at
ost eophyte formation. W also did urinary narkers
for bone resorption and absorption, as well as

fractionating--in that case, the al kaline
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phosphatase. And we didn't see anything. That was
a six-nonth treatnent.

So, for short-termtreatnments |ike what
you have with isotretinoin, you don't see the sane
adverse event profile that you may see out beyond a
year.

DR STERN: But you did see three out of
either 84 or 86 wonen enrolled in your clinical
trials becone pregnant--with, presumably, since
these trials were relatively recent--presunably a
company ri sk-managenent strategy for the managenent
of the Phase 3 trials.

So--you know, that's not a great nunber.

DR. WALKER: The trial--although it has
essentially--it has a nandatory registration, since
the patients are in the trial--there wasn't the
ext ensi ve patient education. This was done several
years ago. There wasn't the nmandatory patient
education. And then the reaction if the patient
didn't denonstrate appropriate education, which is
now bei ng enpl oyed in the post-marketing of oral

tazar ot ene
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So it is sonewhat different, although
agree, there were pregnanci es and that concerned
us, and that's partly why we've nodified our
progr am

DR STERN: Dr. Katz.

DR KATZ: First | have a couple brief
conment s.

Dr. Epps asked the question: how does the
decreased bone mneral density conpare to what
woul d normally be found? 1In the FDA presentation
we were told less than 1 percent in males per year,
and here all the trends are greater than that.

Anot her comment to Dr. Sellers, when she
asked Dr. Wl ker whether the conparison with
topical and oral was simlar. | would like to
enphasi ze, again: these were not double-blind
studies. And for the non-dermatol ogi sts around the
panel : topical, tazarotene, it gives irritation
So it's unblinded inmediately.

Neverthel ess, all the studies you see are
entitled "doubl e-blind* studies. You have to start

as doubl e-blind studies, but anybody knows t hat
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they weren't doubl e-blind studies.

The other thing | would take issue
with--and there could be difference of opinion on
this--Dr. Walker, | don't know if you actually
treat patients--with the Tazorac, topically, but
you repeatedly state "it's very effective in
psoriasis." And that's all | do. | teach a half a
day, and otherwi se | take care of patients, many of
whom have psoriasis. And it's not very effective
topically. You know, it nmay be in the rare person
I haven't seen themin 10 years. But it my be.

But it's certainly not very effective

And soon after it came out they were
suggesting its topical use with--1 don't want to be
argunentative now, but topical use with topica
steroids. And it is very effective with the use of
hi gh potency topical steroids, which work by
t hensel ves.

Now, to get off fromthat, ny own conments
are that these bone--not only bone density that
bothered me, but it's all in the same direction

el evation of al kaline phosphatase, nore retinoid
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muscul oskel etal synmptons. And it's all in that
direction. And it's only in a 52-week study. And
you worry about these patients long term

It's unlike Accutane, where we treat
patients for 20 weeks or a little |l onger, and a
smal | nunber require--well, not so small nunber
require re-treatnment, but it's for another 20
weeks. It's not with continued use.

So you really worry about an effect |ike
t hat .

And we can't use the argument that we have
20 years of experience with it, because we don't.
This is a different drug. It's a unique drug. It
only produces cheilitis in 65 percent of patients,
whereas Accutane, it's 100 percent of patients.
And so its unique effect on bone is not astoundi ng.
And, in fact--in disagreeing with a coll eague--in
the rare instances where we use Accutane |ong
term-which is rare, like in Darrier's disease--we
do check bone density after a year. W are very
concerned about that.

But this appears to have even nore of
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those effects.

DR. WALKER: |'d just like to conment.

Nunber one, |'ve |earned about the
doubl e-blind fromyou, and | made a not during
lunch. So thank you. | think you're absolutely
correct. |'ve been accused before having that
"very" in there, and | need to strike those fromnmny
vocabulary. So that's another friendly rem nder.

And al so | think your point about the
bone--we understand what you're saying. | do fee
that it is within the range of what is reported in
the literature for the other products, but |
under stand what you're saying and we appreciate
your opinions. Thank you.

DR, STERN: Dr. Day.

DR DAY: The proposed brand nanme for the
oral is "Tazoral?" 1Is that the way you say it?

DR WALKER "Taz-oral."

DR. DAY: Well, |I've gone around and asked
a bunch of people, and |I've gotten |lots of
di fferent pronunciations, even from dernatol ogi sts.

So that could be a probl em
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But there is a precedent with Tazorac out
there. Have | said that correctly?

DR. WALKER: You have said that correctly.

DR DAY: Al right. Wen you wite both
of those--and if you happen to wite in block
letters, the "C' and the "L" at the end could | ook
very simlar

The Drug Safety and Ri sk Managenent
Advi sory Conmittee has been concerned with
confusion in drug names. And it is the sane active
ingredient and so forth, but since there are
different indications for the oral and the
topical--and also different effectivenesses for the
different types of psoriasis and | ocation for
psoriasis, could you conment on the inplications of
a patient getting one, as opposed to the other, and
vice versa?

DR WALKER: Yes, | think you bring up a
very inmportant point. | think Tazorac is easy to
say, partly because a |ot of us are used to saying.
The Tazoral --you know, | think that that has to go

through nmarket testing and to see if patients
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understand it, if they can distinguish it, if--you
know, there's specific testing to do for witing
it.

And, to be honest with you, | don't know
how much of that's been done. |If Tazoral is not
the perfect name, then | think we can al ways work
on anot her nane.

| feel it's inportant to have separate
nanes for the separate products, for a lot of the
reasons that have already been voi ced here today.
Tazorac neans acne to people. | nean, everyone
around the room says "Tazorac, acne--effective for
acne. "

If you have a separate nane that is
separated by the indication and by the severity of
the disease, | think it nmay hel p--although it is
the sane active ingredient--1 think a separate nane
can hel p distinguish a very separate safety and
efficacy profile that this drug has.

DR. DAY: So, do | understand that the
mar ket testing on this is not conpleted, in terns

of multiple pronunciations? | mean, |'ve gotten
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"tayzer-ell," and all--

DR. VWALKER: I will have to--1"mgoing to
ask one of ny colleagues, because | amnot in the
mar keting group, I'min the R&D group. So I'm
going to ask--and I'll answer that in just a
nonent .

[ Pause. ]

It was initially tested. But because of
the comments and feedback that we got actually just
a coupl e of weeks ago, we are re-testing that to
|l ook at it, taking into account what you' ve said.

DR STERN. Dr. Gardner? And | hope
pronounced your nane correctly.

[ Laught er.]

DR. GARDNER: Yes, you did, Dr. Sterm
Thank you.

[ Laught er.]

You know, |'m becom ng increasingly
confused about what the risk-managenent programis.
Because as much as | have to confess to resisting
Dr. Walker's lecturing the conmittee about what we

ought to be focused on, the fact renains that if
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you were to put a conprehensive risk-nmanagenent
plan the way | think it's been described here, with
anybody who prescribes the drug has to be

regi stered; and anyone who gets it has to be

regi stered; and anyone who dispenses it has to be
registered--then it seens to ne it al nost doesn't
matter whether it's being prescribed for psoriasis
or acne. W would pick up onit if, in fact, the
ri sk- managenent plan--you can't get it unless you
go through this plan.

And even if that's true, then Dr. Day's
nost recent coment is very, very inportant.
Because if someone is restricting Tazoral in this
way, and protecting everyone from harm-or,
theoretically, by it. Then if a prescription cones
through for Tazorac, and is mis-filled, then all
that protection goes out the wi ndow, because
soneone mis-read what was witten on a
prescription.

And so | guess | have two points: is the
pl an--the risk-nmanagenent plan as we understand

it--supposed to be conprehensive, regardl ess of
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what the prescriber is thinking the indication is;
and, two, how to protect against a ms-reading of a
witten prescription?

DR WALKER | want to thank you. | think
you've said what | tried to say earlier nore
el oquently and efficiently.

Yes, the program-that's why we want a
separate nanme, to keep it separate. The
ri sk- managenent program woul d protect al
vul nerabl e patients regardl ess of the indication.
The indication could be tracked through nmarketing
data bases. So you could track it. Al those
patients would be protected. And | think a nane
hel ps with confusion at the pharmacy. It actually
hel ps the patients who need topical Tazorac don't
have that restricted because they get confused with
the program

So what you've said is actually what the
conmpany agrees on.

DR. GARDNER: One nore thing--if you're
really registering everyone, then you shoul dn't

have to track it through | M5 data bases, because
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you ought to have total coverage, shouldn't you?

DR. WALKER: Mmhmm Well, that doesn't do
i ndication, per se. Indication is not tracked as
part of the proposed registry for isotretinoin or
for the oral tazarotene formul ation

I have sone other folks up here who'd like
to make a comment.

DR. KRUEGER |'m Jerry Krueger, University
of Utah. Just on the Tazorac oral and the Tazorac
topical--you can't have a prescription be conplete
if you just put down "Tazorac." The pharmacy will
call you up and ask you, "Do you want the gel or
the crean?" "Do you want .1 percent or .03
percent ?"

So | don't quite see roomfor confusion

DR DAY: It can go both ways. It could be
"Tazoral --"

Dr. KRUEGER: So,

DR DAY: --to Tazorac and vice versa.

And, furthernore, in electronic scrips, you m ght
say, "Well, then you don't have to read

handwiting." But there's a lot of scrolling down
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and tapping, and you can m s-tap.

So this is a potential thing that is very
likely to happen. And we just need to think about
what the consequences woul d be, going in both
directions.

DR KRUEGER: Yes, | can see sone rea
concern going in one direction. | don't see nuch
concern going the other. Thank you.

DR STERN: Dr. Levin.

DR LEVIN: A couple of questions for the
sponsor, and then back to the FDA, and where we are
wi th risk-managenent prograns, because | think
that's key to how this afternoon proceeds.

Question to the sponsor: why aren't
you--or would you pursue a Phase 3 trial about the
use of this drug for acne, which woul d perhaps
answer the questions about whether this drug is
safety and efficacy for acne use, and night
reassure people who are concerned about its
of f-label use. So that's a question. Don't you
see this as an issue, and if it is an issue, are

you willing to pursue it in the right way--in ny
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opi nion--which is to go for an approved indication
usi ng the approval process.

DR WALKER: It's been a very difficult
process. W have net nunerous tines with the
agency on this. And |I'ml ooking now at Khal yan
Bhatt, because she can verify we've asked her for
nunerous neetings on this.

It is avery difficult trial to do. W
have had di scussi ons--and maybe Dr. WIlkin wants to
add to what |'m saying--what we've been asked to do
is do a head-to-head conparison with isotretinoin
for five to six nmonths, and then follow the
patients out for one year.

In order to have the power to do that,
that beconmes an incredibly |arge study, if you add
Xx-rays and many things. It alnpst--and the
paraneters that we've gone back and forth that we
need to do--becones a study that is so onerous that
the conpany is not sure--with a ot of risk know ng
whet her the drug works or not, based upon our Phase
2 data. You always take your data and you

extrapol ate as to whether or not you feel you can
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At this point, we don't feel ready to do a
Phase 3. W don't feel that the Phase 3 designs
that we have di scussed back and forth with the
agency--not saying what they've asked us to do is
wrong, just saying what we can acconplish as a, you
know, md to small pharnaceutical conpany for a
dermat ol ogi ¢ indication, that we can actually do
t hat .

