FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

DERMATOLOGIC AND OPHTHALMIC DRUGS
ADVISORY COMMITTEE

Thursday,
November 4, 1999

Ballroom
Hilton Hotel
620 Perry Parkway
Gaithersburg, Maryland

FRIEDMAN & ASSOCIATES, COURT REPORTERS
11923 Parklawn Drive, Suite 203
Rockville, MD 20852
(301) 881-8132




2

I N ATTENDANCE:

LYNN A. DRAKE, M D., Acting Chairmn

Prof essor and Chai rman

Depart ment of Der mat ol ogy

Uni versity of Oklahoma Health Sciences Center
619 N.E. 13th Street

Ckl ahoma City, OK 73104

TRACY RILEY, Executive Secretary

Advi sors and Consultants Staff

Center for Drug Evaluation and Research
Fi shers Buil di ng, Room 1093

5630 Fishers Lane, HFD-21

Rockville, NMD 20857

Menber s

JACQUELYN L. GOLDBERG, J.D., Consunmer Representative
Revi ew Board Admi ni strator

Clinical Trials Managenment Branch

NClI /NIH, Room 712

6130 Executive Boul evard

Bet hesda, MD 20892

ROBERT E. JORDON, M D.

J. Josey Professor of Derm & Ch
Departnment of Dermatol ogy, MSB 1.204
6431 Fannin

Houston, TX 77030

HENRY LI M M D.

Chai rman, Departmnment of Der mat ol ogy
Henry Ford Hospit al

2799 West Grand Boul evard

Detroit, M 48202

O. FRED MLLER, I1l, MD

Director, Departnent of Dernmatol ogy
Gei si nger Medi cal Center

Nort h Acadeny Avenue

Danville, PA 17822-1406

FRIEDMAN & ASSOCIATES, COURT REPORTERS
11923 Parklawn Drive, Suite 203
Rockville, MD 20852
(301) 881-8132




ROBERT S. STERN, M D.

Bet h | srael Deaconness Medi cal Center
330 Brookline Avenue

Bost on, MA 02215

FRIEDMAN & ASSOCIATES, COURT REPORTERS
11923 Parklawn Drive, Suite 203
Rockville, MD 20852
(301) 881-8132




4

I N ATTENDANCE:

Speci al Governnment Enpl oyee Consultants

ELI ZABETH A. ABEL, M D.

Stanford University School of Medicine
2500 Hospital Drive, Building 9

Mount ain View, CA 94040

SUSAN COHEN, B. S.
9814 Inglenmere Drive
Bet hesda, MD 20817

JOHN J. Di G OVANNA, M D
Der mat ol ogy Clinical Research Unit
NI H Bui |l ding 10, Room 9N228

NI AMS/ | RPH

Bet hesda, MD 20892-1820

S. JAMES KI LPATRI CK, JR., Ph.D.

Prof essor of Biostatistics, Medical College of Virginia
Virginia Comopnweal th University

1101 East Marshall Street

Sanger Hall, Room B-1-039-A

Ri chnond, VA 23298-0032

PHI LIP T. LAVIN, Ph.D.

Bost on Bi ostatistics Research Foundation
615 Concord Street

Fram ngham MA 01702

JOSEPH McGUI RE, M D.

Carol Herzog Professor of Dermatol ogy and Pediatrics
Stanford University School of Medicine

Depart ment of Der mat ol ogy

MSLS Bui | di ng, Room P-204

Stanford, CA 94305

JOEL M NDEL, M D., Ph.D

Di rector, Neuro-Ophthal nol ogy
Mount Sinai Medical Center
Annenbur g Buil di ng, 22-14

Box 1183

FRIEDMAN & ASSOCIATES, COURT REPORTERS
11923 Parklawn Drive, Suite 203
Rockville, MD 20852
(301) 881-8132




5

New Yor Kk,

NY 10029-6574

FRIEDMAN & ASSOCIATES, COURT REPORTERS
11923 Parklawn Drive, Suite 203
Rockville, MD 20852
(301) 881-8132




6
I N ATTENDANCE:

Guest Speakers

DONALD BELSI TO, M D.

Kansas University Medical Center
6516 Aber deen Road

Mssion Hills, KS 66208

W LLI AM P. JORDAN, M D.
2004 Brenp Road
Ri chnond, VA 23226

ELI ZABETH SHERERTZ, M D.

Faculty Services

Wake Forest University School of Medicine
Medi cal Center B

W nst on-Sal em NC 27157

FDA Participants

E. DENNI S BASHAW Pharm D.
Seni or Regul atory Revi ewer

DENI SE COOK, M D.
Medi cal OfFficer, Division of Dernmatol ogic
and Dental Drug Products (DDDDP)

ROBERT DelLAP, M D.
Director, Ofice of Drug Evaluation V

LI NDA GOSEY
M cr obi ol ogy Revi ewer, DSPI DP

R. SRI NI VASAN, Ph. D.
Team Leader, Biostatistics, Division of Bionetrics |11

STEVEN THOMVSON
Mat hemati cal Statistician, DOB |11

BRENDA VAUGHAN, M D.
Medi cal OFficer, DDDDP

FRIEDMAN & ASSOCIATES, COURT REPORTERS
11923 Parklawn Drive, Suite 203
Rockville, MD 20852
(301) 881-8132




SUSAN WALKER, M D.
Team Leader, DDDDP

JONATHAN W LKI N, M D.
Di rector, DDDDP

FRIEDMAN & ASSOCIATES, COURT REPORTERS
11923 Parklawn Drive, Suite 203
Rockville, MD 20852
(301) 881-8132




8

I N ATTENDANCE:

Sponsor Partici pants, Hoechst Marion Roussel

HANS- HEI NRI CH DONAUBAUER, Ph. D.
Head of General Toxicol ogy, HWR
Drug Safety (Toxicol ogy)

Kast engr und

65795 Hattershei m

ALBERTO GRI GNOLO, Ph. D.

Seni or Vice President and General Manager
PAREXEL | nt er nati onal

195 West Street

Wal t ham MA 02451

PHI LI P FLECKMAN, M D.

Associ ate Professor of Dernmatol ogy
Di vi si on of Der mat ol ogy

Uni versity of Washi ngton

Box 356524

Seattle, WA 98195-6524

ADI TYA K. GUPTA, M D.

Associ ate Professor of Dermatol ogy

Di vi si on of Dernmatol ogy, Departnent of Medicine
Uni versity of Toronto

490 Wonder |l and Road South, Suite 6

London, Ontario, Canada N6K 1L6

Rl CHARD SCHER, M D.

Pr of essor of Dernatol ogy

Depart ment of Der mat ol ogy

Clinical Pharnmacol ogy Unit

Col | ege of Physicians and Surgeons of Col unbia
Uni versity

161 Washi ngton Avenue

New York, NY 10032

FRIEDMAN & ASSOCIATES, COURT REPORTERS
11923 Parklawn Drive, Suite 203
Rockville, MD 20852
(301) 881-8132




CONTENTS

Open Session: NDA 21-022 Loprox (Ciclopirox
Nai | Lacquer) for Treatnment of Onychonycosis

Call to Order and Wl cone

Lynn A. Drake, MD., Chair

Conflict of Interest Statenent

Tracy Riley, Executive Secretary

Overvi ew of the |ssues

Jonat han Wl kin, M D.

Sponsor Presentation by Hoechst Marion Roussel

I nt roducti on

Al berto Grignol o, Ph.D.

Preclinical Data: Pharmacol ogy/ Toxicol ogy and PK

Hans- Hei nri ch Donaubauer, Ph.D.
Clinical Efficacy Data

Ri chard Scher, M D.
Clinical Safety Data

Philip Fleckman, M D.
Benefit/ Ri sk Eval uations

Aditya K. Gupta, MD.

PAGE

11

14

18

23

26

42

56

FRIEDMAN & ASSOCIATES, COURT REPORTERS
11923 Parklawn Drive, Suite 203
Rockville, MD 20852
(301) 881-8132




10

CONTENTS

FDA Presentation

Clini cal

Statistical

Consi der ati ons
Brenda Vaughan, M D.
Consi der ati ons

St even Thonson

Bi ophar maceutics

Cli ni cal

Questions for

E. Denni s Bashaw, Pharm D.
M cr obi ol ogy

Li nda Gosey, Ph.D.

the Committee

Jonat han Wl kin, M D.

Comm ttee Di scussi on

Vot e on Questions

PAGE

76, 90, 93

79, 92

96

102

106

113

153

FRIEDMAN & ASSOCIATES, COURT REPORTERS
11923 Parklawn Drive, Suite 203
Rockville, MD 20852
(301) 881-8132




11

CONTENTS

Open Session: Clinical Trials Design
| ssues for Hand Dermatitis

Call to Order and Wl cone

Lynn A. Drake, MD., Chair

Conflict of Interest Statenent

Tracy Riley, Executive Secretary

I ntroductory Renarks

Jonat han W I kin, M D.
| mportance of Hand Dermatitis Epidem ol ogy
(Preval ence) and Quality of Life Issues

Donal d Bel sito, M D.

Eval uation of the Patient with Hand Dernmatitis:

El ements of the Workup: Presentations of Hand
Dermatitis, Clinical Case Photos, and How
Subt ype of Hand Dermatitis Was Di agnosed

WIlliamP. Jordan, M D.

Current Therapy of Hand Dermatitis

Eli zabeth Sherertz, M D.

Questions for the Commttee

PAGE

172

174

176

179

210

226

FRIEDMAN & ASSOCIATES, COURT REPORTERS
11923 Parklawn Drive, Suite 203
Rockville, MD 20852
(301) 881-8132




12

Jonat han W I ki n,

Comm ttee Di scussi on

M D.

238

240

FRIEDMAN & ASSOCIATES, COURT REPORTERS
11923 Parklawn Drive, Suite 203

Rockville, MD 20852
(301) 881-8132




13
PROCEEDI NGS (8:35 a.m)

DR. DRAKE: Good norning. | would like to
call the 51st neeting of the Dermatol ogic and Ophthal m c
Drugs Advisory Commttee neeting to order. One of the
first things | would like to do is have our
di stingui shed table introduce thensel ves, but as part of
that, may | please rem nd everybody to speak directly
into the m ke. These neetings are recorded. The agency
uses the comments carefully and reviews them and so
t hey want to have an accurate transcript that reflects
the sense of the neeting.

My nane is Lynn Drake. |'m professor and
chai rman of the Departnment of Dermatol ogy at the
Uni versity of OCklahoma Health Sciences Center, and |'m a
senior |lecturer at Harvard Medical School in the
Depart ment of Dermatol ogy.

Wth that, | would like to introduce first
our executive secretary. Tracy, would you like to
start? Then we'll start down there.

MS. RILEY: Thank you. Good norning. M
name is Tracy Riley. |1'mthe executive secretary of the

Der mat ol ogi ¢ and Opht hal m ¢ Drugs Advisory Commttee.

FRIEDMAN & ASSOCIATES, COURT REPORTERS
(301) 881-8132




14

DR. KILPATRI CK: Good norning. Jim
Kilpatrick, biostatistics, Medical College of Virginia.

DR. M NDEL: Joel M ndel, Departnments of
Opht hal nol ogy and Pharmacol ogy, M. Sinai Medical
School, New YorKk.

DR. ABEL: Elizabeth Abel, clinical professor
of dermatol ogy at Stanford, and in private practice of
dermat ol ogy in Mountain View, California.

DR. JORDON: Robert Jordon, chairman of the
Depart nment of Dermatol ogy, University of Texas Medi cal
School, Houst on.

MR. THOMSON: Steve Thonson, Division of
Bi onetrics 111, FDA.

DR. SRI NI VASAN:  Dr. Srinivasan,
bi ostatistics team | eader, Division of Biometrics I1l1.

DR. VAUGHAN: Brenda Vaughan, Division of
Der mat ol ogi ¢ and Dental Drug Products, FDA

DR. WALKER: Susan Wal ker, clinical team
| eader, Division of Dernmatol ogic and Dental Drug
Pr oduct s.

DR. WLKIN:  Jonathan W kin, Director,

Di vi si on of Dernmatol ogi c and Dental Drug Products.

FRIEDMAN & ASSOCIATES, COURT REPORTERS
(301) 881-8132
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DR. DeLAP: Robert DelLap, Director, O fice of
Drug Eval uation V, FDA.

DR. DRAKE: And then | would |like to nove --
|'"mgoing to interrupt and go this way. | wanted to
i ntroduce our distinguished panelist, my predecessor,
Dr. McGuire, who chaired this conmttee just prior to
me, and then we'll go that way.

DR. MGUIRE: |'m Joe MCuire, Dermatol ogy
and Pediatrics, Stanford.

DR. LIM I'mHenry Lim chairman of
der mat ol ogy at Henry Ford Hospital, Detroit, M chigan.

MS. GOLDBERG. Jacki e Gol dberg, consuner
representative.

DR. Di Gl OVANNA: John Di G ovanna. |'m
di rector of the Division of Dermatopharnmacol ogy at Brown
Uni versity School of Medicine, and an adj unct
i nvestigator at NI H.

DR. MLLER Fred MIller, Director of
Der mat ol ogy, Ceisinger Clinic, Danville, Pennsylvani a.

DR. STERN: |'m Rob Stern. |'m professor of
der mat ol ogy at Harvard Medi cal School at the Beth Israel

Deaconess Medi cal Center.

FRIEDMAN & ASSOCIATES, COURT REPORTERS
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MS5. COHEN: |'m Susan Cohen, and I'm a
consumer menber.

DR. DRAKE: Thank you very nuch.

| will now turn this over to Ms. Riley for
our conflict of interest statenent.

MS. RILEY: Thank you. The follow ng
announcenent addresses the issue of conflict of interest
with regard to this neeting, and is nmade a part of the
record to preclude even the appearance of such at this
neeti ng.

Based on the subm tted agenda and i nformation
provi ded by the participants, the agency has determ ned
that all reported interests in firnms regul ated by the
Center for Drug Evaluation and Research present no
potential for a conflict of interest at this neeting,
with the follow ng exceptions.

Dr. Philip Lavin has been excluded from
participation in today's discussion and vote concerning
Loprox. In addition, in accordance with 18 U S. Code
208(b), a full waiver has been granted to Dr. Joel
M ndel. A copy of this waiver statenment may be obtai ned

by submitting a witten request to FDA's Freedom of

FRIEDMAN & ASSOCIATES, COURT REPORTERS
(301) 881-8132
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Information Office, located in Room 12A-30 of the
Par kl awn Bui | di ng.

We woul d also like to disclose for the record
that Dr. Lynn Drake has passed unrelated interests in
Janssen and Novartis, which should not constitute
financial interests within the nmeaning of 18 U. S. Code
208(a), but which could create the appearance of a
conflict. In addition, Dr. Robert Stern has passed
unrel ated interests in Janssen which does not constitute
financial interest within the nmeaning of 18 U S. Code
208(a), but which could create the appearance of a
conflict.

The agency has determ ned, notw thstanding
these interests, that the interest of the governnent in
their participation outweighs the concern that the
integrity of the agent's prograns and operations may be
questioned. Therefore, Drs. Drake and Stern my
participate in today's discussions with full voting
privil eges.

Further, several of our conmttee nenbers
have had interests relating to Loprox that we believe

shoul d be disclosed. FDA believes that it is inportant

FRIEDMAN & ASSOCIATES, COURT REPORTERS
(301) 881-8132
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to acknow edge these participants' involvenent so that
their participation can be objectively eval uated.

Dr. Lynn Drake's former enployer was involved
in a past study of Loprox. While Dr. Drake was |isted
as a subinvestigator on the study, she was not directly
involved. Dr. Fred MIler served as principal
i nvestigator on Loprox Protocol Nunmber 211.

In the event that the discussions involve any
ot her products or firnms not already on the agenda for
whi ch an FDA participant has a financial interest, the
participants are aware of the need to exclude thensel ves
from such involvenent, 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 involvement with any firm
whose products they may wi sh to coment upon

Thank you.

DR. DRAKE: Thank you, Ms. Riley.

" mgoing to ask Dr. Jonathan WIlkin to give
us an overview of the issues regarding this neeting.

DR. WLKIN:. Thank you, Dr. Drake.

FRIEDMAN & ASSOCIATES, COURT REPORTERS
(301) 881-8132
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Of course, crucial to the discussion today is
ultimately the recomendati on of the conmttee either
for approval or against approval of the Loprox product,
and in thinking about the risk/benefit relationship to
help the commttee to get to that decision, one can
t hi nk about what the primary efficacy variable should
be.

If we could look at the first slide, please.

The sponsor had a tel econference with the FDA
on COctober 25th, 1993. This is the heading of, I
bel i eve, the sponsor's neeting m nutes.

Next slide, please.

At the bottomof the first page, they
captured the question that they posed to the FDA: "W/ |
the FDA approve a drug which controls but does not
necessarily cure toenail onychonycosis?" And the FDA
response in 1993 was: "The FDA's defining treatnent
success for all topical and system c agents is 100
percent clearing of the nail plate, absence of clinical
signs. Conmplete cure is being defined as nycol ogi cal
cure, negative KOH and culture, and 100 percent clearing

of clinical signs nmaintained for at |east three to six

FRIEDMAN & ASSOCIATES, COURT REPORTERS
(301) 881-8132
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nont hs post-treatnent.” Then they had in parentheses,
"The division is leaning nmore toward six nonths.

Control of disease -- that is, partial inprovenent -- is
not an option."

So this was October of 1993, and those of us
who are in the division now were not in the predecessor
of our division in 1993, so it's hard for me to actually
go through the thinking of the FDA group that gave this
advice. But | do know folks that wite about what
shoul d be the efficacy endpoint for onychonycosis today,
and there are sonme fol ks who think of onychomycosis as
an infectious disease, sort of the nodel of pneunoni a,
and the goal is one conpletely eradicates the pneunoni a.

Partially treating a pneunonia is probably not a great
I dea.

So we had a very nice neeting -- next slide,
pl ease -- of the Dermatol ogic Drugs Advisory Commttee
in 1994, and the focus of that neeting, the centerpiece
of that nmeeting -- and the discussion | asted over two
days -- we discussed regul atory issues and clinical
trials for onychonycosis. W literally had nine pages

of questions that we posed to the commttee and received

FRIEDMAN & ASSOCIATES, COURT REPORTERS
(301) 881-8132
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answer s back on.
Next slide, please.
One of the recommendati ons of the comittee

was that treatnment success be nmeasured by clinical

paranmeters -- in other words, a clear nail bed -- that
normal appearance of the nail is what patients want, and
the clinical endpoint is a cleared nail. But | think it

was very hel pful for us before closing that nmeeting to
ask anot her questi on.

Next slide, please.

We asked, is a lesser indication, nanely
clinical inmprovement w thout cure, acceptable for
therapi es without any significant risk? The commttee
generally agreed. The answer to that was yes. The
| onger statenment is there should be neasures of efficacy
that are less rigid for products that are safer, and |
think it enbraced the view that onychonycosis is
infectious, it's true, but it's not an infection in the
same way that pneunpbcoccal pneunonia is, where one has
t he chance for a conplete eradication, that many of the
pati ents who have toenail onychomycosis, it's going to

be sonething that's with them on and off through life.

FRIEDMAN & ASSOCIATES, COURT REPORTERS
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It's a very difficult entity to treat.

So these are the things that the commttee
wi Il be thinking about in terns of risk/benefit today
when you nmake your recomrendation to us. 1In addition to
the recommendati on for approval or not approval, we'll
be very interested in what you'll have to tell us
regardi ng the | abeling, and we have sone specific areas
that we would like some feedback on, and I would like to
mention them now before the sponsor and the FDA give
their presentations so you can actually be thinking
about these topics while you hear the discussion.

Next slide, please.

We woul d |ike to have your input on the
evi dence for penetration of ciclopirox through the nai
to the nail bed. Renenber that this is a nail bed
di sorder. The use of systemi c treatnment for
onychomycosis, would it be appropriate to conbine this
topical therapy with that, with one of those nodalities?

The sponsor excluded several groups from studies, and
we'll list those. These include fol ks who had
i nvol venent back to the lunula, insulin-dependent

di abetics, and others. W'IIl talk about those groups.

FRIEDMAN & ASSOCIATES, COURT REPORTERS
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They provided for concomtant tinea pedis
t herapy. Over half of the patients in the active group
and in the control group received concom tant antifungal
therapy for tinea pedis at some tinme during the trial,
and there was periodic trimm ng and debri dement by the
i nvestigators, and emery boards and al cohol swabs were
issued to the patients to renove material fromthe nai
site. So these are the things that we'll be interested
in hearing fromthe commttee |ater this norning.

Thank you.

DR. DRAKE: Thank you, Dr. W/ kin.

We are now at the point of the neeting where
we have tinme allocated for the open public hearing.

May | have the lights up a little bit, do you
t hink? That woul d be hel pful right now.

| would ask if there's anybody who has a
comment that they wish to make. If so, they nust
approach the m ke, identify thenmselves and any
affiliation or financial interest or support that they
m ght have in the products under considerati on.

(No response.)

DR. DRAKE: Seei ng none and hearing none,

FRIEDMAN & ASSOCIATES, COURT REPORTERS
(301) 881-8132
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we'll nove then to the active part of the neeting. This
neeting, of course, | nmay have neglected to identify
this norning, the session is on NDA 21-022, Loprox, or
ot herwi se known as ciclopirox nail |acquer for the
treat ment of onychonycosis.

| think we'll then nove to the sponsor
presentation, which is Hoechst Marion Roussel.

We actually have a little extra tinme that we
can use either for presentation and/or discussion since
t he open public hearing was so brief. Do you suppose

that's a coment on ny chairmanshi p? W just saved 30

m nut es.

Anyway, we will nove to the sponsor, and |
believe that Alberto -- is it Granola?

DR. GRI GNOLO: Gri gnol o.

DR. DRAKE: Grignolo. Dr. Grignolo, welcone.

DR. GRI GNOLO:  Thank you very much.

Dr. Drake, nmembers of the conmttee, Ms.
Riley --

DR. DRAKE: | guess the m ke is not working?
DR. GRIGNOLO: Thank you for your patience.

Dr. Drake, nmenbers of the commttee, Ms.

FRIEDMAN & ASSOCIATES, COURT REPORTERS
(301) 881-8132
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Riley, Dr. WIkin, nenbers of the division, nmy nane is
Al berto Grignolo. | am Senior Vice President of
Wor | dwi de Regul atory Affairs at Parexel International
Corporation, a contract research organi zation. Parexel
is the agent for the sponsor, Hoechst Marion Roussel,
for NDA 21-022, ciclopirox nail |acquer 8 percent. |
will provide a very brief introduction to our
presentati on today and then turn the podium over to ny
col | eagues.

We have previously provided to the conmttee
a succinct briefing docunent for distribution to you and
to the division. The purpose of our presentation today
is to highlight the key elenments of NDA 21-022, with
enphasis on the clinical efficacy and safety of
ciclopirox nail lacquer 8 percent. A copy of our
present ati on has been provided to the executive
secretary for distribution to you.

Next sli de.

Fol | owi ng ny brief introduction, the
sponsor's presenters will address the follow ng topics:

nail penetration studies; efficacy in U S. clinical

trials; clinical safety; and benefit/risk

FRIEDMAN & ASSOCIATES, COURT REPORTERS
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consi derations. W respectfully request that nenbers of
the commttee hold substantive questions until the end
of the sponsor's presentation, although we do wel cone at
any tinme your questions seeking clarification. Thank
you.

Next sli de.

Onychonycosis is a fungal disease of the nai
nostly caused by dermat ophytes. The npbst conmon formis
di stal subungual onychomycosis. Onychomycosis is not
only a cosnetic problem but can inpair social,
prof essional, and recreational activity, and subjects
frequently experience pain, disconfort, and probl ens
with sinple daily activities, such as wal king. Even
when asynptomatic, the onychonmycotic nail constitutes a
reservoir of fungus that can cause repeated infection of
t he skin.

System c prescription therapies for
onychomycosi s have been approved by the FDA and are
marketed in the United States, but they do have certain
limtations, mainly side effects and drug interactions.

Therefore, a safe and effective topical treatnment woul d

fulfill an unnmet nedical need.

FRIEDMAN & ASSOCIATES, COURT REPORTERS
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Next slide.

To assure successful topical therapy of the
onychomycotic nail, a drug has to neet the foll ow ng
criteria, in our opinion: an antifungal agent that is
hi ghly effective agai nst onychomycosi s-causi ng strains
-- for exanple, T. rubrum T. nentagrophytes, and E.
floccosum -- a vehicle that guarantees the adhesi on of
the forrmulation to the nail, and a system which provides
a high concentration gradient and allows optiml reuse
of the drug; a drug substance that penetrates the nail
pl ate; and a fungicidal drug concentration at the site
of infection.

Next slide.

Ciclopirox nail lacquer 8 percent neets these
basic criteria, as the sponsor has denonstrated in the
NDA. It is a synthetic broad-spectrum antifungal agent
whi ch is fungicidal against T. rubrum T.
nment agr ophytes, and E. floccosum |t provides

transungual delivery through proper adherence to the

nail and rel ease of the drug. It has been shown to
penetrate human nails in vivo. It provides effective
drug concentrations at all nail |evels.

FRIEDMAN & ASSOCIATES, COURT REPORTERS
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Next slide.

The sponsor's approach to the devel opnent
program of ciclopirox nail |acquer 8 percent has focused
primarily on clinical devel opnent, since severa
ciclopirox formul ati ons are al ready approved for
marketing in the United States for the treatnent of a
nunmber of fungal infections. Specifically, the drug is
marketed in the U.S. as a creamand a lotion, and, in
addition, a gel fornulation of ciclopirox has recently
been approved by the FDA.

In addition, ciclopirox nail |acquer has been
approved and is marketed in 41 countries around the
wor | d, including nine European countries.

Next sli de.

The objective of the clinical devel opnment
program has been to denonstrate that ciclopirox nai
| acquer 8 percent is an effective and safe treatnent of
mld to noderate onychonycosis wi thout |unula
i nvol vement due to T. rubrum T. nentagrophytes, and E.
floccosum The clinical devel opnent program has
conprised a series of Phase I, Phase |1, and Phase II

clinical trials conducted in the United States. I n

FRIEDMAN & ASSOCIATES, COURT REPORTERS
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addi tion, a nunber of clinical trials have been
conducted in Europe and have provided a great deal of
safety information. The data fromthese trials wll be
presented by ny col | eagues.

Next slide.

The sponsor believes and has docunented in
the New Drug Application that ciclopirox nail |acquer 8
percent is an effective topical treatnment of
onychomycosi s conpared to vehicle when adm ni stered over
48 weeks. The results presented in the NDA show t hat
ciclopirox nail |acquer 8 percent has an excell ent
safety profile.

Ciclopirox nail lacquer 8 percent may be
sonewhat | ess effective than system c therapies of
onychomycosi s, though no direct conparative trials have
been conducted by the sponsor. But its excellent safety
profile makes it an inportant alternative to systemc
agents. This is especially true when physi ol ogi cal
state -- for exanple, advanced age -- system c di seases,
interactions with commonly used drugs, and patient
preference preclude the use of system c antifungals.

Next sli de.
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In closing, today's presenters on behal f of
t he sponsor include Dr. Hans Donaubauer, head of General
Toxi col ogy, Hoechst Marion Roussel, Frankfurt, Germany;
Dr. Richard Scher, Departnment of Dermatol ogy, Col unbia
University, New York City; Dr. Philip Fleckman, Division
of Dermatol ogy, University of Washington in Seattle; and
Dr. Aditya Gupta, Division of Dermatol ogy, University of
Toront o, Canada.

The sponsor believes that the data presented
in the NDA are consistent with the expectations of the
di vision and of this advisory commttee, as well as wth
established criteria for the approval of
antionychonycotic agents.

We thank the nenbers of the commttee for
this opportunity to present NDA 21-022. | would now
like to turn the podium over to Dr. Donaubauer for our
first presentation. Thank you.

DR. DONAUBAUER: Good norning. M nane is
Hans Donaubauer. The title of my presentation has been
changed, and it now reads: "Ciclopirox Nail Lacquer 8
Percent Nail Penetration.™

Ciclopirox is an antifungal drug which is
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al ready approved in three dermatol ogic products in the
United States.

Next slide, please.

It is a broad spectrumantimcrotic which is
fungi ci dal agai nst pat hogeni ¢ der mat ophytes, yeasts and
nol ds. For nost of the organisnms tested, including the
der mat ophyt es causi ng onychomycosis, highlighted in this
slide in yellow, the mninmuminhibitory concentration is
between 0.5 and 4 mcrogranms per mlliliter. Ciclopirox
is nmycologically effective, but is it penetrating the
nail plate?

Next slide, please.

After repeated application of ciclopirox nai
| acquer 8 percent in vivo to toenails and fingernails of
heal t hy volunteers, the nail was sectioned into four
equal |ayers, and the concentration of ciclopirox in
each of the layers was far above the efficacious
concentration. Layer 1 is the outer surface |ayer,
| ayer 4 the innernost |ayer. The application time was 7
to 45 days. Increased concentrations of ciclopirox
occurred over time, and steady state was approached

after approximtely 30 days of continuous treatnment. In
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yell ow are the concentrations in the innernost |ayer,
which is a part of the nail bed.

Next slide, please.

For fingernails, a simlar picture was
obt ai ned. Again, ciclopirox increased over tine, and
concentrations in all layers by far exceeded the m ni mum
fungi ci dal concentrations. Thus, as shown, cicl opirox
penetrates the healthy nail plate. But what about the
di seased nail ?

Next slide, please.

This was studied by the penetration of
| abel ed ciclopirox applied once to 15 nails renoved for
onychomycosis. The nail plates were sectioned into four
| ayers, and the concentrations nmeasured were 29
m crograns per gram which is approximtely seven tines
t he m ni mum fungi ci dal concentration in the innernost
| ayer. This level was achieved even though neasurenents
were made only 24 hours after a single application. As
shown in the previous slides, much higher concentrations
are reached with repeated applications. Ciclopirox
penetrates the diseased nail. |In addition, it is also

known fromin vitro studies that ciclopirox penetrates
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epi dermal keratin. Therefore, penetration can be
expected to occur through the keratin which may be built
up beneath the diseased nail

Next slide, please.

As the drug clearly penetrates normal and
di seased nails, system c exposure of ciclopirox has been
measured in clinical trials with nail |acquer 8 percent.

In Study 111, all 20 nails, plus 5 mlIlinmeters of
surroundi ng skin were treated. Only five patients were
in this study, and in only one single patient a maxi mum
| evel of 18 nanograns per mlliliter was reached in
serum The nmedian | evel was 16 nanograms per nL. In
the pivotal studies 312 and 313, serumlevels up to 25
nanograns per milliliter were found. |In nost subjects,
the |l evel was below 10, the I evel of quantification.

Next slide, please.

To summari ze, ciclopirox applied as 8 percent
nail |acquer penetrates the nail plates and
concentrations are achi eved exceedi ng m ni mrum fungi ci dal
concentrations in the nail bed. System c absorption of
the drug is m ninmum

The clinical efficacy data will now be
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presented by Dr. Scher. Thank you.

DR. SCHER: Good norning. Wat I'd like to
do this norning in 15 or 20 mnutes is to summari ze for
you the U. S. clinical data with 8 percent cicl opirox
nai | |acquer

Next, pl ease.

This is the clinical devel opnment plan, Phase

I, Phase Il, and Phase Ill, and you see here all of the
studies that were performed. | will concentrate on the
Phase |11 studies.

Do we have a pointer?

| will concentrate on the Phase Il1l studies,
whi ch you see here, Studies 312 and 313, which are the
efficacy pivotal studies, which ran a tinefrane of 48
weeks, and a safety followup period, Study 320, which
ran a period of 24 weeks.

Next, pl ease.

The objective of these studies, the two
pi votal studies, which were identical, was to | ook at
the efficacy and safety of the ciclopirox nail |acquer 8
percent for the treatnment of distal subungual

onychomycosis. This was a nmulti-center, random zed,
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doubl e-bl i nd, vehicle-controlled, parallel-group study,
and treatment consisted of ciclopirox 8 percent |acquer
or the vehicle applied daily for a period of 48 weeks to
all toenails, and affected fingernails as well.

Next, pl ease.

The observation schedule. As you see here,
visits were screening, baseline, every four weeks for 48
weeks. The eval uations included nycol ogy, KOH and
culture, done every 12 weeks; planinetry every 12 weeks;
physi ci an's gl obal assessment every 4 weeks; | aboratory
eval uations every 12 weeks; and adverse event recording
t hroughout the study.

Next, pl ease.

The main inclusion criteria you see before
you. Patients were between the ages of 18 and 70; mld
to noderate onychonycosis defined arbitrarily as 25 to
60 percent involvenent, distal subungual onychonycosis
of at | east one great toe; culture-proven disease at the
screening visit, and the baseline visit was within 28
days; a positive KOH exam nation fromthe speci nens
taken fromthe target nail and at baseline.

Next, pl ease.
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Exclusion criteria. Patients with white
superficial onychomycosis were excluded; patients with
proxi mal subungual onychonycosis, which, as you know, is
a marker often in inmunosuppressed patients,
particularly H'V infection; patients with the yell ow
spi ke. The yell ow spike, by definition, is the
extension of the fungal infection fromthe distal edge,
where it originates, further back in a proxi mal
direction and actually involves the nail matri x,
ot herwi se known as total dystrophic onychonycosis.

Lateral disease was permtted, and this is
very significant because we know that | ateral disease
nail infections are nore difficult to treat, are |less
responsive to therapy, and even sone system c agents
have difficulty clearing |ateral disease.

No system c antifungal treatnments within 24
weeks. Topical treatment for flares of tinea pedis was
permtted. No i mmunosuppressed patients or insulin-
dependent di abetic patients were permtted in the study.

Next, pl ease.

In regard to mycol ogy, a positive culture for

der mat ophytes T. rubrum T. nentagrophytes, E
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fl occosum KOH stain for fungal elenents. For
i nclusion, patients nmust have had both positive culture
at screening and a KOH stain at both screening and
basel i ne.

Next, pl ease.

The overview of the planinetric nethod. This
i ncluded the investigator nail marking, standardized
phot ography, and quantitative imge analysis of the
mar ked ar eas.

Next, pl ease.

Here you see a denonstration of what the
pl animetric method includes. |If we call this the
heal thy nail or the uninvolved nail, this would be the
af fected area, and the affected area, by definition,
means that portion of the nail where the nail plate is
still attached. If we |look at this area here, where the
nail plate is no |onger attached, the nail plate is
absent, that is referred to as the other area.
Col l ectively, these two areas represent the involved
area. This represents the uninvolved or healthy nail.

Next, pl ease.

This is the physician's gl obal assessnent,
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which is pretty standard and pretty self-explanatory in
terns of the percentages of the clinical signs, as you
see here, and this is sinply the scale usually used to
eval uate each of these areas of involvenent.

Next, pl ease.

The derived efficacy criteria included three
paranmeters, and they are, nunber one, mycol ogic cure,
whi ch means negative KOH and negative culture; treatnent
success, primary treatnment success nmeans negative KOH,
negative culture, and a planinmetry at 10 percent or |ess
of involvenent; and finally, the treatnment cure is
defi ned as negative KOH, negative culture, and a
physi ci an or investigator global assessment of a cleared
nai l .

Next, pl ease.

The primary efficacy analysis is tinme to
first occurrence of treatnent success.

Next, pl ease.

The secondary efficacy anal yses, the rates at
endpoi nt, which would be 48 weeks or | ast observati on,
or nycol ogic cure, treatnent success, treatnment cure.

Next, pl ease.
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The denographics. Three-quarters of the
patients were male. Approximtely one-quarter of the
patients were female. The nean age, as you can see, was
50. So you see that many of these patients had actually
| ongst andi ng di sease, froma mninmumof 19 to a maxi mum
of 70. The area of involvenent was very significant.
The nmean area of involvenent was close to 39 percent.

So we are dealing with significant disease, and the
duration of the disease was a nean of 11 years. So we
are again tal king about | ongstandi ng di sease, with a

m ni mum of | ess than a year, but as high as 50 years in
sone patients.

The causative organisms. As you m ght
expect, overwhelmngly T. rubrum 96 percent; T.
ment agr ophytes, 3 and 4 percent; and only one patient
with the floccosum

Next, pl ease.

The graph that you see before you here, |
show you this slide at the insistence of our
statisticians, but basically there are two points that
you may wish to take away fromthis slide. Nunber one,

there is a very significant discrepancy. Let nme say
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that this is Study 312, 313, and these are the pool ed
studies. There's a significant discrepancy between the
vehicle, which is in green, and the active ciclopirox,
which is in blue. So you see a separation between the
two. Everything that goes in this direction, from
upwards to downwards, is good, is positive. So you can
see that in terns of the active, there is a very nice
range downward in time to first occurrence, which does
not occur with the vehicle al one.

Next, pl ease.

Now | et's | ook at the graphs of sonme of the
data. These are the rates at endpoint, and here you see
the two studies presented separately, 312 and 313. |
think it's inmportant to note the differential between
vehicle and active drug. Here you see the active drug,
and the vehicle is very low. | also think it's
important fromthis slide to note that there really is a
very significant mycologic cure. W know that in
treating toenails, it's very difficult to get a
mycol ogi ¢ cure, which neans negative KOH and negative
culture. Here you see that there are significant

numbers in terms of mycologic cure, and a definite
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differential between vehicle and active drug.

Next, pl ease.

This further shows the pool ed data of 312 and
313, and again you see a very significant mycol ogic cure
rate, and a definite differential between active and
vehicle. Even when you | ook at treatnent success and
treatment cure, where the nunbers are lower, there is
still a differential between the active and the vehicle.

Next, pl ease.

This slide | think is inmportant because it
conpares two subpopul ati ons that we are | ooking at here.
It conpares those nails on your right, where there is
nore than 40 percent involvenent -- that's a | ot of nai
infection -- and it conpares that with the | ess affected

subpopul ation where there is under 40 percent
i nvol venent. You can see | think very clearly that
those patients who have over 40 percent involvenent show
a significant very definite response with the nycol ogic
cure, which again is always difficult to obtain, and a
mar ked differential between active and vehicle.

Next, pl ease.

Now | et us |look at a few cases. I'mgoing to
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present to you four patients. Two were treatnent
successes and two were treatnment cures. |'ve chosen
arbitrarily the better cases. The reason for choosing
the better cases is not to nake the drug | ook good. The
reason for choosing the better cases is to show you that
in sone patients there is very definite efficacy, and |
think this becones very clear when you | ook at this.

Here you have a baseline of a patient with
di stal subungual onychomycosis. This nail is nore than
52 percent involved, and you can see it's a very
significantly affected nail. This is at baseline.

Next, pl ease.

Here you see the patient at week 48. This
patient is negative KOH and negative culture, and the
gl obal evaluation by the investigator is excellent
i nprovenent. So this is for the treatnent success,
meani ng nycol ogically negative and 10 percent or |ess
i nvol venment on the planinmetry. But | think even if you
forget the nunmbers and you just | ook at the nail,
there's no question that there is efficacy here.

Next, pl ease.

This is a patient also with distal subungual
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onychomycosis. Look at this nail. You have marked
subungual hyperkeratosis. There is a lot of thickening
in the nail bed. You have beginning | ateral extension,
whi ch contributes to the resistance of the infection,
and you have total involvenent of about 32 percent.

Next, pl ease.

Here you see the patient at week 36,
mycol ogi cal ly negative, global evaluation of excellent
i mprovenent. But again, |ook at the nail and see the
di fference at week 36.

Next, pl ease.

This is the patient at week 48, and you see
the nail is still in excellent shape despite the fact
that there has been sonewhat of an increase in the
planimetry. But it is still nycologically negative.

Next, pl ease.

Those first two | showed you were treatnment
successes. |1'd like to now show you treatnent cures,
whi ch by definition nmeans nycol ogi cally negative, and
the investigator's assessnent is a conpletely clear
nail .

Here we have baseline invol vement of about 28
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percent. Notice again there is beginning |ateral
i nvol venent .

Next, pl ease.

Here we have at week 48. The patient is now
mycol ogi cally negative, and clinical evaluation by the
i nvestigator is clear, and | don't think there is any
question that there is marked inprovenent.

Next, pl ease.

The final case that | will show you is a very
significant case. In terns of percentage, you nay say,
well, it's 22 percent, and that's not a | ot of
i nvol venment. But | ook at the type of involvenent that
you have here. You have very prom nent |ateral disease.

This is an exanple of distal |ateral subungual
onychomycosis, one of the nore difficult types to treat,
even with system c therapy. |If you see the extension
here, here is the lunula, here is the extension, and
this is very close to total dystrophic onychonycosis, a
case where the lunula, the nail matrix, the nail growth
center is affected. So this is baseline.

Next, pl ease.

Here you see this patient after 48 weeks.
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It's very inportant to note that the |ateral extensions
are gone. So | think that this shows you a very
significant response. KOH and culture are negative.
The gl obal evaluation of the investigator is that the
nail is clear. This is, by definition, treatnment cure.

Next, pl ease.

This is 24 weeks post-treatnent, and you can
see the excellent response and appearance of the nail.

Next, pl ease.

So, to summarize for you, you've seen sone of
the data froman 8 percent ciclopirox nail |acquer
investigated in patients with mld to noderate distal
subungual onychonycosis. Efficacy was eval uated by
mycol ogy, planinmetry, and gl obal assessnent of the
target great toenail

Next, pl ease.

The efficacy parameters were confirmed by two
wel | -controlled Phase |11 studies based upon three main
criteria: mycologic cure, which was KOH and cul ture
negative; treatnment success, which was nycol ogic cure
and planinmetry at 10 percent or |less; and treatnent cure

represents mycol ogic cure plus the global assessment of
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the investigator as cleared.

Next, pl ease.

So we have a 48-week topical treatnment with
ciclopirox nail lacquer, which is definitely superior to
the vehicle, and is certainly of benefit for patients
with mld to noderate onychonycosis wi thout |unula
i nvol vement .

That conpl etes the sort of technical
statistical presentation. | would |ike nowto do a
little philosophical observations.

Next slide, please.

l"d like to speak now as a clinician, as a
clinical dermatol ogi st who sees patients on a daily
basis, lots and lots of nail patients. Many of you
m ght think that that's quite boring, and it probably is
to sone, but to ne it's very exciting. | would |ike
just to speak to you now as a practicing dernmatol ogi st,
and | would sort of speak for primary care physici ans,
t he dermat ol ogi sts, the podiatrists, and anyone who
t akes care of "cruddy | ooking" nails.

Next, pl ease.

| feel strongly that no matter how effective
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system c therapy is, there will definitely always be a
need for topical antifungals. Wiy is that?

Next, pl ease.

Because there really is nowin the U S. an
unmet need that patients should have. Oral therapy is
often contraindicated in some patients. Sonme patients
refuse oral therapy. |In addition, it is nmy perception
t hat perhaps -- and we don't have data for this yet --
per haps conbi ning topical therapy with system c therapy
will enable us to treat systemcally for shorter
duration periods. Lastly, it is also the perception of
many of us who treat lots of nmales that a topical agent
may eventually play a role in the post-therapy approach
to the evaluation of onychonycosis.

So in total, in sunmary, | would just say to
you that | think that this is an effective product, |
think there's a need for it, and both our patients and
our practicing physicians will be able to have such a
drug in the near future.

Thank you very nuch.

DR. DRAKE: Dr. Scher, | believe we have a

gquestion fromthe panel on clarification.
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DR. STERN: Could you please just describe to
me in some detail what was nentioned by Dr. WIlkin? It
was nmentioned briefly also in the materials, exactly
what went on in terns of nail care, in terns of
trimmng, in ternms of once a nonth by the investigator,
and in terms of the other things that m ght not be usual
nail care in people with onychonycosis who we treat with
oral agents, for exanple.

DR. SCHER: Well, patients were permtted to
trimthe nail and sort of superficially clean up the
nail bed. | believe that that was the extent of what
was permtted.

DR. STERN: | thought there was a once a
nonth i nvestigator trinmng, or every four -- am|
incorrect on that, reading the material s?

DR. SCHER: Dr. Fl eckman?

DR. FLECKMAN: |I'm Phil Fleckman. |'mthe
next speaker, but | also participated, as did Dick, in
the Phase Il and Il11 studies. |In the Phase Ill studies,

the patients were instructed to file their nails once a
week when they applied the lacquer. In addition, they

were seen nonthly during the blinded part, the 48-week
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part of the study. At that tinme, the investigators were
instructed to debride the nail to renove the onychol ytic
pl ate, take off as much of the plate as they could.
This was done, at least in our center, wth doubl e-
action nail clippers.

DR. STERN:. So the kind of trimmng a
podi atrist m ght do to an onycholytic nail. So it
wasn't just drug. There were sone mechanical things on

a monthly basis, for basically 12 nonths or 12 4-week

peri ods.

DR. FLECKMAN: Ri ght .

DR. STERN: Okay. Thank you.

DR. KILPATRICK: May | ask a clarifying
guestion?

DR. DRAKE: Yes, please.
DR. KILPATRICK: | may be nissing the point.
Was this not done for both vehicle and Loprox?

DR. STERN: In ternms of efficacy, but in
terms of | ooking at how an agent m ght be used in real
life, the efficacy data we have shows it's efficacy in
conjunction essentially with 12 visits to a professional

to trimyour nails, which gives you the maxi mum
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i kel i hood that this agent is going to work, not just at
home with the file or with your nail clipper, but wth
sonmeone going in once a nonth to see a professional who
is going to trimyour nails back

In terms of the validity of the differences
bet ween pl acebo and drug for this protocol, it's
absolutely correct. But in terns of what you think of,
how well this is going to work in the real world, it may
not present the nost accurate picture.

DR. DRAKE: W're drifting very closely to
di scussion. |I'd like to keep the questions focused,
pl ease, on clarification at this point.

Are there other questions for clarification?

DR. ABEL: | believe this is clarification.
It'"s in regard to nycol ogy.

DR. DRAKE: Wbhuld you pl ease speak into the
m ke?

DR. ABEL: This is in regard to the mycol ogy.
Cul tures were positive for three organisns, the
majority due to T. rubrum What percent of disease out
there, nycotic disease, is due to other organisnms, and

is this nmostly in i munosuppressed patients?
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DR. SCHER: Do you nean nonder mat ophyt es,
El i zabeth? |In the study, or in general?

DR. ABEL: In general.

DR. SCHER: Well, in general, there's
controversy about this. Let nme preface it by saying
that. There are sonme who believe that the
nonder mat ophyte is a rare pathogen in nail fungus, and
that even if you isolate a nondermatophyte, it's
probably not pathogenic. Particularly if you isolate a
nonder mat ophyt e and a dermat ophyte together, the
nonder mat ophyte is not the pathogen, it is only the
der mat ophyt e.

There are others who feel that
nonder mat ophytes, in fact, do play a role in
onychomycosis. | believe that in a small but
signi ficant percentage of cases, they do in fact play a
role. But | think it is probably safe to say that the
percent age of patients with toenail onychonmycosis where
the etiologic agent is a dermatophyte is probably in the
90 percent range. This is not the same situation with
i mmunosuppressed patients. As you know, in

i mmunosuppressed patients, everything changes and you
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get a wi de range of organisnms, and you can have al npost
any organi sm

DR. ABEL: Thank you.

DR. DRAKE: O her questions pertaining to
clarification?

(No response.)

DR. DRAKE: All right. Thank you.

DR. FLECKMAN: |I'm Phil Fleckman. 1'ma
der mat ol ogi st, an academ c dermatol ogi st at the
University of Washington. | also participated in both
the Phase Il and Phase I11 controlled clinical trials
for this product.

You' ve seen that the ciclopirox nail |acquer
penetrates both normal and di seased nails to the site of
action, where the infection is. You've seen that it is
effective for mld to noderate onychonycosis, distal
subungual onychonycosis. [|'d now like to present the
safety data, which | think will show you that it's a
very safe product.

Next slide, please.

The studies, as has been outlined briefly,

i ncl uded Phase | studies, and these are the U. S. trials,
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two Phase | studies; Phase |l studies, 211 and 212,

whi ch were parallel, identical, double-blind, placebo
studi es involving fingernail onychomycosis; two Phase
Il studies, which were again parallel, identical,
doubl e- bl i nd, placebo-controlled studies for toenai
onychomycosi s or toe onychonycosis; and then a
subsequent open-1label study for safety in which sonme of
t hese patients were enrolled. Safety data were captured
fromall of these studies.

Next slide, please.

The two Phase | studies involved a snall
phar macoki netic study and a | arger dernal safety study.

Next slide, please.

The pharmacoki netic study involved five
patients with distal subungual onychonycosis of the
fingernails. All fingernails were treated. They were
treated daily for six nonths, and | acquer was applied
not only to the nails but to the 5 mlIlinmeters of
adj acent periungual skin. That's an inportant point,
and it's true for all these studies.

Bl ood | evels were determ ned for ciclopirox

and its glucuronide nmetabolite at periodic intervals.
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The maxi num | evel determ ned, which was in one

vol unt eer, was 80 nanograns per nlL, which has a w de
safety margin fromthat seen in animals, fromthe no-
effect level in animals. This is, in fact, the nost
conservative estimate of that safety margin. So the

bl ood | evels are relatively |low and quite safe. 1In
fact, this 80 nanogram per nL val ue was a single very
hi gh val ue. The remai nder of the values were in the
range of 20 to 25 nanogranms per niL, which were also the
val ues seen in the Phase Il studies.

Next slide, please.

The dermal safety study was a standard study
determning irritation and sensitization -- that is, the
all ergic potential of the product used in a |arger
number of healthy subjects -- in which the active
product in |acquer, the vehicle al one, and petrol atum
were repeatedly applied under occlusion to these
subj ects over a period of three weeks. They were
subsequently chall enged with the same products. MIld
irritation was seen, but no evidence of allergic
sensitization was seen.

Next slide, please.
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The adverse event information is pooled from
the controll ed Phase Il and Phase IIl studies, the two
fingernail studies, which were for 24 weeks, and the two
toenail studies, which were 48 weeks. The data were
conpiled in terns of severity, in terns of relationship
to treatment, and in ternms of the tinme course of the
adverse events.

Next slide, please.

Si x hundred fifty-five patients with distal
subungual onychonmycosis were treated, approximtely an
equal nunber with the ciclopirox product or with the
vehicle. Again, approximately two-thirds of these were
mal e; 24-week exposure in the Phase Il studies for
fingernails, 48-week exposure in the Phase IIl studies
for toenails.

Next slide, please.

Of the 655 enrolled, 80 percent conpleted the
study. Those who dropped out were, for the nobst part,
peopl e who were lost to foll owup, who were
nonconpliant, or who lost interest. Six patients
wi t hdrew because of adverse events, one treated with

ciclopirox, five with vehicle. The person treated with
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ciclopirox withdrew for an unrel ated adverse event. One
of the five treated with vehicle w thdrew because of a
rel ated adverse event. This was an individual who had
bl eedi ng and tenderness around the nail folds. Again,
recall that the drug was applied not only to the nai
plates but to also 5 mllimeters of periungual tissue.
So this is a worst-case estimte of side effects.

No deat hs were encountered, nor were there
treatnment-rel ated serious adverse events in any of these
i ndi vi dual s.

Next slide, please.

As you m ght expect, because of the long-term
nature of these studies, approximately three-quarters of
t he patients had adverse events of one nature or the
other. Mst of these were not related to the drug.

Next slide, please.

This table categorizes adverse events by
frequency. These are both causal and non-causal events,
and as you can see, upper respiratory infection,
accidental injury, headache and so forth were commonly
encount er ed.

Fungal dermatitis -- that is, dernmatophytosis
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-- was seen in a large nunber of individuals, as one
m ght expect, because it's known that tinea pedis and
tinea manuum are usually seen concomtant wth
onychomycosi s.

I"d like to focus on the | ocal adverse events
that were seen in these individuals, rash and nail
di sor der.

Next slide, please.

These are possibly or probably rel ated
adverse events. Forty-one events in total were seen,
roughly twice as nmany in the ciclopirox group as in the
vehicle group. Mst of these events were mld, a few
noderate, none severe. Mst were early and transient.
Al'l resolved during the study wi thout further treatnment
-- that is, additional treatnment -- and in the process
of treating with the lacquer or with the vehicle al one.

And again, these people are putting this material on
t he periungual skin. In all the cases, you will see
that nost of these side effects are mld, they occur
early, they were transient, and they remt without
treat ment.

Next slide, please.
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Under the category of rash, all of these were
| ocal erythema. This was the nobst commpn adverse event
that was causally related. It was seen in nore
ciclopirox-treated individuals than in vehicle-treated
i ndividuals. Mst of these were mld. Two or three
were reported as noderate. Again, they were transient.

Next slide, please.

“"Nai | disorders" is a wastebasket term which
includes irritation of the nails, ingrown nails, and
shape changes in the nails, nobst of which were described
as tinting. These were seen in a few of both
ci cl opi rox- and vehicle-treated individuals, equal
nunmbers. Again, these were alnost exclusively mlId and
resol ved quickly in the process of the study.

Next slide, please.

A few application site reactions were
possibly related to the treatnment. These incl uded
tingling, burning, stinging, paraesthesias. An equal
number of ciclopirox and vehicle were seen. These were
all mld, and again resol ved quickly.

Next slide, please.

Standard clinical |aboratory neasurenents
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wer e obtai ned at baseline and throughout the study at
specified times in both ciclopirox- and vehicle-treated
i ndividuals. COccasional values were found that were
outside of the predeterm ned normal |evels. They were
seen in both ciclopirox- and vehicle-treated

i ndividuals. These showed no correlation with clinical
signs or synptonms. They remtted spontaneously, they
required no treatnent, and they were felt to be random
events.

Additionally, plasma | evels of ciclopirox
were obtained from both ciclopirox-treated and vehicle-
treated individuals. |It's recalled that a significant
number of these individuals had der mtophytosis, and
approxi mately 70 percent of the individuals in the study
were treated with ciclopirox creamfor their fungal
dermatitis. This was both in the ciclopirox and in the
vehi cl e group

Determ nations of ciclopirox |evel were made
in the plasma of these individuals over time in the
studi es. These reveal ed occasi onal detectable but |ow
| evel s of drug in both the vehicle- and cicl opirox-

treated individuals. The | evels were all | ow. | think
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t he hi ghest |evel was 25 nanograns per nmL. There seened
to be no correlation -- that is, there was no synergy
bet ween | acquer and cream So the |levels seen in

i ndividuals treated with vehicle were the same as | evels
seen in individuals with ciclopirox. Alnost all of

t hese were seen in those people treated with cream
certainly two-thirds in this group, and seven out of
eight in this group.

Next slide, please.

The adverse events were evaluated in terms of
subgroups. There were no major differences with respect
to sex, age, or race, nor was there evidence of drug-
drug interaction or drug-disease interaction.

Next slide, please.

Roughly half of the individuals treated
either with ciclopirox or with vehicle in the double-
bl i nd pl acebo-controlled toe onychonycosis study rolled
over into an open-|abel study for safety, which
continued for an additional 48 weeks. The nunber of
patients experiencing at |east one adverse event during
this 48-week period was roughly the sane as that seen in

individuals in the initial 48-week period. There was no
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difference in the nunbers of the adverse events seen in
i ndi vidual s who were treated with ciclopirox in the
doubl e- bl i nded study conpared to those treated with
vehicle in the doubl e-blinded study.

Next slide, please.

The majority of these adverse events were
again unrelated. They were accidental injury, flu,
bronchitis, and so forth. A few |ocal adverse events
were seen, as was seen in the Phase Il and Phase |11
studies. Two of these were m|d periungual erythema.
Four of these were so-called nail disorders, dysnorphia,
or ingrown nails. All of these were mld and transient
and resol ved spontaneously during the study.

Next slide, please.

In addition, data has been captured from 22
wor | dwi de non-U. S. studies involving over 6,500
i ndi viduals. The nost frequently reported adverse
events were in the body categories that are required for
t hese kinds of studies as "body as a whole" or, as one
m ght guess, "skin and appendages.”

Next slide, please.

Additionally, a worldw de database is in
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pl ace in which spontaneous reporting for adverse events
is recorded. One hundred fifty-two subjects have been
reported with 186 adverse events in this database.
These are individuals using all products containing
ciclopirox. So this is cream lotion, gel, and |l acquer.
The cream and | oti on have been avail able for roughly 25
years worl dwi de and are available, | believe, in 41
countries. The lacquer has been avail able for about
seven years now. It's estimted that approximtely 8
mllion people, conservatively, have been treated wth
the | acquer.

Ni ne serious adverse events have been
associ ated with products containing ciclopirox. Of
these nine, one serious event was associated with the
| acquer. The rest were associated with the other
ciclopirox products. This involved an individual with
par aest hesi as and pain who applied | acquer to acute
paronychi a.

Next slide, please.

So to summari ze, ciclopirox has been
avai l able worl dwide in many fornms for over 25 years.

It's been avail able as the |acquer for approxi mately
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seven years. It has |low potential for systemc

avai lability. There is mninmal evidence of systemc
toxicity. There is no evidence of drug-drug or drug-
di sease interaction.

Next slide, please.

The overall adverse event incidence in these
studies -- that is, in the controlled U S. studies --
was quite | ow, and the adverse events were simlar in
those treated with active drug as conpared to those
treated with vehicle. Those that were causally rel ated
were mld and transient, primarily | ocal erythema. They
resol ved spontaneously wi thout treatnment as the study
progressed. Therefore, one can assune that the
ciclopirox nail lacquer is safe and it's well tolerated,
and it's appropriate for use for chronic onychonycosis.

Thank you.

DR. DRAKE: Dr. Linf

DR. LIM Phil, I have a question for
clarification on the CPK level. By ny calcul ation,
about 2 percent of the patients had el evated CPK, 16 out
of the 600-sone patients, between the control as well as

the vehicle group if you put themtogether. How high is
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the CPK el evation in those patients?

DR. FLECKMAN: The CPK -- and | w |l address
this froma clinician standpoint. W have Dr. Roberts
here, who is a cardiologist, who is here to address CPK
specifically.

The CPK levels were all low The CPKs were
total CPK. If you break that down into the MB fracti on,
the MB fraction, although it was elevated in | think 14
i ndividuals, it was not significantly elevated. So the
assunption is that the increase in CPK that was seen was
non-cardi ac rel ated.

Dr. Roberts, do you want to comrent further
on that?

DR. ROBERTS: Yes. |'m Rob Roberts, the
chi ef of cardiology at Baylor College of Medicine in
Houston. The CK values, | think the four comments |
woul d make in response to your request is that they were
equal ly distributed between the vehicle and the treated
group. It was total CK, neaning that the MB/CK fraction
never exceeded 3 percent of the total, indicating that
the source of that MB/CK is not fromthe heart. O

course, it's alnopst always in skeletal nuscle.
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At no tinme did the elevations -- they were
usual Iy about 300. The upper linmt of this was about
250. It did not correlate with any dose, it didn't
correlate with any of the other adverse events, and
there were no synptons at any tine. | think the key
issue is that the MB/CK |l evels were in the normal range,
therefore indicating it's not cardiac in origin.

DR. LIM Thank you.

DR. DRAKE: Yes?

DR. KILPATRICK: A question for Dr. Fleckman.

Dr. Fleckman, you will realize fromm questions that I
don't have the wealth of clinical background that ny
col | eagues have, so sonme of these questions will revea
my i gnorance.

In terms of the adverse effects based on
wor | dwi de data, were you conparing like with like?
Somewhere | read or | have the inpression that Loprox is
a nore concentrated form of this substance, 2 percent to
8 percent?

DR. FLECKMAN: That's correct. The worl dw de
data are gathered fromall ciclopirox-containing

materials, both cream gel, and lotion and | acquer. The
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| acquer contains nore ciclopirox. It's nore
concentrated than those other products, but the |acquer
has been avail able worl dw de for over seven years now,
and at least 8 mlIlion people have been treated with it.
So those data do reflect that population to sone

ext ent.

| don't think it's fair to conpare the
wor | dwi de data to the data fromthe controlled trials.
The controlled trials, as you know, are designed to
col |l ect adverse events. So if you wal k under a | adder
and a can of paint falls on your head, and you happen to
be in the ciclopirox study, it's an adverse event.

DR. KILPATRICK: That is the next question I
wish to turn to. |'mstruck by the preval ence of
adverse effects in both the treated and untreated groups
-- that is, the vehicle and Loprox group. Now here
cones the dunb question. |Is the vehicle inert? 1Is it
known to be inert? 1|s there any possible causal
rel ati onship between the vehicle and sonme of these
adverse effects? O, as you said, is it sinply a |ong-
term-- people have spontaneous adverse effects

irrespective of what's going on?
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DR. FLECKMAN: | believe it's the latter,
al though 1'Il defer to Dr. Donaubauer. He's the expert.
l"'msorry -- Dr. Bohn.

DR. DRAKE: Jim |I'mgoing to let himgo
ahead and answer the question. That's kind of
di scussi on, but do go ahead and answer the question for
t he noment, please.

| s he here?

There's a m crophone right there, sir.

DR. BOHN: The question regarding the
pl acebo, | think it is containing alcohol and ester and
a filmform ng agent, and | cannot imagine that there
are these reactions caused by pl acebo.

DR. LEVY: If | mght just add to this
conversation. |'m Sharon Levy with Derm k Laboratories.
The agents that Dr. Bohn has nentioned are comonly
occurring in many cosnetic products. They are
considered inert in terns of these applications and
generally regarded as safe.

DR. DRAKE: Thank you.

DR. KILPATRICK: This really leads to the

question, do dermatol ogi sts here know that | adies
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painting their toenails have sone adverse effect? 1Is
there a need for a controlled trial between the vehicle
and some other inert substance? Because |I'm struck by
the three out of four vehicle-treated subjects who had
sone adverse effect, and that's all |I'mresponding to.

DR. FLECKMAN: | think the three out of four
adverse effects only reflect the fact that this was a
48- week study, and having done these studies, if you
take an aspirin, it is an adverse event. Anything that
is different from baseline, by definition, has to be
captured and recorded as an adverse event. So it is a
maj or bug-a-boo concerning these studies. Obviously,
the requirements for this are to try to elicit any
possi bl e adverse effect, but the ingredients are in nai
polish, and the incidence of adverse events |I think is
not different fromthat which nmost investigators incur
in such |long-term studies.

DR. DRAKE: Okay. |I'Il rem nd the panel once
again, please, we'll have tinme for discussion and
general questions, but this is clarification questions
only.

DR. Kl LPATRI CK: Yes, madam
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DR. DRAKE: Thank you.

Any other clarification questions?

(No response.)

DR. DRAKE: All right.

DR. GUPTA: Good norning, Dr. Drake, | adies
and gentlemen, Dr. WIlkin. As you heard, | am Aditya
Gupta. |'mout of the University of Toronto.

Next, pl ease.

The | ast several presentations we have heard
on the effectiveness of ciclopirox nail |acquer and its
safety. We should keep in mnd that in the U S. at the
noment, there is no approved topical antifungal agent
for the treatnment of onychonycosis. |[If this drug does
get approved, the lacquer, it will provide a treatnent
alternative to those that are currently out there.

Next, pl ease.

Ciclopirox nail lacquer targets infected
nails directly. You paint the drug onto the nail. It
penetrates through the nail plate to the nail bed. It

is fungicidal, and it has a | ow system c
bi oavail ability, which nakes for a very safe drug.

Next, pl ease.
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You heard in the earlier presentations about
the efficacy of this drug. This drug was significantly
nore effective than placebo for the treatnent of
der mat ophyte toenail onychomycosis.

Next, pl ease.

As one of the panel nenbers alluded to, you
al so heard about dermatophytes. The study that was
presented to you earlier did not speak of
nonder mat ophytes, but we know that there is a certain
percent age of individuals who will have
nonder mat ophytes, and indeed, this drug, in studies
conduct ed el sewhere, outside the studies you just heard
about, has been shown to be effective for certain
nonder mat ophyt e nol ds.

This is of practical inportance to us,
because as dermatol ogi sts, as fam |y physicians and
internists, those of us who treat onychonycosis, we
realize that in the U S. many of us are not doing
keragen cultures. W're also finding it's difficult to
get culture results back in a tinmely manner. So,
unfortunately, a | ot of physicians out there are

treating on spec. It is inportant, therefore, to have a
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broad spectrum antifungal agent.

Next, pl ease.

This drug is not nmetabolized to the
cytochronme P450 system There have been no identified
drug interactions and no contrary indicated drugs. This
is inmportant. Wth oral agents, drug interactions are
general ly predictable and manageable. But we realize
that in real life, patients are on several drugs,
especially as they get older. They often go from
physi cian to physician, specialist to specialist, and
one hand does not often know what the other hand is
doi ng. They often go to several pharmacists.
Therefore, it is inportant to know that there are no
identified drug interactions.

Next, pl ease.

As we heard, the ciclopirox nail |acquer is
well tolerated. The adverse events are |ocalized and
cut aneous and transient. There are no identified
system c toxicities attributable to this drug, and
there's no need for lab nmonitoring. On a practical
| evel, that is very inportant. It reduces the hassle

factor for the patient, and for the physicians, who
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don't have to go looking for lab work. It's nice to
know that there's no requirenent for |ab nonitoring.

Next, pl ease.

As has been alluded to, there is considerable
wor | dwi de experience with this conmpound, 41 countries in
all, and nine in Europe. The safety profile el sewhere
is consistent with that in the U S.

Next, pl ease.

So, in summary, | think the ciclopirox nai
| acquer provides significant benefits to patients with
di stal and | ateral subungual onychonycosis. You heard
in an earlier presentation about its effectiveness in
der mat ophyte toenail onychonycosis, and | al so provided
you with sonme evidence about its effectiveness in
nonder mat ophyte. It has a high safety margin. It's
convenient. There's no requirenment for [ab nonitoring
and no drug interactions.

| think this is a treatnment choice for
patients with onychonycosis and, if approved, wll
fulfill an unmet medical need, a void that is currently
present, with no topical agent for onychonycosis in the

U.S., unlike, say, in Europe and el sewhere in the world.
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Finally, | think this drug has a high
benefit-to-risk ratio. Were would | use it, on a very
personal basis, as a physician with a keen interest in
nails and fungus? |'ve |ooked at these clinical slides,
and many patients have been cured, and you saw sone
exanmpl es that in substantial patients there has been
I mprovenent. So you would use it as first-line therapy.

Al so, the patients who failed oral antifungal
therapy, that's just the nature of the disease. They
may fail one drug, the second drug, or both drugs.

The patients who are not candi dates for oral
antifungal therapy, and there may be patients who refuse
to take oral antifungal therapy.

So | think there's a whol e popul ati on of
peopl e who woul d benefit froma good topical antifunga
agent that is safe.

Again, just to kind of go further, | think we
der mat ol ogi sts, we like to kind of take things one step
further, and perhaps there is a place for conbination
t herapy. This has been alluded to. And also perhaps it
woul d be of help to prevent reinfection or rel apse,

because we know t hat despite what treatnent we may use,
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a fair number of patients tend to get the di sease back
in a year, in two years, and so on.

Thank you.

DR. DRAKE: Thank you.

Now | woul d ask for any additional questions
fromthe panel for the sponsors, and I'll allowa little
nore | atitude now since the presentation is conplete.

Yes, Dr. Di G ovanna?