So it's becone a feasibility, economc,
and a very difficult study to do; to put all the
bells and whistles. | nean, you know, if you
i magi ne everything that's been in these trials; you
i magi ne every controversy that surrounds
isotretinoin, and you try to put that in a study to
| ook at conparability--which are nmuch | arger
studies; you multiply that times two, and you take
that out two years--because you're, at mninmm siXx
mont hs enroll ment--six to nine nonths, enroll ment;
you' ve got another six-month trial; you' ve got a
year beyond that, follow up, to | ook for rel apse.

You need to win on rel apse rate, not equival ence at
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si X nont hs.

That just becones a study that we're not
sure we could ever do

DR LEVIN. Okay. Another question: you
| ook at the Accutane risk-managenment program as
sort of the ceiling, and | woul d suggest you m ght
want to look at it as a floor. And let's go back
to the indication issue.

For exanple, one of the things that
perhaps could be built in here as a requirenent for
| CD code-9s to be subnmitted, and actually not
filling a prescription where the coding--if |CD9
code's the appropriate code--isn't the appropriate
indication. | nean, that's a new way--that's a new
way of | ooking at risk nmanagenent.

But, again, | don't think Accutane is
necessarily the ceiling here in how we manage ri sk
It mght be a floor or a md-way point, and we
could add to it.

So, it's just a question--

DR WALKER: Yes.

DR LEVIN. If this is an issue that people
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are concerned about, rather than relying on

mar keting data, why not try to--and, again, | don't
know if this is, you know, feasible or not, but to
think about, talk about, building in a requirenent
that patients only get through the systemif they
have an appropriate indication that is entered into
the system as an | CD9 code or whatever

DR. WALKER: It's certainly feasible.
think, for the practice of nmedicine in general,
it's not desirable. And | don't know if any
clinicians, either on the panel or in the room want
to comment on it.

You know, in dermatol ogy--and | can see,
you know, that is--if it was determ ned to be such
arisk, it's certainly sonething that could be
applied. However, in dernatology, | know-1 am
was asked before--1 do still practice, but | think
in the opposite ratio of Dr. Katz in ternms of tine
spent doi ng research versus seeing patients.

In dermatol ogy, a |ot of our drugs don't
have approvals that are indicated. And | think

that doctors use drugs for many uses. So we
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woul dn't--you know, | can't talk out of both sides
of my nouth--

DR LEVIN. This isn't every drug. And one
of the chall enges we have when we di scuss a drug
whi ch has some unusual risk profile is that we're
al ways operating with a knowl edge that there is
di agnostic creep; and that a drug where we're
wei ghing the benefit and risk of toxicities versus
the benefit--and nobody is--you know, no one is
agai nst providing relief to people who are
suffering sone psoriasis that is refractory to
other treatnents. Nobody's saying that.

But we have this equation we have to go
t hr ough.

Now, one part of the equation is very
slippery, because it's called--you know, the
di agnosi s, or the indication for the drug. And we
sit here knowing that it's going to get used for
| ots of other things besides that part of the scale
that we're sort of judging against the risk part.

So- -

DR WALKER | agree. | think that you've
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proposed sonething that could be considered. |'d
be interested in other people's opinions. |It's
hard to argue that it shouldn't be considered

DR. STERN. M ght | suggest that there's at
| east, in the PDR, one example of a drug where for
certain in what was once the dom nant use of the
drug now has a bl ack-box warning. |f you |ook at
Allopurinol, it says very explicitly, "This drug is
not for the treatnent of asynptomatic

hyperuricem a," the reason being, in fact, an
extraordinarily lowrisk of Stevens-Johnson system
and hypersensitivity syndrone in association with
the drug.

And | guess that goes to my point: as
opposed to what |'ve heard is, we're not sure
enough that we can win the battle agai nst Accutane
with respect to efficacy--and efficacy, to mne,
means benefit in the acne indication. Maybe what
we need to hear fromthe conpany--1 don't Iike
things that say, "Ch, let's restrict use." 1'd

like to hear nore fromthe conpany about how we're

goi ng to educate physicians about, in fact, making
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sure that they understand the proper use in areas
where, because of the risks of the drug, it's not a
good idea to use it, as opposed to a | abel and

t hi ngs.

I'"' mwondering how wi |l ling--and how we
woul d then nonitor, in fact, the followthrough of
the company in terms of naking sure people
under st and where we m ght be confident the
benefit-risk ratio is an appropri ate one.

DR WALKER We plan to do that through two
ways--if you could bring this first slide up?

[Slide.]

kay. W have designed a "Wat a
prescri ber needs to know' brochure. W also have a
prescriber introduction letter; a prescriber
certification test--and that test will be part of
the sane system of you prove that the prescriber
under stands, just |like you prove the patient
understands their risk, you have to prove that the
prescri ber understands the risks and linitations of
the drug, as well as having a nedication guide.

We also will have scientific neetings to
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certify physicians to be into this registry. They
can't be in the system they can't prescribe the
drug unl ess they've gone through the process.

So those physicians that go through the
process, part of that process will be educating
themthat this is for psoriasis, what the | abel ed
usage are, what the risks of the drug are, as well
as the pregnancy risks. So all risks will be
di scussed.

Now, Dr. Andrews would |ike to kind of go
through the flow chart of the risk ninimzation
action plan.

DR. ANDREWS: Thank you- -

DR STERN:. | think we better not do that
now. That was not really responsive to ny
quest i on.

It's not "what's the usual stuff?" | was
sort of hoping to hear sonething new and different
that mght really work. You know, these kinds of
things are things that the pre-1988 Accutane
interventions. | happen to believe that the 1988

Accut ane interventions were better than we heard
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today, but that's strictly editorial

So | was hoping to hear somet hing
i magi native, inpactful, innovative and with, on
m ght think, a reasonable chance of success. And
know -1 could see Dr. Furberg having the same kind
of reaction to this

DR FURBERG | agree with you. And
think that we need al so sone way of going after
peopl e who are not conplying. There should be--a
stick there, somewhere--not just pleading. Because
if you ignore this, there's no consequence.

DR WALKER: Wél | --

DR. FURBERG. W need to set up a system so

that people do conply.

DR WALKER: Well, | think I'mhearing two
things: one--1 nean, |'ve got sone things up there:
"VWhat would be the roll out?" | don't think that

answers your question. There's nothing really
i nnovative up there.

I would love to hear--and we're very open
to any kind of innovative feedback that this group

wants to give us here, or in private.
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But what you're sayi ng about
consequences--this systems a little different than
what exists now, in that you register the
physicians. There is a feedback as to whether they
understand the system and there's feedbacks that
the patients conply. There's feedbacks at the
pharmacy. And there's checks and stops all through
the entire system

I won't go through it in detail, because
think a lot of you already kind of know what that
flow chart is. But it's different in that the
consequences--if you don't admt that you
under stand, you don't follow the system your
patient won't get the drug. It will not be
di spensed to you.

DR STERN: Dr. Honein.

DR. HONEIN: Yes, | just wanted to add a
suggestion to what Dr. Levin said: that we could
add indication to the registry. And | think we
suggested that in February for the isotretinoin
registry, not as a restriction, that if you didn't

enter the right code you don't get the drug, but as
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a way to evaluate how the drug is being used over
time, and give us better information in the future.

And the second--to reply to Dr. Garner--|
think a major difference in what they're proposing
for risk managenent is that mal es and fenmal es who
are not of reproductive potential would be allowed
to have refills of this drug. And they're basing
that on the psoriasis population. And | think that
sort of deviation is not justified if the
popul ation is going to be largely acne patients.

DR. STERN: Dr. Schm dt.

DR, SCHM DT: | don't want anybody to feel
like I'ma diagnostic creep--

[ Laught er.]

--but, you know, | really feel like we
shouldn't dictate how to practice nedicine. And |
think a lot of these nedications are going to be
used, you know, off-Iabel.

And I, for one, at |east think that
wi t h--of course, you all also know ny w fe has
really bad psoriasis, and is on nethotrexate and

Enbrel for it. So | live with a wonen, you know,
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who has psoriasis and still |ove her

But | wanted to just say that | think we
ought to increase the anount that people don't need
prescriptions for this in males. | think seeing
somebody with psoriasis, you know, every coupl e of
mont hs is maybe too nuch.

And then the other thing--and this may not
be the appropriate time for this, but I think we
need to think about this--is | want to nake a
couple of clinical reflections on retinoids, and
how at least | treat people clinically, is | don't
think the retinoids are the greatest thing in the
wor | d--you know, either Soriatane or Accutane, for
pl ague-type psoriasis. | think the best place to
use the retinoids in psoriasis is the pustul ar-type
psoriasis, or the acropustul osis, on the pal ns and
sol es, which can be devastating, painful, terrible,
horrible. And they work beautifully.

But you don't ever |eave anybody on
anyt hing, you know, for a long tinme. And when you
do, the beautiful thing about the--at |east the

retinoids we have now, is you can decrease the dose
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to where | have some patients who take one 10ny
Sori atane every three weeks, and it keeps them
cl ear.

So, a lot of these things you' re not going
to be giving thema real high dose, no matter what
you're going to give them

And then the other thing is, just like
with my wife, you rotate people off, like
met hotrexate onto Enbrel, onto sonething else, so
then you don't have to worry about, you know, these
side effects so nuch.

DR STERN:. Dr. WI kerson?

DR W LKERSON: AS a practicing
dermat ol ogi st, | woul d pl ead--al though it sounds
like we've been siderailed by the patent office--in
terns of having what | would call the
"pan-retinoid" form In other words, you know,
right now, as it potentially stands, we can be
scurrying to find five, six, seven, eight different
forns for the particular drug and/ or generic
manuf act urer, and/or sponsor nmeking a drug. And

since the side effects and the requirenents are so
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simlar, a unified formwould sinplify, and | think
woul d al so increase compliance with things.

As far as the two to three nonth
additional refills, |I've sat here and debated that
inmy mnd, also. As rmuch as you want to see that
fromthe standpoint of the patient's |ack of not
having to interact with the physician, it also yet
provi des another point of error at the distribution
point, in terns of who gets--1 nean, not to use any
gender or sinilar names, but there are nanes and
thi ngs where people could get refills that are
femal es because of, you know, because the w ong box
i s checked, or an assunption's based upon a nane
that would result in fermales getting it.

And | think just |ike with Accutane, where
it's nonthly. It doesn't mean they have to have an
office visit, but they have to pick up that
prescription. To have two different systens, |
think, is just introducing a point of error in the
systemwel |l at the top which negates everything
else that we're trying to do here, which is to

reduce the rate of pregnancies.
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DR WALKER |1'd like to say that | think
you' ve highlighted a | ot of the controversy very
wel |l in what you've said.

As far as, though, distinguishing males
and femal es, you wouldn't need to do it by the
nane. We've toyed with many different things.
Certainly, the sticker program has you--you know,
the physician fill out whether it's a nmale or
fermale. We've toyed with a specific prescription
pad that has nmale or fenales, and has, you know,
basically like a gray box on it for females, which

has the "no refills,” and nmales are a different
color, so it is clearly outlined.

But the pharmaci st woul d not distinguish
mal e or femal e by nane, but rather by what is
checked within the system

O course, a female of chil dbearing
potential would al so have the trigger of the
preghancy test, which is connected with her nane.
And each patient has a unique identified, which

woul d force the pharmaci st, the

physi ci an--everyone--to use that identifier and
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check whet her the pregnancy test has been ordered.

So there are safeguards for that aspect of

The one-nonth versus three-nonths versus
more--it's very difficult--trust ne, | have had the
sanme thought--one system The trouble with one
systemis they're not one patient type.