DR. Di G OVANNA: | have a question that |
believe is a clarification question, but |I'm not
certain. It's for Dr. Gupta, and it has to do with
efficacy. | did read all the materials we were given

and | saw that there were studies done in the U S., and
there's a | arge worl dw de experience. Mst of the
wor | dwi de experience information that was given to us
had to do with safety, and the question that | have is
that with the U S. information, we have very specific
criteria and information about efficacy, but there was
really nothing nentioned about the efficacy in the
| ar ger popul ation of 6, 000-plus individuals.

| wonder if the European or worl dw de

experience with efficacy with the lacquer is simlar or
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if there are sonme differences.

DR. DRAKE: Wbul d sonebody pl ease -- okay.

DR. LEVY: Sharon Levy again. We did not
show the data fromthe non-U S. experience because, as
you m ght guess, there were differences in nethodol ogy.
A nunber of the studies were open-label. There were
control |l ed studies, including vehicle-controlled as well
as positively controlled studies.

| woul d say on bal ance a nunber of the
out come neasures that we nornmally | ook at may appear a
bit higher in the European studies in ternms of the
actual numbers, but | would be a bit loathe to try to
conpare themto the U S. experience where we had a very
ri gorous standard in these trials. W included a rather
new met hodol ogy, the photographic planinetry, and |
think that has a great inpact on how one interprets the
dat a.

DR. DRAKE: Dr. Lin®

DR. LIM A question of clarification. |
believe | read in the material that you treated not only
toenails but also fingernails -- is that correct? -- in

your study, or just toe? |I'mtalking about Studies 311
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and 312.

DR. LEVY: The fingernails and infected nails
were included in the study. | would say that it was a
relatively small nunmber of patients and nails.

DR. LIM Was there any difference between
the two groups, understandi ng that the nunber is small
on the fingernails?

DR. LEVY: Right. Because the nunber was so
smal |, and because that was not the prime focus of these
studi es, there were no planinmetry measurenents nade,
and, in fact, a different physician global rating. That
data is not available in a format that we could show
you.

DR. DRAKE: O her questions? Joel?

DR. M NDEL: Just a comment. These patients
must be a little different than eye patients, because if

you gave an eye patient a nedication for 40 weeks that

was a placebo and it didn't produce any result, | don't
think you'd continue it for 48 weeks. [|'m wondering how
conpliance -- there's no statenent about how conpliance

was nonitored in these two groups, the treatnment and the

control
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DR. LEVY: That's always a tough question, |
think, in clinical trials. 1In these studies, as Dr.
Scher nmentioned, the patients did return on a nonthly
basis for visits, at which point they were queried as to
their conpliance with the product, and their deviations
fromthe scheduled treatnment were included if nore than
three applications were mssed in a 4-week period.
Additionally, there was a reconciling of the returned
medi cation fromall patients in the study, both active
and vehicle.

DR. DRAKE: Dr. Stern?

DR. STERN: | think you're right, 80 percent
conpliance for a 48-week trial is alot. One of the
issues is were these patients paid, and how nuch, for
return, because that is one thing that sonetines -- and
I think it also addresses the issue of how great could
the norbidity in these patients -- we've heard enphasis
on how nmuch norbidity is associated with these
condi tions, which is the case in sone cases. But in
t hese patients, how nuch nore norbidity could there be
if they waited 48 weeks for potential inprovenent? So

if you could address those issues.
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DR. FLECKMAN: Yes, the patients were paid.
In addition, | can speak to our studies. | think there
were two things unique about it. One is that there's a
subset of people who really do want to help, and they've
had this problemfor as long as five decades, and they
really would |like some sort of an answer, and they're
really very notivat ed.

The other is that I know Terry Kellings, the
woman that ran our study for us, was an incredible
cheerl eader. She had birthday cakes. This was a soci al
affair once a nmonth where these people got together. So
they really got into the spirit of the thing.

But you're right, the adverse effects were
not that severe. No one really was afraid that they
were being hurt. There was no evidence that that was
t he case. They were conpensated, and they really just
were into it.

DR. STERN:. So am | interpreting you
correctly that what one would expect in the clinical
use, one mght well expect a higher proportion of
dropouts before --

DR. DRAKE: Rob, would you pl ease speak into
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the mke? |'msorry.

DR. STERN. [|I'msorry. So if |I'm hearing you
correctly, the 80 percent foll owthrough here is in a
situation of cheerleading, econom c conpensation, and we
have an agent where no one can guess whether it's
working in themfor at least six nmonths. So if we're
| ooking at a popul ation treated, we m ght expect a
substantially higher dropout rate than the general
popul ati on before there's efficacy than we would in a
trial where there's econoni c conpensati on and
cheer| eadi ng.

DR. FLECKMAN: | think that's the case,
al though there are two other factors. One is that the
people in real life are paying for this, and so that's
sone incentive. The other is that this is not unusual
to this product. Anyone who has onychonycosis -- for
example, if you treat themw th terconazol e or
terbi nafine systemcally, you treat them for three
nont hs, but they're not going to see nmuch response for a
| ong tine.

DR. DRAKE: Dr. Gupta?

DR. GUPTA: Can | just add to that? | think
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for those of us who treat onychonycosis, it's inportant
to note that a | ot of patients do want to be treated.
|"ve certainly spoken to a lot of ny patients about the
possibility of a | onger duration therapy, and they seem
to be willing to put up with it. | think if you can
counsel the patient about possible expectations and the
fact that they nmay not see significant inprovenent for
about six nmonths or so, as long as they understand that
and they understand what's going to cone to them
they'll be willing to put up with it.

DR. DRAKE: Dr. WIKkin?

DR. WLKIN: | think there's one additional
factor that hasn't been nentioned, and it's a little
different fromthe usual therapeutic setting where a
clinician is treating a patient. Usually when the
physi ci an hands the prescription to the patient, they

don't say, "This m ght work for you." They say, "This

will work for you, this is something | think is going to
be very helpful,” or it will be phrased sonething al ong
that Iine.

This is a blinded study where the

participants realized going into the study that they had
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a chance of getting sonmething that wasn't active at all.
So | think there's that conponent that needs to be

wei ghed i n.

DR. DRAKE: Yes, Dr. Linf

DR. LIM A question for the group.
Specifically in terns of a cost/benefit analysis, | read
in the folder that this treatment is as effective as
systemc, and | heard fromDr. Scher that there are
potentially other indications for this that are in
conbi nation with system ¢ nmedication or as post-systemc
treat ment managenent of the nail in these patients. |
wonder i f anybody coul d answer about the cost/benefit
anal ysis of this treatnent.

DR. DRAKE: Sonebody fromthe sponsor? Then

|"mgoing to allow two nore questions after this, and

then we' Il break, and then we'll allow the FDA
presentation. There will still be time for coments and
guesti ons.

| saw two hands |'I1l recogni ze before break

after this answer.
DR. LEVY: Regarding cost/benefit, | would

just stress what | think the presenters nentioned
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previously. These studies were all controlled trials
versus vehicle. There were no direct conparisons to

ot her therapies, including oral system c treatnents,

whi ch have their own track record. | think it would be
I nappropriate for us to directly conpare them

In terms of cost, again, | think that's a
question for future availability of the product on the
market. But | think that many of the panelists are
aware that many of the therapy alternatives right now,
oral system cs do have a considerable price tag, which |
think does inpact their use and choice by patients.

DR. DRAKE: | saw Dr. MIller, and then Dr.
Di G ovanna.

Dr. Mller, please.

DR. MLLER: | have a couple of questions for
the group. On followup to Dr. Di G ovanna's question
the techni ques m ght have been different. |Is there
literature in those countries where the product has been
used for several years in followup? Wat has been the
efficacy in no recurrences, et cetera?

My ot her questions are the mycol ogy dat a.

Mycol ogic cure is significantly higher than either the
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success or the cure percentages. Wuld you specul ate on
t hat, why m ght that be?

Finally, we saw the data for penetration of
the nail plate, and then assuming that it would get into
the keratin, but those studies have not been done. Was
there any plan to do it? Has anything been | ooked at in
the nail bed as far as concentration of the drug is
concerned?

DR. DRAKE: Dr. Scher?

DR. SCHER: 1'll answer Dr. Mller's mddle
question. Forty-eight weeks is not enough tinme for
growth of a toenail. A toenail takes a m nimum of one
year to one and a half years to grow out conpletely. In
addition, it has to do with the age of the patients.

The ol der the patients, the nore slowmy the nail growth.

So if you can achieve a nycologic cure in 48
weeks, which neans that there are no live fungi there,
that is extrenely significant, and the appearance of the
nai | beconmes secondary at that point because the
rational e would be that as the nail continues to grow,
if the fungi are dead, and a negative culture would

suggest that they are, if there is no reinfection at a
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later tinme, that nail will be clinically normal. So the
mycol ogic cure is extrenely inportant at that point in
time.

DR. DRAKE: Thank you.

Sonebody el se fromthe sponsor to answer the
ot her two parts of that question?

DR. LEVY: Again, |I'mnot sure that | can
shed nmore light on the first question about efficacy
wi t hout the nunbers at hand.

To the | ast question about penetration, if we
could just show again | think Slide 12 in the primary
presentation from Dr. Donaubauer. In his presentation
he did review with the group here our experience with
penetration in vivo in toenails, and as you'll see from
the slide -- is this the correct slide? -- this is from
a |l ong-term study where the | acquer was applied over a
45-day period to toenails of healthy volunteers, and
t hen sanples fromthese toenails were obtained | ooking
at the outer |ayer, layer 1, and the inner |ayer, which
i ncludes a portion of the nail bed.

You can see fromthis that, first of all, one

starts to achieve a steady state |evel at around 30

FRIEDMAN & ASSOCIATES, COURT REPORTERS
(301) 881-8132




85

days, and all of these levels, |levels of ciclopirox, al
| ayers of the nail, including that innernost |ayer that
i ncludes sonme of the nail bed, are far in excess of the
maxi mum i nhi bitory and the maxi mum fungi ci dal
concentration for the organisns that were | ooked at.

DR. DRAKE: Thank you.

Dr. MIler, are you okay?

DR. MLLER: Yes, but it actually did not
| ook at the nail bed. W're assumng that it went nore
deeply.

DR. DRAKE: | believe in the presentation
that they said that the yellow bar did penetrate into
the nail bed. That included nail bed data, and that was
in the original presentation, as | recall.

Dr. Di G ovanna?

DR. Di G OVANNA: As | struggle with the
meani ng of these different categories and the efficacies
t hat have been reported, the mycol ogical cure and
treatment success, there are a couple of issues that |
don't know if the nail experts m ght be able to clarify
for me in sone way.

Basically, two. The first one is that |

FRIEDMAN & ASSOCIATES, COURT REPORTERS
(301) 881-8132




86
think infectious diseases are sort of odd diseases. The
presence of an organi sm doesn't equate with clinical
di sease. We see this commonly in dermatol ogy. |If
soneone is infected with staph and develops folliculitis
and maybe keragen, other nmenbers of the famly who have
it, it doesn't represent disease. |If a child devel ops
tinea capitis, there may be other nenbers, siblings,
t hat have positive cultures but don't have the disease.
So thinking about that suggests to ne that,
for exanple, the pool ed data of 30-sone-odd percent
mycol ogi ¢ cure m ght actually be an underrepresentation
of the actual efficacy of the drug. When one | ooks at
the treatnment success of 10 or 12 percent, which seens
very low, | also wonder if that m ght also not represent
a gross underesti mate, because those of us that see
sonewhat a fair nunmber of nail disorders, certainly not
to the extent that Dr. Scher does, but abnormal skin,
abnormal nails, abnormal skin-nail units for various
anatom cal disruptions tend to be nore likely to becone
i nfected, and once one clears that infection, the
anatom cal abnormality may remain for a persistent

period of tine, or forever.
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So | wonder if these neasurenent techniques
of planimetry have built into them a necessity for | ower
efficacy. Those people who have abnormal nails because
of anatom cal abnormality may be nmore likely to devel op
fungal infections, and then when you get a nycol ogic
cure, you may have sonme of that residual which you will
measure with your planinetry. What | would like to get
a better sense of fromthose people who have done these
studi es and are experts is are these efficacy neasures
underesti mates, and are there other nail abnormalities
that are neasured in this, and is there sonme way to get
a sense as to what m ght happen in the real world with
treatment?

DR. DRAKE: Dr. Scher?

DR. SCHER: Yes, | totally agree with Dr.
Di G ovanna. In ny view, the efficacy is underesti mated.

But we have here a very stringent study, and it was

designed to be very stringent and very accurate, so that
we could present as careful data as possible. But if
one goes by perception, you're absolutely correct.
There is nail dystrophy where there is no | onger nai

infection. So nmy sense would be in agreement with you
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that the efficacy here is probably nmuch better than, in
fact, the data show.

DR. DRAKE: And | said no nore questions, but
|"mgoing to yield to our previous chair. He does have
a question.

DR. MGUIRE: It's a very short question. |Is
the apparent nycologic cure in any way related to the
Loprox that's carried over in the specinmen for culture?

Have you rul ed out any influence of residual Loprox in
t he speci nen?

DR. SCHER: That's a tough question, Joe.

woul d expect tough questions fromyou. |'mnot sure
that we can answer that. |[|'mnot sure that we can
answer that. Perhaps one of the others can. | think

that is a conceivable possibility, but do one of the
scientists want to address that question?

DR. NOACK: Hello. Good norning. M nane is
Her bert Noack. |'m project bionmetrician fromHW in
Frankfurt. We have prepared back-up slides for this
guestion. Because a very high proportion is using
concom tant Loprox cream the question arises could it

be excluded that there isn't an effect on onychomycosi s?
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Ciclopirox is deactivated by gl ucuronidation
i mmedi ately after absorption, and you al so can see, due
to PK rate reasons, that the Cmax is very small. So
think this will not have any inpact on onychonycosis.

DR. DRAKE: Dr. Scher?

DR. SCHER: | don't think that was your
question, Joe.

DR. SHUSTER: | wonder if | can answer the
question. Sam Shuster, Enmeritus Professor, dernmatology,
Newcast | e.

Where it's not possible directly, it is
extrenmely unlikely to be due to |l eaching after the
chem cal. The evidence for that is if there was
| eaching out, it would occur immediately on the culture;
whereas the evidence is that there is a tinme course of
i nhi bition which occurs gradually, long after the nail
is saturated with drug. So if it's |eaching out, there
woul d be imrediate inhibition. That's not the
situation. There's a progressive increase in
inhibition. 1In other words, it's not |eaching out.

DR. STERN: Can | address Joe's issue? |

think there are two issues, the one you raised, and the
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other is | believe these were cultures fromthe distal
nail, and certainly if you | ook at something that's
being applied 5 mllinmeters beyond the edge of the nai
and you | ook at sonething that's going to soak into that
debris, there's nore |ikelihood of nycol ogic cure
distally than there is, perhaps, proximally. They
didn't do, as far as |I know, any drillings into the nai
and culture the still-affected nails further back.
Perhaps they did in a | arge nunber of patients.

DR. DRAKE: Dr. Scher?

DR. SCHER: Anot her point, Joe. Your
gquestion really addresses the culture but woul d not
really address the KOH. Even if we assune that there is
sone residual there, it mght give a fal se-negative
culture but certainly would not give a fal se-negative
KOH. So that's just a point that | think you have to
take into account.

DR. FLECKMAN: Also, you're partially
correct, Dr. Stern. The nail plates were debrided back
bef ore the subungual debris beneath the onychol ytic
pl ate was cultured, and the |acquer was renoved before

t hat . So if there was contam nation, it would have been
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drug that had penetrated through the nail plate into
that material. So it wouldn't have been from the nai
plate or material fromthe outside edge. But again, as
Sam poi nted out, the culture showed progressive increase
in negative cultures over the first three nonths, not an
abrupt increase as soon as the drug was applied. So
it's unlikely that that's a | each out.

DR. DRAKE: All right. This discussion is

interesting and | don't want to termnate it. It can
continue later, but | do believe that people are ready
for a break. To be delicate, | think people need a

break right at this nmonent.

(Laughter.)

DR. DRAKE: Although | saved tinme early on,
we've now | ost some of that time. My | suggest we
reconvene in 10 m nutes, please, so that we do not get
too far behind. Thank you.

(Recess.)

DR. DRAKE: If | could ask the panel nenbers
to please take their seats and to have the guests please
be seated, because |I'mreconvening the neeting

ef fectively now.
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| realize the break was slow, particularly
for the |l adies who had to stand in line so | ong, because

we spent nost of our time standing in line, and thanks

to the courtesy of sone other ladies, |'mhere to
actually help preside instead of still standing in |ine.
But we will press on.

| want to, at this point in time, nove to the
FDA presentations, and |I'lI|l ask the sponsor to please --
I hope you and all your experts will please remin,
because during the discussion |'mcertain that other
questions will arise.

But | et us nove now to the FDA presentations.

Brenda Vaughan, | believe, is going to start this

portion of the program

DR. VAUGHAN: Good norning. |'m Brenda
Vaughan, nedical reviewer fromthe Division of
Der mat ol ogi ¢ and Dental Drug Products. This norning
we're presenting to you NDA 21-022, Ciclopirox Topical
Solution 8 Percent. [It's being presented for your
di scussi on and recomendati ons.

The proposed indication is for ciclopirox

topical solution 8 percent in the treatnment of mld to
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noder at e onychomycosi s without |unula involvenent of the
fingernails and toenails due to T. rubrum T.
ment agr ophytes, and E. floccosum

The denonstration of outconmes for treatnment
of onychonycosis can be schematically represented by
three regressing subsets. These subsets can be vi ewed
as a target, with a center and two outer |ayers. Each
| ayer fromthe center outward enconpasses the innernost
| ayer. In the center of the subset would be the
conpletely clear nail with negative nycol ogy, KOH, and
culture. Mwving out fromthe center is the al nost clear
nail, with equal to or less than 10 percent involvenment,
wi th negative mycol ogy. The outernpst subset is the
negati ve mycol ogy al one.

There are no standard terns for efficacy
endpoi nts of the progressing subsets. Term nol ogy
varies from sponsor to sponsor, and term nol ogy al so
vari es between the sponsor and the Division. As the
tabl e di splays, the regressi ng subsets, however, are the
sane; the termi nology differs. Tern nology should not
i mply a val ue judgnent.

Results from Studies 312 and 313 were
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subm tted in support of safety and efficacy of
ciclopirox topical solution 8 percent. The study
designs were identical. They were nulticenter,

randoni zed, double-blind, vehicle-controlled, parallel-
group studies, stratified by center and percent

i nvol venent. The objective was to conpare the safety
and efficacy of ciclopirox topical solution 8 percent
with vehicle in the treatnment of mld to noderate
onychomycosi s.

The study design. Eligible subjects with 20
to 65 percent involvenment of at | east one great toenai
at baseline were random zed to either study treatnment.
Medi cation was applied daily for 48 weeks. Clinical
assessnents were nmade every four weeks. Mcol ogical
assessnment, gl obal assessnment, and photographic
pl ani mretry were taken every three nonths.

In this study, patients with clinically clear
and nmycol ogically negative target toenails at the 48-
week treatnent period entered a post-treatnent follow
up; or patients with clinically clear and nycol ogically
negative target toenails at any time prior to the 48-

week treatnent period could also enter a post-treatnment
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foll ow-up. Subjects or patients without clinically
clear target nails at 48 weeks were invited to enroll in
Study 320, a safety extension study.

Patient instructions included that al
toenails were to be treated; only infected fingernails
were to be treated; applications were to be applied
daily over the previous coat, to be renoved every seven
days with al cohol; the patients were provided with enery
boards, instructed to file away | oose material and to
trimthe nail as required.

The investigator instructions included
removal of remaining material with acetone; the target
nail was to be trinmmed at |east to the distal groove at
all visits; and the target nail was also trimed to
renmove unattached, infected nail

The investigators also were pernmtted to use
their own preferred nethod to clip the nail. They were
permtted to file off excessive horny material fromthe
remai ning nail surface prior to retreatnment and
application.

The age, race, and gender were simlar

bet ween treatnent arms and between the two studi es.
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Steve Thonson, statistical reviewer, wll
address statistical issues.

MR. THOMSON: Thank you, Dr. Vaughan.

My nane, again, is Steve Thonson. | was the
statistical reviewer for this product.

Next slide, please.

Usually at the FDA, we evaluate drugs at a
particular time point. Usually for this type of
product, this would be at sone point after conpletion of
t he study, or perhaps in sone wi ndow of tinme after the
conpletion of the study. Then we evaluate the efficacy
at that particular time point conpared across with the
vehicle. This would seemto be particularly inportant
with this type of product, where there may be sone | ong-
| asting effect due to remants of the ciclopirox and the
material that was taken for culture, these sorts of
t hi ngs.

This isn't any different than the sponsor's
anal ysis. The sponsor is testing things over tinme. W
believe that these things should be tested at a
particular time point. One of the assunptions of the

sponsor's analysis would be that the censoring

FRIEDMAN & ASSOCIATES, COURT REPORTERS
(301) 881-8132




97

distribution -- that is, the distribution where the

subject is lost -- is independent of the event
distribution -- that is, whether it's success or clear
or alnmost clear, or anything like this. | think we're

not so sangui ne that those are necessarily independent
when you have 90 percent or nore of the cases being
censored. So we would prefer to evaluate this at a
fixed tinme point.

Next slide, please.

To | ook at this again, referring to the
regressi ng subsets, there are four variables that |I want
to start off with. One is the percent area from
planinmetry. It's a continuous neasure. It's nice. W
can have sonme nice pictures of it, and it would be the
nost general, broad one, theoretically. Then we can
enter a variable of nycol ogi cal cure, which has been
poi nted out that these things are sonetines neasured in
error, and so may be a little bit nore m sl eadi ng.

Then we cone into a variable which would be
al nrost cl ear, which was defined at our recommendati on as
an area | ess than or equal to 10 percent, plus a

mycol ogi cal cure. And then finally a conplete cure of
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the nail. That's the investigator evaluation of clear
pl us mycol ogi cal cure.

Now, theoretically, these were supposed to be
regressi ng subsets of the last three of them at | east.

That is, everybody who was a clear was an al nost clear,
and so forth. Later on, the fact that that did not
happen caused sone questions at the FDA, and Dr. Vaughan
will address sone of that shortly.

Next slide.

Just to start tal king about the planinmetry
measures, this is not stuff that | pulled out of an old
hai r brush or anyt hing.

(Laughter.)

MR. THOMSON: These are the individual
profiles of responses, the planinmetric responses in the
two different treatnment groups. First off, | guess the
thing to notice is that there is a lot of variation in
responses. Sonme people are getting worse, sone people
are getting better. These people down here are the
peopl e who entered the post-treatnent phase, and they're
getting better. There's also a |lot of very jagged going

up and down in sone of these subjects, and sone of these
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are quite extrene. This may be neasuring a variation in
the planinetric nmethod, or it may be neasuring the
course of disease. |'mnot sure.

But, nonetheless, it is interesting to
observe that there is a |ot of variation here. Again,
the point | guess I'"'mtrying to nake with these is that
in both ciclopirox and the vehicle, that sonme people are
getting better, sone people are getting worse.

Next slide, please.

This is sonmething that m ght help indicate a
little bit nore the overall trends. These are LOWESS
lines, which is sort of a snooth nean. The knots are
the vehicle group, the crosses are the Loprox group.
This is to give an illustration of the variation about
t he responses. But anyway, the ciclopirox tends to go
like this, and the vehicle tends to go |ike that.

That's all in the 312 study.

Anot her way to get a picture of this would be
to see how subjects are goi ng above and bel ow certain
limts and the way they behave.

Next slide.

These are just, then, in those people from
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pl ani retry, what percent ever went bel ow 10 percent,

what percent went above 65 percent. Sixty percent was
the adm ssion to the study. So patients who go above 65
percent are presunably getting worse. Now, this is if

t hey ever went below 10 percent or if they ever go above
65 percent. So it gives you sone idea, again, that a
number of patients are getting worse by that neasure of
getting worse, and sonme patients are getting better, a
number of patients are getting better

Agai n, these are just tests for honpgeneity
across the proportions of the treatnent groups.

Next sli de.

The last slide here is sort of a simlar
thing. We're now conparing at the end of the study;
that is, those who were bel ow 10 percent, those between
10 percent and 65 percent, and those at 65 percent.

That is the | ast measurenent that | have of their

pl animetry. Here again, we decided to test honpgeneity
across here, only using a Fisher exact test because of
the | ow percentage there, and this would be the
differences in the col ums.

We have summary results for the 313 study.
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Next slide, Frank.

Agai n, anot her one of the hair plots or
spaghetti plots. Again, the sane sort of thing, and
it's curious whether all this jaggedness is due to the
pl ani metry nmeasurenents or to natural course of the
di sease. The sanme sort of information, though, |ots of
variation, many people getting worse, many people
getting better. It's hard to say. So we'll take a | ook
at the sanme sort of proportions again.

Frank, next slide.

Oh, excuse ne. | wanted to go over the
LOWESS |ines and conpare them That gives sort of an
overall trend. Again, you'll notice in both of these
that the ciclopirox LOAESS |line is |lower at the endpoint
than the vehicle. | haven't provided a test of any
di fferences yet or anything |ike that.

Next slide, Frank.

This is the nunber of subjects who at any
time ever went below 10 percent, and the nunber of
subj ects at any tinme who ever went above 65 percent in
the two different studies. So this study actually seens

to have a little bit nmore vari ati on when neasured t hat
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way than the previous study.

Next sli de.

This is the sane sort of thing at the end of
study, where again we have significant difference.
Again, there's sonme indication that conparing these
numbers may or may not be sone indication.

Next slide, Frank.

To provide sone tests of differences of these
at the various tinme points, these are from an anal ysis
of variance of these, and here we have the nean
conparisons. So now the question is, is the 5 or 6
percent here and the 7 or 8 percent here -- this is
close to statistical significance, and it's debateabl e
at this point. W are just barely at statistical
significance for this difference right down there. And,
of course, quite significant here. So this is at 48
weeks in our nmeasurenent. The LOCF at 48 weeks is all
observations up to and term nating at 48 weeks.

I f you | ook at sone of the sponsor's tables
and our tables, they do tend to differ a little bit due
to some definitional differences.

Next slide, Frank.
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In the follow ng tables, | want to analyze
sone of the discrete variables. In particular here now,
the significance that |I'm providing you is from Fi sher
exact tests. These are exact tests and they are
di screte, and that nmeans there is some limtation on
exactly reaching a 5 percent |level. Another statistic
that is useful is sonmething | just found out about
recently, and that's sonething called the nunber needed
to treat. In particular, it's an estimte of the nunber
of patients that you would have to treat for 48 weeks or
So to get one success response. However, the success
response is divided into individual tables.

There are, again, sone differences between
what the sponsor defines and what we define. For
exanmpl e, our week 48 is within 14 days of week 48. The
sponsor's week 48 is within 28 days of week 48. That's
how t hey define week 48. Those are all rational
deci sions, but it does need to make some difference in
the way things are counted at sone particular tines.

The sponsor in at |east one case did a
carryover for -- if somebody had part of a m ssing val ue

for one thing and they had to carry over froma previous
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val ue to nake the conposite neasure, we woul d not do
that. We normally have not done that in any of our
studies. But it does make sense to do it. So any
di fference between the sponsor's nunbers and ours are
just due to mnor, quite rational, and really
interpretable differences in definition.

Next slide.

Getting to the regressing subset idea that
Dr. Vaughan was tal king about, first I want to talk
about the nycological cure. This is again at week 48,
our week 48, not necessarily the sponsor's, and the
yel | ow week 48, all subjects up to and including the
week 48 endpoint. 1In all the studies, of course, there
are statistically significant differences. The nunber
needed to treat down here again is an estimte of the
number of patients that you would have to treat to
achi eve that |evel of success in your practice, treat
for one year.

This is primarily, | suppose, background
i nformation.

Next slide.

This and the next slide |I would say are the
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two key slides in ny presentation, because this is where

one is defining an al nost clear response -- that is, a
mycol ogi cal cure -- and a 10 percent or |ess planinetry
measure. We'll take a | ook at the differences here.

Actual ly, this has passed through several tinmes and |I'm
afraid there is a slight error. That should be a 7, and
this should be a 0.035, but that's the difference

bet ween the way we're doing the conputation and the
sponsor. We agree here on these. They dropped two

subj ects fromthis group, and we dropped two subjects
in, but basically the total nunmbers agree.

Overall, | think the results, the sponsor and
we woul d agree on these particul ar values. Nunber
needed to treat -- again, they are statistically
significant differences.

Next sl i de.

Here we have for the clear response, this is
sort of our gold standard. This would be the one that
we would |ike to achieve if we could, and I think the
sponsor and we woul d agree that while they achieved that
fairly handily in the 313 study, statistical

significance there, they don't achieve it in the 312
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study. But there are still maybe, perhaps, sone signs.
Then here, these are maybe rel evant, |ooking at the
numbers in needed to treat. You get 90 out of the
efficacy of treatnent.

Thi nki ng about these led to sonme questions
about mycol ogical cure. In particular, we were
concerned, because we expected these all to be
regressi ng subsets, there was sonme concern about why we
have cases that were, or the sponsor had cases that were
al nost clear in their categorization and were not
counted as clears. | think that's what Dr. Vaughan
woul d |ike to address.

Thank you.

DR. DRAKE: Dr. Di G ovanna?

DR. Di Gl OVANNA: One question?

DR. DRAKE: Yes.

DR. Di G OVANNA: In reading through all the
materials in here, | still haven't found a definition.
What is "LOCF"?

MR. THOMSON: Last observation carried
forward.

DR. Di Gl OVANNA: Thank you.
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DR. DRAKE: Yes?

DR. KILPATRICK: Steve, | want to conpliment
you as a fellow statistician for your presentation. |
have one comment and one question.

Readi ng some of the material handed us this
norning, it appears there was an earlier review of this
sponsor's proposal, at which tine it was recomended
that they do an analysis of tinme to response. |
conpletely agree with you that | would put nore width on
the incidence at a given point in time, but in defense
of the Cox proportional hazard nodel, | think that was
inmplicit in what was recomrended at an earlier tinme.

MR. THOMSON: Actually, I"mnot sure. | was
at one of those neetings, and | recomrended at that tinme
a Cochran-Mantel - Haenszel test at a certain time point.

We have that in some of our docunentation. However,
the problemw th the Cochran-Mntel - Haenszel test for

t hese sorts of situations is that when you have zero
responses in both categories, it's dropped out. So here
we have sone of these response neasures, but out of

ei ght or nine centers, six of them had no responses in

ei ther group. So basically, then, the test is based on
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the other three centers. So that's why we went to a
Fi sher exact test instead of that.

DR. KILPATRICK: |'m not questioning your
analysis. I'mjust trying to indicate that there nay be
sone justification for what the sponsors did.

MR. THOMSON: Yes.

DR. KILPATRICK: Can you again tell us what a
regressive subset is? | mean, |'ve got regression fixed
in my mnd. It's not the sanme as regression, no?

MR. THOMSON: It's a term nology that | guess
we are using for increased -- think of this as the
target where this is the nost restrictive subset, and
then layers inclusive of that. So these are nested
sets, if you want to look at it in that term nol ogy,
where the smallest set is included in the next set, and
included in the next set, and so forth on up.

DR. KI LPATRI CK: Thank you.

DR. DRAKE: Dr. Stern.

DR. STERN: | had a question about nunber
needed to treat. |In your analysis of nunber needed to
treat, you're assum ng dropouts at the rate in these

clinical studies and not in practice?
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MR. THOMSON: Yes.

DR. STERN: So if there's a higher dropout
rate for a drug that had no predictability of efficacy
at six nonths, as your data show, the nunber needed to
treat per nail cleared of initially treated patients
woul d go up in proportion to that higher dropout rate.
Is that correct?

MR. THOMSON: Definitely true, yes.

DR. DRAKE: Thank you.

DR. VAUGHAN: Efficacy endpoints. The
sponsor was successful in denonstrating al nost clear at
week 48, LOCF, for ciclopirox topical solution 8 percent
in both Studies 312 and 313. As originally hoped for,
t he sponsor was not successful in denonstrating efficacy
for conmplete cure in Study 312. However, the sponsor
was successful in denonstrating conplete cure at week
48, LOCF, in Study 313. However, the nunber of
successes was small .

The sponsor defined gl obal assessnent of
cl eared as 100 percent cl earance of clinical signs of
di sease, corroborated by absence of investigator

mar ki ngs on phot ogr aphs.
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During review of the NDA, there were
interesting features noted of the data that was
presented, in that there were inconsistencies in the
sponsor's regressi ng subsets that we have referred to,
and the planimetric values of the cleared subset. The
sponsor's subsets do not regress as ours do. In other
words, patients who are in the conplete cleared group
woul d al so be included within the al nost cl eared group.
Subj ects with the gl obal assessnent of cleared had non-
zero planinmetric val ues.

For exanple, at 48 weeks the planinetric
val ues for the category of cleared ranged from 7 percent
to 11.8 percent for the cleared groups. These
i nconsi stenci es pronpted eval uative photographs to
el ucidate the positive planinmetry in the cleared
patients. |t becane apparent that some patients with a
gl obal of cleared my have had a nail that we consi dered
to appear clear with positive planinmetry with non-
pl ani metric values, and also that did not appear as
cl ear as we thought that they nmay have been.

" mgoing to show you four photographs. Al

of the photographs that are being shown, | will have to
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say, showed substantial inprovenent over baseli ne.
These phot ographs are only being presented to you to
really demonstrate that cleared is not as clear-cut and
obj ective as one might think. Cleared is subjective,
and it's difficult sometinmes to assess cleared. One
i nvestigator may think a photograph is clear and soneone
el se may think it's not.

These were at 48 weeks. They were in the
cleared group. This is one patient from Study 312.
This is with the distal groove marked wi t hout
addi tional, other than the notch shown.

Next .

This again is a patient from Study 313 at
week 48 that was considered cleared.

Next .

Agai n, anot her patient from Study 313 that
was call ed cl eared.

Next .

This shows the difficulty in assessing
cleared froma photograph. It's just subjective and
it's difficult to assess.

MR. THOMSON: | have only a couple of slides
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to discuss, sort of alnmst what we would |ike to have as
our platinumstandard if the other cleared is called a
gol d standard.

DR. DRAKE: Could you put the m ke closer to

you?

MR. THOMSON: Oh, sure.

DR. DRAKE: Thank you.

MR. THOMSON: This is a post-treatnment
response. It's just to give the successes post-

treatment for the people who entered into the cleared
group. Unfortunately, the way the study was designed,
not all the subjects who entered post-treatnent, and
mai ntai ning the blind and everything -- well, these
particul ar subjects were maintaining a true post-
treatment study with these particular subjects who had
the clear nail. This sort of success was just whether
they remained clear at the 12-week foll ow up, which by
my measure turns out to be a 16-week or an 8-week
foll ow-up or sonething like that, and success at the 24-
week could al so be a 20-week

So this conpares the foll ow-up successes for

this small group of people who were clear in the 312
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study and entered the post-treatnent period.

Next slide, Frank.

This indicates simlar information fromthe
ot her one. The solid lines there are nmerely an artifact
of the processing of the data. These were all
ciclopirox subjects. There were no vehicle subjects in
this particular study who went into the post-treatnment
period. So this says if they were remaining clear. |If
they were not clear at 12-week foll owup, they were
failure, a 24-week failure and this sort of thing. So
this person remmined clear, and these two subjects

remai ned cl ear. The ot her ones were failures or no

dat a.

DR. VAUGHAN: Safety assessnent data was
derived fromseven U. S. clinical trials. Included in
t hose were pharnmacoki netic studies, which will be

addressed by Dr. Bashaw, and sensitization and
irritation potential study. Also, pooled safety data
for the 22 non-U. S. studies.
Local safety was derived fromthree sources.
Local skin assessnments from Studies 211 and 212, which

were with this product in the treatnment of fingernails.
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However, this study was for 24 weeks duration. Al so,
data were presented fromtreatnment adverse events for
the Studies 312 and 313, and probably causally rel ated
to the test material. However, we prefer just all
adverse events reported, regardless of causality. But
we al so have that data in the skin and appendages table
we submtted, irrespective of relationship to the study
drug. This was included in your package.

Next .

Results fromthe topical safety study, the
irritation and sensitization study, reveal s that
ciclopirox topical solution and vehicle appear to be
mldly irritating. Based on the results of this study,
ciclopirox topical solution 8 percent does not appear to
be frequently sensitizing.

Clinical |aboratory analysis was obtained
from Phase I1/111 studies, and there were 327 subjects
treated with ciclopirox and 328 subjects treated with
vehicle. No clinically significant differences in the
| aborat ory eval uati ons between the active and the
vehi cl e groups were noted.

An overvi ew of pharmacoki netics from
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ciclopirox topical solution will be presented by Dr.
Bashaw.

DR. Kl LPATRI CK: Madam Chai r ?

DR. DRAKE: Yes, please.

DR. KILPATRICK: | would like to ask Steve
Thonson what again NA nmeans in effect, non-avail able or
undefined. Can you give a little bit further with that?

MR. THOMSON: Prinmarily not avail able or the
variables -- there's a conposite of variables that go
into the clear definition. |In particular, there's an
i nvestigator global of zero, a nycol ogical evaluation of
clear. |If one of the mycol ogy variabl es was not
avai |l abl e and everything el se was positive, then that
was not considered a success. It had to be all the
vari abl es there to nmake a success.

DR. KILPATRICK: Is this an inplicit
criticismof the quality of the data set?

MR. THOMSON: No, not particularly. There
are timng considerations for these things. No.

DR. KI LPATRI CK:  Ckay.

DR. DRAKE: | think you can proceed. | see

no nmore hands rai sed.
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DR. BASHAW Can | have the first slide,
pl ease?

"' mgoing to be presenting today an overview
of the pharmacoki netics of ciclopirox from Loprox 8
percent nail lacquer. This talk very nuch goes hand in
hand with the previ ous presentati on made by Dr.
Donaubauer of the sponsor. |[|'d point out that you have
in your package the copy of the PK review witten by Dr.
Sue-Chi h Lee. She could not be here because of a famly
energency, and |, as team | eader, am here to nake her
presentation. So please bear with me fromtinme to tine.

It may be a little rough trying to adapt her talk to
me.

Again, we're going to present just an
overview today. You have the review. |I'mreally not
going to get into any nunbers or any specific details.
The sponsor has done a job with that this norning. Wat
we are going to talk about, though, is sonme of the
shortcom ngs of sone of the trials and how sonme of the
data need to be |looked at a little bit nmore critically
than | think has been up to this point.

Can we have the first overhead, please?
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Basically, this is what the clinical database
consists of from a pharnacoki netic standpoint. There
were sone additional studies that primarily consist of
two najor features; that is, in vitro work and in vivo
work. The in vitro work involved using cadaver nails in
two studies, also using onychomycotic toenails that were
avul sed and | ooked at for drug penetration. W have the
af orementi oned Studies 312 and 313, which have been
di scussed by a nunber of speakers already today.

| would point out that you'll find there are
some mnor differences between the presentations you'l
see today and what you have in your package. We
realized |last night there were sone typographical
errors. We fixed those, but there nay be sonme m nor
di fferences. Just bear with us on those.

Again, we can go to the next overhead.

We can garnish the in vitro studies. W do
believe that they do denonstrate that there is diffusion
of ciclopirox into the nail plate. W do have sone
guestions and some concerns about the appropriateness of
the data fromthese studi es because we think that when

you | ook at the nethod of application and renoval of
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ciclopirox in the in vitro studies, they differ from
what was going to be used clinically, what the clinical
regimen will be. There was nuch nore use in terns of
application of alcohol to the nails when they were
applying the drug versus what's going on clinically, and
the effect of al cohol on enhancing the penetration

t hroughout the nail bed in the in vitro studies could
play a factor to nake it look a little bit deeper than
it really is.

We al so think that the method of measuring
penetration by dividing the nail into quarters and then
| ooking at the different ampbunts per quarter is very
m sl eadi ng, because certainly onychonycotic nails differ
in thickness frompatient to patient, and this was not
accounted for. They just divided everything into
quarters, and whether or not one nail was thicker than
anot her, 25 percent for one nail mght be nmuch larger in
another nail. So there are sone differences in how they
got these nunbers. We think it's an inaccurate way of
| ooking at it.

Al so, the relevance of the diffusion

apparatus itself to the clinical setting, both for
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toenails and fingernails, was, in the case of toenails,
under occl usi on sonewhat, wearing shoes and everything;
the fingernails are continually getting banged around
during the day, flaking off pieces of the nail. Really,
the appropriateness of the in vitro nethodology to
| ooki ng at penetration is sonewhat questionable, and we
think that the results fromthe in vitro set, which the
sponsor did not spend rmuch time on this nmorning but is
part of their application, needs to be | ooked at with a
little bit of skepticism

It is interesting data, and it does
denonstrate diffusion of drug in the nail plate, but
there are sone caveats to what you can do with that
i nformation.

Can we go to the next one, please?

Wth regard to the in vivo studies, they are
somewhat better, and we do think it does show sone
val uabl e data. Unfortunately, what we did see froma
system c standpoint -- and there are two issues we're
| ooki ng at here pharmacokinetically that are really
raised up today with regard to the application. One is,

is there penetration of drug through the nail plate to
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the nail bed? Also, are there system c |evels produced
by topical application of the nail |acquer?

What the in vivo studies basically showed is
t hat you can have | ow but detectable urine and plasm
| evel s of ciclopirox after clinical application. This
primarily conmes fromresults one sees in Study 111,
Study 312 and 313. However, when you | ook again at the
nail penetration studies that were done, they were
measuri ng penetration of the drug neasured fromthe
di stal end of the nail, taken from clippings, and this
was al so a place of application where the patients were
instructed to apply it not only to the dorsal side of
the nail but also, if possible, to the ventral side of
the nail.

So when we're | ooking at those penetration
slides that were shown earlier, those quarter percents,
where they show the bottom | ayer having a | arge anount
of drug in it, how nmuch of that is due to ventral
application, applying it to the bottom side of the nail,
i's unknown.

Al so, what we'd really like to know, which

one of the panel nenbers asked today, is throughout the
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nail itself, there is going to be varying degr

di sease fromthe distal into the proximl end.

no assessnment of anything beyond the proximal
| evel s.

terns of nail There were no specific

concentrations taken, and whet her or

di stribution of ciclopirox throughout the nail

unknown. All of our data regarding the diffus
penetration of drug into the nail plate cones
proxi mal end of the nail itself, not from anyt
further back.

Can we have the | ast one, please?
Il n summary,
presented by the sponsor does denobnstrate that
ci cl opi rox does penetrate both healthy and dis
to sonme degree, and this is primarily dependen
fitness of the nail, and also nmethod of applic
Met hod of application here, if you apply it ev
and then renpve it every three days with al coh
al cohol is probably going to have sonme effect
penetration of drug, versus applying it every

then renmoving it with al cohol once a week. Th

al cohol certainly should have an inpact on the

ees of

There is

end in

nail bed

not we have uniform

is really
i on and
fromthe

hi ng taken

t he pharmacoki neti c package

eased nai
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ery day
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penetration.

VWhet her or not there is uniformdistribution
of ciclopirox fromthe proximl to distal end of the
nail plate is unknown. Again, to reenphasize, all the
data that we have in vivo in patients was taking nai
clippings fromthe end of the nail -- nothing further
back, nothing |ooking at the entire distribution
t hroughout the nail plate.

There is specifically no information
avai |l abl e regarding | evels of persistence of ciclopirox
in the nail bed itself. There has been, | know, sone
allusion to the fact that a layer 4 is going to be the
| owest | ayer of the nail. Therefore, it's going to have
part of the nail plate in there. |It's going to have the
nail bed in it also. But again, that's not really been
fully denmonstrated, and | think there's quite a bit of
di scussi on one coul d have about the design of the trial,
how it was done, as to whether or not it really was a
good estimte of what |evels were achieved in the
keratin in the nail bed itself.

System c plasma |levels at or near the limt

of detection and quantification, nmost of the individuals

FRIEDMAN & ASSOCIATES, COURT REPORTERS
(301) 881-8132




123

that we saw in Studies 312 and 313 -- actually, if you
were to |l ook at only those subjects who had cicl opirox
nai | | acquer, because there was quite a bit of
concom tant use of the lotion and the creamw th the
| acquer in those studies, the levels that you produce
are actually nmuch lower. |In fact, nost people had
undetectable levels. So system c availability from
ciclopirox nail lacquer itself, when you subtract out
those who had the cream those who had the lotion, is
very low, to al nost undetectable. But occasionally one
does find a | evel or two.

Thank you very nuch.

DR. DRAKE: While we're changing | eaders
here, does anybody have clarification? Yes, Dr. Mller.

DR. MLLER: This is a clarification. 1In the
application of the preparation, was it applied just to
the nail plate, or was it also 5 mllineters beyond on
t he adj acent skin?

DR. BASHAW That's correct. It was applied
not just to the nail plate but also to a 5-mllimeter
strip around it. Also, in nmost of the studies it was

applied not just to those nails who were infected but
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al so any healthy nails. So all nails were covered. It
was a very extrenme nmeasure. In the case where you only
had toenails involved, the patients also had their
fingernails treated. So it was very extrenme in sone of
the situations.

Unl ess there are any further questions, |
will turn over the presentation to Dr. Linda Gosey.

DR. GOSEY: M nane is Linda Gosey, and | was
to review the m crobiol ogy data regardi ng cicl opirox
topi cal solution 8 percent.

When assessing test results from preclinical
activity studies and clinical trials, it is inportant to
understand the characteristics of the disease under
study. For distal subungual onychonycosis, the
causative agents are the dermatophytic nolds. However,
T. rubrum causes the vast majority of the infections in
the United States.

VWile we focus on the fungus in the nai
pl ate to diagnose the infection with the KOH preparation
or fungal culture, the fungus producing the condition is
primarily located in the nail bed. The nold gains entry

by invading the distal and | ateral ends of the nail.
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Di stal subungual onychonycosis is a chronic condition in
bot h normal and i nmunosuppressed patients. However, in
the studi es conducted using 8 percent ciclopirox, only
normal subjects were enroll ed.

Next slide.

There are a number of considerations that
must be taken into account when interpreting the
preclinical activity data. Currently, there are no
st andardi zed susceptibility testing nethods for the
der mat ophytes. As with other nolds, T. rubrum and T.
ment agr ophytes M Cs can vary due to the nethodol ogy
enpl oyed, such as an agar or broth nethod. O her
conditions such as pH, nutrients in the nmedium the
growt h phase of the fungus, and the isolate sel ection
can also alter the M C val ues.

VWhen | reviewed the data, four different
i nvestigators had performed in vitro susceptibility
studies, and the MCs for the dermatophytes ranged
anywhere from 1l to 20 m crograns per nmL. Because there
are no standardized in vitro susceptibility testing
met hodol ogi es, a relationship between the in vitro test

results and clinical response has not been established.
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Ex vivo experinments should be conducted
utilizing appropriate test material, where the infection
and the treatment mmcs that in the proposed clinical
trials. The test systens avail able to eval uate
antifungal agents against distal subungual onychomycosis
are not optinmal due to the nature of the disease and the
| ocation of the fungus. One investigator, Yang, did
conduct a treatnment study in bovine hooves, where
treatment was started four days prior to, at the tine
of, and five days post-infection. |In this study, they
found that ciclopirox was slightly inhibitory and not
ci dal agai nst established trichophyton infections.

Next slide.

There are several inportant issues that were
not addressed in the preclinical studies. As we've
al ready heard, it is unclear if relevant concentrations
of the drug penetrate into the nail bed. It should be
brought up that in these penetration studies, a
m croassay was used with the organi sm candi da pseudo
tropicalis. As a result, we do not know the
rel ati onship between the M C val ues and the drug

concentrations in the nail bed for the dermatophytes.
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In addition, the rate of relapse and drug
resi stance devel opnment was not studied in preclinical
experinments.

Lastly, studies were not performed to rule
out potential interactions between ciclopirox and the
system c antifungal agents used to treat this condition.

Next slide.

Due to the unique characteristics of distal
subungual onychonycosis, the optinmal nodel for
evaluating the activity of an antifungal agent is a
clinical trial. Wen we assess the data from Studies
312 and 313 at week 48, there were 186 patients in the
intent-to-treat population. N nety-six percent of these
patients were infected with T. rubrum 4 percent with T.
ment agr ophytes, and none of the patients in the
treatment arm had an infection due to E. floccosum
Twel ve of the patients at week 48 obtained a treatnent
cure and al so had followup data. Ni ne of these
patients were infected with T. rubrum three were
infected with T. nentagrophytes.

Even though these cure rates were | ow, we

wanted to | ook at the relapse rate at 12 to 24 weeks
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post-therapy in these subjects. Four of the nine
patients that were initially cured of their T. rubrum
infection relapsed. |In addition, two of the three
patients initially cured of their T. mentagrophytes
infection rel apsed as wel |.

Thank you.

DR. DRAKE: Okay. Clarification?

(No response.)

DR. DRAKE: Dr. WIKkin?

DR. WLKIN: | could nove to the questions.

DR. DRAKE: Yes, let's go to that.

DR. WLKIN:. OCkay. The questions for the
commttee are of the fairly standard variety. Commander
Cross is getting that up on the screen.

The first is essentially the efficacy signal.

Does the conmttee believe that efficacy has been found
for this product?

The second question is, in essence, has the
safety profile been adequately described?

Next sli de.

The third question is did the benefits

outwei gh the risks for this product for this indication?
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Then the next question really is fairly close
and we woul d generally expect the sane answer. Do you
recommend that this product be approved for this
i ndi cati on?

Next slide.

And if the committee's recommendation is for
approval, we would |like coments fromthe commttee
regardi ng product | abeling, any specific recomendati ons
that you may have for the package insert. Also, if you
bel i eve additional studies would be hel pful to provide
information that would be either necessary or inportant
for the package insert, sone of these you m ght think
woul d just sinply be hel pful and you woul d encourage the
sponsor to conduct these others, you m ght suggest Phase
IV comm tments, that they should be a condition of
approval that the sponsor would agree to conduct such
st udi es.

Now, regarding the product | abeling, renmenber
there were five areas that we asked you to think about
as you heard the sponsor and FDA presentations.

Next slide, please.

These were the evidence for nail penetration
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of the active; the use of their product with the
avai |l abl e systemic treatnents for onychonycosis; the
different patient groups that were excluded fromthe
studi es; |abeling regarding concomtant tinea pedis

t herapy; and then the periodic trinmm ng and debri denent
of the nail bed.

Next slide.

Now, for nail penetration, in essence, we
woul d i ke to know how much of this information should
be in the | abeling and how strong it should be. Has
penetration of ciclopirox through the nail in
m crobi ol ogically rel evant concentrations to the nai
bed at the proximal edge of the infection been
denonstrated? And do you think that occurs under
treatment conditions?

Next sli de.

Dr. Scher gave one of the possible outcones
when one conbi ned anti m crobi al products. He
anticipated that if one combines the use of this topical
preparation with one of the avail able system c drug
products for onychonycosis, that there may be a great

benefit fromthat. Of course, that's what would be
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hoped for, but we know from conmbi ned conbi nati ons of
antimcrobials for a variety of infections, that three
t hi ngs can happen, and two of themaren't that great.
In fact, antagonismis not uncommon.

An exanpl e known to all dermatol ogi sts, of
course, is when there is an infection that needs to be
treated with penicillin and the patient is taking
tetracycline, the tetracycline for acne needs to be
di scontinued to give the penicillin a full chance of
wor ki ng, because there can be antagoni sm

So the question to the commttee is how would
we want to portray this in |abeling? Wat are the
commttee's thoughts on this?

Next slide, please.

One possibility -- and it's just a
possibility; the commttee should suggest the way they
feel about this -- "the product is not indicated when
system c therapy for onychonycosis is required. There's
no experience to date using product with systemc
onychomycosi s treatnent."

Next slide.

The exclusions. |If you |l ook through the
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sponsor's labeling, it was in the briefing package. It
was at the very end, and the sponsor has addressed many
of the exclusions in there. So basically the question

is, has it been satisfactorily presented in labeling in
a way that clinicians and those few patients who, from
time to tine, |ook at package inserts would find it

hel pful ?

Next sli de.

We know in the study protocol that there was
conconmi tant use of Loprox cream 1 percent to treat
flares of tinea pedis. That was allowed, and | think we
saw in the sponsor's data that actually up to 75 percent
in one armof the trial, the patients may have received
at one time or another conconmitant therapy for tinea
pedis. So how would this be crafted into | abeling?

Next sli de.

Then Dr. Scher, who has witten extensively
about onychonycosis -- it was nice that the sponsor
invited himhere today. We invited himto our |ast
di scussi on on onychonycosis, the FDA did, and one of the
many papers that Dr. Scher has he wote with Phillip

Cohen, and it's in the Journal of the American Acadeny
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of Dermatology. It canme out in 1994. It's titled,
"Topi cal and Surgical Treatnment of Onychonycosis,"” and
he wote this with Phillip Cohen.

This is a quote fromthat paper. "Once the
deci sion has been made to treat a fungal infection of
the nail with a topical agent, at each visit the nai
pl ate should be trimred back and the underlying nail bed
vigorously debrided.” | think that one can find that
written in the literature by the hand of other authors,
as well. OF course, that's what we heard the sponsor
actually did during these studies. So how could this
information be crafted into | abeling?

Next slide, please.

We know t hat each subject was provided with
enery boards and al cohol swabs, with instructions for
t he weekly rempval. For the investigator, the target
nail should be trinmmed as necessary in order to renove
t he unattached, infected nail, to file off excess horny
material fromthe remaining nail surface prior to
treat ment applications.

Next slide.

One possibility would be actually to portray
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t he product as an adjunct, and | give this not as an FDA
recommendat i on but because the sponsor's proposed
| abeling, which you'll find in the briefing package, is
silent on the use of these surgical sorts of things. |
woul d present this as the other extrene. | would
encourage the commttee actually to think of what they
woul d want .

| just present this as the other extrene to
this. "Product should only be used as an adjunct to a
conprehensi ve antifungal program under nedi cal
supervi sion that includes,” and the first would be "the
use of topical antifungal products to treat flares of
tinea pedis." The second would be "both trimm ng back
the nail plate and debriding the underlying nail bed at
initial and followup visits.” And finally,
"instructions to the patient to use emery boards and
al cohol swabs to renove material fromthe affected nai
weekl y. "

Next slide.

The final set of questions really is under
the circunstance the commttee would recommend agai nst

approval of this product. W certainly would want to
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know why that woul d be and how t he sponsor ni ght address
that with information. Are there particular studies
that the commttee would want the sponsor to bring
forward for reconsideration?

Those, Dr. Drake, are the issues that we'd
i ke feedback on.

DR. DRAKE: Dr. WIlkin, may | ask you to do
one nmore thing? Wuld you repeat your conmments again
that you gave at the very begi nning? Renenber at the
1994 neeting, there was sonmewhat of a shift in
phi | osophy about what was needed to judge a product, and
you asked us to keep the proceedi ngs of that 1994
meeting in mnd for this nmeeting. Wuld you repeat
t hose, please?

DR. WLKIN: Yes. 1In essence, at the 1994
neeting -- and | | ook around the roomtoday and | think
that you and Dr. Scher and | are maybe the only ones who
were both at that neeting and here today. Towards the
end of the neeting, the commttee came up with the
recommendati on that conplete cure did not always have to
be a requirenment for a very safe preparation for

treating onychonycosis. It's in the transcripts, and
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the summary m nutes are available if sonmeone would |ike
to see those.

DR. DRAKE: | have the mnutes in front of
me. It says, "lIs there a role for a drug which helps to
mai ntain rem ssion,” and the comm ttee thought there
m ght be a role. | have those mnutes in front of nme if
anybody wants to | ook at them

DR. WLKIN: That is true. | didn't pick out
that part because the sponsor did not develop their

product in a way where they were seeking renission as an

i ndi cation.

DR. DRAKE: Thank you.

For the commttee, in case you're a little
bit lost, | was a little bit |ost on the questions.

Some of this information we didn't get until this
norni ng. But under your handout, this handout, if you
| ook about hal fway through it, you will see the
gquestions for the commttee.

DR. STERN: They're also on page 2 of our
agenda.

DR. DRAKE: Page 2 of the agenda. |

under st and, but there was sonme additional information
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that Dr. WIlkin presented that's in this packet that's
not on page 2 of the agenda. So | wanted to namke sure
that everybody had the total information available to
t hem

The floor is now open.

Yes, Dr. Stern.

DR. STERN: | think it's sonetinmes useful for
at | east sonme of us to share our perception of the data
we' ve heard today, to make sure we're all com ng from
the same place as a commttee nmenber in terns of what we
thi nk we've heard.

VWhat |'ve heard today is that we have a
condition that was used in a subset of patients with
mld to noderate nail disease, onychonycosis, not people
with severe nail disease in any case. Conditions that
woul d make it nore likely for that disease to be
acconpani ed by substantial nmorbidity, such as di abetes
and i mmunosuppressi on, were reasons for exclusion from
the trial. So these were generally pretty well people.

We have a drug that through nail studies --
in fact, | thought it was interesting to call them

exploratory. At least as | read the historical
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materials, they were originally thought to be Phase 11
studi es as part of an NDA, but the NDA was withdrawn in
the early 1990s because there was no efficacy at 24
weeks. So we have a drug that the data show very well
that any prediction of efficacy in any subgroup of
patients is highly unlikely fromeither nail studies
previously done or fromthis data presented today.

In a trial which includes an intervention of
nmonthly trimm ng back, we have no data to say whether or
not that increases efficacy or not, but nost of us would
believe that this extra care would be nore |ikely than
not to substantially increase efficacy of a product. It
basi cally makes about between 6 and 10 percent of people
with mld disease better at the end of trial.

The one additional fact that we |earned is
that if you |look at people 12 and 24 weeks | ater, about
hal f of those small nunber of patients already have
evi dence of mycol ogic reinfection.

So we have sonething that in a subset of
patients who are willing to go without other avail able
t herapies, | wonder how bad the disease coul d have been.

About 6 to 10 percent of them who get nail trimmng
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once a nonth will get better. | think there is
reasonably persuasive evidence to ne that if you take
people with mld to noderate disease, 1 in 15, mybe 1
in 10 who woul dn't have gotten better if they went to
the podiatrist or the dermatol ogi st once a nonth would
get better with this.

| think that's persuasive, and it's always
the effect of what is the difference between
statistically significant and clinically neaningful.
think that, to ne, is the real issue for all our
del i berations. To what extent can one approve a product
when | woul d guess that its use would not very often
parallel the conditions of the experinmental trial,
particularly nonthly visits to the doctor for nail
trimmng for people with mld to noderate di sease?

If they did, that gets me to nmy next point of
view. To ne, thinking about a drug like this is very
different now than it would have been 10 years ago, when
M noxi dil was approved and anot her agent that there was
a | ot of controversy about and that | thought a | ot
about, because of direct consuner advertising, because

now it is no longer really a consuner choice about who
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pays for this, but it really has substantial econom c
inplications to a stressed health care system

While | realize our questions are only
supposed to be benefit versus risk, | think we have to
| ook at risk as not only direct nmedical risk, which I'm
qui te persuaded for this agent is insubstantial,

i nsignificant, beyond detectability in any reasonable
ki nd of gathering of data, one has to think about what
are patients foregoing, what are health systens
foregoing in terns of risk? After all, if you ask
patients to use this drug, you have sonething with a 6
to 10 percent efficacy that they have to use for nore
than six nonths. They have to defer other therapies
shown in well-controlled trials to be nore effective for
a year to see if this is going to work. So there's also
t he question of deferring benefit.

That's all 1'm going to say.

DR. DRAKE: | just want to point out that
it's not this conmttee's job to consider the cost.
That's not our role. Qur role is to really focus on
safety and efficacy in the questions. So | do want to

have the comm ttee understand that that is not part of
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our role, although |I appreciate your comments. | just
want to make sure the comm ttee understands that's not
part of our role officially.

DR. KILPATRICK: May | ask, Madam Chair
there is no other alternative topical application with
t hese conparable results? 1Isn't that correct? There's
no ot her such thing on the market at the nmonment?

DR. DRAKE: That's mny under st andi ng.

DR. STERN: In the United States.

DR. DRAKE: There is a fungoid tincture
that's out there.

VWhat is the status of fungoid tincture? Was
that through this commttee? Does anybody renenber?
It's OTC, but did it ever conme through this commttee at
any point? |t was never prescription that converted to
OrC. It was always OTC. Fine.

DR. ABEL: | don't know the answer to that.
But may | nake a comment that many of these OTC products
are being used simlarly to how this would be used, and
we don't have any conpari son studies with fungoid
tincture or other topicals that are used to maintain

rem ssion followi ng system c antifungal therapy, or even
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prior to consideration of system c antifungal therapy.
So we don't really know, because the patients weren't
studied in the same way or treated in the sane way, with
nont hly debri dings, et cetera.

DR. DRAKE: So then as far as we know, the
answer is -- Dr. Kilpatrick, that's a very good
question. In fact, this would be a niche that is a void
ni che at this point.

DR. KILPATRICK: | share nuch of the feelings

t hat have been described previously. But again, froma

| egal point of view, we're required -- and |I'm
reiterating what you said. |Is this drug safe and
effective? | believe it's the American public's

decision as to whether to buy a product, assuming it is
wel | described in the package as to its experience, even
in random zed clinical trials.

DR. DRAKE: Because of the time, | want to
make sure that we try to answer the questions, and we're
running a little late. | have no problemw th that, but
we don't want to run inordinately late. | would ask al
the menbers of the commttee to please keep your

comments focused and aligned to the issue at hand.
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"' m going to go right through the questi ons.

Excuse nme, Dr. MCuire.

He can have the floor any tinme he wants.

DR. McGUI RE: Thanks.

DR. DRAKE: It helps to be a VIP. What can |
tell you? He's the previous chair.

DR. McGUIRE: | have two questions related to
efficacy. |Is the clearing ever disproportionate to the
rate of growth of the nail? That is, is an infected
nail ever cleared by the treatment, or are we | ooking at
the rate of growth of new nail? |Is the product hol ding
the infection static so that it no | onger invades?

| thought | would get an answer to that
question by | ooking at the Study 312 Loprox i ndividual
profiles, and | thought that the data in the Loprox-
treated patients would run from-- or the curves would
run fromsort of northwest down towards southeast.
| nstead, nost of them appear to be running pretty much
west to east, as is the case with the vehicle. 1In other
words, | don't see mmjor changes in the slopes of the
curves, but |I'm not experienced at |ooking at this kind

of dat a.
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| thought that those data would then be
sinplified by | ooking at the LOAESS |ines, and again it
| ooks, fromthose plots, as if the efficacy of the
product is small conpared to vehicle. But |I'd be happy
to have sonmeone who is expert at interpreting this kind
of data help ne with that.

DR. DRAKE: Dr. Kilpatrick, could you address
t hat ?

He's our statistician.

DR. KILPATRI CK:  You asked for short answers.

No, | can't.

(Laughter.)

DR. DRAKE: Thank you. You nustn't take ne
quite so literally.

(Laughter.)

DR. KILPATRICK: One of the defects of the
LOVESS |ine conparison is it does not show confidence
limts around those |lines, showi ng whether there was a
significant difference towards the end of the treatnent
period. | agree with previous speakers that one has to
consider clinical significance rather than statistical

significance. | am persuaded that this drug is shown to
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be effective statistically, but | again repeat that if
we use the conplete cure criterion, only at nost 10
percent are cured, and as we've heard, on a very small
sanple there is a high rel apse rate.

| have waffled enough and not answered the
guesti on.

DR. DRAKE: Well, that's all right.

VWil e you' re thinking about the efficacy, |
think there's probably consensus around this table that
safety is not an issue with this drug. Is that an
appropriate consensus to draw? |s there any dissension
fromthat?

(No response.)

DR. DRAKE: All right. So the answer to
Question 2, Dr. WIlkin, is that the commttee feels that
this drug does not have any problenms with the safety
profile. It would appear to us that this is a safe
pr oduct .

Now, while we're still thinking about
efficacy, since we're tal king about the niche, and this
fits very nicely what you just said, into Question 3, do

t he benefits outweigh the risks, because that's al so
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kind of tied to safety, and | would like to know if the
conm ttee has opinions on that.

DR. STERN: I'msorry. You lost ne. | know
that's easy, but can you restate the issue?

DR. DRAKE: |'mnoving to Question 3. | want
to see if there's any consensus on do the benefits
out wei gh the risks.

| want to come back to efficacy. W haven't
finished that discussion. But | want to talk about,
knowi ng what we know, can | answer sonme of these
questions quickly now, so we know how nmuch tine we have

for discussion on efficacy.

Dr. Lim
DR. LIM | had thought about that. Based on
the data presented, yes, | think the benefit outweighs

the risk. One nay argue is the benefit of a cure
between 7 to 9 percent, is it clinically significant
enough? | also have the same concerns as Robert, even
t hough we're not supposed to consider the costs.
Working in an HVO system that is still a problem

DR. DRAKE: | guess | would say that if it's

you or your nmomthat's part of that 7 to 10 percent that

FRIEDMAN & ASSOCIATES, COURT REPORTERS
(301) 881-8132




147

responds, then it's probably nore inportant to you than

it wuld be to those who don't respond. But that's a

reasonabl e proportion of people who m ght benefit. |Is

t hat what you're trying to say in that 7 to 10 percent?
In those people, it's inportant?

DR. LIM Yes. |In those people, based on the
data, | think it is definitely -- there is a benefit.

DR. KILPATRICK: We have two very highly
qual ified representatives of the public on the panel,
and maybe they can say whether they think it's
representative of cost-effectiveness.

DR. DRAKE: | think that's a good idea.

Pl ease, Ms. Cohen.

MS. COHEN: | don't think you can answer
Question 3 until you answer Question 1. You can't
separate the two out.

DR. DRAKE: Ckay.

MS. COHEN: You just can't do it. I'Il give
you ny answer to Question 3, because I'll give you ny
answer for Question 1. So if you want to wait, that's
fine. But you can't do one w thout the other.

DR. DRAKE: You're trying to say you can't do
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3 wthout 17

MS. COHEN:. That's right.

MS5. GOLDBERG. Because we haven't determ ned
what the benefit is.

DR. DRAKE: | said assumng that there's a
benefit to 10 percent, which was what Dr. Lim said.

MS. GOLDBERG: We've got to answer Question 1
first.

DR. DRAKE: All right. Well, so nmuch for
trying to get through sonme of these quickly. Let's go
back to Question 1.

Rob, I'mgoing to call on you, but 1'd Ilike
some of the other nenbers of the panel to please speak
up also. Dr. Stern, and then |I'm going to ask sone
ot her people to give us their independent opinions.

DR. STERN: | always have an independent
opi ni on.

DR. DRAKE: | know you do. That's why I
called on you right away.

DR. STERN: | think when you think about
benefit, you have to think about the characteristics of

the patients who were treated and the fact that, in
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fact, at least there's a trend toward | ess efficacy as
you get towards greater nail involvenment. |If you
remenber this cutoff between 40 percent, it was a | ower
rate of total response by either of the two nmjor
efficacy criteria in those who had at | east two-fifths
of their nail involved than there was anong the other.

The ot her comment | would make that was
illustrated by the photograph shown by the FDA is the
i ssue of when | read this manual or these applications
and the 10 percent planinetry, | thought that neant 90
percent inprovenent of the extent; whereas, in fact, as
| understand it now, it means 10 percent residual
i nvol venment according to planinmetry. So sonmeone who
went from 20 percent whiteness to 10 percent whiteness,
a 50 percent decrease, would have been considered cl ear
by the internediate criteria if they were al so
mycol ogi cal ly negati ve.