DR. W LKERSON: Ri ght.

DR WALKER. And this is a lifelong
disease. | think you're going to take patients
with psoriasis and you're going to put them on
met hotrexate, cyclosporine, acitretin or other
bi ol ogi cs, because they can't cone in--or afford
it. The health care systemcan't afford for
chronic cases to have themin there every nonth.
It's very expensive.

DR. WLKERSON: Well, | nean, not to mcro
manage this down to that point, but, you know,
there are ways around that. Wat |'mjust saying,
if you are designing a system the less variability
there is at each decision point, the less likely

error is to slipin. And error will slip in,
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regardl ess. But, just to nmmke that easier

And my other comment was: pharmacoki netics
on this drug--1 can't believe that everyone in this
room sitting here, has the sanme nunber of retinoid
receptors in their bodies. | nean, do we all have
the sanme nunber of retinoid receptors, and saturate
at the sane pharmacodynam cs- -

DR. WALKER: Well, there's a range from
seven to 12 hours. So, no, everybody doesn't
met abol i ze the sane way, but that--

DR. W LKERSON: No, |'m not talking about
met abolism but in ternms of once the receptor is
bound, and there's a signal sent, does everyone
have the same--in other words, it seemns that
picking a 4.5 ng dose is rather sinplistic when we
have 100-pound i ndivi dual s versus 350-pound
i ndividuals. Their volumes of distribution and
however el se affects the pharnmacodynam cs of the
drug, and what this leads up to is perhaps, have
you correl ated the weight of the individuals
agai nst your bone data? In other words, you know,

are you seeing increased side effects in | ower body
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mass i ndivi dual s perhaps?

DR. WALKER: W separated the bone--1'm
want to kind of go fromyour |ast question and nove
forward. VE separated the bone data by gender and
age, and we didn't see anything. But | don't know
that we did it by body weight. They're shaking
their heads no.

DR. W LKERSON: What you were trying to
tell us before is there is no dose response.

DR WALKER Right. | am And |'m going
to show you- -

DR, WLKERSON: --[inaudible] defies the
| aws of pharnmacol ogy.

DR. WALKER: | don't think it doesn't go
with the | aws of pharnmacol ogy. Wat it says is the
drug is not lipophilic and it's not stored in fat;
that it's actually in the plasma vol une.

And |'mgoing to have ny
phar macoki neticist. He's got some very nice slides
that I think will help you see this.

It is not changed by wei ght.

DR YU |'m Dale Yu, pharmacokinetics.
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What we' ve done is we | ooked at the
system ¢ drug exposure of tazarotenic acid, the
active ingredient, as a function of body weight in
the Phase 3 trials. And | will show you that data
now.

Slide up, please

[Slide.]

kay, if | can focus your attention on the
right panel of this plot, these are data fromthe
two Phase 3 trials. W |ooked at drug
concentrations from about 80 patients. The body
wei ght ranged from about 50 to 150 kg, and the
concentration on the vertical access, as you can
see, over a w de range

What we were | ooking for is some kind of
trend, if there is a relationship between body
wei ght and concentration, we should see either
i ncreasing or decreasing trend. And we were not
able to see that.

So our conclusion that the drug
concentrati on does not change as a function of body

wei ght, therefore we don't need to consider dosing
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by body wei ght.

DR. WLKERSON: Well, | nean, you're just
| ooki ng at plasna concentrations here, right?

DR YU That's one of the things we | ooked
at .

DR. W LKERSON: But you're not | ooking at
ef fi cacy--endpoi nt efficacy and expression of the
di sease as a result of your pharnacol ogic action

DR LU So your question is whether we
| ooked at efficacy as a function of body weight.

DR. W LKERSON: Well, dose response. |
nmean, it can be this, but it can also be what dose
does it take to effect a particular response on the
di sease process.

DR WALKER: we do have that data, and
we'll share it with you.

DR. LU John Lu, biostatistics, Allergan

Slide up.

[Slide.]

A logistic regression was perforned on
data conbi ni ng 048P and 049P study. The dependent

variabl e was clinical success. And | regress these
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covariates on clinical success. And we didn't find
that weight was a predictor of clinical success.

DR STERN. And what was the fit of the
nodel ?

DR, LUE: Umm -1 didn't find a significant
difference. | felt it fit pretty good.

DR STERN:. But, we need to know how wel |,
in fact, each of these variabl es have any
i ndividual relationship. So a lack of correlation,
in the absence of a npbdel that has sone predictive
val ue, either says that you're |ooking at all
randommess, or you've not chosen things in a way
that, in fact, you have the right independent
vari ables for the right dependent vari abl es.

So | think--and your data sets--well, |
just think it's hard to interpret.

But we'd better stop, in terms of one
nor e- - DR, W LKERSON: One nore comment. We've
heard all day that this drug is like all the other
retinoids. Well, all the other retinoids show a
dose response curve

DR. WALKER: Wl |, that's--yes. That's
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because of the distribution. The distribute out of
the plasma into the body fat.

DR W LKERSON: Ckay.

DR WALKER And tazarotene doesn't do
that. It is, you know, a--

DR. W LKERSON: Here today, gone
tomorrow -right?

DR. WALKER: Did you want to coment, Dr.
Hel ms?

DR HELMS: Just a point on the nodel,
t here.

Your point is a good point, but if you
| ook at the significance |evel for the treatnent,
and the other factors that are significant, you see
that the nodel really will pick up sonething that's
i mportant.

DR. WALKER: Any ot her questions?

DR STERN: Dr. Ringel--and then we're
going to take a break.

DR. RINGEL: Ckay, |'mgoing to give poor
Dr. Walker a break. This is going to be addressed

to Dr. Trontell. And | pronmise there really be a
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question at the end of my little speech here.

[ Laught er.]

I really feel as if we're just taking one
nmore step in opening up, you know, the Pandora's
box of teratogenicity here. Wth isotretinoin, you
give it to people for five nonths, and it has a
spect acul ar effect.

For acitretin, | think very few physicians
actually give it to wonen of chil dbearing
potential, and that's probably why we've been saved
frommuch of the teratogenicity of that drug

On the other hand, we're tal king about a
drug here--tazarotene--which is going to be used
indefinitely by women of chil dbearing potenti al
And that seens very frightening. | don't know how
many wonen can use two fornms of birth control and
guarantee forever that they will not be pregnant.

I think that's a very, very difficult task for
anyone.

On the other hand, you know, if this were
areally star-quality drug; if this were another

Accutane for psoriasis, and it were just wonderful,
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you know, then rmaybe it would be worth it. But
it's not. At least not if it's like the other
retinoids that | know.

And on the other hand--a | ot of hands
her e- -

[ Laughter.]

--teratogenicity is very serious. It's a,
you know, extremnely serious problem So, you know,
you' ve got a risk-benefit issue.

| think Goria Steinem-if she's here,
pl ease cover your ears--1'm wondering--here's ny
question: can we restrict this drug to nales, and
wonmen who are not of chil dbearing potential?
think that that would sol ve a bunch of probl ens.
know it's not politically correct, but | feel that
for the wonen and their future children, perhaps,
you know, we need to take different steps for a
di fferent popul ation

There are drugs, for exanple--1 nean, you
know, there are things |ike Propecia that are
indicated only for nmen. | nean, it has been done

in the past. Wuld another risk-nmanagenent option
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be to restrict this to nales and wonen who cannot
have chil dren?

DR TRONTELL: Yeah, it's a tough question
to think about the nechanism how you would go
about doing that.

If you tried to engi neer sone restricted
di stribution that woul d sonehow knock out those
i ndi vidual s who are of chil dbearing potenti al,
you' d presunably enter into a |l ot of conplexities
maki ng that deternination; is that an issue of, you
know, anatony and physi ol ogy or of behavior that
defines your reproductive potenti al

And | think the challenge gets at what was
di scussed by the conmttee earlier about our
ability--or authority--to speak to off-1abel use of
medi cation. So there are sone products that are
i ndicated for treatnment of one gender versus the
other but, in fact, that doesn't prohibit
clinicians followi ng reasonabl e practice patterns,
and a belief that usual and customary--forgive nme
if not using the correct |egal |anguage--to enpl oy

t hem
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So I"'mthinking, in practice it mght be
quite difficult to do what you suggest. |In very
exceptional circunstances, where there may be a
uni que indication, where the risks may warrant the
benefits to the patient using the drug, has FDA
ever even attenpted to speak to the specific
i ndi cation for which a product should be used
safely.

DR WALKER: Can | nmke one conment
bef ore- -

DR. STERN: Dr. Bull was going to--

DR BULL: vyou know, | think you have to
go, also to--we try to make deci sions based on
data. And | haven't heard the committee conment on
what | think is a disparity in the data base, and
Dr. Cook's earlier presentation. |t may have al so
been said in Allergan's--the di sease has an
i nci dence that does not reflect a male
preponderance of the di sease, but you're | ooking at
studi es that had about 80 percent inclusion of
nmal es.

Now, | don't know why that specifically
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happened. But, in terns of the adequacy of the
data to speak to female patients is also, | think
an issue we would wel come comments fromthe
conmittee based on, you know, just what you see
with regard to the denographics in the studies that
have been subnitted.

DR STERN:. | take the liberty of
addressi ng that, as soneone who's sort of followed
clinical research in psoriasis for a couple, three
decades.

And if you | ook at system c agents,
phot ot her apy, PUVA, and you | ook at the clinica
trials published, one can predict that they'll be
approximately two-thirds male, in terns of
enrol I ment, across the United States and Europe,
and they' |l have a nean age of between 44 and 48.

So, whatever it is that goes into who gets
enrolled, and trials of system c agents,
phot ot herapy and PUVA, over the last 29 years,
there's a remarkabl e consi stency about the profile
of those individuals in psoriasis trials, including

a fair nunber that are not part of NDA submi ssions,
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but are just various kinds of clinicals done in
academ c or other institutions.

So, | can't explainit, but it's sure
t here.

W ki n?

DR. WLKIN: I'd just like to coment on
Dr. Walker's earlier statenment about actions with
FDA for the acne indication. And I think you
represented that quite fairly.

VE were ultimately interested in a
product--if it's a systemic retinoid and a
teratogen--that it not be inferior, efficacy-w se,
to isotretinoin. And the comm ttee has picked up
on some of our concern that was in our portion of
the briefing docunent that went to the comittee.
We referred to the posters from Al |l ergan, presented
at the American Acadeny of Dernatol ogy, and al so
sone of the articles that show up in the throw-the
journals that cone for free--

[ Laught er.]

DR STERN: | think we call them

"non- peer-revi ened. "
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DR WLKIN Non peer-reviewd. That's
better than what | was actually going to say.

[ Laughter.]

And this is actually the summary paragraph
fromone of these: "Nodul ocystic |esion count data
al so show a statistically significant benefit for
both tazarotene 3 ng and 6 ng conpared with
pl acebo. Allergan has conpl eted Phase 2 studies in
the treatnment of nodul ocystic acne, and is
currently seeking a partner in the United States
and Europe for further clinical devel oprnent."”

So this is something that a | ot of
dermat ol ogi sts woul d get to read.

And 1'Il not read all of the posters, but
just one of them It says: "The results in this
early Phase 2 trial show that once-daily oral
tazarotene, 3 ng or 6 ng, reduces the nunbers of
both non-inflamuatory and inflanmatory lesions. It
ef fi cacy agai nst conm dones is especially notable,
since these lesions are the precursors of
inflammatory | esions. Oal tazarotene could prove

to be an effective new therapy for patients with

file:////[Tiffanie/C/Dummy/0712DERM.TXT (320 of 388) [7/26/2004 4:42:48 PM]



filex////[Tiffanie/C/Dummy/0712DERM.TXT

acne, and further investigation is warranted."

So these are a whol e series of posters
that were presented at the Anerican Acadeny of
Der mat ol ogy.

DR. STERN: Thank you

And why don't we take an eight-mnute
break and come back at three o' clock

[Of the record.]

DR STERN. Back on the record.

W' Il have one final question, fromDr.
Furberg, and then we'll nove on to the questions.

Dr. Furberg.

DR FURBERG Well, | ha two brief coments

and a question.

One coment relates to bone mnera
density, which we are using a surrogate for
fractures. And ny viewis that there are no good
surrogates. And bone mineral density is certainly
not. And the fact that there was no good
rel ati onshi p between bone nineral density and
fracture doesn't nean anything to ne.

There are treatnents that increase bone
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density, at the sanme tinme they increase risk of
fractures. That's just an illustration of how weak
that is.

So if you're going--what I'd like to do is
to encourage you to use fractures as an outcone in
your future studies, and not rely too nuch on bone
density.

The second comments relates to the whol e
i ssue about pregnancies. And | was surprised to
hear that there were 113 worl dwi de exposures. And
most of that information came fromyou. And for
107 of them you have either "no adverse outcone"
or "unknown."

And that, to me, is terribly
di sappointing; that you're lunping the two--you're
| unpi ng the two, "no adverse outcone" and
"unknown." | nean, you should cut down the number
of--first of all, you should separate that, and the
unknown shoul d be down to zero.

DR. WALKER: |'m not sure | understand; 102
what ?

DR FURBERG Pregnanci es
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DR WALKER We didn't have 102
pr eghanci es- -

DR STERN:. Topical taz--that's what you

i ndi cat ed.
DR. WALKER: W had ei ght pregnanci es.
DR STERN: No, in topical tazarotene.
DR. WALKER: You nean, yes--

DR. FURBERG What |I'mreacting to is the
fact that you are not doing nore to elimnate the
unknowns in your data base. | nean, this is a
critical issue for us to know. And so |I'm
expressing--this is a coment. |'m expressing ny
unhappi ness.

The question | have relates to
hypergl ycem a. You had seven events. And | just
wonder whet her the drug is causing di abetes--we
didn't hear anything about that. And, if so,
whet her that should be part of the | abeling.

And, second is: whether, if it has an
effect on glycem a, whether it should be used in
di abetics?

DR. WALKER: Ckay.
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DR. FURBERG That's ny question

DR. WALKER: Al'l right. Nunber one, the
pregnanci es--those are spontaneous reports that
come in. WE actually track every report we can.
But sometines they cone in, not froma doctor, not
even fromthe person who's pregnant. So we track
themto the best of our ability, because they cone
in spontaneously in the field frommltiple
di fferent sources.

So, | agree that it's unsatisfactory, but
with the systenms that are in place for
surveill ance, we always do the best we can do, and
we take those very seriously. But, | agree,
they're not to anyone's satisfaction

The second point, being the
hyperglycenmia--and |'d like to have a slide up so
can address that.

[Slide.]

There were seven cases of hypergl ycem a,
call ed an adverse event by the physician. That is
just what the physician deternines to be an adverse

event. Those were in the double-blind studies--the
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048, 049P studies. There were none in the placebo.

But what | think is nmore inportant to | ook
at is not the nunmber of adverse events which were
called that by the physician, but what the
i nci dence of hyperglycenia was in the whol e
popul ation. Because | think it's just--the 2
percent is not really real

If you |l ook, the 14 percent of the
patients--or alnbst 15 percent--had el evati ons of
hypergl ycem a in the tazarotene group; 18 percent
in the placebo group. So when you | ook across the
popul ation, you really didn't see that.

DR, FURBERG Well, | disagree with you on
that. |I'minterested in the rare cases, where a
drug may induce diabetes. And | don't expect that
to happen in everyone. |It's just a snall group of
peopl e that are susceptible. And you have seven to
zero. And I'msaying |I'"'mnot satisfied with you
classifying themas "hyperglycema." 1'dlike to
know nore about those. You should go back to the
case records

Were those patients di agnhosed as
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di abetics?

DR. WALKER: They were--

DR FURBERG Started on treatnment? That's

what 1' m aski ng.

DR. WALKER: Actually, the patients were

di abetic. They were on treatnent, often because
they cone in for the labs fasting. They do not
take their hyperglycem c drugs.

The patients--if you | ook at the

scattergrans at all the tinme points, there are no

di fferences between the groups. And patients go up

and down.

So we didn't see any trend. W didn't see

any one-off's, we didn't see ones that popped up

high. So we did not see a signal. Al we saw were

that sone physicians--it turned out, seven
physi ci ans--cal |l ed the hypergl yceni a an adverse

event. \Wien you have a |l aboratory abnormality,

i nvestigator has a choice whether they call it an

adverse event or not. And in this case, they fel

into the tazarotene group

W' ve | ooked very closely at the actua
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| ab data and don't see that.

DR. FURBERG | wi sh you had presented
those seven cases so we coul d--we could take a | ook
at it.

DR. WALKER: Ckay. And | don't have those
seven broken out.

DR STERN. W're going to now end the
question period, and go on to the questions to the
comittee.

So I'd like to thank Dr. Wl ker, because
unl ess there is sonething extrenely pressing,

t hi nk--you can now rel ax and enj oy- -

DR. WALKER: |'Il be very--you know, there
is one thing pressing. | think that there's been a
| ot of discussion--

DR STERN: I'msorry. |'mgoing--1 think
I"l'l have to take the--we only have two hours left,
and we have five questions, many of which have
subsets; sone of which are just for discussion,
others of which are for a formal vote

The first question, which is tw parts,

the first part is:
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"Based on the information fromthe

clinical studies conducted for tazarotene capsul es,

is there adequate denobnstration of effectiveness

for noderate to severe psoriasis?"

This is for discussion. And so | think

what I'd like to do is go around the table, for
peopl e to nake coments--or not, as they so
choose--as to whether they believe the clinica

studi es presented here, and given to us, in fact

show that this is a--quote-unquote--"effective for

moderate to severe psoriasis.”

And, perhaps--Dr. Honein, could we start

with you? And a "pass" is fine.
DR. HONEIN: | pass.

DR STERN: Dr. Furberg?

DR. FURBERG Yes, but effectiveness, for

chronic condition, you don't show in 12 weeks.
its effectiveness--1 would call it short-term

DR. KATZ: Not to parse words, like the

famous "is"--what does "is" nean?
[ Laughter.]

But "effectiveness"--effectiveness or
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Yes, | think it's been denpnstrated that the drug
is nore effective than placebo, for noderate to
severe psoriasis. Now, would you translate that to
quot e sonebody as saying "it's an effective drug?"
If you define effectiveness as better than pl acebo,
I would nodify ny response by saying, it's better
than pl acebo.

DR. STERN: That sounds |ike a | ow pass.

[ Laughter.]

DR KNUDSON: |'m going to echo what Dr.
Katz said. Yes, it is nore effective than placebo,
but that's about the best | can say.

DR STERN:. Dr. Sellers?

DR. SELLERS: | have problens also with the
term"effectiveness." | would say that it showed
sonme efficacy. But with the background nmaterials
that we were presented with other treatnent
nodal ities, it does not represent a significant
advant age over currently marketed drugs.

DR. STERN: Dr. Schm dt?

DR SCHM DT: Yes, | agree. But--and, of

course, |I'mlooking at this through the filter of
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nmy clinical experience. As | said before, | don't
think any of these retinoids are just real start
quality for plaque-type psoriasis. But | would
al nrost bet you a nillion dollars this is going to
be great, you know, for other forns of psoriasis.

And then the other thing that really is a
mtigating factor for ne, is the short half-life
with this stuff. | nmean, to ne, to have a
retinoid, you know, that washes out of your system
and you potentially can give it to younger people
for sone of the sever acropustul otic-type
psoriasis, | fell like, you know, this is going to
be effective for us.

DR. STERN: But we haven't seen any data on
t hat .

DR SCHM DT: No, | said--

DR. STERN: Ri ght.

DR SCHM DT: --1've got this clinical--

VO CE: Feel i ng?

DR. SCHM DT: --feeling

[ Laughter.]

But | agree with what was said. What
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we' ve been presented--

[ Laught er.]

DR STERN: Dr. Rai mer.

DR. RAIMER Yes, | think | have to go on
the side of being effective. |If you can see at
| east 20 percent of people clear or alnost clear in
12 weeks, | think you have to call that--for al
the drugs we have for psoriasis, that's at |east
somewhat effective.

DR EPPS: | agree with the conments so
far. | agree | was a little disappointed with the
20 to 30 percent, but it has shown nore than
pl acebo.

DR. HOLMBCE: | agree, | think it's nostly
an efficacy issue, not an effectiveness issue.

Also, 1'd like to make a coupl e other points.

I think one caveat, in looking at this
data, is we don't know the reliability and validity
of this OLAtool. And that worries ne a bit. And
I woul d have liked to have seen nore information
about the tool used to score.

However, that having been said, if you
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| ook at the nunmber needed to treat, the nunmber you
need to see effect is seven to eight. So you think
when you | ook at sonme of the things we use in other
conditions--putting aside for a nonent our concerns
about teratogenicity--that's not a bad nunber to
treat. So | think it has shown sone efficacy
related to pl acebo.

M5. SHAPIRO | think Eric's last point is
conmpelling, and | will defer to the rest of you on
t hat .

DR. RINGEL: | basically agree. | think
wi thout a valid--without an instrunent that's been
val i dat ed, without knowi ng exactly how this CLA was
performed, and how reliable it is, it's very
difficult tosay if this is an effective drug.

However, listening to the people
presenting their data, and knowi ng how retinoids
work in general, | would suspect that it probably
is an effective drug.

DR. STERN: | think the data suggests, at
best, nodest effectiveness. |In this clinical

devel opnment program of 700 patients, and we saw the
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best phot ographs that--when | treat people with
narr ow band UVB, woul d nake me wonder about whet her
my lights were up to full power.

DR. GARDNER: |'Il defer to ny
der mat ol ogi st col | eagues.

DR. W LKERSON: Yes, for efficacy. And it
fills--1 think Dr. Schnmidt's point is well taken
and sonething that hasn't been tal ked a whole | ot
about is that femal e bracket--who the other
retinoids are out of the question for--this
does--and | think that's the nost compelling reason
to approve this drug is for that niche of fenales
who need a retinoid, who don't respond to any other
therapy, and want to get pregnant in the future.
Right now, that's really not a possibility with the
others on the market right now.

DR. DAY: Better than placebo; maybe better
but can't tell, given the current |evel of data.

DR LEVIN: Yes, with all of the
limtations that have been expressed by others.

DR STERN: Well, that was easy. [Laughs.]

Now to the second part:
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"I's there adequate denonstration of
efficacy for 'very severe' psoriasis?”

And perhaps, Dr. Cook, can you quickly put
up your slide that broke out--just to rem nd people
that the proportion of individuals with "very
severe" at baseline who cleared was not
significantly, but was only in the placebo group,
is my recollection

DR. COOK: Dr. Lee can put that up

DR STERN: Ch--sorry.