So we're tal king about, for nmany patients,
perhaps rather small and clinically insubstanti al
changes. \What bothers nme about this is you take a drug
and you test it in people who are nost likely to

respond, who don't have nmuch disease to start with, and
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you sway it in terns of outcone criteria to even a
little bit better get you a statistically significant
but not a clinically substantial result, and then you
say, well, our hands are tied, it does work better than
pl acebo.

| wouldn't argue that. In this particular
condition, in this subset of patients, that is unlikely,
wi t hout very strong | abeling, to be unrepresentative of
t he peopl e who, when they hear about this drug, are
likely to ask their doctors for it, and that's what
concerns ne. That's not cost. That's the matter of
what happens, how drugs are used in subsets of patients,
in patients in the general population that are different
t han the particul ar subsets who are in a clinical trial.

DR. DRAKE: Ms. Cohen.

MS. COHEN: | have a loud voice. 1Is that
okay?

DR. DRAKE: No. You need to please speak
into the mke. Sorry.

MS. COHEN: | have a |ot of concerns.
Apropos of what you just said, | was in the pharnmacy

yesterday, and a man came up and asked for something
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that he'd heard advertised over television and he wanted
to buy it, and it was rather expensive. So this
advertising that's directed to the public, we have a
great responsibility to see what we do.

In the trials that you have, | have sone
gquestions. | don't think there was enough evidence that
it got to the nail bed. Secondly, | have no idea -- |
woul d take the worst-case scenario. | don't want to
take the best one. | want the worst case, to see what
it does with the worst case, because there's such a
gradation of who is going to be treated.

The other thing | would like to see is --
well, | guess you drill it or a cross-section of the
nail. Maybe you can, fromwhat | understand -- and |'m
a consumer now. | would say sure, the top of the nai
may | ook | ovely, but what's underneath? | want to know
what's happeni ng underneath that nail, and | want to see
that it's been drilled or a cross-section and know
exactly how efficacious it's been.

| know we can't tal k about cost, but it is
very inportant. This direct advertising to the public

is a very serious issue, and |'mvery concerned about
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the effect of it on what people expect.

| see hands raised over there. |I'msorry ny
German isn't better.

DR. DRAKE: May | ask if it's appropriate to
recogni ze people outside the panel at this point?

You' re recogni zed.

DR. GRIGNOLO. Thank you very nmuch, Dr.
Drake. Wuld it be possible for us to take a few
m nutes for us to respond on these issues?

DR. DRAKE: Yes.

DR. GRIGNOLO W th sone additional
perspective?

DR. DRAKE: Yes.

DR. GRIGNOLO: Again, respecting the time of
the comm ttee.

DR. DRAKE: Yes.

DR. GRIGNOLO: 1'd like to ask Dr. Shuster.

DR. SHUSTER: Can | talk just a little
briefly about absorption through the nail? There is
per haps sonme m sunder st andi ng about this, partly because
nai | absorption studies are fairly new and not many

peopl e do them
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First, the in vitro/in vivo. Mst assays
goi ng through the skin are done in vitro, because the
main barrier is the dead stratum corneum of the nail
and it's perfectly acceptable to use an in vitro system
There is really very little evidence of differences in
absorption in vivo and in vitro because it's the dead
outer |ayer.

The second question is the relationship of

the inner layer of the nail to the nail bed. Now,

strictly speaking, the inner part of the nail, the
i nnernost | ayer is the nail bed. The nail innernost
| ayer, 20 percent of the innernost |ayer of the nail is

formed by the bed, and the bed is attached to it. So
they really are the same thing.

Once you get through the keratin, absorption
will be conplete because that's no | onger the barrier.
Now, of course, when there is keratin beneath, as in
di sease, you have to get through keratin too. But the
in vitro studies have shown with this conpound that drug
penetrates keratin perfectly well. So you'll get
perfectly well through any keratin that's there,

particularly if it's diseased keratin.
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The question of techni que of measuring whol e
nail or clippings, of course you have the option of
taking nultiple biopsies right through the nail, but
that's really not satisfactory. Clippings are fine as
| ong as you wash the material off the top and the
underside, and if the findings were due to the materi al
on and under the nail, you wouldn't have gotten the
increasing inhibition, once again, with tinme. That
woul d inply that people aren't washing so well with
tinme.

So I think technically you can say that the
drug goes right through, and that takes us to the nail
bed, and that the assay nethods were quite satisfactory
in that respect.

DR. DRAKE: Thank you, Dr. Shuster.

|"mgoing to call on each nember of the
commttee on this, by the way, so be thinking about your
response.

Dr. M ndel.

DR. M NDEL: | know the drug is rapidly
met abol i zed when it's absorbed, but you're using a very

hi gh concentration, and you have a persistent |ow bl ood
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level. Could it be that the effectiveness is due to
system c absorption?

DR. DRAKE: Well, | think they showed data
that -- this is just ny opinion, but |I thought the data
was pretty clear that there wasn't very nuch systemc
absorption.

DR. M NDEL: Yes, there isn't nuch, but there
is sonme, and it's persistent.

DR. DRAKE: Dr. WIKkin?

DR. M NDEL: Nobody answered that question.
I just thought this was the tinme to bring it up, since
we' re tal king about penetration and efficacy of
penetration.

DR. DRAKE: Pl ease, yes.

DR. BASHAW |'d |like to address not your
gquestion per se, but the | ast speaker made a coupl e of
points I'd like to readdress.

Regardi ng use of in vivo and in vitro
correlations, in disease states of the skin where the
skin is intact, such as hyperpignentation, yes, one
could use in vitro nmethodol ogy to | ook at drug

penetration. But when one | ooks at nost dernatol ogic
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di sorders -- psoriasis, actinic keratosis, other

di seases where you have inflanmati on, where you have

di sruption of the skin menbrane -- in vitro technol ogy,
because we're usual ly | ooking at cadaver skin, intact
skin, is really not a good nodel. Here, where you have
onychomycotic nails, where you have di srupted nail

pl ate, again, its relevance to penetration | think has
not been proven, and | want to make that point.

Al so, anot her issue that was brought up
regardi ng | ooking at the penetration, | think if we |ook
back at the sponsor's own data, they showed a slide
where they showed four different |evels of nai
penetration over 48 days or 45 days, and, in fact, the
top three | ayers had decreasing anount, and yet the
bottom pl ate had a hi gher amount, which | think does
speak to the fact that there was application of drug to
the bottom of the nail plate on the ventral side. Yes,
it was washed off, but there was sonme penetration. That
woul d tend to make the data ook a little better, and
their own data showed that, that you did have decreasing
anounts going down within the bottom plate, and al so had

hi gher | evels, which would be indicative of drug com ng
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in fromthe bottom side, which I think goes to sone of
t hese issues.

DR. M NDEL: WAit. Could I --

DR. DRAKE: Yes, please.

DR. M NDEL: That also could go along with
t he systenm ¢ absorption com ng up from underneath, too.

DR. BASHAW Yes, it could.

DR. GRIGNOLO May we respond, Dr. Drake?

DR. DRAKE: Yes.

DR. SHUSTER: Just one quick remark. It's
absolutely true that where you're dealing with di seased
skin, the barrier is not normal. But in alnost every
case, absorption is enhanced.

DR. DRAKE: Dr. Di G ovanna?

DR. Di G OVANNA: | have a question for
Jonat han or the FDA with respect to the rationale in
| egi slation involved in approval of nedications with
respect to the risk/benefit ratio.

If there is a situation where there is a drug
that is clearly effective but only in a very small
percentage of individuals treated, or only in those

i ndi vidual s who nmay be treated in a particular way
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rather than, let's say, a |ackadaisical way that nmay
require a certain rigidity to it, and that drug clearly
has a low risk, so it has an effective risk/benefit
ratio, then is that a drug that, in general, is
recomended for approval ?

O isit, within that paradigm required that
the proportion of patients treated that have that
efficacy be very |l arge?

DR. WLKIN: As usual, Dr. D G ovanna asks
t hese convol uted questions that have nultiple pieces to
them and they're always very good. |If we only had the
exact answer.

What the statutory basis for drug approval
requires is that effectiveness be denonstrated. The |aw
really does not speak to what the effectiveness would
be, but it says how it nust be denonstrated. It nust be
denonstrated i n adequate and well-controlled trials.

The statutes also go on to say that a drug nmust have the
effect for which it is |abeled. So |abeling nust
accurately be able to portray what is going to happen.

There really is no place in the Code of

Federal Regul ations or in the Act which says a drug nust
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have a clinically nmeaningful benefit. However, it does
say that a drug nmust be safe and effective for its
i ntended use, and because no drug product is ever
conpletely safe, the agency has interpreted that to nean
to have sufficient benefit for a possible risk, that
there needs to be at least a mnimally identifiable
clinical benefit. Actually, that's been held up in an
i nportant judicial opinion. Wrner Lanbert v. Heckl er
has shown that the agency can ask to have a clinically
meani ngf ul benefit denonstrated.

DR. DeLAP: If | can just add briefly to what
Jon said, because | think this is a fairly inportant
issue that we really want to get the best possible
advi ce on.

DR. DRAKE: Pl ease, yes.

DR. DeLAP: \When we're |ooking at
ri sk/ benefit under the | aw and the regul ations, we are
really |l ooking at the benefit in the popul ation defined
versus the risk in that population. W appreciate that
even very safe drugs may have sonme liabilities for
adverse effects. There's no such thing as a totally

safe drug. But clearly, we're | ooking at the bal ance,
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and if it's a very safe drug, then we can contenplate a
drug that has a | esser |level of benefit than if it's a
drug that has a lot of side effects.

There is no threshold of a m ni mum amunt of
benefit that you need to denonstrate in the [aw or the
regulations. So | don't think we can point to sonme rule
sonmewhere that says unless you can denonstrate at |east

a 5 percent or a 10 percent or a 20 percent, it's not

enough. But clearly, there would cone a tine -- and you
could take it to extremes and say, well, what if one
person in a mllion benefitted and you were able to

denmonstrate that in clinical trials? Wat would that
mean?

So there clearly cones a time when it just
| acks plausibility. But the question is, can you ever
actually get there? | nean, if it was a one in a
mllion kind of drug, obviously you could never do a
study to find that. But one approach is to say that
unl ess you can show the benefit in a reasonably sized
study, then it can't be very much. But again, there's
nothing in the law or the regul ations that says that we

have to honor a particular threshold. W just have to
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l ook at it in the context of the risk that the drug has
and see if there is a benefit that outweighs the risk.

DR. DRAKE: Okay. So |I think we all
understand. |'mjust going to repeat nmy understandi ng
so | make sure | understand. There's no m nimum | evel,
per se, of percents that have to have a response.
Rather, if it's in a subset of patients that it m ght
respond to, if this conmttee deens it effective perhaps
in a small group of patients, and it's safe, then
there's nothing to preclude this commttee from
addressing the areas of concern perhaps through
appropriate labeling. 1s that a correct assunption?

So we can address our concerns about -- |
t hi nk everybody on the committee at least feels it's
safe. We've gotten that sense of the conmittee, and ny
guess is that we're kind of variable on our response to
effectiveness. | think everybody understands it's a
smal | subset. But it's also my understandi ng that those
i ssues coul d be addressed through proper |abeling.

DR. STERN: May | ask a brief question?

DR. DRAKE: Just a mnute. 1'd |like to ask

themif this is correct.
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DR. DeLAP: | believe that that fairly
represents what we're saying. Again, | would enphasize
what you just said, that it does depend to sonme degree
on the ability to label -- well, it depends critically,
actually, on the ability to | abel a product
appropriately, if that's your deterni nation.

DR. DRAKE: All right. Fine.

DR. STERN: Just a | abeling question to
clarify this.

DR. DRAKE: If it's just a point of
clarification, but | really want to hear from sone ot her
members of the panel.

DR. STERN: We're all famliar with black box
warnings in terns of safety. Has there been any
conpar abl e nechanism for | abeling efficacy, sort of a
bl ack box warning, this has only been shown to be
effective in the follow ng conditions, and having that
in a way that it's not buried on page 3 in small type
but, in fact, promnent in a way that we have bl ack box
warnings in terns of safety for many drugs? |s there
any mechanismfor that in the agency?

DR. DeLAP: | think the specific issue of
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bl ack box warnings, of course, addresses safety.

DR. STERN: But | nmean big type, up front.

DR. DeLAP: But the level of prom nence that
things are given in |abeling obviously can be addressed
as we feel appropriate.

DR. DRAKE: Fred, in the interest of tine,
I'"d like to have your opinions. |'mgoing to cone
around. |'ve heard from Rob, and I'd like to have Fred,
and 1'd |ike to come around the table.

DR. M LLER: \What exactly is the question?

DR. DRAKE: | want to talk about efficacy.

DR. MLLER: Efficacy. Well, the efficacy is
certainly limted to a very small subgroup in the data
that Dr. Bashaw gave us.

DR. DRAKE: Can | back up? 1[1'd like you to
address efficacy, risk/benefit, and labeling all in the
same issue.

DR. MLLER: Ckay. | don't have a problem
with the risk/benefit. But the efficacy is limted to a
very small subset, and the data that Dr. Bashaw j ust
gave us was 186 patients, 12 who were clinically cure,

mycol ogically and clinically, with relapse in six of
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them So we had six out of 186 patients who were
clinically cure at 12 and 24 weeks after the study was
conpleted. That is a very small subset.

| think we need additional data. | think the
one question that came up that's really pertinent is if
this were to be used in conjunction with a systemc
medi cation, would that be enhanced, and | think that
study needs to be done, and only the sponsor woul d be
able to do that.

" m al so concerned about the anount of
material in the keratin, because this is the hanging
edge which is being |ooked at, and this is where the
medi cati on has been applied. | think we need to see
good nail bed studies to really |look at the penetration
t hrough the nail.

So it's efficacious, but in a very small
gr oup.

The | abeling issue, | think it has to be
bl ack boxed, that indeed this was efficacious in only 3
percent of those patients who were studi ed, because with
advertisenents, everybody is going to want to use it if

it's advertised that way.
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The nail trimmng is a real issue. | nean,
that is an art, and patients cannot trimtheir nails.
You need podiatric nail clippers to do it, which we have
in the clinic, and neophytes don't do it well. | nean,
resi dents, when they're beginning, do not trimnails
aggressively enough and properly. So you need the
proper equi pnment, and then you need the technique if you
have the proper equi pnment in hand.

The other aspect to the labeling was that in
t he studies, they were going onto the adjacent skin 5
mllimeters, and then in the sanpling | abeling here it
was just application to the nail. So does that nake a
difference? If | don't put it on the adjacent skin, and
then there's the risk of irritation, am| indeed going
to get the same effect? So there can't be a difference
in the way it was done in the study and the way the
patients apply it.

DR. DRAKE: Dr. Di G ovanna?

DR. Di G OVANNA: This is one of those typical
sorts of issues that the FDA likes to bring in front of
the commttee, where they give us information that

answers some of our questions and just raises a whole
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| ot of additional questions.

| think there's a great need today that's
been denonstrated by a | ot of industry and a | ot of
advertising for addressing onychomycosis and nai
dystrophy. Patients want this, and sone patients need
it because they have other nedical conditions either
now, or they will develop other nmedical conditions as
time goes on and they get ol der where having this
condition will pose additional risks of secondary
bacterial infection and the |ike.

We do not have any denonstrated effective
topical therapy. So | think there will be a great need
for this, for one that would be effective in a |arge
per cent age of patients.

| believe that the studies here denpnstrate
efficacy, but again only in a small percentage of
patients. It raises the issue of how does one define
efficacy. Clearly, there's a difference in the
term nol ogy between the FDA and industry, and there
certainly may be a difference in what the clinician and
the patient would |ike to consider effective treatnent.

If a patient has an unconfortable nail or a nail that
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they are unable to cut, and they are then subsequently,
after three nonths of treatnent, able to cut the nail or
no | onger have disconfort wearing their shoes, that to

t hem may be an acceptabl e response.

| think that the pole here, as | |earned from
Joe McGuire, nmay have been set in an area that is a
little different than nost people would accept. | think
it may be a little higher. | think that since we don't
have a topical treatnment, | think efficacy was
denonstrated here. | think the preparation is clearly
safe. | think that probably through |abeling, one would
be able to address the fact that only a very snmall
percent age of patients received a very substanti al
benefit, but | think we've done that before with drugs
i ke thalidom de, with Accutane, and certainly many
ot her drugs where it's clearly indicated that a very
smal | percentage of patients may acconplish efficacy.

So | think we're in a situation where either
we coul d ask for additional studies to | ook at other
popul ati ons, or we could consider this on this basis as
an approvable indication if the package insert were to

specify all of the issues that the conmttee woul d be
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concerned about.

DR. DRAKE: Ms. Cohen, | saw you shaki ng your
head a mnute ago. Did | not |let you address your
i ssue? Do you want to answer these three questions?
Because | certainly don't want to overl ook anybody.

MS. COHEN: That's very kind of you.

DR. DRAKE: Could you get your mke a little
cl oser to you?

MS. COHEN: Again, this is a real dichotony
of the comercial interests versus the consuner
interests. | have a |l ot of problens with direct
advertising to consuners. |f someone hears sonething,
or sonmeone el se says, "Look, it cured mne, it wll
probably cure yours,"” | am not confortable |eaving the
di scretion of clear packaging to, if you'll forgive ne,
a conmmercial interest.

As a consuner nenber, |I'mhere to be worried
about consuners, and if they would put on the package
"only beneficial to a small group of people” on the
front, but that's not going to happen. That is not the
real world. The real world is very different than

what's in this room and | have to express it as
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profoundly as | can. | can't possibly, in good

consci ence as a consumer nenber, vote for sonmething when

it's going to help a small anount of people, at this

time knowing that they will direct advertise to the
public. 1've said it all

DR. DRAKE: Okay, fine.

Rob, do you have anything else to add? Then
" mgoing to go on around the room | thought you two
had addressed it, but | saw Ms. Cohen shaki ng her head,

and | thought maybe |I'd nade a wrong assunption there,
and | didn't want to.

MS. COHEN: Thank you very nuch.

DR. DRAKE: Onh, you're very welcone. Please

rai se your hand if you think |I haven't given everybody a

fair shot at this.

Ms. Gol dber g.

MS. GOLDBERG. My perspective at the nonent

is slightly different than Susan's.

DR. DRAKE: | don't nmean to interrupt you,

but may | ask the committee nenbers to please keep their

comments to thensel ves at the m ke until

you're

recogni zed, so that we can all

hear Ms. Col dberg?
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M5. GOLDBERG. |'mtorn between the unnet
need for the patients, as sone people have already
identified today, and then seriously m sl eading the
public. | was hoping that we could do sonething
different in the labeling that would really maybe make a
di fference and that wouldn't be a naive gesture. So
normal ly | think of package inserts as being directed at
physi ci ans, and | was wondering, if we go ahead and
approve this thing, if there could be a separate
| abeling for consuners that identifies the scope of the
ef fectiveness of this drug. That's sonmething | just
wanted to throw out as an idea, and | don't know if we
have that kind of flexibility.

DR. DRAKE: Let's ask them

DR. DeLAP: There are products that have
pati ent package inserts specifically for advice and
information for people that are using them in addition
to the prescriber information.

MS. GOLDBERG. Have they ever been eval uated
as to either their usefulness or effectiveness or if
t hey make any difference? O is it just tossed in the

gar bage?
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DR. DeLAP: Well, it's hard for nme to give an
off the top of ny head response to that. | think they
have been used generally in special circunstances.
Again, | don't think I can give you any kind of a
bl anket answer right now as to how effective they are,
which | think is what you're asking.

MS. GOLDBERG.  Okay, thanks.

DR. DRAKE: Dr. Lim

DR. LIM Just to try to follow the formt
that Jon has given to us, | think in ternms of the
efficacy, | think definitely it has been shown that
there is efficacy. M reservation has been that the
nunmber is small, as |I nmentioned before, but clearly it
is statistically significant, and | think probably
clinically significant in that small group of patients.

Question nunmber 2, the safety profile. |
woul d agree with everybody that this is definitely a
very safe drug. The benefits definitely outweigh the
ri sks, again keeping in mnd the small nunber of
patients.

Assum ng that you want us to answer the

product | abeling question, you' re assuni ng that Question
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number 4 is a yes. |s that correct?

DR. DRAKE: | guess | want you at this point
to please address -- | think if we nove toward approval,
it wuld clearly be, at least fromwhat |I'm hearing at

this point, with very definitive comments on | abeling.
But we won't actually address the content of the

| abeling unl ess the conmttee votes to approve. But the
conm ttee could vote to di sapprove, too. So for now
let's say the specific content of |abeling, but keep in
m nd you do have that prerogative if you vote to
approve, to have very specific recommendati ons regarding
t he | abel i ng.

DR. LIM Absolutely. Then | do have a
reservation about |abeling. One is that the study was
done, as | think Fred nentioned before, with 5
mllimeter of periungual area being painted.
Specifically in labeling, it says not to paint on the
periungual area. |s that sonething that woul d affect
the efficacy? | don't think we know. | understand the
rational e for doing so, because of the irritation.

| think the nmethod of renmoving the medication

and the trimm ng should be nore explicitly stated in the
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| abeling. Right nowit is in very, very fine print
there that | think nost individuals would mss. | am
concerned whet her the consunmer would be using it as it
was done in the study. So that needs to be put in the
| abel ing very, very clearly.

DR. DRAKE: Joe, Dr. MCGuire

DR. McGUI RE: There are many interesting
guestions --

DR. DRAKE: Can we get his m ke on?

DR. McGUI RE: Maybe it's intentional.

(Laughter.)

DR. LIM To be seen but not heard. That's
what happened.

DR. DRAKE: That's not a bad policy.

(Laughter.)

DR. GRIGNOLO: Dr. Drake, a quick point of
clarification.

DR. DRAKE: Yes.

DR. GRIGNOLO In the European studies,
Prof essor Baran has a quick sentence.

DR. DRAKE: Professor Baran, we've not heard

fromyou all day. Pl ease.
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DR. BARAN: Robert Baran, France. | would
like to say that in the European studies, the tissue
surroundi ng the nail was not painted. | would like to
add al so that the nail was not trimed, and by chance,
our results were better than the results fromthe
St at es.

DR. DRAKE: Sonehow that's not unusual .

(Laughter.)

DR. DRAKE: Dr. MCGuire.

DR. McGUI RE: Thank you very much. \What |
was nmunmbling a few m nutes ago was that we have an
i nteresting conbination of events here. W have a very
good safety profile --

DR. DRAKE: My | have one nenber at a tinme,
pl ease?

DR. McGU RE: Me?

DR. DRAKE: Yes, you. You have the fl oor.

DR. McGUI RE: COkay. We have a very fine
safety profile. We have an unnmet need. So that's a
good conbi nation. Unfortunately, we have very limted
efficacy under optimal trial and groom ng conditions

that are not going to be net in the comunity. What
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Prof essor Baran just said is very inportant.

Those three elenents are not the nost
troubling to me. What is nost troubling to me is that
the clinical photographs that we saw can only represent
a very few patients represented on pages 9 and 12, on
t hose |inear graphs of clearing. The other thing that
bothers nme is that the two popul ations that probably
nost need a product like this are the diabetics and
i mmunosuppressed patients, who were intentionally
excluded fromthe studies. You can be sure that once
this medication is approved, that that population wl
be treated with the drug, and | don't think we have
safety data on those two special popul ations.

So | find several issues here that are
concer ni ng.

DR. DRAKE: Thank you.

Dr. Kilpatrick? |[|'mgoing to pronounce it
correctly here in a second. | can't pronounce your nane
or John's nanme today. We're having a little trouble
here. It's the mke's fault, it's not nmne.

DR. KILPATRI CK: Thank you for taking tinme to

enter my report, so | will be brief. I'"min favor of
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approval, but | doubt whether if we do so and put al
t he recommendati ons for |abeling, whether the sponsor
will want to market it, because it may be inappropriate.

(Laughter.)

DR. Kl LPATRI CK: Dr. Abel, who has talked
about OTC tinctures that are being used, | think this
wi Il be preferable to those. | take the point that was
bei ng nade, that in many patients' mnds partial success
may be satisfactory, and 1'd |like to ask, because
there's been an inplication that this substance works
for some but not all, does this inmply that there's a
subpopul ation of individuals for whomthere' d be a
hi gher percentage of success, conplete success, or is it
si nply unknown? At the nmonent, it's sinply unknown.

So I'"'min support of the sponsor's
application with appropriate |abeling to be discussed.

DR. DRAKE: Thank you.

Dr. M ndel.

DR. M NDEL: | have nothing to add.

DR. DRAKE: Wow, that's brief.

Dr. Abel.

DR. ABEL: | agree that the sponsor has
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denonstrated efficacy, limted efficacy for mld to
noder at e di sease, but there are a | ot of qualifications.
There is a very long tinme for denonstration of effect,
and possibly this is related to the rate of the nai
growth. [I'mnot sure if I mssed the answer to Dr
McCGuire's question or not, that it would be interesting
to have the data stratified as to the age of the patient
or some investigation as to nail growth rate.

DR. DRAKE: Elizabeth, let's ask themto
answer that question right now, because it's been asked
twice. | think something that's been asked twice, let's
get sonebody to give us a quick answer to that.

DR. LEVY: In terns of age, it was stratified
in patients above | think 50 years, and bel ow 50 years
had equi val ent efficacy rates of the active relative to
the vehicle. So we did not see an age effect.

To a couple of the other coments, it is true
that we noted in the protocol that insulin-dependent
di abetics were excluded. Non-insulin diabetics were
included in the trials, if that's of help to the
comm ttee.

Regardi ng the di sease severity, you saw somne
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data earlier that it was stratified by area of
i nvol venent. Dr. Scher made some comments as well that
that is not always reflective of the degree of disease
in that some patients we saw with relatively nodest
areas were very difficult to treat with a lot of |ateral
i nvol venment. There were quite a | arge nunmber of
patients included with that geographically difficult to
treat disease.

DR. DRAKE: Dr. Abel, does that hel p?

DR. ABEL: Thank you.

DR. DRAKE: Okay, go ahead. Please continue.

DR. ABEL: There appears to be a substanti al
recurrence rate, and |I would envision this product to be
used perhaps indefinitely to control recurrence rate.
If that is being done, then what are the inplications as
far as system c absorption?

| think there definitely is an unnmet need.
Not to reiterate, but this does represent,
onychomycosis, a reservoir of infection for the skin.
So | think this would be an inportant adjunct despite
its limted efficacy so far.

That's all | have right now Risk is not a
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concern to me, and | think there has to be some -- the

| abeling will be addressed, and | think post-approval

studi es may be necessary as part of the approval.

DR. DRAKE: Dr. Jordon, we haven't heard from
you at all this norning.
DR. JORDON: | don't know that | have nuch

nore to add than what's been said. I do think sonme of

t he studies --

DR. DRAKE: A little nore into your m ke,

pl ease.

DR. JORDON: I'msorry. | think some of the

studi es are sonewhat flawed, and maybe sone of these

need to be repeated along the comments that Dr. Ml er

made in terns of the penetration into the nail.

| think in selected patients maybe sone nail

bi opsies and really | ooking at

hel pful, at |east

in terns of the penetration of

the | evel s woul d be

this,

because |I'm not convi nced with what

|'ve seen here.

| think it's a very safe drug. [It's got

limted efficacy. | would be very aghast if this were

advertised as a cure, and | think that's in the |abeling

part, where | would see we want to concentrate our

FRIEDMAN & ASSOCIATES, COURT REPORTERS
(301) 881-8132




180

efforts.

DR. DRAKE: Okay.

Yes, ma'am

MS. GOLDBERG: One reason |I'mthinking about
approving is that everybody is saying it's so safe, and
t hen Joe just nmade the comment that -- you were
suggesting there were certain populations that should be
getting it who m ght not be getting it. | was wondering
if you could just elaborate on that a little nore.

DR. DRAKE: Please, Dr. MCuire.

DR. McGUI RE: | just nmade the point that two
popul ati ons that were excluded fromthe study, insulin-
dependent di abetics and i mmunoconprom sed i ndi vi dual s,
that's a | ot of people in this country, and those are
t he people who need the drug. We assune that the safety
profile for those two populations is the sane as it is
in the popul ati ons who were tested, but we don't know
t hat .

MS. GOLDBERG. We don't in fact know.

DR. DRAKE: Fred, and then we're going to go
to vote.

DR. M LLER: Lynn, could | ask one nore point
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for clarification?

DR. DRAKE: You bet.

DR. MLLER John had asked earlier again
about the experience in other countries, because we go
back to '92, and France was approved it says | think
here in '"94 or '95. Maybe Dr. Baran would comment. Are

they using this in an ongoing way, and has it been

really efficacious? Wat have they done with

conbi nati on nedi cati on?

DR. DRAKE: Dr. Baran, the question is what
is your opinion fromuse in European countries? 1Is it
effective? Is it safe? Are you still using it? Et
cetera.

DR. BARAN: Yes, we are using this drug for
several years. | was the main investigator in France,
so | saw all the investigations in Europe. First of
all, it's absolutely safe if you don't paint the
periungual tissue. Second, we have tried now in sonme
countries, mainly in France, to conbine mainly

terbi nafine plus this drug,

and we have nmuch better

and of course this

| ocal

results than terbinafine al one,

drug al one.

FRIEDMAN & ASSOCIATES, COURT REPORTERS
(301) 881-8132




182

We have also tried to paint the nail twice a
nonth on patients who have been cured, and we have got a
very, very little rate of relapse. | have no data to
give you, but this is my experience.

DR. DRAKE: Fine. Thank you.

Now what | want to do at this point -- John?

DR. Di G OVANNA: Could | just ask one
addi ti onal question of Dr. Baran?

DR. DRAKE: Yes.

DR. Di G OVANNA: The one question | tried to
ask before about efficacy |I still don't have an answer
to. That is, in your experience, what is the percentage
of individuals that get clear? You said there's a small
rate of relapse, but if you treat 1,000 patients for X
amount of tinme -- 6 nonths, 12 nonths, 18 nonths, 2
years -- what percentage can you clear conpletely?

DR. BARAN: You nean with the drug al one,
with the ciclopirox al one?

DR. Di G OVANNA:  Yes.

DR. BARAN. We have gotten roughly 33 percent
clinical success, and 7 percent cure.

DR. DRAKE: Okay. Now, here's what |'m going
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to charge the commttee with. W're going to have a

show of hands to give the FDA a sense of the commttee.
As you know, our votes are not binding, but I want you

to realize that if you -- remenber, this is three parts.
Dependi ng on how we vote on Part 1, you can vote yes or

no for Part 1, either way.

Let's take Question 1 on efficacy. |[|'ve
heard that, yes, | sort of like it, it fills a niche,
and | sort of think it ought to be out there, but | have
sone concerns about | abeling. You can vote yes on
Question 1 of Part 1, and if you do, if it passes, when
we get to number 4, if this actually passes the
commttee, then we will absolutely take up Part 2, the
| abeling. All right? |If you vote no, then we will go
to Part 3 that says here's what el se needs to be done.

Also, if you vote yes, not only can you take
up the | abeling, but you can also, in Question 2 there,
you can take up what additional studies in Phase |V
woul d you |like to see done.

So is everybody cl ear about how you can vote
and what can be done with the vote? No. Just vote.

Al right.
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|"mgoing to start and just go one, two,
three, four.

What's the show of hands for approval on
Question 1? Please raise your hands.

(Show of hands.)

DR. DRAKE: | count one, two, three, four,
five, six, seven, eight, nine, ten, and m ne would be
el even.

Let's | ook at nunber 2, safety. Please raise
your hands.

(Show of hands.)

DR. DRAKE: One, two, three, four, five, six,
seven, eight, nine, ten, and I'm-- |I'"msorry, M.
Cohen. Did you vote?

MS. COHEN: You didn't have ny vote for the
first question.

DR. DRAKE: You voted for or against?

MS. COHEN: | voted against.

DR. DRAKE: That's what | thought. | have
you down as agai nst.

Let me repeat Question 1, please, so it's

very clear for the record. | didn't announce the
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opposing vote. So | assune if you didn't raise your
hand on yes, you were opposing, but that would not take
into account abstentions. So let's start with Question
1 again.

Pl ease, all in favor raise your hands, and
hold them so we can count them

(Show of hands.)

DR. DRAKE: One, two, three, four, five, six,
seven, eight, nine, ten, and |I'm el even.

How many vote nay?

(Show of hands.)

DR. DRAKE: One nay, and | guess there are no
abstenti ons.

Now let's go to Question 2, please. How many
are in favor of Question 2? Please raise your hand.

(Show of hands.)

DR. DRAKE: Fred, are you voting? 1Is that
your hand? |I'msorry, | couldn't see it.

One, two, three, four, five, six, seven,
ei ght, nine, ten, eleven, twelve.

Any abstentions?

(No response.)
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DR. DRAKE: Any nays?

(No response.)

DR. DRAKE: Okay, Question 3. Do the
benefits outweigh the risks? Please raise your hand if
you say yes.

(Show of hands.)

DR. DRAKE: So we have one, two, three, four,
five, six, seven, eight, nine, and I'mten.

How many are opposed?

(Show of hands.)

DR. DRAKE: One opposed.

How many abstentions?

(Show of hands.)

DR. DRAKE: One abstention.

Nunmber 4, final vote. Does the commttee
recommend that this be approved for the treatnent of
di stal subungual onychomycosis w thout | unular
i nvol venment due to dernatophytes or a subset of distal
subungual onychonycosis due to dermat ophytes?

Pl ease rai se your hand. All in favor?

(Show of hands.)

DR. DRAKE: One, two, three, four, five, six,
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seven, eight, and |I'm nine.

Negati ves, please?

(Show of hands.)

DR. DRAKE: One, two, three negatives.