DR. COOK: No problem

[ Pause. ]

[Slide.]

DR. LEE: Here's the subgroup results of
treatnment success for the first study. You take a
| ook at the last row, basically break it down into
basel i ne, di sease severity.

So the highlighted part--the very
severe--there were a total, in the first study,
only five patients enrolled. And the two patients
treated with tazarotene did not achieve treatnment

Success.
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[Slide.]

This is the result for the second study.
And, again, the last row, a total of 10 patients
enrolled in this study. And four patients were
treated with tazarotene. And, again, none achieved
treatment success.

DR. STERN: Should we go around and start
with Dr. Levin?

DR LEVIN: | would not see this as an
approved i ndi cati on.

DR. DAY: And what question are you wanting
us to coment on at this time?

DR. STERN:. |s there adequate denobnstration
of efficacy for--quote-unquote--"very severe"

psoriasis. That's why | had that slide put back

up.

DR. DAY: R ght--because the indication
is--for--1 understand, but it does say "noderate
and very severe." So we're just commrenting on

"very severe."
Yes.

DR. STERN: That there is denpbnstrati on of
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efficacy for "very severe." They went 0 for 6, |
bel i eve.

DR DAY: |I'msorry. Wy don't you
consi der around this way, we'll conme back.

DR. W LKERSON: yes, the data is obvious.
But | would point out that the netric here is--if
you take sonebody with 90 percent psoriasis, and
they had to get alnost to "clear" or alnost clear,
inthe real world that rarely happens. But that
patient may very well have inproved, you know, 60
percent and still be happy with the results.

So, yes, based upon the data--but | don't
like the nmetric that we used in this particular
study. | don't think it's as flexible. Even a
PCSI has its problens.

But, as far as the data and the endpoints,
the answer is no. But in a clinical sense, it
probably did make a | ot of people a |ot better
They just didn't hit that nmagic clearing point,
which is probably unrealistic for sonmebody with
very severe psoriasis in nost cases, for any

t her apy.
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DR GARDNER: | think the answer to the
question is no, but | would have to defer to others
about the subtleties.

DR STERN:. | think the answer is no, and |
think the reason it's inportant is: if it were
| abel ed for "very severe" that would be a
relatively unique | abeling for psoriasis product,
and it mght well be that people went in with
expectations--both doctors and patients--of a | eve
of efficacy for the nobst severe cases, beyond which
i s supported by the data.

So | think it's sort of part of keeping
the prescribing playing field as |evel as one can,
interms of information that's in the insert. And
it certainly would restrict people fromusing it
when they thought, "CGee, this
person' s--"--whatever, and m ght be susceptible.

DR RINGEL: | don't think I have anything
to add. No, | don't think that it's justified by
t he dat a.

MS. SHAPIROC | agree with Dr. Stern's

coment s.
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DR. HOLMBCE: | agree with the above, and
even if it had shown some efficacy, there wouldn't
have been enough power here for me to be convinced
one way to the other, given there's only a total of
15 patients who had the "very severe" in both 048
and 049.

DR EPPS: | agree also. It would be hard
to achieve minimal to no psoriasis within 12 weeks.

DR RAIMER | agree. No further comment.
SCHM DT: No
SELLERS: No.

KNUDSON: Al so no.

KATZ: No.

3 % 3 33

FURBERG Yes.

2

HONEIN: | agree, particularly with the
power comments, for trying to assess this.

DR. STERN: Gee, if it had gone 6-for-6,
versus O-for-7, | would have taken it.

[ Laught er.]

But I'mnot a biostatistician.

Ahh--the next questions also for

di scussion, are divided into two parts. They both
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have to do with "has the safety profile for this
product been adequately assessed?" And the first
is:

"Pl ease provide discussion of the clinica
and preclinical safety data, including comrents on
bone and liver abnornalities, hyperlipidena and
teratogenicity."

And the second is:

"Pl ease discuss any potential issues
regarding long-termsafety of oral tazarotene with
repeat ed use."

And | woul d ask everyone not to reiterate
their concerns, which are on the record, but really
totry to use the time to bring out something that
they don't think either they or soneone el se has
addressed for each of these two.

DR. HONEI N: |'m concerned about the
pregnancy rate that was observed in the clinica
trials. And I'msort of not conforted by the
expl anation that they didn't do a thorough
education canpaign as part of the clinical trial,

because | don't understand that--and even three or
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four years ago, how that woul d not be warranted.

And the other issue with respect to the
sort of off-label usage, just wondering if the plan
to have nultiple dosages of this is going to nake
it easier for off-label usage, or if there's
anot her rational e.

DR FURBERG For bone, there was a trend
for fractures, which I think is nore inmportant than
bone m neral density. So, inadequate power to
eval uate that possibility that this may be real

For hyperlipidem a, we didn't have a good
di scussion on that. W didn't get good
presentati ons on how many peopl e had increases,
exceeded the treatment guideline goals.

And for teratogenicity, inconplete
ascertainment. W are missing information on known
cases.

And so, overall, | would say the safety
profile for the product is not adequately assessed.

DR. STERN: Dr. Katz.

DR KATZ: The question being "Has it been

adequat el y assessed?"--and | think it has been

file:////[Tiffanie/C/Dummy/0712DERM.TXT (340 of 388) [7/26/2004 4:42:48 PM]



filex////[Tiffanie/C/Dummy/0712DERM.TXT

adequat el y assessed, given the tine lint of 52
weeks, as well as could be.

However, the discussion of the safety data
that ny comments on bone is very worrisone.
Everything's in the same direction: decreased bone
density, patients' having synptons of
muscul oskel etal synptons, an al kal i ne
phosphat ase--all in the sanme direction

And these are the objective things. These
are not subject to double-blind , non-double-blind
things. These are the sane.

Li ver abnormalities--1 think we are
reassured. And hyperlipidem a woul d not bot her ne.
First of all, it's a controllable problem W
worry, as clinicians, about things that are not
controll able, like increasing osteoporosis that you
can't reverse. But hyperlipidema, if you get
adequate |ipid assessnment--though the one case
bothered nme. But that patient probably, in a
clinical practice, wouldn't have happened because
started with a high triglyceride and it kept going

up. And sonehow the drug was conti nued. The
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patient ended up with pancreatitis in the hospital.
I nmean, | can't inmagine that that would happen in
clinical practice. And so that wouldn't bother ne.

And the teratogenicity is obvious bother.
And we spent time discussing the limted--the risk
managenent .

As far as the second part, potential
i ssues are bone--bone, which is paranmount; and
obviously the pregnancy in patients--unlike the
Accut ane, where we're concerned about this, people
using it for 20 weeks. People could be using it
for a lot longer than 20 weeks with this.

So that woul d be of great concern.

DR. KNUDSON: I'mso glad that Dr. Katz
comes before | do.

[ Laught er.]

He said it just beautifully, and
articulated for me the things that |I've been
thinking. Yes, | agree with him

DR STERN: Dr. Sellers.

DR SELLERS: Yes. | just would reiterate

again the problemw th power. Wen we design
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efficacy trials, we don't really have the best
statistical sanple for evaluating safety.

Al so problematic is the | ength of
foll owup, and the denographics, again, because we
have nore males in the study than females. And we
wonder to what extent we're excluding popul ations
that may be at risk for some of these observed
effects that we're seeing.

So | would say that the safety profile has
not been adequately assessed.

DR. STERN: Dr. Schm dt?

DR SCHM DT: | think there's no doubt
about the teratogenicity. As far as the
hyperlipidema, | think that's been assessed.

Li ver abnormalities, to me--and |iver
chemistries--1 hate to say it, but | don't do GGTs
and sone of these other things. But |I'mnot going
to--1 feel like they have assessed that.

And the only thing that's really
troublesome to me is this bone. | don't think
that's been, you know, really assessed. And it's

unfortunate that, you know, muscul oskel etal pain,
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and then bone pain--like in renal patients--to me
is different. You know, and I wi sh we had gotten
nmore information on that to nake--but | agree,
don't think we have the nunbers for that.

DR. STERN: Dr. Rainer.

DR RAIMER Well, | think triglycerides
could be a potential problem | don't necessarily
think the drug is potentially raising the
triglycerides too nuch, but 2 percent of the
pl acebo patients had triglycerides over 500 to
start with. So | think the conpany was not
pl anning to recommendi ng any lab, but | think a
screening triglyceride to prevent people from
getting pancreatitis wouldn't be a bad idea.

And maybe considering if sonebody's on the
drug for 12 nonths, recomrendi ng DEXA scans--at
|l east for a while, to follow bone densities, unti
we're sure it's not going to be a probl em-and
nunmbers of fractures.

DR. STERN: Dr. Epps?

DR EPPS: | agree that the--1 don't

believe it's been adequately assessed. The only
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thing I would add to all the preceding coment is
regarding the hyperlipidema. And, | guess, 41
percent was the nunber that | did see at one tine.
And my concern, in young adults and, you
know - peopl e, young people who are living a | ong
time with the disease, or with the potential to
take this nmedication, really cardi ovascul ar and
|l ong-term side effects, and whether or not those
were seen. And | didn't really hear nmuch about
t hat .

DR. HOLMBCE: | agree with basically
everything's that been said previously. The only
thing I would add is that | woul d encourage the
sponsor to think about the way it's measuring sone
of its adverse events--getting back to Dr.
Furberg's point of kind of these self-report
things, without better clinical definitions of
exactly what we're looking for, such as things like
di abetes and ot her endpoi nts.

M5. SHAPI RO As a non-nedical person |'d
again defer to you on this, although what seens

poi ghant to ne, listening to you, is the |ength of
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time that this drug is potentially going to be
taken, versus the drug we dealt with last tinme.

DR RINGEL: Likewise, | agree with the
previ ous speakers. The only points that | have
that are different, first of all, has to do with
the issue of semen. | found--

DR STERN: We'll get to that.

DR. RINGEL: Ch, |I'msorry.

DR STERN: W have questions about that
| ater on.

[ Di scussion of f mke.]

DR RINCEL: | will save that.

In that case, briefly, the alkaline
phosphat ase has been el evated and, intermttently,
AST and GIT are elevated. And, to nmy nmind, it's
probably from bone, but it could be from
cholystasis, too. | think it's unlikely, given
what retinoids have done, which has usually been
hepat ocel l ul ar problens. But | think that
fractionating that alkaline phosphatase makes a
whol e I ot of sense, and sone sort of nandatory

Phase 4 study, you know, fractures--at the very
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| east--if not sone other non-direct nmeasurenents of
bone net abol i sm

DR STERN: Dr. Garner?

DR. GARDNER: Not hing to add

DR WLKERSON. Well, as usual, | do.

[ Laughter.]

Yes, | think the side effects of this drug
are manageabl e, but | think the package | abeling
shoul d i nclude recomended or suggested guideli nes.
I don't think this is a drug that should be put out
there on the market--1 nean, when we | ook at
isotretinoin and how long it took to realize that
it caused depression and sone of the other, you
know, adverse events. | nean those are one in 20,
one in 50,000-type events. W need to be vigilant
beyond spont aneous reporting.

So, | don't think patients ever get upset
about having sonme bl ood work drawn that protects
them They get upset when things happen and we
haven't been vigil ant--whet her the package | abeling
i ndi cates so or not.

So | think all these things are--we've
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been dealing with this for years, retinoid side
effects. They are easily dealt with with
appropriate nonitoring.

DR DAY: | agree with the previous
speakers. | wi sh nore had been told to us about
the possibility of an on-and-off course of
treatnent, because we don't know anythi ng about the
very, very long use of this product.

DR LEVIN. | guess | agree with the
previous coments. | just want to point out that
what's being said here really makes Question 6
extrenely inportant, about additional studies, and
woul d they be needed, prior to after approval

DR. STERN: W'll go on to one of two
questions that we've be asked to vote on. | guess
this is sort of generally the question at these
meeti ngs, which is:

"G ve the safety and efficacy infornmation,
does the committee find a favorabl e bal ance of
ri sks and benefits which woul d support approval of
this drug?”

And | think that neans "at this tine," on
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the basis of the informati on we have, since, as you
poi nted out, there's Question 6.

And 1'd like to take the opportunity to
make a comment: is that unlike the sponsor, |
believe that in deciding--one of the nice things
about being only a special government enpl oyee for
a day, is one has a greater latitude to think--as
that trite phrase is--outside the box, or outside
the box-labelings, in this case, and think about
what happens to the public health when a new
product--one's best estimate of what is likely to
happen to the public health when a product is
approved for a given indication.

And, therefore, |I think we have to think
about how responsive we thought the sponsor was in
terns of sone of us who had concerns about
of f-1abel use, and m nim zation of that, in decided
about benefits and risks froma societal
perspective, and not as if this product would
al ways be used within the indication

So that nore gl obal perspective--in the

absence of nore reassurance, either about dynamite
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efficacy for acne, or know ng about it very soon,
or an extrenely robust programto make sure it's
not used widely in people at high risk for becom ng
preghant, where there are alternative drugs that
are at |east, and perhaps nore, effective for that
indication with simlar risks makes nme vote no.

Dr. Levin?

DR. LEVIN: | would vote no, too

Abst ai n.

DR, WLKERSON: | would vote for approva
of this drug, with nonitoring, and a Phase 4.

DR. GARDNER: | guess | would answer the
question, no, but want nore di scussion about
modi fi cati on.

DR RINGEL: This is a less toxic drug
Soriatane, but the issue of teratogenicity and its
effect of society, and everything we have | earned
from Accut ane over the last 20 years is so
conmpel ling, that | would have to vote no at this
time--until that issue is settled.

MS. SHAPIRO | guess | need clarity on the

question. Is this with a risk-managenment program
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that | still don't conpletely understand--or not?

DR. STERN: Ahh--1 think this is with the
ri sk- managenent program -

Ms. SHAPIRG That's been--

DR. STERN: --that one would presune, at
the individual level, was of equal efficacy to that
we hope will soon be in place for other retinoids.

I think, in nmy deciding on that, | thought
the risk per exposed individual of unintended
exposure during pregnancy, correcting for that
person's denographics, would be the sane. And ny
concern, really, is on the benefits side, where the
teratogenic risk is, in a population sense, is in
the acne population. And I don't know if the
benefit's equal

So--and nmy concern is that it will be
| argely--or to a large proportion--used with |ess
benefit, with equal risk, which is the logic behind
ny vote.

M5. SHAPIRO But if the risk-nmanagenent
program wer e conprehensive enough, it m ght answer

some of your off-I|abel concerns.
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DR. STERN: No. If you have two drugs,
each of which has a risk your really worried
about--let's say, two drugs that have a one in a
thousand risk of instant death, and one of them
wor ks--and the risk of death is proportional to how
long you're on it, or how many courses you have;
and one requires nore courses or a |onger period of
time--

MS. SHAPI RO Mm hmm

DR. STERN:. Even for that low risk, you
woul dn't want the other drug on the market.

MB. SHAPI RO Ri ght.

DR. STERN: And that's the |ogic behind ny

vot e.
MS. SHAPIRO Ckay. Wth that, | abstain.
DR HOLMBOE: | don't feel | can answer the
question at this tinme until | know exactly what the

ri sk- managenent programis going to be, and what
addi tional studies are planned.

DR. EPPS: The question, given the safety
and efficacy information presented--nmy vote i s no.

DR. RAIMER | vote yes
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DR. SCHM DT: | vote yes

DR. SELLERS: Based on the overall public
heal th benefit and burden, | vote no.

DR KNUDSON: | vote no, because there's
too much unknown.

DR KATZ: Before nmy vote, | just want to
say that, obviously, when it conmes to efficacy, it
wor ks great--for sone people. The need is
there--we agree. And biologically, it's exciting.

But it's not very efficient. Wth the
nunbers we've seen, 17 percent--and then nunbers

were given, "patient satisfaction," 75 percent.
Let's not forget about placebo of being 50 percent.
So, with all the problens involved, and the | ow
general efficacy, nmy vote would be no.

DR FURBERG M viewis mixed. | think in
a highly selected group, with a risk-nmanagenent
program the drug may be okay. But there's a |ot
of missing information that coul d open the
i ndi cati ons nore broadly.

But |"'mwith Eric, that | think we need to

hear a little bit nore about what woul d be the
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ri sk- managenent program before | sort of finally
support approval for a very limted indication

DR. HONEI N. Based on what's been presented
so far, 1'd vote no.

DR. STERN: W need--Dr. Furberg, we need

yes, no" or "abstain."

DR. FURBERG Abst ai n.

DR. STERN: Now we get on to a three-part
question, parts of which are for discussion, and
the third part for a vote.

"All ergan has subnmitted a
risk-mnimzation--"--and, actually, I'd like to
ask the FDA, since there has been substanti al
progress and eval uati on of risk-managenent program
since the original packet, whether they wanted to
perhaps nodify this question, in terns of parts A
and B, since at least part B--it's ny understanding
that the sponsor is now going to require--proposing
a requirenent for all people to whomit's
prescribed, independent of gender or risk of being

pregnant. And there's been other evolution

So do want to change A and B at all? O
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do you want us to still address thenf

DR. BULL: Well, | think in ternms of
general principles for a risk-nanagenent plan,
think we've heard a fairly consistent nessage from
around the table that it would be--you'd like to
see a consistent programacross all the retinoids;
and that the same kinds of risk managenent--given
that there's high probability that this one is an
equi val ent teratogen to the other products that are
currently marketed--1 guess if there are any
additional comments that are consistent with any
ot her concerns that you want to be sure the agency
attends to, maybe that might be the nost useful to
us for A and B.

DR STERN:. Great. Do you want to start,
Dr. Levin?

DR. LEVIN: I--what am| voting on?

DR STERN: As | understood Dr. Bull--and
pl ease correct if |I'mwong--that there's been a
general sense, which is also ny sense--that the
conmittee--or many nenbers of the committee have

felt that a standardi zed program across teratogens
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[sic], however it best evolve, would be applicable
to this agent, as well, if approved. And | guess
the question--the comments the FDA might like are
any di sagreenent with that general principle, and
any particular advice that's come out specifically
at this nmeeting, and not revisiting the February
meeting at all.

DR. LEVIN: | would agree that, both from
the perspective of reducing burden, and the
opportunity for error, that standardization is
someti nmes a good t hing.

I woul d encourage the agency to talk to
sponsors about the appropriateness of including
i ndi cation for tracking how drugs are used, and not
just relying on marketing data.

DR DAY: Some standardi zati on woul d be
very hel pful for the reasons that Dr. Levin has
sai d.

I can't tell enough about the nmaterials in
the briefing document about the risk-nmanagenent
program For exanple, there are different

brochures for males and females. And it could just

file:////[Tiffanie/C/Dummy/0712DERM.TXT (356 of 388) [7/26/2004 4:42:48 PM]

356



filex////[Tiffanie/C/Dummy/0712DERM.TXT

357
be that mal es have less information, so some things
are left out. But we haven't discussed the other
question, about the involvenent in nales, so this
gets a little bit circular, to decide all of these
t hi ngs.

So, in general, a general programthat
woul d be appropriate for all drugs in this class
woul d be nice, but sponsors should be allowed to
conme forward with specific exceptions, given their
product--such as the half-life in the body, and so
on and so forth.

DR STERN:. Dr. WI kerson?

DR W LKERSON: Like | said before, | think
the pan-retinoid form fromthe practitioner's
standpoint, is the best way to go with this, for
I ack of confusion, and just everything else in the
market. And then--you know, it's hanmering out the
details. But to have seven or eight different
renditions of managi ng these drugs, for
practitioners is just a nightmare.

As far as the indication being on the

scrip, my only concern about that is since we do
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have to use drugs off-label nmany tines, that it not
becone a neans of an insurance conpany denyi ng
coverage for a drug that a patient needs because
it's not--quote--"the FDA indication," which is a
continual problemwth insurance conpanies, is that
they tend to cling to these indications when, in
fact, we all know we use drugs off-1|abel every day.

DR. GARDNER: | think 1'd like to pass on
this until we get to the discussion of the male

i nvol venent .

DR. STERN: Not hing to add?

DR. GARDNER: Nothing to add at this tine.
DR RINGEL: I'Il pass, as well.

M5. SHAPI RO Nothing to add

DR HOLMBCE: | would sinply reiterate what

Dr. Furberg had said earlier about some sort of
feedback |l oop in this program There's a |ot of
monitoring activities that appear to built in, but
there doesn't appear to be any feedback, particul ar
to the practitioners.

There is good evidence nowin the health

services research arena that feedback, particularly
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when it's physician-specific, can change behavi or
And | think that would be really inportant to
i ncl ude.

And 1'd also like to see nore active
i nvol venent on the part of patients. There are
al so techni ques, such as getting patients to wite
down a conmitnent to adhere to a program can al so
i ncrease conpliance rates. And | think those
shoul d be considered as well.

DR EPPS: | like the idea of some kind of
standardi zed program Currently, we have many
different panmphlets and folders and things to
di stribute and have signed.

The ot her issue--although that's adnirable
for patients to wite things down, sonetines
they' Il put down what they think you want to hear
So, | mean, that's just being realistic. And I'm
sure the sponsor would go al ong with whatever FDA
recomended.

DR. RAIMER | really don't have anything
to add. I'mstill not sure why we include nales in

a registry, but | do like the idea of having it
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st andar di zed, however we do it.

DR. SCHM DT: | agree

DR SELLERS: | agree with the previous
comments, and | also strongly urge the use of
i ndi cations within the risk-nmnagenment program
because al t hough clinicians and professionals are
generally aware that off-Iabel use occurs all the
time, in many cases patients and consuners don't
realize that the drugs they're being treated with
have never been approved for the indications in
whi ch they're being treated

And so we'd like to have that infornation
avai | abl e.

DR. KNUDSON: |'m extrenely di sappoi nted
that after the February neeting we're still hung up
on getting a standardi zed program | thought we
had deci ded that there would be.

I would like to urge the FDA to pl ease
find a way out of this patent problem There nust
be a way to solve that, and solve it fairly soon

DR KATZ: | have nothing to add.

DR. FURBERG Nothing to add
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DR HONEI N: Nothing specific to add, but
just to reiterate support for a standardize program
that woul d be easier for all elenents to follow
And | really do see a benefit of indication, and
don't know that there's a way this can be part of
the registry without insurance conpani es' having
access to it. | would think privacy concerns m ght
be able to get around some of this. But I think it
woul d be useful, both for the feedback to
provi ders, and for evaluating the prograns.

DR. STERN: thank you

Wth the Executive Secretary's perm ssion,
the next thing is for a vote. And it has to
do--it's the question of: "Are the scientific and
clinical uncertainties surrounding senen |evels of
Tazorac--the netabolite of Tazorac--a factor to be
considered in tazarotene risk ninimzation?"