Any abstentions?

(No response.)

DR. DRAKE: All right. Okay. This passes.

Now we're going to nove to Part 2, which says
basically if the answer to Part 1, Nunmber 4 is yes -- by
the way, this is sinple majority. |Is that correct?

This isn't even a binding vote. This is a sense. So
we'll nove on to Part 4, then -- | nean to Part 2.

Does the comm ttee have specific
recommendat i ons regardi ng product |abeling? |'m going
to give you what | heard, and people then please add to
what | heard.

| heard that the |abeling nust point out that
this is not a cure. | heard that loud and clear. |
heard that the | abeling should point out that this is a
smal | percent of patients, that the | abeling nust point
out it's small. | heard it suggested that you m ght

have a separate patient package insert for the patient
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in addition to one to the doctor. | heard that the

| abel i ng should point out that it is an adjunct to
therapy. | heard that the | abeling m ght need to point
out other things that are done, such as trimm ng, does
it need to be trimed and what not .

Now, from here on, it gets fuzzy. These are
things that | heard loud and clear. |'mnot sure
heard everything. My | have comments on what el se
m ssed?

Ms. Cohen, and then Rob, and then I'Il go
ri ght around the table.

MS. COHEN: The studi es have not been done in
conjunction with other medication, and there should be
sone note to that. Also, Joe's question about people
who have diabetes. | think there are so many ot her
t hings that have to be taken into consideration, because
it's not been tested with anything at all, except
itself.

DR. DRAKE: Then that would cone under one of
your recomnmendati ons for the second part of this, other
studi es. Okay, fine.

MS. COHEN: But nay | say that patients don't
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necessarily read the contents. And, in fact, sonetines
they don't get it when they get their drugs fromthe
pharmacy. So | think these have to be put down, |ike
you do food |l abeling, a | abel on the box that says --

DR. DRAKE: So | hear a recommendation for
sone bl ack box |abeling. All right.

Dr. Stern.

DR. STERN: | think two points that you' ve
made, but perhaps stated just a little bit nore
positively. | think the |abel should be absolutely
clear and explicit that the avail abl e data about
efficacy, in addition to it being limted, are in the
face of the technique of nonthly trimmng, and it's only
been used in patients with rather limted di sease of the
characteristics as described. So |I think, as opposed to
tal ki ng about those, | think that should really be up-
front and enphasi zed.

DR. DRAKE: Okay. Anything else?

Fr ed.

DR. MLLER: | don't know if you nentioned
this, Lynn, but certainly the method of application, and

al so the way you clean these nails, how periodic is
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going to be the cleaning of the nails.

DR. DRAKE: Okay.

John?

DR. Di Gl OVANNA:  You nentioned that this
woul d be used as an adjunct to therapy. | think somehow
we woul d want to have that worded a little different.

DR. DRAKE: So maybe | m sheard that, then.
Okay, strike that.

DR. Di Gl OVANNA:  Well, | think the idea is
not that you m sheard it. | may have heard the sane
thing, but | think that inplies that there is effective
t herapy, |ike system c therapy, and this is an adjunct
to that. | think what | heard was that this was studied
in conjunction with a specific programthat involved
topi cal debridenent or a variety of things, and al so
i nvol ved a procedure of repeatedly renoving, but not
necessarily every day.

We did get a copy of a proposed package
insert that had really very little information with
respect to -- for exanple, it says daily application
shoul d go over the previous coat and should be renoved,

but it doesn't say howit's removed. If it's renoved
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with soap and water, if you tell themto renove it every
day, does that nmean they shouldn't wash with soap and
wat er every day?

So | think there are a | ot of specifics, and
the only data we have really are the data that were
accurmul ated in these studies. So that's probably what
woul d need to be described as to how this information
was coll ected, how the efficacy was denonstrated, in
conjunction with the nonthly debridings, et cetera. So
I think that sonmehow needs to be constructed in the
package insert.

DR. DRAKE: Fred?

DR. MLLER I'd just like to mke one nore
conment about the insert for the patients. | think it
has to be in bold bullets, not in narrative formthe way
the inserts are generally. | nmean, it just has to be
bam bam bam and as few as possible, but to cover
these things that are really inportant. O herw se they
just won't get read.

DR. DRAKE: John?

DR. Di Gl OVANNA: We hear about things and

then we talk in terns, and | think the terns we're
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heari ng about are patient inserts, package inserts. But
what Jonat han said was | abeling. So, for exanple, with
respect to another situation in dermatol ogy with
Accut ane, labeling is really not just the insert, it's
actually the way the drug is packaged, and patients
really hate the fact that they need pliers to get open
the packaging that has this stick figure of a pregnant
woman with a big X in front of it.

So the package itself could be conceivably
| abel ed, or sonething el se could be done so that
patients woul dn't be m sled that everyone who uses this
is going to get cured, or that has that information.

DR. DRAKE: And that m ght hel p address M.

Cohen's concern, to nmake it as obvi ous and visible as

possi bl e.

DR. M LLER: Exactly.

DR. DRAKE: Fi ne.

DR. McGUIRE: Briefly, one of the before-and-
after photographs fromDr. Scher will nullify any

packagi ng insert. All you have to see is a diseased
nail and a clear nail, and that's the end of the

i nformati on.
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DR. DRAKE: Ms. Gol dberg.

MS. GOLDBERG: | don't have anything to say.

DR. DRAKE: Henry.

DR. LIM Just to reiterate what | had said
before, I think in terns of the package insert it should
be nore specific in terns of the trimming, in terns of
debridement, in ternms of the cleaning of the nail.

The other part is that if the conpany is
going to do direct consuner advertising, | think that
shoul d be reflected, the obvious limtations should be
reflected, including the cure rate.

DR. DRAKE: You know, as chair, |'ve not
asked about this direct advertising. |[|'ve heard a | ot
fromthe commttee, though, about direct consumer
advertising. Does this commttee have any sway with
what you guys do? Are our comments adequate for you? |
mean, you're hearing what we're saying, and this is
adequate? Okay, fine.

Anyt hing el se, Henry?

DR. LIM No, that's it.

DR. DRAKE: Joe?

DR. McGUI RE:  No.
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DR. KILPATRICK: I'd like very explicitly for
the conmpany to record the conplete success rate in the
two clinical trials that we heard about today, and to
not broadcast the European experience, which is in the
current package, which | think, with deference to our
Eur opean col | eagues, nay be somewhat ni sl eadi ng.

DR. DRAKE: Joel ?

DR. M NDEL: | think the packagi ng shoul d
state that there's approximtely a 50 percent rel apse
rate when the drug is stopped, that there will be no
effect visible for approximately the first six nonths,
and that it's not effective or not shown to be effective
if there's nore than -- in looking at this, the FDA I
t hi nk used 60 percent, the drug manufacturer 65 percent,
but there was sonme di screpancy. But whichever of those
figures is correct, that percent invol venment.

DR. DRAKE: Okay.

Dr. Abel ?

DR. ABEL: | would also |like sonme statenent
to be put in there about what to do after they conplete
the course. In other words, address recurrence.

DR. DRAKE: Okay.
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DR. ABEL: \Whether that's appropriate, I'm
not sure in the context --

DR. DRAKE: Well, | think the FDA wants to
hear your opinion, and then they'll do their thing with
their | abels. Frankly, they know far nore about it than
| do, or probably any of us on the conmmttee. So |
think what's inportant is that they hear your opinions,
and then they can take theminto consideration as they
design the | abels with the conpany, with the sponsor.

DR. JORDON: Again, on the labeling, | think
you need to indicate this is not a cure, and | do think
maybe some statenent concerning these other groups that
Joe is concerned about. | amtoo, because these are the
ones who will want the drug, those with diabetes, those
Wi th i munosuppression, that those studi es have not been
perfornmed thus far, so we don't know about the efficacy
in that group.

DR. DRAKE: Okay. Now, |I'd like to ask the
folks fromthe FDA, | have not addressed each of A, B,

C, D, and E specifically. Rather, |'ve asked for
generic |l abeling. Are there specific areas on your A,

B, C, D, or Ethat you would like me to ask for specific
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comrents on that you feel have not been adequately
addr essed?

DR. WLKIN: | think, actually, we've heard
comrents on each one of themin the course of the
di scussi on.

DR. DRAKE: So that's okay?

DR. W LKI N: Yes.

DR. DRAKE: Let's nove to number 2, then.
Does the conm ttee have specific recommendati ons for
Phase |V post-approval studies? | think I'lIl just, for
the sake of being different, start on the opposite end
of the table.

Dr. Jordon, I'mgoing to start with you. Do
you have specific recomendati ons for post-approval
studi es, and should the commtnent to conduct any Phase
IV studies be required as a condition of approval?

DR. JORDON: | do think sone additional
studi es on nail penetration need to be performed. |
don't know that it needs to be a I arge group, but
certainly a significant group to really assure us that
the studies we | ooked at with that [ evel were true. |

think the other thing, too, | would encourage themto
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maybe consi der sone studies on this other group of
patients that have very severe onychonycosis, maybe
associ ated with diabetes and i nmunosuppressi on, since
that group is certainly going to want this nedication.

DR. DRAKE: Dr. Abel.

DR. ABEL: | would be interested to know what
the mnimumrequirenent is for application to maintain
response after the daily use. So, in other words,
address recurrence, what do you need to do to prevent
recurrence.

To be used with system c treatnent for
onychomycosis, | don't think we've seen all that data.
So that could be part of the post-approval study.

DR. DRAKE: Joel .

DR. M NDEL: |If the |abeling and packagi ng
| ooks like what | think it's going to ook like, | don't
think we have to make recomendati ons for what the
conpany would want to do in future studies. | think the
conpany would want to do those studies.

DR. DRAKE: Dr. Kilpatrick.

DR. KILPATRICK: In that sane |ight, although

| don't think it mandatory, it would be |I think very
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informative if somehow we could learn if there are
i ndeed subpopul ati ons who woul d benefit nore than
others. In other words, the people who do get a
conplete cure, are they in sone way different from other
peopl e? An epidem ol ogi cal study. But that, of course,
is outside the brief of the FDA, as | understand it.

DR. DRAKE: Joe, nothing else?

Henry.

DR. LIM Nothing to add.

MS. GOLDBERG. | just want to reiterate that
addi ti onal studies be done in the inmunosuppressed
popul ati on and in diabetics.

DR. DRAKE: John.

DR. Di G OVANNA: | would think that,
particularly with reference to Joe's comment, | think
that that is a substantial issue. | think that this

drug woul d be used in those individuals who are not good
candi dates for system c treatnent and who have
substantial |long-term problens with onychonycosis. So |
would think it should be a requirenment that Phase |V
studi es be done in those sorts of popul ati ons where

potentially there may be an increased risk, and there
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may be a | arge population that will be using it |ong
term So the diabetic, imune-suppressed, and al so

t hose individuals who have nore severe disease, | think
t hat woul d be an indication.

Certainly studies would need to be done for
recurrence, and | think a study would be useful to be
done, | think the conpany woul d be behooved to use a
| ong-termtreatnment study to acquire nore informtion
for higher percentages of efficacy.

DR. DRAKE: Thank you.

Fr ed.

DR. M LLER: Nothing to add.

DR. DRAKE: Rob.

DR. STERN: Nothing to add.

DR. DRAKE: Ms. Cohen?

MS. COHEN: Since senior citizens sonetines
have problens trinmng their nails, 1'd |like to know
what happens if they don't trimtheir nails, what the
effect is. That's the real world, too.

DR. DRAKE: Okay.

MS. COHEN: And I'ma senior citizen, by the

way .
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DR. DRAKE: Fred?

DR. M LLER Let nme nmeke one nore comrent.
In view of the very limted efficacy, and in view of al
the discussion here, | would think that this shoul d not
be advertised directly to the consunmer, that it should
only be anmong the physicians, and then decisions made,
because if it gets in Tinme Mgazine, everybody is going
to demand that he or she get it, and physicians are
going to have to succunmb. |f they go far enough or
around enough, they'll find soneone who will give them

the prescription.

DR. DRAKE: | will tell you that I think |I've
heard that, as the chairman |istening, |'ve heard that
| oud and clear. | think the summary of what |' m goi ng

to provide to you, John, and other nmenbers is that |
think the commttee has recomrended approval with this
but was very stringent on labeling. M sense is -- and

pl ease don't everybody start breaking up just yet,

because we're not quite done. | want to make sure that
t he sense of the committee -- and please correct nme if
I"mwong -- is that people are approving this, but with

many reservat i ons.
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| think they've approved it because there's
not hing el se available in that niche, and so | think
people are trying to make sonething avail able that's not
ot herwi se available, and it's safe. So it nmeets those
two criteria, but there's a level of disconfort with the
response and efficacy. There's also a |evel of
di sconfort with this not being used properly. W don't
want patients to think this is going to cure their
fungal disease, and so it really nust be maintained in
t he hands of experts to advise them on how best to use
it.

So there's this huge disconfort with direct
to consunmer marketing. | don't know what ki nd of
| everage or notions you have, what agreenents you can
strike with sponsors, but | sense that this is of a
great concern to the conmmittee, that there may be a
proper role for it in a small subset of patients, but we
do not want people thinking this is a cure in a
signi ficant nunber of patients, but it m ght be
sonet hing that can be used in this subset as a kind of a
ni che drug.

Havi ng said that, does the commttee agree
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with that kind of summary? All right.

Anyt hing el se the FDA needs fromthis
commttee on this subject?

DR. WLKIN: | think you've been very
hel pful. You' ve addressed the key questions at the
begi nning. We heard the nmessage of austerity, that you
have particular elements that you would |like to see
crafted into the labeling. 1'll not go down the
extensi ve catal og and deprive people of lunch for
another 20 mnutes. We will take all those into
consi deration should this actually cone to approval. |
want to put the contingency there, that we'll go back

and review this with the review team and we'l]l

conmuni cate with the commttee nmenbers. We'Ill let you
know shoul d there be approval. We'll share the |abeling
with you.

DR. DRAKE: That's very hel pful. Should you
decide to approve it, then you will share the |abeling
for additional comments.

MS. GOLDBERG: Should you decide not to,
you'll tell us?

DR. W LKI N: You will know the outcone.

FRIEDMAN & ASSOCIATES, COURT REPORTERS
(301) 881-8132




203

(Laughter.)

DR. DRAKE: | want to thank the folks from
t he FDA.

First of all, 1'"d like to thank the sponsor
for investing your tinme and resources and noney in
trying to devel op a product that hel ps our patients,
because that's what our goal is, to help our patients.
| don't think nmost peopl e understand how rmuch noney is
i nvol ved. We tal ked about noney, but there's a | ot of
noney involved in research, and so we're appreciative of
the fact that you' ve made an honest, diligent effort to
try to cone up with sonmething that m ght hel p our
patients. So we're appreciative and grateful for that.

We're grateful for your expert wtnesses
taking their time to come share their experiences with
us, fromall over the world actually, as well as the
U. S

|"d like to thank the FDA for their very nice
presentations and for giving us cautionary endpoints for
us to consider, because we don't have tine to | ook at
the data to the |level that you do. So your expertise is

i nval uabl e.
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| really want to thank the commttee for your

very bal anced, in nmy opinion, approach to a very tough

i ssue that we had to address this nmorning. | thought
this was a tough one. It probably woul d not have cone
before us had it not been tough. | really do want to

t hank you for being so bal anced.

Rob, | really do want to thank you for
hel ping | ead the discussion. You've very valuable, and
I want you to know that. | think you contribute a great
deal .

Dr. Kilpatrick, I want to thank you, too.
Even at the very beginning when | said | wanted to keep
t he questions focused, you guys were good sports, and |
do want to thank you. Your input is inval uable.

Finally, I want to acknow edge Tracy for all

of her hard work on this. She' s a wonderful executive

of ficer.

(Appl ause.)

DR. DRAKE: Finally, all you have to do is
brag on sonmething, and it blows it. | was bragging this

nor ni ng about bei ng ahead of tinme, and now | ook at us.

We're in deep trouble. So what |I'mgoing to do is -- |
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checked with Tracy, and we don't have any requests this
af t ernoon under the open public hearing to be heard.
Now, that doesn't preclude sonebody fromstill stepping
to the m ke, but since they' ve not requested it in
advance, then | have a confort |level with delaying the
openi ng or the reconvening of our commttee to consider
the next issue until 1:30. That's 45 m nutes for |unch.
Thank you, committee, for your good hel p.
(Wher eupon, at 12:44 p.m, the neeting was

recessed for lunch, to reconvene at 1:30 p.m)
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AFTERNOON SESSI ON (1:40 p.m)

DR. DRAKE: W have sone invited guests to
this nmeeting, and I would |like to make sure that you
know that the three presenters, Dr. Belsito, Dr. Jordan,
and Dr. Sherertz, have seats at the table. You're
invited to join us at the table. You'll see your nane
t ags.

Dr. Jordan, you have a place up here. You're
right here. | see Don Belsito there. | see Elizabeth
Sherertz there. Beth, right over there.

You see, this is where a previous chair's
experience is so valuable. Joe just points out that I
have two Dr. Jordans, but they're spelled differently.
|'"mgoing to say Dr. Jordan the left, Dr. Jordon the
right.

Al right. | would like to call this
af ternoon session of the Dermatol ogic and Ophthal mc

Drugs Advisory Commttee nmeeting nunmber 51 to order.

FRIEDMAN & ASSOCIATES, COURT REPORTERS
(301) 881-8132




207
Thi s open session this afternoon deals with clinical
trials design issues for hand dermatitis. | don't think
we need to go around and reintroduce the whol e table,
except | would like to ask our four guests to pl ease
i ntroduce thensel ves.

We'll start over here with Dr. Jordan.

DR. JORDAN:. Bill Jordan, Richnond, Virginia.

DR. DRAKE: And you're a practicing
der mat ol ogi st ?

DR. JORDAN: Mbst of the tine.

DR. DRAKE: And you're an expert in hand
dermatitis, right? O in contact dermatitis, period?

DR. JORDAN: And | dabble a little at the
Medi cal Col | ege of Virginia.

DR. DRAKE: Okay, great.

Dr. Belsito?

DR. BELSITO Don Belsito from Kansas City,
Kansas. |'mdirector of the Division of Dermatol ogy at
the University of Kansas Medical Center, president of
the North American Contact Dermatitis G oup, president-
el ect of the American Contact Dermatitis Society, and

have a specific interest in contact dermatitis,
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surprisingly, which includes hand dermatiti des.

DR. DRAKE: Thank you.

Beth, Dr. Sherertz.

DR. SHERERTZ: |'m Beth Sherertz. |'mvice
chair of Dermatol ogy at Wake Forest University School of
Medi ci ne.

DR. DRAKE: Can | get you to speak into the
m ke? |'msorry, | forgot to ask you

DR. SHERERTZ: And ny practice focuses on
occupati onal dermatitis.

DR. DRAKE: All right. Again, because this

is a different session, |'mgoing to ask our executive
secretary, Tracy Riley -- I'"'msorry. Oh, Phil, I'm
sorry. | just know you so well, and I'd seen you this

norni ng. Please excuse ne. Please introduce yourself.
DR. LAVIN. [I'mPhilip Lavin. 1'ma
bi ostatistician with Boston Biostatistics Research
Foundat i on.
DR. DRAKE: And Denise, | don't know t hat
you' ve been introduced to the group.
DR. COOK: |'m Denise Cook, a nedical officer

in the Division of Dernmatol ogic and Dental Drug
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Pr oducts.

DR. DRAKE: Great.

And Susan, | don't think you ve been
i ntroduced.

DR. WALKER: Susan Wal ker, clinical team
| eader .

DR. DRAKE: You were here this nmorning. You
were at the table. You know, sonetines when you know
peopl e, you forget exactly where they were sitting
during the norning session. Have |I m ssed anyone?
Everybody has been introduced today, then?

l"d like to ask Tracy Riley, our executive
secretary -- and | just nmade a ness. VWiile | clean up
my mess, would you please do the conflict of interest
stuff? Thank you.

MS. RILEY: This is the conflict of interest
statement for the afternoon session. The foll ow ng
announcenent addresses the issue of conflict of interest
with regard to this neeting, and is nmade part of the
record to preclude even the appearance of such at this
meeti ng.

Based on the subnmitted agenda for the neeting
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and all financial interests reported by the commttee
participants, it has been determ ned that all interests
in firms regulated by the Center for Drug Eval uation and
Research whi ch have been reported by the participants
present no potential for an appearance of a conflict of
interest at this neeting, with the foll ow ng exceptions.

Since the issues to be discussed by the
conmttee at this neeting will not have a unique i npact
on any particular firmor product, but rather my have
wi despread inplications with respect to an entire class
of products, in accordance with 18 U.S. Code 208(b),
each participant has been granted a waiver which permts
themto participate in today's discussions. Copies of
t hese wai ver statenments may be obtained by submitting a
written request to the agency's Freedom of Information
O fice, Room 12A-30 of the Parklawn Buil di ng.

In the event that the discussions involve any
ot her products or firms not already on the agenda for
whi ch an FDA participant has a financial interest, the
participants are aware of the need to exclude thensel ves
from such invol venent, and their exclusion will be noted

for the record.
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Wth respect to all other participants, we
ask in the interest of fairness that they address any
current or previous financial involvement with any firm
whose products they nmay wi sh to comrent upon.

Thank you.

DR. DRAKE: Now then, | would like to ask Dr.
Jon WIlkin to give us an overview of what we're about
t oday.

DR. WLKIN: By way of introduction, | would
point out that this nmorning's deliberations focused back
on a neeting that the conmttee held in Septenber of
1994, and we went back to that and thought about the
del i berations of the commttee at that tinme, and the
focus there was on regulatory issues in clinical trial
desi gns for onychonycosis. So that's the kind of
utility that we harvest fromthese kinds of neetings,
and what we're proposing for this afternoon is a very
simlar kind of nmeeting where we tal k about the
i ndi cati on hand dermatitis.

There are products on the market right now
for corticosteroid-responsive dermtoses, but there

really aren't products that are dedicated for hand
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dermatitis. So we would like the commttee's viewpoints
and those of the invited experts who are truly expert in
hand dermatitis and contact dermatitis to consider the

i ssues about clinical trial design to reach the

i ndi cati on hand dermatitis.

"' m not going to go through each questi on.
There is sort of a linearity to that. However, of
course, the chair often will take things out of order,
in the order that you think is best for the discussion
pur poses. But we would |like coments to these
questions, and also comments to questions perhaps we
haven't asked that you think may be inportant for us to
know about for studies for hand dermatitis.

DR. DRAKE: Dr. WIlkin, I was one of the
participants in one of those 1994 neetings, and what |
can tell you is that for many years we heard that none
of us know the criteria until we sit down at this table,
whet her it's a sponsor or the participants, and
frequently sonmetinmes the FDA staff thenselves. So |
think your initiative to try to define some of this
prospectively, so that everybody is on a |level playing

field, is to be commended. |'ve seen it make a huge
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difference in many areas already, so | look forward to
this session.

Dr. WIlkin, I'd |like to congratul ate you and
the FDA for this initiative. It's very inmportant to
define things prospectively, because then we all know
what we're doing. And | want to thank our guests, our
consul tant experts for com ng, because an integral part
of this is to have the experts tell us what are the pros
and cons, what's good, what's bad about a study, what
should we be using as markers and indicators, and what
shouldn't we. | mean, there's a whole |ist of
questions, but you're here to help the FDA and our group
with what are rel evant neasures.

We've done this in many areas. W' ve done it
i n onychomycosis, for exanple. W' ve done it in -- Jon,
tell me some of the other areas.

DR. WLKIN:.  Well, actually, at the |ast
nmeeting that this commttee had under Joe McGuire's
chair, we | ooked at tinea capitis.

DR. DRAKE: And we've | ooked at psoriasis.

DR. WLKIN:. And psoriasis, yes.

DR. DRAKE: We've |ooked at psoriasis in this
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same manner. So it's very inportant for us to devel op
what's real and what's not real, thus avoidi ng some of
the questions even that arose this norning. Sonme of the
questions this nmorning woul d have been nuch nore
difficult to answer had we not had sone of that
background. So that's the purpose.

Now, having said that, | have no requests in
writing for comments at the open public hearing, but I'd
like to invite anybody who m ght have a comment to do
so. They nmust identify thenmselves and any financi al
i nterest they m ght have.

(No response.)

DR. DRAKE: Seeing and hearing none, then
we'll nmove on to the program

| think our first presenter is Dr. Donald

Bel sito.

Do you have slides?

DR. BELSI TO  Yes.

DR. DRAKE: And we've got a m ke up here for
you.

DR. BELSI TO I'd like to thank Dr. WI kin

for inviting me here this afternoon to talk to you about
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hand dermatitis, to sort of introduce the subject. |'m
going to deal primarily with the preval ence and

soci oeconom c i npacts of the disorder, but also wll

rai se the issue of what is hand dermatitis.

Can | have the first slide?

So again, I'"'mgoing to |argely be dealing
wi th preval ence and soci oeconom c inpacts, but | also
want to introduce you to the notion of what is hand
dermatitis, at |east what we know about hand dermatitis.

Part of the problem of talking about
preval ence and soci oeconom c inpact of this disease is
that different people define it differently. So | think
that's one major problem exactly what is hand
dermatitis.

s there someone to change to the next slide?

Because | don't have the changer here.

In a classic article in 1984, Ernst Epstein
said treating hand dermatitis is a chall enge because
it's not a single entity but an affliction with nmultiple
causes. |'d like to add to that that diagnosing hand
dermatitis is a challenge because it's not a single

entity but an affliction with nultiple, often
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si mul t aneous causes goi ng on.

Next sli de.

What is it? Well, if you ook at the words
"hand dermatitis,” it's a dermatitis of the hands, and
typically when we tal k about dermatitis, we tal k about
red, scaling, pruritic/burning rashes that, because it's
a hand dermatitis, should be |ocalized predom nantly to
t he hands. But how nuch redness, scaling, and pruritus
is needed before you call it a hand dermatitis? |Is
m nor chappi ng of the hands that we get fromw nter, is
t hat what you want to classify as a hand dermatitis?
Al so, how rmuch invol venent of other cutaneous sites is
al l oned before you stop calling it a hand dermatitis and
start calling it sone other disorder beyond hand
dermatitis?

We don't have really good answers to these
questions, but I think if you want to | ook at
i ndi cations for hand dermatitis, you need to conme to
sone type of operant definition.

Next slide, please.

What is the differential? What | didis | --

DR. DRAKE: Don, | apologize. This is very
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awkward. | apologize. W're very sorry to interrupt,
but we really have to capture this. Let's try one nore
time. | think it's on.

DR. BELSITO There we go. Okay, is that
better?

So what | did is | went into Pub Med and |
asked themto explode all the different categories of
hand dermatitis and see what they came up with, and what
you see, in addition to what people who normally deal in
contact dermatitis would think about hand dermatitis, we
came up wth papul osquanous di sorders, pustul ar
di sorders, infections, nmalignancies, bullous disorders,
and various other classifications that could all be
i ncorporated into what you would call hand dermatitis,
al though I woul d caution you agai nst including these.

Next sli de.

Anmong t he papul osquanmous di sorders, the one
t hat comes up nost frequently, obviously, is psoriasis,
and this is probably the nost difficult to get rid of or
get out of your classification of hand dermatitis,
because quite clearly you can see psoriasis limted

predonmi nantly to the hand. |'mnot sure that you want
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to group psoriasis in with the other hand dermatitides
because it can behave differently.

I n addition, you can get any of these other
papul osquanmous di sorders, such as pityriasis rubra
pilaris, lichen planus, Reiter's syndrome, or secondary
syphilis involving the hands, although typically these
wi Il involve other body sites as well, which would give
you a tip-off that you' re dealing with nore than just a
hand dermatitis. But | think psoriasis is the nobst
difficult to exclude in this category.

Next slide.

In terms of pustular disorders, again
psoriasis is probably the nost prom nent one that you'd
want to exclude fromthis that could come up show ng as
a hand dermatitis. For those of you who think that
acrodermatitis continua is different from psori asi s,
that also could appear as primarily a hand dermatitis,
as could the pustul ar bacterid of Andrew, if you believe
that that disease in fact exists.

Next sli de.

| nfectious disorders. | think the big one

that you want to be clear to exclude is tinea manuum
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So | think that any protocol that is |ooking at hand
dermatitis probably should have KOH and culture put in
to take out those individuals who have tinea manuum It
can l ook very much like the types of hand dermatitis
that you want to be treating.

Ot her di seases that popped up in Pub Med |
think that your average dermatol ogi st would easily be
able to differentiate sinply on the clinical exam nation
i nclude scabi es, herpes sinplex, hand and foot and nouth
di sease, and nosaic warts. But again, these should be
easi |y separabl e based upon clinical exam nation. Tinea
manuum woul d require sone | aboratory investigation.

Next slide.

Among the malignancies, multiple actinic
ker at oses, Bowenoi d keratoses, and radi odermatitis can
| ook very much like a hand dermatitis to the untrained
eye. But again, | think that your average practicing
der mat ol ogi st should easily be able to differentiate
these fromthe types of hand dermatiti des that you'd
want to | ook at.

Next slide.

Bul | ous di sorders. Again, | think your
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aver age dermatol ogi st should be able to differentiate

t hese, but it never surprises ne that | will get
referrals for evaluation and patch testing of what ends
up being epidernmolysis bullosa or an erythema multiform
type of eruption on the hands. You clearly want to
separate out these di seases, and perhaps

phyt ophot odermatitis as well.

Next sli de.

Lastly, the m scel |l aneous causes that popped
up. Actually, perhaps they should be part of your
chronic hand dermatitis because you can get individuals
with obsessive/compul sive di sorders who are excessively
washing their hands, setting it up for an irritant
contact type of dermatitis.

Frictional dermatitis. Friction is certainly
one of the exogenous factors that can trigger and
exacerbate hand dermatitis. And then a variety of other
factors. So this conponent perhaps does bel ong i n what
you want to |look at as hand dermatitis.

Next sli de.

So, needless to say, the disease is

multifactorial. |It's often both endogenous, things |ike
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atopic dermatitis or a psoriatic tendency, and

exogenous, things in the environment that the patient

cont acts. | think those of us who deal with hand
dermatitides all believe -- and I'll be interested in
what Beth and Bill have to say -- that the appearance

of ten changes over time, as does the diagnosis rendered.

It's not unusual for the patient to present to nme for
the first time, for me to think that they have an
all ergy, to diagnose an allergy, renove it, and then for
nme to change ny diagnosis to underlying dyshidrosis or
an irritant or psoriasis as | follow the patient over
time. That goes along with the fact that the disease is
mul tifactorial in nost patients.

Anot her inportant thing is that once you've

di sturbed the epidermal barrier, the skin will be nore
easily irritated by and/or becone allergic to other
agents that it would normally tolerate. M Id hand
washi ng may cause irritation when the stratum corneumis
broken. | think nost dermatol ogi sts have heard of what

Al ex Fisher calls the "parabin paradox,” where parabins
create little problemon normal skin, but when applied

to damaged skin can result in sensitization.
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So once you have dermatitis of the skin for
any reason, it sets it up to becone irritated or
allergic to agents that it otherwi se would tolerate.

Next sli de.

So what are the endogenous factors that npst

peopl e | ook at when they' re dealing with a chronic hand

dermatitis? Well, clearly, the nost inportant is atopic
dermatitis, and I'll nmention that a little bit, and |I'm
sure the other speakers will bring that up as well. A

t endency toward psoriasis can set the patient up for
bei ng bothered by friction, nummul ar eczema, dyshidrosis
or ponphol yx, keratolysis exfoliativa, which is an
ot herwi se benign exfoliation of the skin of the hands,
ot her keratodermas, and of course the psychosonmatic
factors, obsessive/conpul sive disorders, things |ike
that, which are all endogenous factors that can set the
i ndi vidual up to becone nore easily irritated or
af fected by exogenous factors in the environment.

Next slide.

These exogenous factors are prinmarily the
contactants, particularly irritants which include

chem cals |i ke soap, water, solvents, the ambient
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environment, how dry or cold it is versus how humd or
hot. Occlusion by gloves can itself be an irritant.
Then there are the allergens, which can lead to either
Type | hypersensitivity, the type that we're famliar
with, with |atex contact urticaria, or Type IV, the type
that you do patch testing with to get the exem tous
reactions. Then, of course, friction, and | think
friction is sonmething that people oftentimes overl ook
but is an inportant factor in bringing out hand
dermatitis and then prolonging it.

There can be system c factors, for those of
you who believe in system c contact dermatitis. |It's
not such a popular notion in the United States, but
anongst some of the Scandi navian countries, they believe
that a significant proportion of their cases of
dyshi drosi s or ponpholyx are due to ingested nickel or
chromate. Infections, of course, are exogenous factors
that can set the skin up to be damaged and then to
beconme nore easily irritated by contactants, things |ike
underlying fungal or bacterial infection, and then a
variety of other factors that can irritate the stratum

corneumor inflame the stratum corneum and result in
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contactants nore easily penetrating and creating danage.

Next sli de.

So, with all this as background, when nost
peopl e tal k about hand dermatitis, what are the types of
di seases that we're tal king about, and what is their
i ncidence? This comes froman overview article by
Landow t hat was published in 1998. He did a review of
the literature just | ooking at how various authors
classified hand dermatitis and what percentage of their
classification in each of these factors were.

Basically, he reported that irritant
dermatitis accounted for about 21 to 35 percent of the
reported cases of hand dermatitis in the literature.

Al lergic was the next nost common, at anywhere from 19
to 33 percent; atopic dermatitis at 18 to 36 percent;
pomphol yx dyshidrosis at 5 to 20 percent;
neurodermatitis or |lichen sinplex chronica as just
chronic scratching and itching at 1 to 5 percent;

hyper keratotic or frictional dermatitis at 2 percent,
and a | ot of people think of this, or at l|least | think
of this as a formof psoriasis. You tend to see this a

| ot in individuals who have a background family history
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of psoriasis or in occupations where there is a |lot of
frictional trauma to the hand, so they devel op these
very hyperkeratotic patches over the fingertips and
hypot henar and t henar em nence.