And | don't know-is it possible to do 5,
4 first, because that's really the factual basis.

M5. TOPPER: You may.

DR STERN: So, why don't we do 5, which is

t he discussion basis for then voting--1 think
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So, Question 5, again, three parts, al
for discussion:

"How can FDA best address the potentia
clinical relevance of high tazarotenic acid |evels
in semen? Options mght include: A) further
delineation of the potential risks (via
consultation with teratogenicity experts,
additional preclinical studies, etcetera); B)
informng clinicians and patients of the finding
and its uncertain clinical relevance; O
recomendi ng precautions (such as the use of
condons) pending characterization of the potentia
risk."

And we're asked to "Pl ease conment on
whet her further risk assessnment shoul d be done, and
whet her any cautionary | anguage or recomendati ons
shoul d be made while additional risk assessnent is
pendi ng. "

Wio woul d |Iike to--Dr. Honein.

DR. FURBERG |'mfor A and | would like
to add "D'--additional studies. That's really what

we need. Right now we don't know the significance
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of the changes.

DR. STERN: Dr. Katz?

DR KATZ: Well, why wouldn't these
concerns be alleviated by just having a | abeling,
just like femal es can't get pregnant for one nonth,
havi ng mal es use the sane precautions for a nonth
afterwards. So, in other words, having C cover
everyt hi ng.

Is that not feasible, or am| mssing the
poi nt ?

DR. STERN: | don't know. | nean, I|--1'm
no surer about this than | think I'm hearing you
are about this.

DR. KATZ: It's got to be--half-life is
seven to 12 hours. Do we--is it appropriate to ask
if there's data on how -

DR. STERN: Dr. W I Kkin?

DR WLKIN Yes, just--a point of
expl anation on the query here.

One of the daily chall enges that we have
at FDA is taking sone evidence of a potential risk,

and then translating what we know i nto wordi ng that
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goes into labeling. And we're always trying to get
it just right. W don't want to over-warn, we
don't want to under-warn. |If there's uncertainty,
we need to convey that. And even though it's a
daily task, it always seens to be something that we
need to spend a lot of tine and a | ot of thinking
on.

And | guess that's what we're asking you
to share that piece with us.

If we end up over-warning on this part,
what we mght end up with is |abeling that said,
you know, "You absolutely nust--"--and if we don't
have ot her pieces in the |abeling, then wonmen who
otherwi se had a pregnancy that was very highly
desired, they may have this concern and have a
ternminati on based on really scary |anguage.

So | think that's--you know, we're trying
to hear fromthe advisory comittees, in this case,
you know, the direction that we should pursue here.

DR. KATZ: | appreciate that coment.
And, with that in mnd, probably, either we

shoul d--if they have the data, we should see that
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again. | knowit was very lucidly given to us by
the sponsor. But perhaps we should see that data.

I remenber sone astronomcally small--one
out of --

DR. STERN: One in 5, 000.

DR KATZ: --5,000 nunmber. But from other
t oxi col ogi ¢ studies, can that ever be significant?

So | think we would need to have nore
i nformati on before we answer that question--at
| east | would. Maybe we could see the slide again,
i f anybody el se would like to.

DR STERN: Wiy don't we see the slide that
showed the 1 in 5,000--an FDA slide

DR. BROMN: My name is Paul Brown. |[|'m
acting pharmtox supervisor in the Division of
Der mat ol ogi ¢ and Dental Drugs. And we antici pated
this question might come up, so we actually have a
backup slide that addresses sone of these issues.

[Slide.]

The slide you saw before had this
information in it, and | believe that the total

dose that could be achieved in senmen--assum ng
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wor st - case scenario--would be about 831 ng, which
about 1/5000th of a single 4.5 ng capsul e dose.

To try to put that in perspective with the
teratogenicity studies, it's about 1/6000th of the
hi ghest oral dose that was not teratogenic in
animals. So that would be a no-AL.

This last bullet just sort of goes over
some of the uncertainty about that information;
that, as Dr. Yao presented, the human nmay actually
be a nore sensitive species than sone other
ani mal s.

So, looking at other retinoids, you see a
ratio that mght reduce that 1-to0-6,000 to
somet hing el se, and just using the nunbers that are
avail abl e for the other retinoids, you mght reduce
it to some of the numbers shown there.

That's just based, again, on the
literature and information with those other
retinoids. W don't know for tazarotenic acid.

The ot her uncertainty, of course, is that
the senen woul d be delivered by the vagi nal route.

The teratogenicity studies are oral studies, so we
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don't really know whether you could get greater
exposure to the fetus fromthe vagi nal route than
through the oral route. There actually is sone
evidence in literature that that is possible; that
you can get hi gher exposure in the uterus by the
vagi nal route conpared to other routes.

So, again, the nmargin of safety might be
reduced even nore, and it's just uncertain at this
poi nt .

DR. STERN: Am | correct that the greatest
concern would be, in fact, with exposure after
i nplantation, essentially; or after fertilization
by prior intercourse, as opposed to anything to
do--sone of it mght be mtigated by some kind of a
war ni ng of using only--"1f your partner becones
preghant, then use a condom-"--as contra-logical s
that may sound.

[ Laughter.]

DR. BROM: Yes, | think there's
two--[laughs]--1 think there's two possible areas
where there could be risk; either it's exposure

initially, at conception--you know, what with the
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tazarotenic acid in the senen at that point; or
repeat exposure |later.

And there are fertility studies that
| ooked at teratogenicity when nale aninals were
treated only, and they didn't really see a
teratogenic signal at that point. So | think the
mai n focus has been exposure if there was repeated
exposure, once a fenmale's pregnant.

DR KATZ: Well, with that information, |
woul d think, until any further data comes up, then
we have to have sonme |abeling as far as the male
goes.

DR KNUDSON: Well, A B and C all seem
very reasonable to ne--plus D, as Dr. Furberg said
But | will defer to others.

DR SELLERS: It sounds |ike we have an
i nconplete risk analysis, and that further anim
studi es are necessary to understand what the dose
is at the target, and what the effect of exposure
duration may have

DR SCHMDT: | think this is a real sticky

wi cket, in the sense that one of those slides up
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there said that this was |ike 10 cc of senmen. And
I don't want to bel abor that point, but all | can
say is, "Wat a man!"--you know?

[ Laught er.]

But - - seriousl y--you know, these are such
infinitesiml anounts, and | think that B,
inform ng clinicians and patients of
findings--[laughs]--this is--and findings, and its
uncertain clinical relevance would be the thing
that | would put down.

I think that when you have 11, 000, six
times the lower the anpbunt to produce in aninmals
and this other stuff, | think this is sonething you
are--you're going to create nore probl ens.

And | know why we did this is because of
the problemw th Accutane, and sone of the
teratogenicity. But | thought that was not really
proven.

DR RAIMER | agree, at this point in tine
we seemto have no idea of whether it's a problem
or not. But just--I nmean, you'd think, |ogically,

it was in such snmall anpunts that it's probably

file:////[Tiffanie/C/Dummy/0712DERM.TXT (369 of 388) [7/26/2004 4:42:48 PM]



filex////[Tiffanie/C/Dummy/0712DERM.TXT

not, but we're not sure.

So, | kind of hate to frighten people
unnecessarily, but | think we ought to put that
it's there, and that it's one-to-one with serum
whi ch would be in the Iabeling. But as far as
speci fic recomendations, |'mnot sure we shoul d

make them when we have no idea what we're doing.

DR. EPPS: | agree--nore information is
needed. | think, in the industry information there
was sonet hi ng about a mucosal plug. Well, we don't

know whet her there's mucosal absorption. Perhaps
sonme studies could be done in that way to find out
whet her, you know, absorbed rucosally, because that

woul d be an i ssue.

And, | guess, the issue is: the continued
exposure, whether there's repeated exposure. It
may not be a one-time issue. It's an issue of

whether it's a cunulative effect, or whether it's a
one-tine effect. W just don't know. And we need
nmore i nformation

DR HOLMBCE: Just to argue for A B and D

M5. SHAPIRG It sounds |ike we need nore
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i nformation.

DR. RINGEL: One thing to take into account
is that we do recomrend pregnancy tests for wonen
who are using topical tazarotene, just as a--you
know, just as round nunmber, if sonebody applies one
m of tazarotene to their face, they've got about 1
mg topically. And if we're |ooking at senen--j ust
qui ck nunmbers here--it looks like it's about .0001
mg in the senen, which seens awfully snmall

| guess what | would do is the same thing
I doin ny office when I don't know what |'m
tal king about, | usually just tell my patients, "I
really don't know what |'mtalking about."

[ Laught er.]

And we need to put down what we know in
t he package insert, and leave it to the patient's
j udgrent .

DR STERN: | think Dr. Ringel is
absolutely correct. And going back to what Dr.
Furberg--wouldn't it be nice and conforting if we
had fol |l ow-up on those hundred-plus pregnancies

during topical adninistration, where we'd have sone
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i dea of whether there was an extraordinarily
| ow| evel effect, and that woul d be very reassuring
to us.

And perhaps, in fact--if you'll pardon the
pun--the route to go in terms of deciding whether
this exposure was, in fact, one to be concerned
about, since we know with the w despread topica
use there are going to be a fair nunmber of exposed
pregnanci es with the topical tazarotene,

DR GARDNER: | think | would vote in favor
of generating nore information about these
subj ects, and not in favor of anything that sounds
i ke nmore recomendati ons on things that we can't
moni tor or enforce.

I know you don't want to talk about the
February neeting, but it does seemthat we spent
two days trying to understand why the contraceptive
recommendati ons that were out there, in a known
arena, may be problematic; and then to add that
someone who's going to use this product for at
| east 52 weeks should al so al ways use condons seens

to me to be an exercise in futility, especially on
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as little data as we have.

So | woul d suggest that--1 think someone
said "A B and D'--whatever we decided D is--but
generating nore information, or re-analyzing data
that are there to shed |ight.

Al so, this doesn't exist in a vacuum We
will be generating data fromthe risk-mnagenent
progranms of the retinoids as we go al ong anyway,
and so this may appear as information we can use.

DR. WLKERSON: Well, mnmy concern is--|I
mean, there's--what?--an approximately a 1 percent
birth defect rate in the population? |Is that
right, Dr. Honein?

DR. HONEI N: About 3 percent.

DR W LKERSON: Ch, okay. So--2to 3. As
far as | know, no one's ever died fromwearing a
condom except maybe unl ess they had an anaphyl axi s
fromthe | atex or sonething

[ Laught er.]

So--yeah, | don't see any problemin
putting in the package | abeling, that this is

what's know, and the safe route is certainly to do
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t hat .

I guess ny other comrent on this: | didn't
see anything as far as norphol ogi es, or sperm
counts. | nean, |I'massuning, like the rest of the
retinoids, this did not have an issue as far as
reduci ng those counts, or the norphol ogic
appearance or functioning or anything of those
sperm

VO CES: [Of mike.] [Inaudible.]

DR WLKERSON: Ch, it's in the animal?
Did | miss that one sentence?

[ Laughter.]

OCkay. And it did not, right?

VO CES: [Of mke.] [Inaudible.]

DR WLKERSON: Ch, it did.

VO CES: [Of mike.] [Inaudible.]

DR. WLKERSON: It's not a big deal? Well,
if youre arat, it is.

[ Laught er.]

So, yes--with cautions.

DR DAY: A B and D

DR LEVIN. A B and D
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DR STERN. Now we have to vote on 4.C -
whi ch we've already tal ked about--formally.