Then there was numul ar eczema and id
reactions. | would propose, though, if you're |ooking
at hand dermatitis, to exclude the nunmul ar eczema and
the id reactions. You can usually pick those up by
doing full-body exam nations. Numul ar eczema is
usually on the dorsal hands, but very frequently on
ot her locations on the extremties. But you probably
woul d be hard pressed, just on a physical exam nation,
to separate out these other disorders, and these are
per haps the six groups of disease types that you'd be
| ooki ng at when you're tal king about chronic hand
dermatitis, at least on initial physical exam nation and
differential diagnosis.

Next sli de.

It's said when you're exam ning the patient
that you can separate exogenous versus endogenous
because palmar dermatitis is primarily endogenous. So

when you see an individual where the palnms are
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principally involved, you should be | ooking at the
endogenous di seases, things |ike dyshidrosis or
psori asis; whereas dorsal involvenment is primarily
exogenous, irritant or allergic. But I'll show you sone
data that suggest that this doesn't always work for you,
particularly the palmar dermatitis.

It's said that vesicles and pustul es
i npli cate an endogenous invol venent, and | woul d agree
with that; that nail pitting with normal nail folds is
endogenous, and that's largely psoriasis. But again, if
the nail folds and periungual areas are danaged, you can
see pitting in the exogenous irritant and allergic
contact dermatitis. Cutaneous involvenent beyond the
hands suggests endogenous, and certainly you should | ook
at especially the feet, but really all of the skin,
including the gluteal cleft when you' re exam ning these
patients to classify them because there can be subtle
clues to endogenous di seases |ike psoriasis.

Next slide.

This is a study that was done by Duarte. It
was published in the American Journal of Contact

Dermatitis | ast year, and what she did is she coll ected
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all the cases of hand dermatitis that she had seen in
her clinic population in Sao Paulo, Brazil, from 1993 to
1995, and she had a total of 250 patients. Seventy-siXx
percent of these were wonen, and that's inportant,
because in literally all the studies that are presented,
women out number nmen by anywhere from2 to 3 to 1. So
this is very typical of the type of distribution you see
when you're tal king about hand dermatitis.

But she found that those individuals who had
their volar fingers and fingertips involved were as
likely to have irritant as allergic contact dermatitis,
and that these exogenous factors were nmuch nore |ikely
than the endogenous factors. So that's the issue with
t he pal mar involvenment. At l|least in her study, she was
not finding that.

She al so found that individuals who had
at opi ¢ backgrounds with pal mar invol venment were nuch
nore likely to end up being diagnosed as irritant
contact or allergic contact. The one thing that she did
find that was consistent with the truismis that dorsal
i nvol vement | argely indicated exogenous, and at | east

anong her patients were primarily allergic contact
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dermatitis. So sort of as a screen, if the dorsal hands
are involved, it would suggest that you're |ooking at an
exogenous factor, allergic or irritant in nmy experience.

Next sli de.

She al so went on to note what her initial
di agnosi s was, and then what her final diagnosis was
after full evaluation of these patients, including patch
testing. Qut of the 250 patients that she originally
saw, she thought that 73 had irritant contact, 79
allergic, 94 atopic dermatitis, and 4 dyshidrosis. |'d
just like to point out that this classification as
atopic dermatitis and dyshidrosis | think is one that's
hard to get to. W' ve been grappling with it in the
North American Contact Dermatitis Group for decades, and
I"mstill not sure that we have a conplete
under st andi ng.

But when you talk to people -- for instance,
| very rarely will diagnose someone with just linted
hand dermatitis as being atopic, because it's usually
atopic that has secondary irritant, and it's my opinion
that the cause of the hand dermatitis is primarily

irritant contact on an atopic background.
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So if I was |ooking at these patients and
cl assi fying, probably the bul k of these atopics who had
strictly hand dermatitis would be up in the irritant
category or in the allergic category and not down here.

Qobviously, Dr. Duarte has very strict criteria for
dyshidrosis. There are individuals who have sim |l ar
strict criteria, other people who don't. The vesicul ar
dermatitis on the lateral fingers and the palns is
dyshidrosis for sone people until proven otherw se.

Ot her peopl e have nuch nore strict definitions, and she
is one of them So sone of her patients other people
may have cl assified down here as well.

Be that as it may, the biggest point on this
slide is that here's an individual who is scaled in the
eval uation of allergic contact dermatitis. This is what
her specialty is. She thought that 79 of her patients
were allergic, but when she patch tested them she
changed her diagnosis to 37 of them In addition, she
t hought 73 were irritant and not allergic, and when she
patch tested them she changed her diagnosis in about a
third of them

So without adequate patch testing, it's hard
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just on the basis of history and physical exam nation to
classify these people, and | would submt that in the
United States this is going to be extraordinarily
difficult because we have only 23 allergens that are
approved and are out there for w despread use.

Despite what the marketing conpanies may tell
you, there are good studies fromthe North American
Group and ot her people that these 23 allergens will pick
up sonmewhere between 25 and 30 percent of contact
dermatitis, and in particular will performvery poorly
in certain occupational settings, and nmuch of the hand
dermatitis, as we'll discuss later, occurs in the
occupational setting. So in the United States, in any
protocol |ooking at hand dermatitis, it's going to be
very difficult to separate out these two classifications
until there are nore patch test allergens available in
this country.

Next sli de.

This raises an inmportant point, because in
1998 W gger-Al berti and Eisner wote an excell ent
article which reviewed whether barrier creans and gl oves

prevent or provoke contact dermatitis, and there are a
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number of studies that suggest that they help and a
number of studies that suggest that they hurt. | would
submt to you that one of the reasons why barrier cream
studi es are so equivocal is that if there's confusion
about whether it's irritant or allergic, it my make a
big difference, because if a barrier cream stops the
vast majority of penetration but it's allergic, alittle
bit of penetration can cause a | ot of disease.

On the other hand, irritancy depends upon
dose, concentration, and exposure, and a barrier cream
that significantly reduces those my be very effective.

So when you're |looking at a barrier cream as an

i ndication for hand dermatitis, |I think it's going to be
very inmportant to separate out the allergics or the
irritants.

On the other hand, if you' re | ooking at a
medi cation that will affect nmechanism such as a steroid
or anot her type of nedication, that may be | ess
I mportant, because | think that you can think of
irritant contact and allergic contact nuch |ike we think
about the conpl enment cascade. You can get into the

cascade by different mechani sns, one by an allergen and
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Langerhans cells, the other by an irritant effect on
keratinocytes. But once you get into the cascade, the
cascade of chemi cals that follows after the first 30

m nutes to an hour to two hours is very nmuch the sane.

If your drugs have the same effect, then |unping those
di seases may not matter as much as it does for a barrier
cream where it's a matter of the anount that penetrates
t hrough that's inportant for barrier creans.

Next slide.

VWhat is the prevalence? It's real difficult,
as you can gather, to cone up with preval ence figures,
because different people are |lunping different diseases
into hand dermatitis. But perhaps the best study is one
t hat was done by Medi ng and Swanbeck in Got henburg,
Sweden in the late 1980s. What they did is they sent
out a random questionnaire to 20,000 people in the City
of Got henburg between 20 and 65 years of age, and as
only coul d happen in a Scandi navian country, they got an
83 percent response rate.

Of those individuals responding, 11.8 percent
of themclaimto have had a hand dermatitis within the

past 12 months. O the respondents, 1,951, which is
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11. 8 percent, they went out and interviewed and
physically exam ned 1,385 of these, for a total of 71
percent of their respondents. They found a point

preval ence during the course of their exam nation of 5.4
percent. In other words, 5.4 percent of these 1,385
peopl e had actual hand dermatitis at the tine. As
Duarte found, their female to male ratio was 2 to 1, and
t he di agnosis that Meding and his col |l eagues gave was
irritant contact for 35 percent, atopic dermatitis for
22 percent, and allergic contact dermatitis for 19
percent .

So basically, about three-quarters of the
hand dermatitis that they were seeing fell into these
three categories. Again, with the atopic dermatitis
limted to the hands, there are sone investigators,

i ncludi ng nmysel f, who would be inclined to |unp those
into the irritant category.

Next sli de.

They al so | ooked at various risk factors for
t he devel opnment of hand dermatitis, and in descendi ng
order what they found, the nost likely risk factor was a

hi story of chil dhood eczema or atopic dermatitis; being
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a woman put you at risk; dependi ng upon your occupation
put you at risk; a history of asthma or hayfever; and
then occupations in various services, particularly

hai rdressing and health care. Really, you can coll apse
this, then, into three risk factors: atopic dermatitis
or the childhood eczema and the asthma; being a woman;
and your occupation, particularly an occupation that
exposes you to wet work or solvents or other types of
irritant chem cals.

Next sli de.

They concl uded that nuch of their hand
dermatitis was occupationally derived, and while they
came up with all these statistics about the occupations
and the types of hand dermatitis they were seeing, they
al so recogni zed that the epidem ol ogy of occupati onal
hand dermatitis, and therefore hand dermatitis itself,
will vary in different countries dependi ng upon the
soci oeconom ¢ nake-up of that country.

I n addi tion, various people, including
Medi ng's group in the study, noted that it was
interesting that the European studi es suggested a nuch

hi gher rate of allergic contact dermatitis, while the
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American studies favored irritant contact dermatitis.
Again, a plea for nore patch testing. | think in part
that's because Anericans aren't patch testing, because
when you | ook at the North American Contact Dermatitis
Group, in fact the vast amount of our occupati onal
dermatitis is allergic contact dermatitis and not
irritant, although I'Il readily agree that nobst of the
studi es com ng out of the United States on hand
dermatitis are blamng irritant factors and not allergic
factors.

Next slide.

So what are the occupations in which you'l
see a |l arge amount of hand dermatitis? The biggest in
al rost all countries are the hairdressers, who have
their hands in soap and water and are exposed to
all ergens like hair dyes and the hair permanents; food
service industry, with the soap and water; nedical,
surgi cal, and dental; the construction industry, with
cement, with all the friction that's encountered, with
t he anmbi ent effects of the atnosphere; agricultural and
forestry, with chem cals; and again, the chem ca

i ndustry; the machinists; housekeeping and janitorial;
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and el ectronics.

This is sort of a sick building type
syndronme. In the electronic industry, they work under
very low hum dity tenperatures. So you get this ambient
effect that sets up a |lot of electronic conputer workers
for irritant contact dermatitis year round.

So these are the principal occupations, and |
think they're very inportant ones in the United States.

Next slide.

VWhat is the prevalence in certain
occupations? There is not really good data fromthe
United States. The best data, as usual, is com ng out
of Europe. This was an incredible study that was done
by the German investigational group, where they took 15
cities in northwestern Germany and they attenpted to
enroll every apprentice hairdresser, for a total of
2,570 students. They actually got 2,352 to enroll.

This is another inportant part of this study.

As many studies give you sort of a gestalt feeling of
t he exam ner as to whether things are inproved or not
i mproved, they don't really tell you their grading

mechani sm  They worked very stringently on operational
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definitions for grading the skin into mld, noderate,
and severe categories, and I'lIl just show you their
categori zation for mld and severe, but | think it's
i nportant that you look at criteria for defining the
severity.

Next sli de.

These groups defined mld dermatitis based
upon the norphol ogy as being erythema, scaling,
infiltration, papules, vesicles, oozing and/or erosions,
any one of these involving | ess than one-eighth of the
area of the skin, with some excoriations but few, |ess
than three small pinpoint. Lichenification |ess than a
4 sononeter square area for both hands, and extrenely
flat, less than a half mllineter. |If there was
hyperkeratosis, it had to be over |ess than an eighth of
bot h pal mar surfaces. |If there was fissuring, they had
to be small, shallow, and |ess than three on both hands.

Next sli de.

In addition to norphol ogy, they tal ked about
where the dermatitis was |ocalized, and for mld
dermatitis basically they wanted erythema and scaling to

be present but |less than four interdigital spaces, or
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you could have one or the other involving nore than
three. The erythema and scaling had to be | ess than
one-fourth of a dorsum of a hand, and |ess than one-
fourth of the pal mar surface of the hand, and had to be
around fewer than three nail folds on both hands, and be
present on |less than three lateral fingers, and there
shoul d be less than three fingernails involved with
di screte changes.

| don't necessarily present this to you as
the nodel. In fact, | think this is a rather cunbersone
nodel and there are probably better ways of grading it.

But | do think it's inportant that you define sone

criteria for howto classify these hand dermatitides
rat her than just some global criteria that the
I nvestigator thought this was severe, because what |
think is severe other people may think of as mld, and I
think it confuses me when | read the literature that
severe cases went to mld. WelIl, what does that nmean to
me? |t nmeans not hing.

Next sli de.

The severe were, in fact, severe: erythens,

scaling, infiltration, et cetera, over greater than a
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quarter of the hands; excoriations greater than three

| arge; lichenification significant, nore than 4
sononmeters, greater than a half a mllinmeter in height;
hyper ker at oses over nore than a quarter of the pal nar
surface; and nore than three shallow or deep but |arge
fissures, although they never really define what is
large. Is it a sononeter? 1Is it 2 sononeters? But at
| east, again, an attenpt to give sonme type of
operational definition.

Next sli de.

Again, in ternms of |ocalization, obviously
nore significant involvenment over the hand of both
erythemn, scaling, plus another factor. The other could
be |i ke excoriations or papul es or one other factor to
get into the severe category.

Next sli de.

Using this operant definition, what did they
find among their hairdressers? They | ooked at 2,352
peopl e pre-enploynent. They found a whopping one-third
had m|ld hand dermatitis before they even got into the
beauty shop, and al nost 13 percent had noderate to

severe dermatitis. They didn't say what tinme of year
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they were starting. This was northwest Germany. |t can
be very cold and dry and bitter during the w nter

nont hs. That could be a factor. But clearly, a

signi ficant nunber of people cone to the workpl ace
already with hand dermatitis, and if you're | ooking at

t he preval ence, there's no reason to believe that these
peopl e were pre-selected in some way.

A significant proportion, nuch higher than
Medi ng was reporting in Gothenburg, of people have hand
dermatitis. One year |later, they reeval uated these
peopl e, and 600 of the students had dropped out, sone of
t hem because they changed schools to other areas of
Ger many, but sonme of them because of their hand
dermatitis, and I'll give you that number l|later. But at
this point, a year later, alnost half of themhad mld
hand dermatitis, and a quarter with noderate to severe
hand dermatitis after a year of doing hairdressing.

Then three years |l ater, another 600 people
dropped out. The nunbers stay pretty nuch the sanme, but
there's probably a | ot of selection bias because a
signi ficant nunber of these 600 peopl e dropped out

because they were having problenms with hand dermatitis.
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The period preval ence over this three years
was al nost three-quarters of the individuals they
studi ed had hand dermatitis at some point, and of the
noderate to severe type, alnost half of them had it
during these three years. O the 449 individuals who
| eft hairdressing, one-third of themsaid the primary
reason was their skin problem So this has significant
soci oeconom c i npacts on people and is a significant
problem both in this country and in Germany, as this
st udy shows.

Next slide.

Here's anot her study, again done by the
Germans. This is in food service workers. This is
bakers. They |ooked at 91 students pre-enploynment to
one year into their enploynent. Here they found about 3
percent had hand dermatitis pre-enploynent -- this is
noderate to severe -- with about one-fifth of them
devel opi ng noderate to severe hand dermatitis anywhere
fromtwo to four weeks into their training, with the
atopics in this group having a 3.9 tinmes relative risk
of devel oping hand dermatitis. So again, the inportance

of background of atopic dermatitis in hand dermatitis.
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They make this cryptic comment in the paper
that there was al nost about a third at one nonth that
had the hand dermatitis but don't show the number. At
si x nmont hs, about one-third of the individuals had hand
dermatitis, again sonme dropout. Early on, there's a
femal e-to-nmal e predoni nance, but after one year the
femal e-to-mal e predom nance di sappears, but the atopic
risk remains in that condition. Their diagnosis on
these individuals, again food handlers, irritant contact
was far and away the nost |ikely diagnosis, followed by
allergic, followed by atopic, followed by dyshidrosis.

So agai n, when you're thinking about hand
dermatitis, these are the big four, and nmaybe incl ude
frictional dermatitis. But if you believe that's
psoriasis, you may want to try to renove that fromthe
rubric of hand dermatitis.

Next slide.

Ot her occupations. Again, health care
wor kers. These studies are all questionnaire studies,
and they suffer the usual problenms of questionnaire
studi es, possible overrepresentation and inflated

numbers because only those individuals affected wll
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respond to your questionnaire. This was in hospital
workers in Perugia. They had about 85 percent
respondents, and 21 percent of their respondents felt
that they had significant hand dermatitis that inpacted
upon their life.

Most of them were wonen, again the female
preponderance, and nost of them were what they
consi dered young. Unfortunately for nost of us in the
audi ence, young was |less than 31 years of age. The
young were di sproportionately affected by the hand
dermatitis. Again, that my be because ol der workers
sel f-select thenmselves out and will quit work when
they're bothered, or they beconme nore savvy at how to
protect their hands. Overall, the diagnosis they
rendered was irritant contact.

In an intensive care unit in Birm ngham
again a questionnaire study. Sixty-two percent of the
203 people working in the unit responded. Fifty-five
percent of the 126 felt that they had a noderate to
severe hand dermatitis at some point within the past
year that affected their work or their quality of life.

Again it was largely wonmen, and again it was |largely
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young. This group did not render a diagnosis for the
hand dermatitis. But again, a very conmmon problemwth
significant inmpact, particularly in professions where
there's a |lot of wet work

Next sli de.

| think this is the last that 1'll bore you
with, but just to show you that there are |ots of other
prof essions out there that don't pop up. This is
florists. You may want to put themin the agricultural
category. This was anot her questionnaire study in
Li sbon, Portugal. They had 151 respondents, and about
one-third of them had what they call ed nmajor hand
dermatitis. Again, this was an undefined major, so |
can't tell you what that neant. Seventy-two percent had
m nor. Note that these add up to nore than 100, because
t hey just asked them "Did you have a major hand
dermatitis that affected your life during the past year?

Did you have any epi sodes of m nor hand dermatitis?"

So it was possible for an individual to check both
answers.

But again, a significant nunber of

i ndi viduals with hand dermatitis. One-third of those

FRIEDMAN & ASSOCIATES, COURT REPORTERS
(301) 881-8132




245

had underlyi ng atopic backgrounds. So the big risk for
this disease is atopy.

Next sli de.

To go back to the Gothenburg study to give
you sonme idea of the socioeconom c inpact of this very
conmon problem 1'Il just point out that of all the
nunmbers |'ve shown you, the Gothenburg nunmber is the
| owest, at 11.8 percent of the popul ation. But of the
11.8 or 1,951 people that they originally got in their
gquestionnaire, they were able to go back and interview
1,238 of those individuals with confirnmed hand
dermatitis, and of those 1,238, 69 percent had consulted
a doctor at |east once during the past year for their
hand dermatitis. So there's the cost of the doctor's
visit. Twenty-one percent of them had taken sick |eave
from work because of their hand dermatitis, with a nean
of 18.9 weeks and a nedi an of 8 weeks.

So there was sonme profound outliers out here.

Again, | think you could only do this in a socialist
country |ike Sweden. When you |ook at U S. val ues, our
wor kers hardly ever take such | ong amobunts of tine away

from work because of the way our social systemis
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structured.

Ei ght percent of these individuals had |eft
their occupation. Eighty-one percent had been
significantly inpacted socially or in their activities
of daily living as a result of their hand dermatitis.
Allergic contact dermatitis or those suffering from
all ergy were those who suffered the nost severe probl ens
in terns of having to | eave work and in ternms of social
i mpact and activities of daily |iving.

Next sli de.

What's the prevalence in the United States,
and what's the inpact of that? Bottomline, there are
no studies. So what |I'mgoing to give you is ny best
guesstimate of where we may be in the United States.

In 1989, the North Anmerican Contact

Dermatitis Group published a paper -- the |ead author
was Franz Storrs -- detailing our patch test results
over a five-year period. |In that group, it was found

that one-third of all the patients we patch tested had a
primary hand dermatitis. OF those individuals with
primary hand dermatitis, 28.9 percent of them were

allergic, 21.6 were irritant. So again, this belies

FRIEDMAN & ASSOCIATES, COURT REPORTERS
(301) 881-8132




247
what nost people say about Anerican studies, that nost
Ameri can hand dermatitis is irritant. |In a group that
patch tested, we actually found nore allergic. 10.3
percent of these patients had what were called atopic
dermatitis.

Next sli de.

Usi ng anot her study, the NAMCS study from
1990, it was said that in the United States there were
six mllion visits for contact dermatitis in that year.

So if you assune that one-third of the North Anerican

Group data will be hand dermatitis -- and these are just
guesstimates, and | apol ogi ze but the data just isn't
there -- then you can say maybe there were 2 mllion
visits for hand dermatitis during that time. |If you
assune that contact dermatitis represents 50 percent of
all hand dermatitis, then you can double this number and
say there were 4 mllion doctor visits for hand
dermatitis of all types. But again, just guesstimates.

Next slide.

In terms of cost, no good numbers goi ng back
to Mathias' article in 1985. So we're talking about

1980 dol lars, not 1999 dollars. In |ooking at an
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occupati onal setting, because nost occupati onal
dermat oses are hand dermatitis, Mathias found that 25
percent of workers with occupational skin problens |ose
about 11 days fromwork a year. Contrast that with the
Swedes, who | ose about eight weeks. Occupati onal
der mat oses are underreported in this country by a factor
of 10 to 50 times, and using all these nunbers, he
guesstimated that there would be about $222 million to
$1 billion 1985 dollars |ost.

So sinply assum ng that nost occupati onal
der mat oses are going to be hand, and |I think that's a
fairly safe assunption, these are the types of nunbers
you' re | ooking at.

Next sli de.

But you may want to even increase these
numbers, not only because of inflation, but only 25
percent of the dermatitis that was seen by the North
Ameri can Group was considered occupationally related,
suggesting that Mathias' nunbers should be quadrupl ed,
or giving you an estimte of about $800 nmillion to $4
billion that was |lost in 1980 dollars to hand dermatitis

in this country al one.
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Next slide.

So, in conclusion, we're dealing with a
multifactorial disease. | do not think that there are
still good definitions. It can be very difficult to get
down to a single etiology because very frequently there
is not a single etiology. This is a nmultifactori al
di sease that can be difficult to diagnose, and is this
allergy? Is this irritant? |Is this dyshidrosis? Wuld
you classify this as atopic dermatitis?

Well, this was an atopic carpenter who was
allergic to col ophony and worked with pine board. So
certainly allergy was part of this, but you only know to
what extent it was part of it once you see how his hands
do when he stops handling pine. | can tell you his
hands got better but his problemdid not conpletely
cl ear up.

| think at this point I'll turn it over to
Bill to talk about diagnosing this problem Thank you.

DR. DRAKE: Just one second. Are there any
gquestions or points for clarification?

(No response.)

DR. DRAKE: Okay, then we'll turn it over to
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Bill Jordan.

s this roomwarmto anybody besi des your
chair? Could you ask to see if we could get it alittle
cooler in here? |1s that possible? It's alittle bit
warmin here, | think. Post-prandial narcol epsy is bad
enough as it is.

Ch, | have sonebody saying it's too cold.
Maybe we just need a breeze. Maybe it's just stuffy.

Tracy, are you cold? You didn't eat. Oh,
gee, maybe we'll leave it alone. Maybe we won't press
t he issue.

Coul d we open a door over there, at least to
get a little ventilation in here? That m ght help. |If
sonebody woul d be so kind as to open a coupl e of doors
for us, maybe one in the back. | think if we just get
sone doors open, that mght help a lot. Maybe
ventil ation.

Dr. Jordan.

While he's getting rigged up, tell me, Don,
why do you think wonmen have this disproportionate
amount ?

DR. BELSITO Because | think, despite
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wonen's |iberation, wonen still do the vast anount of
wor k around the home, they're still involved in nore
occupati ons where they're exposed to soap and water, and
t hey do nost of the food preparation and are involved in
those irritants.

DR. DRAKE: This is an issue for
clarification. Wen you gave your slide showi ng the
di fferent occupations, | just quickly counted of the
ones it would seemto be predom nantly perhaps in nen
versus predom nantly in wonen, and sone were clearly an
overlap. But out of the 10 categories you had, it
| ooked |ike 50 percent of those would be done nore by
men than wonen. Did you have nunbers on those
cat egori es, percentages?

DR. BELSITO Right. They were pretty nuch
put up there by descendi ng order of involvenent. So
cosnet ol ogi sts and hairdressers, which are dom nated by
women, were a big group. Also, when you | ook at the
medi cal and dental group, although it's sort of
col | apsed, the biggest problens tend to occur anong the
nurses and the aides and not anong the physicians. So

agai n, another group that's predom nantly wonen.
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DR. DRAKE: Okay, thank you.

DR. JORDAN: We did not discuss our talks
before we got here, so | want you to know you're going
to get sone variations, but not significant variations
in my opinion.

This is nmy 30th year of hand eczemm, and
t hi ngs change over the years, and sonetines you change
your m nd. But everything he says is quite interesting
because it's difficult.

|"ve got to go backwards one. | don't know
what | stepped on. No, back to the begi nning, one nore.

| want to go to the first slide. That's the one.

This is what dermatol ogi sts dream about at
ni ght, hand eczema. Nothing else. The reason is that
you got this in the other slide, and |I'm not even
presenting this as true, because | don't think it is
true. But there's so nuch of an elenment of truth to it
that | wanted to bring out one of ny little quirks in
life, which is right here, the term"dyshidrosis," which
| do not believe in, but it doesn't make any difference
whet her you believe init. It fits categories good

enough for instruction here.
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That is, when you first start patch testing

before you get reasonably well known, you're going to

di scover nore allergic contact dermatitis. But the nore
wel | known you get in your area, the nore recalcitrant
patients they start sending, and the harder they are.
The harder they are, the rate of relevancy starts going
downhi Il precipitously. And because you've got tertiary
type people com ng rather than right off the street, it
depends where on the firing line you are. |'m sure that
private practicing dernmatol ogists see nbre acute
allergic contact dermatitis than | do. | typically see
what nobody el se wants to see anynore. They've actually
seen three specialists before they even get to ne.

So you've got to pay attention to who is

giving the talk and how deep they are into their arena.
As Don said, there's a group in here that I'm strongly
bi ased, and I will tell you what ny biases are, that
this group is a lot |arger than people think it is. To
me, there's sone evidence that dyshidrosis is just a
vesicular wet formof atopy. But it doesn't take away
from anyt hi ng.

There really is an irritant contact
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dermatitis. That is, if you' re not a closet atopic, and
"Il explain what that is, if you put your hand in brine
all day long and bring it out, you can devel op the nost
chronic scaling, inflammatory dermatitis that never does
anyt hing but do exactly what you did fromputting it in,
and it will ook that way, and it will clear up in two
weeks if you get it out of that pan.

But there's a |l arge segnent of the popul ation
who, if they put their --

DR. DRAKE: | never thought I'd have to dress
you here today, but you |l ost your m ke.

DR. JORDAN. They tied that one down to ny
| eg.

DR. DRAKE: |'m putting things in his pocket,
and |'"m putting things on his tie.

(Laughter.)

DR. JORDAN:. But there really is a pure
version of every one of these. There's a pure allergic
contact dermatitis, cause and effect, the disease |asts
two to three weeks and it goes away. There's a pure
irritant contact dermatitis, the same way. The disorder

| asts a period of time and then it goes away.
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There are people who bring in a tendency to
have a sel f-sustai ned hand eczema, and these are, |ike
the slide shows, they come with a strong atopic
background. | have full text hand charts dating back to
1988, and | can tell you that people will be hands for
two or three years, and then two or three years |ater
they're feet, and then they rock back to hands agai n.
They're still doing the sane job.

In fact, these people are the ones you have
to follow for 10 and 15 years, and they evolve like a
soap opera story. They're into this for four years, and
t hen you neet themon the street and they no |onger have
hand eczemn, it's now on their feet. Then when they're
70 years old, they come down with explosive exfoliative
dermatitis all over. So hand eczemm is part of an
intrinsic eczema, and it's typically what | usually
refer to as a closet atopic. The difference is this
portion right here, which is a pure version of it. This
frequently kicks off that mld, sublimnal irritation to
blatant irritation, and then they are now sustained in
this sort of pattern.

VWhat do these people do? They anoint or
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aneliorate their problemconstantly. So they can get
allergic contact dermatitis because they're the users of
the world. They're the ones who bring in bags with
eight or nine or ten itens in it, and this is where you
can get nost of, | found, the relevant contactants. You
will definitely get sone fromthe workplace itself, but
it's often traceable to things |like formal dehyde, the

bi oci des, and even the fragrances.

If I can have the next slide?

Of all the papers | ever did, the only one
that | thought I mght redo that | thought wasn't the
worl d's nost perfect, accurate paper was this one that |
publi shed in about, I think, the late 1970s. | actually
| ooked at about 220 cases of hand eczema, hand
dermatitis, and | canme to the conclusion that the
standard screening tray picked up 16 percent of people
t hat had what | thought was allergic contact dermatitis,
and if you took that material away, they actually did
well in follow up. That was 16 percent.

Beyond the standard screening tray, you go in
the closet and you just take the stuff they bring, and

we can find another 8 percent. So it came up in about
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22 to 24 percent, and then the rest of it was this group
in here. Well, | think over time our rates have fallen
because of the nore conplicated the cases beconme to be,
and then the rest of them are hand eczema al one, no
positive patch test. But there's this very interesting
group right in here called Group B. These are people
wi th hand eczema who have both contact dermatitis and
intrinsic eczema. They have been putting stuff on it
and they do this and they do that, and it's very hard to
tell that patch testing makes a huge difference, except
to point out sone things they're doing that they could
stop. In that sense, they may get better.

| was very interested in the discussion on
fungal nails, tal king about what's a conplete cure,
because | said, boy, that sounds like us in the patch
test clinic. How nmuch is a conplete cure, or are they
better off having been tested? That is the Goup B. |
didn't invent the term but Klaus Malten, in Nijmegen
University in the Netherlands, coined the term "hybrid
hand eczemn,” and it is quite true. What Don said was
multifactorial, Malten called the hybrid hand eczens,

and that is typically an atopic personality, atopic
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trouble, in and out of varying atopic states, also
subjected to irritants, and in dealing with the problem
or at the workplace ends up with allergic contact
dermatitis.

So they're all of the above, and that makes
it very hard to deal with, but that's quite a comopn
scenario in nmy opinion.

Next sli de.

These are sort of the major preservatives in
the United States. The parabins rank |east. This one
and this one are sone of the highest, and these are
formal dehyde. These are hand eczema patients who are
ei ther closet atopics or dealing with their workpl ace.
They' re then goi ng back and getting GoJo in the back of
the nmen's restroom which may have a formal dehyde-
rel easi ng preservative, or they're in a nunmber of other
areas in dealing with their problem So the allergic
contact dermatitis is actually an epi phenonmena on top
of a conmbination irritant-atopic background.

| think that's one of the real problens that
we have, and it's one of the real problens we have with

work-related injuries. The workplace and the |aws are
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written |ike Sol omon. They want you to divide this
child right down the mddle, this one's atopic and this
one's pure allergic contact dermatitis, and they don't
recogni ze any conbi nati on, because the way the |laws are
written is that if an itemin the workplace did it, then
it didit. Then they want to know why this patient is
still going to his mail box six nonths |ater, out of

wor k, picking up his check, and his hands don't | ook any
better than they did the day he left fromwork. They're
still going on just as bad.

So this is a problem of the hybrid hand
eczema. |It's also the problem we would have in trying
to design studies in limting certain types of
di agnoses. This is pretty rare. W only have headache
-- that's a pretty generic term-- and backache.

Der mat ol ogi sts have hand and foot dermatitis, which
means a nunber of disorders.

Next sl i de.

This is an Italian chef in Ri chnond, a very
good chef, and those three fingers hold garlic, and he
really is allergic not just to garlic but to the true

extract out of garlic. But if he stops work for six
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nont hs, you find out that his hands are somewhat better
but he still looks like that, and the garlic is |ong
gone out of this man's environnent. That is sort of a
typi cal exanpl e of what happens, that even if you start
off with allergic contact dermatitis, you can even
provoke an eczema. You will drive one out, so you can
get it both ways. It's a two-way street.

You can have hand dermatitis that's an atopic
type that you now get allergic, or you can have sonme bad
all ergic episodes, and now if you're a cl oset eczens,
you will sustain the problemfor a while.

Next sli de.

This is a typical version of splitting and
cracki ng and hyperkeratosis. This is an atopic |ady who
did have a true relevant allergy. Her husband had a
stroke, she kept himin the livingroom actually, and
she fed himthorazine. This was way back when thorazine
was in a liquid, and it was on the bottle, and so she
got thorazine on her fingers. So she got allergic to
t horazine. She was really hel ped by patch testing
getting rid of the thorazine, but she never did totally

cl ear up. She had sustained eczema for a very | ong
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period of tine after an adequate denonstration of even
catching her doing it in the right hand and doi ng
everything else with a positive patch test.

Next sli de.

This is a vesicular version. Just so you
woul d know, we even bothered to get the extract. This
is allyl isothiocyanate, which is the allergen in
radish. This is a radish extract with that particul ar
chem cal, bought froma rare chem cal warehouse. But
you see it's vesicular. She's a salad maker, and she
quit sal ad bar work after that and still had a hand
dermatitis for some many, many nonths to years, because
| heard about her from her friends, who said she's still
having problems. | said she couldn't. After | wote
her up in the British Journal of Dermatol ogy? She
couldn't continue to do that. Well, she did.

(Laughter.)