So why don't we just go through. And
think everyone's expressed their opinion

Is that right? Do you need a formal vote
on that particular question?

M5. TOPPER: Yes.

DR. STERN: So this question deals with--it

has a | ot of anbiguity, given the conplexity of the

question. But people can say "yes, no" or
"abstain."

"Are the scientific and clinica
uncertainties surroundi ng--

DR. BULL: Unless there are other opinions
that the conmittee would |ike to offer--

DR. STERN: Oh, great.

DR. BULL: --we are--1 think you all have
given us, you know, very rich input on that
i ssue--unless there are further coments.

DR. WLKIN Actually, several of the

menbers nentioned "D' as one of the options. So

hope that conmes back up agai n--5.D -when you talk
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about 6; that is, what would the additional studies
be?

DR STERN: So, with being granted a buy
for good behavi or [l aughs]--or perhaps other than
good behavi or [l aughs]--we'll now go on to Question
6, which is, again, a discussion question. And
that is:

"What additional studies are needed? Are
these studi es needed before or after approval of
t he product?"

And | think "studies" can be in the
broadest sense of the word.

Wio would like to start with
recomrendat i ons?

DR LEVIN. Wat was the result of the vote
on 3? Which was approval ?

[ Pause. ]

MS. TOPPER: There were four abstentions,

three "yes" and nine "no.
DR, LEVIN. Um-as one of the "no's"
think I want to express what | really wanted to get

to was 6. | nean, the reason | voted no is because
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I think that there's a lot we don't know that we
need to know.

And so, two concerns: there's a lot we
don't know that we need to know, and the devil's in
the details of how we manage the risk of this
particul ar product.

So, | think, in general--yes, there's a
lot nore. And | think we've tal ked about all of
the m ssing pieces here. So | think the FDA has
heard--at |east as far as |'m concerned--what needs
to be done.

DR STERN: Yes.

DR. DAY: Before, one of the people on the
sponsor's side wanted to tell us about the
ri sk- managenent programand it wasn't an
appropriate tine, but we haven't heard nuch about
it. And just having the list of all the things up
there doesn't tell us.

And there are a nunber of things that
m ght be in the works for the risk-managenent plan,
to see whether--for exanple, Dr. Wl ker tal ked

several tines about the know edge test, to prove
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that the physician and the patient understand the
risks and so on. And | was wondering if there was

goi ng to be conprehension testing of the nmessages

in advance, or not.

And so there are things like this, which

they already may have in their plan and so

therefore | wouldn't suggest anything--but they
m ght not. O, they might have it in a way that
woul d be a good way to do it, or sonmething el se

m ght be needed.

So, in terns of general know edge testing,

we don't have enough information yet.

DR STERN: Dr. W/ kerson?

[ Pause. ]

I"mjust going around, since | haven't
seen a |l ot of hands, to make sure that everyone
puts in their comments about additional studies.

DR. W LKERSON:. Wel |, probably a couple

things. One, | think there is an adequate data

base to approve this drug. | think there is a need

in the market, and so | disagree.

You know, | think there are issues, as
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there are always issues. W always need nore
information. But we have to draw a |ine.

There is a critical need in the market for
aretinoid to treat certain fenale patients,
because the alternative that we have right nowis
basically a bigger risk that this drug is, in terns
of pregnancy. And | think to delay this approval,
it is going to put a lot of people out there that
need therapy in harm s way.

But, in terms of additional studies,
certainly the nmale side of it | think is the issue,
and sone of these other things.

But, yes, | think sonetines we subject
some of these drugs to more--far nmore scrutiny than
what the drugs that are already on the market have
been subjected to. And if we sat and pi cked those
apart also they would not be approved if we were
appl ying the sane criteria.

DR STERN:. Dr. Gardner?

DR. GARDNER: | agree with Dr. WI kerson.

I think that we tend to talk ourselves into a |ot

of pre-approval requirenments that may, in fact, not
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be necessary or prudent.

I would like to encourage that, as the FDA

devel ops this--there are many questions that | have

about the programthat | think are pending

di scussions on the larger retinoid thing. For

exanple, we've talked a | ot about how to make this

feasible to do, and what happens with the |ab

tests--the | ab-confirned pregnancy tests--and some

of things that we haven't heard get resol ved

I"msure that as this devel ops al ong,
working with the FDA, they will resolve them |If
we could define a list of things that probably
shoul d be done sequentially wth--or

sorry--concurrently with approving a drug, if the

dermat ol ogy community believes that it would a good

addition, | think we should focus on that and see
what needs to be done in order to suppl enment what

we al ready have as dat a.

DR. STERN: | think the study that's need

is one that--where the conpany robustly

denonstrates that they've figured out a way of

putting this drug into the market, that it will be
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used, in fact, for its |abeled indications, and not
for other indications that are nore--that have a
preval ence of very high-risk individuals for
pregnancy; and that they have--that they
demonstrate that they have a way to do it, and that
they have an ongoing study, in terns of really
showi ng that that way that they're going to bring
the drug to market will, in fact, be effective in
havi ng the drug used in the individuals for whom
the benefit-risk ratiois likely to be the best one
for a teratogen.

DR, RINGEL: One thing |I'd want to nake
sure is--that | haven't heard quite enough of--is
that this is a better drug for two-thirds of the
popul ation than is Soriatane for the indication of
psoriasis. And | think that that's pretty clear

And the problemis that it's a horrendous
drug for the other third of the popul ati on, who can
get pregnant. The one thing that needs to get
done, as far as |'m concerned, before approval, is
to solve that problem

In ternms of the other issues, | think
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peopl e are absolutely right; | mean, I'd like to
see mandatory adverse event reporting for al
medi cations, for serious adverse events. But,
unfortunately, that's not the policy of this
country.

| can't see singling out this particular
drug. | would love to see all of these things
followed up. But do I think this is worse than
other things that have conme out on the market? |
don't think so. | really am concerned about the
pregnancy i ssue.

MB. SHAPI RO | guess ny biggest concern at
the nmonent is Dr. Stern's. So | would agree that
if we can figure that out, that would relieve a |ot
of concerns.

DR. HOLMBCE: Let nme just add that if it
does get in the marketplace, to nake sure that the
out cone neasures put in place fromthe
ef fectiveness analysis are robust, and that it wll
really be approached as an observational registry
study to track a nunber of these netrics.

DR EPPS: | would be interested in npre

file:////[Tiffanie/C/Dummy/0712DERM.TXT (382 of 388) [7/26/2004 4:42:48 PM]



filex////[Tiffanie/C/Dummy/0712DERM.TXT

informati on and followup on the fractures; for
exanpl e, do people have nmultiple fractures, what
kind of trauma is associated or not associ at ed.

I would be interested in follow ng up on
some of the endocrine and other issues, whether
they be thyroid or triglycerides. Yes, they can be
treated, but if a significant nunber of people get
them whether it's triglyceride of 500 or 750--I
mean those are high. | nean, serum | ooks cloudy at
that point. And that's sonething to be foll owed.

Al so, perhaps, nore testing with the
rabbits and mice, which seened to have nore data
regarding this drug, when conpared to the other
drugs, as far as the | owest teratogenic dose.

Maybe that's a good basis for a conparison--doing
sonme trials regarding those. | guess it was in one
of the--oh--1 guess it's Dr. Yao's information
Those woul d be two aninals, perhaps, where trials
coul d be done, and naybe sone conparisons there for
teratogenicity.

DR RAIMER | think nmost of our concerns

have been expressed. | have a little bit of a
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problem that we're basically not approving a drug,
in part because we're worried it could be used for
sonething that it hasn't been presented for. |'m
not sure that was our real purpose here.

So, | do have a concern that we're doing
t hat .

DR SCHM DT: |, too, think that we should
approve this drug, but | do think that if it is
approved, that there are sone studies, like the
fractionating the al kali ne phosphatase, the
repeat ed checks on triglycerides--not just to not
have any | ab.

And then this bone thing, to follow that
out nore than one year, on |ong-term studies.

But | really think that there is a niche
that we do not have a nedication for, with sone
aspects of psoriasis, that we really do need this
medi cat i on.

DR SELLERS: 1'd like to echo Dr. Stern's
comrents, and al so nention that w thout sone of
these studies, we can't devel op an adequate

ri sk- managenent program The risk assessnent for
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vagi nal dose of the drug is critical for informng
the risk-managenment program al so patient
popul ations in which the drug is going to be
used--and that is inforned, whether we like it or
not--by the off-1abel use.

So | think that we need to |look at the
effects, in these drugs, in sone of the
sub- popul ations that weren't represented in the
data that was given to us.

DR. KNUDSEN: | have nothing to add.
think it's all been said.

DR KATZ: | agree with Dr. Rainer, that we
shoul dn't be concerned with off-1abel use. After
all, some of the drugs of choice in the past for
certain diseases were used for years off-|abel
Iike methotrexate for psoriasis, dapsone for
dermatitis hepatoforms. So that's the
responsi bility of the physician and the patient,
who's infornmed, that it's off-Iabel use

My main concern is |onger follow up for
the bony abnormalities, and the, really,

ef ficacy--the | ow percentage of efficacy here. W
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heard fromtwo patients, in whomit was very

ef ficaci ous. But how about the other 17 out of
20--statistically--where it wasn't equally

ef ficaci ous, and they woul d be goi ng through very
expensi ve treatment that al so exposes the femal e
popul ation to the obvious teratogenic effect.

DR FURBERG | abstain, because | stil
have a probl em com ng down, and interpreting the
findi ngs.

I think I would be in favor of approva
for alimted indication, if we could come up with
a strict nanagenment program-under that condition.

And if we do, 1'd like to make it
condi ti onal upon a thorough evaluation, and a re-
reviewin a about a year or two, to see whether the
managemnment program wor ked.

We have had a lot of failures along the
way. But if we can set up a new, better system
and we can show, after a year or two, that it's
working fine, then I'll be for opening the gates
nor e.

And while that is underway, | w sh we
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coul d al so get sone additional |ong-termfollow up
data on the patients we al ready have, or other ones
that you may enroll; information on--as we tal ked
about--failures; the nmetabolic effects on gl ucose,
and lipids and so on

So--but | haven't really had--1'm not
getting a sense that we have conme up with a strict
ri sk- managenment programthat woul d be satisfactory
to me.

DR. HONEIN. Well, | think, despite the
difficulties froma public health perspective, the
nmost critical additional study to be done is to do
the conparison of this drug with Accutane for acne,
so that we know which one is better, and that data
is avail able and published. And if this is as good
or better, then we could devel op a risk-mnagenent
programw th that patient population in mnd. |If
the data is published that this is not as good,
then | think off-1abel use would probably be
mnimal, and |'d have nuch | ess concern about this
bei ng approved for psoriasis.

So | think that study is the absolutely
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critical additional study that |1'd |ike the
resources to be directed to.

DR. STERN: Thank you

Dr. WIkin, have we addressed all of the
i ssues posed to the coimmittee? O are there
addi tional questions you'd |like to pose to us?

DR WLKIN: | appreciate all the
di scussion. | think you went beyond the
questions- -

[ Laught er.]

--you added additional thoughts that we
hadn't even thought to ask. And so you certainly
put an enornous anmount of effort into reading the
briefing docunments, and thinking all this through.

It will take us quite a while to go back
over the transcripts and digest all of this.

But we thank you very nuch.

DR. STERN: Thank you

The neeting is adjourned.

[ Wher eupon, at 4:23 p.m, the neeting was

adj our ned. ]
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