DR. JORDAN: Next slide.

This is a typical pattern, and it also fits
psoriasis, because psoriasis will do the same thing.
Sonetimes they' re exceedingly difficult to tell apart.

In fact, there will be times when they |look |ike eczemn
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and other tinmes they |look like classic psoriasis. They
are the thenar em nence of eczemas. They are very
patchy, and there are sone clues as to what contactant
would hit in that way. | nean, she's not a golfer or
anyt hi ng.

There are sonme patterns in the intrinsic
eczemas that are quite consistent at tinmes. There's the
stigmata version, where you just have it right dead in
t he palnms, or you have the thenar em nence version, and
t hen the patchy discordant areas on fingers. |It's very
common to junp a finger that's actually nore used than
the finger that it's on. So the fourth finger can get
totally wi ped out, with the third finger and the fifth
finger looking fine. They |look just wonderful. So the
atopic type has sone odd patterns that are not
expl ai nabl e any ot her way.

Next slide, please.

This is an entire palm Often it will have a
line right across before the wist. It abruptly | ooks
like it's pal mskin that has a problem You can't even
smear a contactant that cleverly. [It'll go in a nunber

of other places, but this is a typical one of the palm
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and | agree, the back of the hand a little nore. | tend
to favor them although there are sone palnmar allergic
contact dermatitis. You tend to favor the endogenous or
intrinsic dermatitises of the palm

Next slide, please.

That's a palm | just wanted to show you
sonme non-steroidal treatnments. This is just PUVA as a
non-steroi dal, because that's basically -- as we speak
today, it's either prednisone, topically or orally, and
phot ochenot herapy will also bring about resolution, and
that's one of mnmy hobbies, the hone photochenot herapy of
hand eczens.

Next slide.

This is another typical version, splits and
cracks, and then there will be three or four decent
fingertips, and then this thing takes off back here very
severely. A lot of tinmes it's a hand eczema t hat
doesn't make sense fromthe pure topical standpoint.
Then later you'll find that if you neet this woman two
years later, it's down on her feet or she had it on her
feet as a child. That's not an uncommon story,

particularly in the atopic, that they had it on their
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feet. The rest of the famly is riddled with asthma and
hayfever, but this is the only one of the siblings that
has eczem.

Next sli de.

There's anot her PUVA-treated set of hands,
just to show you a non-steroidal way of dealing with it
that's exceedingly hard to do, and do the training and
everyt hi ng.

Next slide.

You see how spotty? This is an atopic that
happens to urticate with poultry. [If you drag white
nmeat of chicken across her, she'll whelp up, but she's
an atopic with a Type | allergy, which is very comon in
the | atex glove scenario. These are typically nurses
that are atopic with hand dermatitis that get the |atex
allergy. It exists in other areas. It's fish in sone
countries, and this is chicken. You can get it to neat.

These will urticate, and they have patches of chronic
eczenn.

Next sli de.

These are what | wanted to show you. This is

a typical fourth finger, but |ook at the pads of these
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two as conpared to the others. Then they take off again
here. So it's got an irrational pattern to it,
particularly the intrinsic eczema types, which | cal
basically atopic. | could go all day |ong on why |
beli eve nost of them are, but | do believe that these
people start out being mldly irritated and then thrown
over, and now they have their own self-sustaining
intrinsic eczemm.

Next slide.

This is the thenar pattern again that we get

in the intrinsic eczemas that are non-contactant, in ny

opi nion. You can see how clear that hand will stay, and
they'Il tell you that it stayed this way for two or
three years before it noved sonmewhere else. Well, where

was the rest of the hand in the two or three years if it
was doing that? That's typical of a pattern. Sonetines
you'll get just a wist pattern with this pattern right
her e.

"' mone of the believers that nunmul ar eczema
is atopic dermatitis in the coin-like position. You can
cut out a lot of these people if you do |ike you skin a

deer. Take their skin off and pin it to the side of the

FRIEDMAN & ASSOCIATES, COURT REPORTERS
(301) 881-8132




266

barn door. That rash that has this crazy pattern is
actually nothing but round rings draped over fingers, or
the pal mside of the hand. So there's a strong
numrul ar -1 ooki ng conponent, but you have to inmagi ne skin
spread out and not just look at it straight down. It
has a strong numul ar conponent.

Then if you see thema year or two |ater,
t hen they may have nunmul ar dermatitis. You have to
sort of remenber that any time you're |ooking at a hand
eczemn for a nmonth, it's sort of |ike one section of the
CT scan. That's just one short visit for a
chronol ogi cal problemthat |asts for years, and the
peopl e who see thema year later will wonder what in the
world you were witing about when they read your
description of the problem

Next sli de.

There are ny wist people. See the thenar,
then the wist, then the wist, then the thenar
enm nences again. Now, you try to come up with a
contact ant ot her than maybe a formal dehyde, but what in
the world is happening to the rest of that hand if this

probl em has been going on for two years? How does the
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rest of the hand stay so clear? So the ones that | cal
t he atopic background or these intrinsic eczemas had

t hese kind of odd, crazy patterns that nothing else wll
dupl i cat e.

Next slide.

The splitting drives people crazy. That's
what really brings nost of themin. These things right
here really hurt, with the inflammatory conponent and
the hyperkeratosis. Then when they dry out for weather
or other reasons, they'll put a rent or a tear in here,
and these are quite hard to deal with. |In fact, sone of
t hese people do as well on the psoriasis nedicine,

Sori atane, or one of the retinoids, because the
retinoids have a preferential dehyperkeratinizing factor
on the hands and feet. So for a little dose, you get a
| ot of slimm ng on the hands and feet, and that actually
will make sonme of them do very well.

But this is typical of what you might get in
a mechanic. He rebuilds carburetors and he's got this
problem but the injury just never lets them do better
because the atopic eczemn is an isonorphic disease. It

cones where injury and friction are very dom nant.
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Next sli de.

This was just a florist. | second the notion
on the floral people. They and the hairdressers are
ni ght mares. The Peruvian Lily wal ks away as the single
big allergen in the floral ostromaria or whatever. But
if you see one of those conme in, you know right away
that they're into Peruvian lilies. Then the thing is
t hat they nove them and two nonths later or three
nonths |later they're still doing as bad as they ever
did. They'll do bad for a year, and that's probably
because many of them are atopics who get allergic, so
t hey're hybrids.

Next slide. | think that's it. That does
end it. But |I think you can see that we don't vary that
much. We have a different take on hand eczemas a little
bit, but it's basically quite a difficult area, and it's

al so fraught with frustration in trying to make them do

well. |If you see themwi thin six weeks of a problem
you'l | probably be the hero. If you're the third man on
the line three years later, forget it. You will not be

the hero of this disorder.

Any questions?
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DR. DRAKE: Thank you, Bill.

Do you have any questions for Bill?

(No response.)

DR. DRAKE: All right, Beth, let's do you.
Then we'll do break, and then we'll conme back for full
di scussion. The consultants, we want you to all stay,
of course, for the discussion, because |'m sure there
will be questions for you then.

DR. Di Gl OVANNA: Lynn, can | ask a question
while Beth is setting up?

DR. DRAKE: Sure.

DR. DiGIOVANNA: | think it's a short one, |
don't know. Just with respect to term nology, in ny
career there are people I've interacted with who have
found nmy use of the term"eczemn" as offensive. There's
one very fampus dernmatol ogist who | work with
specifically who would kind of get riled up. | have for
my training a gestalt or a concept of the term
"dermatitis" and the term"eczem," and you' ve used both
of those terns, and | wonder what they nean to you.

DR. JORDAN:. There was an old journal,

Transactions of St. John's Dermal Society. | think
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Cal nan said eczema is like jazz, it nmeans different
things to different people. | usually reserve it for

t he nore weeping ones. Then we have an oxynoron,
chronic eczemn, which you cannot have. The problemis
in the hierarchy. Dermatitis is too non-specific, where
you could visualize that they went through an acute
phase, even though the disease is many tinmes chronic.
They go through usually at the onset or at some part, it
does get rather inflammtory and juicy or sticky.

But | agree. It's kind of |ike mycoses
fungoi des. We cannot seemto get rid of it. [It's
entrenched. But dermatitis is even nore non-specific.
| say hand dermatitis a lot, but I'"malso very guilty of
saying the eczemas. | try to tell residents that that's
just the way we are. But it technically neans
"weepi ng. "

DR. DRAKE: Thanks, Bill.

DR. SHERERTZ: | will use the term"eczem"
and "dermatitis" to nmean the sane thing, and that is one
of the problens, that sone people use eczema for atopic
di sease of the skin, and some people use it nore

generically. So, to me, eczemn and dermatitis just
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means the action is in the epidermis and it's red and,
depending on the stage, if it's acute there nmay be
blisters, if it's chronic it may be thickened and red
and lichenified and scaly.

| think it is a description, not a diagnosis.

So I'll be fascinated to see what kind of criteria can
be devel oped.

I f you didn't before you sat down this
af ternoon, you probably have a |l ove/hate relationship
with the whole idea of hand dermatitis at this point.
This is a person who fixes furniture, working for a
novi ng conmpany. |If you think about it, you probably
don't want to use that noving conpany if that's what he
does.

(Laughter.)

DR. SHERERTZ: You can't tell what the
problemis here, but he was allergic to the glue. This
| think everyone would say, yes, that's hand dermatitis,
and this is a chronic stage, with a | ot of
l'ichenification, a |ot of scale. You don't see a |ot of
erythema at this stage.

How do | treat hand dermatitis? Well, | 1like
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to know what |'mtreating first. So | came up with this
"Od McDonal d" ripoff -- you know, EIEIO? | use AlAl QU
when |'mteaching residents. | put up the fingers and
say, "A-1-A-1-0O and then U " All of these have been
tal ked about already today, so I'll try to blitz

t hr ough.

Atopic is the personal famly history of
eczemn, hayfever, asthmm, starting as a child. So, yes,
you can have hand dermatitis in children. Wen atopics
get older, they're still atopic, and as we've heard,
atopics end up with hand dermatitis because this is
where irritation occurs. So | want to know if the
patient is atopic as | start to treat because that has
inplications for what I'mgoing to tell the patient to
expect in terns of palmcourse and whether we're talking
about control or cure. |If they' re atopic, we're | ooking
for control of the disease.

We've already heard today that eczenmm begets
eczema. Once the skin is damged, other things can
damage it nore when they didn't ever bother the skin
before, and that includes what they're doing at work,

what they're putting on it, and what we're telling them

FRIEDMAN & ASSOCIATES, COURT REPORTERS
(301) 881-8132




273
to put on it.

Al'l of us have had sone degree of irritant
contact dermatitis, nost typically starting this tinme of
year, the coldness, the dryness, the chapping that we
all get. Certainly, all of us in health care, if we add
t he hand washing into that, by the end of a busy week in
a practice, we all have irritant hand dermatitis. That
usual ly can be repaired by getting away from what's
irritating the skin and putting nmoisture back in the
skin. So on a Friday night, after 1've been in clinic
all week, | soak ny hands in water to rehydrate the
skin, and then | put plain petroleumjelly over the
hands that have just been soaked to seal noisture in the
skin, and by Monday ny hands | ook great. Actually, by
t he next norning they | ook great.

| imagine in the government this is a problem
alittle bit. This is frictional irritant dermatitis
from handl i ng paper.

(Laughter.)

DR. SHERERTZ: Actually, if you think about
occupational injury, the nost common occupational injury

t hese days is repetitive notion injury involving the
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joint. Now, if it involves the joint, what's happening
to the skin to get it there? So | think mechanical
irritation of the skin is a big problem occupationally,
and that's part of the irritant in the ATAIOU. So |
want to know what the person does for a living, and |
want details of how nmuch they do in certain jobs before
they're rotated to sonmething el se, because that nmakes a
di fference in managi ng the patient and telling them what
to expect.

Is there allergy? Well, | think Don said if
there's vesicles, he considers it endogenous. | guess |
woul d di sagree with that because | think you can see
vesicles in the hands and it be allergic. Particularly
if I see vesicles on the fingertips and there's a | ot of
itching, I would suspect allergy is a conponent. So
"1l look for that in the history.

Qops, wrong button.

VWhen a dermatitis goes on |onger, again it
gets red and lichenified. Here sonebody has done a
bi opsy. | will tell you it wasn't nme, because | know a
bi opsy is not very specific for this and won't help ne.

What will help diagnostically is the patch testing
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that's already been tal ked about. The |ocation on the
dorsum of the hand doesn't really tell ne that it's
going to be an allergy or not. In this case, it was, as
part of it. This is a mechanic who has irritant
factors, but he also was allergic to the lanolin in the
hand cl eaner.

That's A, that's |, and that's A for allergy.

Then | want to know if there's secondary infection,
because that is sonething that needs to be treated too,
and we know that infection causes inflammtion of the
skin. So secondary infection, when the barrier is
di srupted, is going to nake dermatitis worse. So | wll
| ook, and if it |ooks infected, with fissuring, with
gol den honey-colored crusting, | will suspect that there
is infection with bacteria, nostly staph and strep, and
treat that systemically with antibiotics.

Wy systemi cally? Because | want to be very
careful about what is put on this skin topically, and |
don't want to use topical antibiotics.

So that's A, I, A |I. Now O Don tal ked
about the other things in the differential diagnosis.

This is a man who is known to have psoriasis, and here's
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anot her exanple of the fact that things aren't clean.

He has psoriasis, but he also had vesicles. He worked
fixing airplanes by gluing them back together, you'll be
happy to know, and he had allergy to epoxy, which nade
his psoriasis worse. So sorting that out is going to
affect his treatnent.

Ot her things, sonetines dermatophyte damages
the skin, and then the skin is nore prone to irritation.

That's docunented in the literature. Here is sonebody
starting with irritation and then gets fungus. So it
can go either way. But sorting out these factors is key
to treatnent.

Finally, we're not going to talk about | atex
urticaria. Bill talked about sonmebody who had urticaria
to chicken. Urticaria, in its clean sense, will show
wheal s. But renenber, these are health care workers who
al so have irritation, so they may have a history of
i mmedi ate itching, but they nmay not have wheals. They
may have what | ooks |ike dermatitis because there is a
factor of irritant contact dermatitis as well. Here's
one of the nurses in our clinic who wore the | atex

gl ove, got the wheal, and, of course, | ran and grabbed
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the canera, along with the Benadryl.

So the key to treatnment | think is sorting
out what are we tal king about when we're talking about
this patient's hand dermatitis. AIAIOU. W can't
change this. W can, to sonme extent, avoid irritants.
We can definitely, if we find allergy, make a big
difference here. We can definitely treat infection, and
t hese other things need entirely different treatnents.
This one is nodifiable. This one is a little tougher if
it's a chronic intrinsic dermatosis.

Treating when it's acute, when there's a | ot
of vesicles, there's maybe sone superficial erosion,
treat with antibiotics. And what about topical
steroids? Well, topical steroids, | would use an
ointment. The reason | use ointnments is because | don't
want to put ingredients on inflanmed skin that could
further irritate or set up an allergy. What strength of
steroid? Well, when it's acute dermatitis, I'll use a
very potent topical steroid. But | also taper the
corticosteroid to try to mnim ze it over tine.

| am very specific about what to stop. [If |

tell a patient, "Use this,"” and they |eave the clinic, I
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haven't told them what to stop using in ternms of the
bath [otion that they're rubbing on their legs with
their hands or whatever, and | think that's inportant
t oo.

We tal ked about treating infection. 1In the
acute sense, if you're going to use corticosteroids, it
has to be enough. It has to be doses up at 40/60
mlligrams of prednisone or equivalent for several weeks
in the acute stage, and | don't like to use steroids for
chronic hand dermatitis, because it's a cover-up.

Rermoving fromwork? Well, what was the work?

And is there sonething they can do at work that won't
i nvol ve their hands? There are al so, obviously,
soci oeconom ¢ factors as well.

In terms of corticosteroids, | mentioned
ointment. | will start with md to high potency. | do
think tapering is very inportant, because just as with
ot her inflammtory skin di sease, you can get rebound.

Patients use the sanple tubes they' re given or the tube

t hey have and don't refill it, and all of a sudden stop
it, and they'll rebound their dermatitis, and then
they' |l seek another doctor. So | think it's inportant
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to tell the patient what to do.

It also is inportant to taper because we've
seen, and in Epstein's article he tal ked about ending up
with atrophy of the fingertips fromusing potent topical
steroids to subdue chronic dermatitis.

I n general, | don't think over-the-counter
hydrocorti sone is adequate for acute dermatitis. As
dermatitis gets nmore chronic, | think the vehicle is
nore inportant than the strength of the steroid.

Here is chronic hand dermatitis. Who knows?

It my be contact with irritation. There is secondary
infection to treat. But this needs npisture as nuch as
it needs anything else that we could prescri be.

So for chronic, it's thickened. W heard
about using retinoids to conbat the thickening.
Emol i ents can be very hel pful, and that can save noney
t 0o.

VWhat about occl usive and other things to do?

I"'mnot a big glove fan. | think if you put nedicine
on and put gl oves on, the nmedicine soaks into the gl oves
as easily as it soaks into the skin. So | amnot a big

cotton glove user. Ohers feel differently.
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There are some concerns about constantly
occluding inflamed skin because it seens that you'l
sort of make the barrier repair |lazy, and so | don't
i ke occlusion constantly for that reason. | want the
skin to have a chance to renmenber what it's supposed to
do to repair itself.

In ternms of barriers, just |ike you have to
have different gloves for different types of chem cals,
you need to recognize that barrier creans, there's not a
one-size-fits-all to protect the skin. |In fact, barrier
creans can make dermatitis worse, particularly in the
wor kpl ace. They're usually given to sonmeone who has
dermatitis, so they' re putting sonmething on already-
damaged ski n.

On the other hand, if you teach people how to
protect their skin and use barriers up front before
there's dermatitis -- this is another German study in
the auto industry. They had a 10 percent preval ence of
hand dermatitis before they instituted a hand protection
program and it really nade a difference. So protection
up front can be hel pful.

We' ve heard about PUVA. U traviolet B can
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al so be used for hand dermatitis. | would never do this
wi t hout patch testing first and seeing what allergy |
could change in the patient. Wen dermatitis gets
chronic and severe and is life-inpacting to a great
degree and nothing else is working, rather than going to
chronic system c steroids, sonetinmes | will use |ow dose
weekl y nethotrexate, and others have used other types of
cyt ot oxi ¢ drugs.

This is another exanple where it's going to
be very life-inpacting, even if it's "just a little bit
of hand dermatitis,"” because of the trenmendous pain
associated with this | ocation.

So I think you get the picture on howto
treat hand dermatitis in my version, and let me just
show you a very dramatic version of why it's inportant
to sort out hand dermatitis.

Here's a patient who was about to have her
finger anputated because of dermatitis, primarily
i nvol ving that finger but also involving other parts of
the hand. She'd had antibiotics, she'd been to doctors
quite a bit, she had had studies to see if there was

still blood flowto the finger. Fortunately, she had a
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der mat ol ogy consult who di agnosed allergy to neonycin as
at | east part of the problem That was confirned with
patch testing. By identifying the factor in this
person's hand dermatitis, treating it with topical
steroids and antibiotics for the infection -- that's an
A and an | -- she was nuch better.

So sorting out hand dermatitis can save a | ot
of nmoney, not to mention function.

But nore often we're dealing with this kind
of patient, a 57-year-old anesthesiol ogi st who had been
told by one of ny coll eagues, "You have hand eczemm,
live with it,"” and that's not very satisfactory to
sonmeone who i s an anest hesi ol ogi st .

These are the patients that we're up agai nst.

So think AlAIOU and treat those factors. That's ny
approach. Thank you.

DR. DRAKE: Wbw, that was good. Beth, that
finger you showed that | ooked gangrenous that was
subj ect to anmputation, we just had a case |ike that at
Okl ahoma, and it just happens one of nmy faculty happened

to be in the hallway, he was schedul ed for surgery the

next norning, and the ID guy grabbed himand said, "Is
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this really what it | ooks |ike?" Because they brought
himin for an anputation of his thunb. Steve wal ked in
and said, "Gee, are you putting a | ot of Neosporin on
t hi s?"

No, he said, "Are you putting anything el se
on this?" And the guy was a farmer from down south
Okl ahoma, and he said, "Yes, |'ve been using Neosporin
by the tube, and it hasn't helped it a bit." So they
treated him and he went home with his thunb still on
his hand. | nmean, it was really very dramatic. It just
happened to us, too.

Thank you for an excellent presentation.

Questions for Beth?

DR. MLLER  Lynn?

DR. DRAKE: Yes.

DR. M LLER  Beth, what was the
anest hesi ol ogi st's eti ol ogy?

DR. SHERERTZ: Well, this was one of ny
col | eagues who said, "Hand eczema, live with it." O
course, | patch tested himand he was allergic to
thiuram an additive in the rubber. So changing gl oves

made a big difference for him
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DR. DRAKE: Ot her questions specifically
before we take a break? Yes.

DR. Di Gl OVANNA: Did you ever use cyclosporin
systemcally or topically?

DR. SHERERTZ: | have not.

DR. DRAKE: Have you?

DR. Di G OVANNA: No, but 1"ve heard of other
people doing it.

DR. JORDAN. ©Oh, it works.

DR. DRAKE: It does?

DR. JORDAN:. Yes, because it works in atopy.

DR. DRAKE: All right. What we're going to
do now is, since we're al nost caught up on tine, thanks
to the efficiency of our presenters -- | want to
conpliment you. Thank you. You got us caught up even
t hough we had a late start. Let's take a break and
let's reconvene at 3:30. Then we'll have the questions
and the discussion. Thank you.

(Recess.)

DR. DRAKE: Can | ask the committee to
reconvene? We're running a little |late because |'ve

been running around | ooking for Tylenol. Thank goodness
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for one of ny fellow physicians who had sone Tyl enol in
her purse. | can't imagine why |I have a headache.

OCkay. Now, as soon as | get everybody seated
here, Joe suggested | could dunmp a glass of water again
and get everybody's attention. That works.

(Laughter.)

DR. DRAKE: All right. W' ve had sone very
ni ce presentations.

Dr. WIkin, would you talk to us about the
questions and what kind of information the FDA would
like fromthis commttee?

DR. WLKIN:. Well, essentially, we would Iike
the commttee and the experts to think about the
clinical trials and the endpoints that will be used in
those clinical trials for sponsors to devel op products
for the indication of hand dermatitis. So the first set
of questions is really what is hand dermatitis? What
kind of indication would that be? Wat needs to be
excluded? | think Dr. Belsito nmentioned that these
patients should have a KOH, and if it's positive, that
person would not be a candidate for this kind of a

trial. So the first is to get an idea of who belongs in

FRIEDMAN & ASSOCIATES, COURT REPORTERS
(301) 881-8132




286

the group "hand dermatitis" that should be studied.

Are there special subsets of hand dermatitis
that either should be excluded or definitely included in
t hat group?

Then we would |ike to know what Kkind of
endpoints are clinically relevant. |It's obvious if
soneone has hand dermatitis and they get conplete
clearing, we can all pick that patient out as having
success. But because this is generally not an
i nfectious process or just an infectious process but
mul tifactorial, many of the patients will be benefitted
by sonmething | ess than conplete clearing. | nean, |
don't think we can hope the vast mpjority are going to
get to that 100 percent state. So what we'd like to
know is we'd |ike to know what are other |evels of
control that would be useful to achieve.

Then finally, how | ong should patients be
foll owed before actually I ooking -- at what kind of tine
wi ndow shoul d they be assessed for these endpoints? And
if they do achieve conplete control, how | ong shoul d
they be followed post-treatnent to | ook for rel apse?

| think there were probably other questions

FRIEDMAN & ASSOCIATES, COURT REPORTERS
(301) 881-8132




287
that came to mnd. The nmenbers of the commttee my
want to add other questions to this |ist.

DR. DRAKE: All right. Thank you.

Rob?

DR. STERN: In thinking about hand
dermatitis, to me one of the big differentiations and
one of the things that's specific about hand dermatitis
is really the plantar surface of the hand. | just
wonder ed, when | think about how |I'm going to treat
acute inflammatory dermatosis of the dorsum of the hands
in ternms of therapy as opposed to ruling out causality,
it's a very different problem | think if you | ook at
the majority of the slides we saw, we're really talking
about plantar hand dermatitis.

| just wonder, if | were going for a product
for "hand dermatitis,” to think of it specifically as a
hand product, | would really be thinking about the
pl antar ventral surface, not the dorsal surface of the
hand. So | just wonder if we should sort of concentrate
on what we nean by the hand, because, after all,
everything below the wist is the hand, and to ne

t herapeutically, differential diagnosis-wise, difficulty
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of treating it and clearing it is quite different on the
dorsum and on the plantar surface.

| don't know if other people feel the sane,
but as an outsider, that's a bit nmy feeling.

DR. DRAKE: Dr. WIKkin?

DR. WLKIN: If I could just clarify one
point. Are you suggesting that there should be evidence
provided in the NDA that the product would work for both
the dorsum and the plantar, or really just the plantar?

DR. STERN: | guess what |'m suggesting is
the plantar surface is the tough one. To ne, getting an
i ndi cation for hand dermatitis of the back of the hand
is no different than getting an indication for hand
dermatitis of the upper arm of the same etiol ogy, or of
the left leg. Wereas the criteria and eval uation of
the nore plantar 55 percent, because it really goes back
alittle bit beyond the mdline, but basically
everything forward of that half is different, and you
m ght have different criteria and different ways of
| ooking at it.

DR. DRAKE: Dr. Abel, and then Henry.

DR. ABEL: | think it would be very hel pful
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to ook at the stage and to classify it as acute

vesi cul ar, which could be secondarily infected, as Dr.
Sherertz pointed out, and needs to be treated with

anti biotics, versus this chronic lichenified dermatitis
that predom nantly affects the hands, as you nentioned,
because | think it's treating two different kinds of --
it's two conpletely different types of treatnent when
you have the weeping, vesicular, probably secondarily

i npetiginized dermatitis.

So I"'msorry | mght have m ssed the
questions that we're supposed to hone in on here, but |
think if a product is to be devel oped, we need to talk
about what stage, what type of hand eczema. | happen to
prefer -- | use the term nology "eczemn" and just think
of it nore as an acute, subacute, or chronic, and
"dermatitis" to me is a nore general inflammtion. |
think your point is well taken. [If it's on the backs of
t he hands, perhaps that's sonmething that would respond
well to treatnment. It could be contact type of
dermatitis, allergic dermatitis, and maybe we have the
answer there, whereas the other tends to be nore

chronic.
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DR. DRAKE: Henry, | know you had your hand
up, but are you responding to her?

DR. JORDAN: Bot h.

DR. DRAKE: Okay, I'Il let you respond, and
then Dr. Lim Please respond.

DR. JORDAN:. | like that concept of at | east
keeping it in the sane territory in the design. | think
it could be plus or mnus patch test if you put nore of
the criteria after you have the duration. In other
words, sinple allergic people that solve it thensel ves
woul dn't be in it, and I'm not picking a date. |I'mjust
saying they had this thing in the area that he's talking
about X amount of tinme, and that would put us into the
-- you'd have the unbrella of these chronic people.

The problemw th the vesicular is that often
t he hand actually is exhibiting both. There are parts
of it that are vesicular and other parts that are
chronic. That's why | could see staying in the palm
that has been expl ai ned or unexpl ai ned greater than,
say, 90 days, 120 days, regardless of the patch test,
and it didn't get well. So it sort of would pick up a

hybrid type person, because | think that's the nost
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common kind of hand there is. There's the relevant
positive patch test, along with a very confusing picture
of why they still keep on doing what they do.

Most hands are one or the other, but
frequently you'll see that they'|ll come in because this
finger is acting up, but they're not pointing out the
whol e rest of the other hand, which is chronic with
splits. So you have splitters and crackers and
vesi cul ars sonetines all in the same area. But I1'd |ike
to see sonething nmoved into the -- if | had to pick out
a criteria for who to test a drug on, a certain anmount
of duration and a certain reach, and |I'm not picking the
time. It would just get rid of the sinplistic problens.

That woul d be unfair, because the real true peopl e out
there are these chronic recurring, the same ones that
drive the workplace crazy and everybody el se crazy, and
you can usually say they've had it at |east 90 days and
haven't shown a twit of doing any better

DR. DRAKE: | agree that those are the
probl em cases, but with respect to our mi ssion here, and
the FDA's m ssion, if a conpany cones up with a new

product, even though it's for the garden variety, run of
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the mll hand dermatitis that any dermatol ogi st could
probably have a shot at clearing up, | don't want to
have our discussion |imted to the kinds of very
difficult cases that our experts end up seeing because
you're the last |ine of defense.

| mean, | think as we | ook at the protocols,
you're going to have sone very good new products that
are conmng forward that are designed to treat the run of
the mll hand dermatitis and not these extraordinarily
conplicated cases. So as you think through your
criteria and how you m ght want to set up a protocol
pl ease keep in mnd that we can't just set it up for the
toughies. [It's got to be for any new product that m ght
cone al ong, and then we can certainly have sone extra
suggestions for the toughies.

DR. JORDAN. M fear would be you would write
it and say we want atopics or we don't want atopics, but
we want allergic contact dermatitis. |In other words,

t he nessage was that even though they all exist, you
can't define it by a diagnosis. So you're going to have
to come up with some other characteristic that describes

t he group other than using a technical name for it.
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DR. DRAKE: Dr. Lim

DR. LIM 1'd like to ask the experts if, in
view of what Bill presented, that the eruption could
nove from hand to foot and from foot to hand, whether we
shoul d include also the dermatitis on the soles as one
of the criteria, or are we going to be adding anot her
| ayer of conplexity and we should just focus in on only
eruption as it occurs on the palmar surface of the
hands?

DR. JORDAN: Well, I like to treat both. But
| think you could, for purposes of a study, you would
just pick -- | have no objection to staying with one
area. It would have to be noted. | think you could get
all the history you need if these are hand and/or feet.

DR. DRAKE: Dr. Belsito |I think had a conment
on that too, Henry.

DR. BELSITO Right. | think the problem
with that, if you include that in the rubric of the
di seases that you want to study and perhaps excl ude
ot her di seases, one of the problens is you' re going to
| argely get the endogenous and you're going to exclude

all of the exogenous, the irritant allergic causes. So
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I think you have to be careful there.

| would say the same thing for pal mar
i nvol venment. If you restrict your definition of a hand
dermatitis to one that principally involves the pal ns,
if that's where you're going, you're going to rule out a
| ot of the exogenous causes of hand dermatitis. By the
sanme token, you're going to bring in nore psoriasis into
that. |If that's what you want to do, that's fine, but
the mechanism for psoriasis may be very different than
t he nechanism for the types of diseases that we've been
tal king about, the allergic and the irritant, and even
the atopic dermatitis, which is nmaybe nore of a TH2
response than a TH1.

But certainly with the allergic and the
irritant, you' re |ooking at sort of the sanme repertoire
of inflammtory cytokines, and even though atopic
dermatitis is thought to be TH2, you' re al so again
dealing with a lot of that sane type of repertoire that
can get affected by a steroid in very simlar areas. So
|'d just be very cautious about saying you want to | ook
principally at pal mar invol vement, because a good anount

of the hand dermatitis we see is both dorsal and pal mar.
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But | agree with Rob, certainly it's the palmar that's
the nore difficult to treat. But | would just be
cautious using that as a defining characteristic.

DR. DRAKE: Dr. Abel. Beth, are you
responding to the same thing? What I'mtrying to do is
| et the panel menbers ask questions of the experts, have
the experts respond, and then we'll go to the next panel
memnber .

So, Beth, would you respond?

DR. SHERERTZ: | would limt it to the hands
for the sane reason that Don said about endogenous
problens. |In terns of palmar surface, when | saw the
questions, that's what | wote down as the part to
eval uate, because it's the npbst synptomatic and it's the
one that affects activities of daily living and so
forth.

It al so, though, when it's on the palns, it's
al so very nmuch inpacted by the occupation, and that can
be a confounding factor. So if somebody has an irritant
occupati on and hand dermatitis involving the pal s,
their endpoint, it may take longer for themto get there

t han for someone who is in retail. So considering the
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occupation is sonmething that's going to be inportant as
wel |, | think.

DR. DRAKE: Dr. Abel ?

DR. ABEL: | just wanted to nmake a comment
about the feet. 1In anyone with hand dermatitis, when |
was in residency | was always told that we nust | ook at
the feet, and | think it's also inportant to exclude an
id reaction, sonmeone with severe tinea getting an id
reaction on the hands. So | think it will help us
narrow our diagnosis or home in on the diagnosis to
exam ne the feet but concentrate on treating hand
dermatitis.

DR. DRAKE: Dr. Stern?

DR. STERN: | have two related coments. One
Is a question or a clarification. | assunme we're asking
mai nly for guidance in clinical trials, what we think
m ght be useful schemas for eval uating therapeutic
agents that are proposed for hand dermatitis.

Wth that in mnd, | went and | ooked in the
literature to see how ot her people have done it, and
there are a nunber of schemas. They basically have in

conmmon | ooki ng at desquanati on, erythemn, vesicul ation,
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and what they call infiltration in fissures, and having
a variety of scales very much |ike opacity, and sone do
and sonme don't consi der percentage of area involved.

| would also say unlike psoriasis, where at
| east with current technol ogy getting good photographs,
both for technical and privacy reasons, of all areas is
very difficult to go beyond signal patches, the nice
t hi ng about hand dermatitis is we saw so well today that
in fact this is a very nice disease for globa
eval uati on because you can get good phot ographs of the
hands in any clinical trial situation, and both measure
abnormality in planimetric or quasi-planinmetric methods
that you can't do accurately, at |east in nost clinical
settings, with psoriasis or any other whol e body
di sease, |ike atopic eczema involving whole sites.

So | would think about here's a place where
percent age i nvolvenent to nme is, in fact, often nore
correlated -- not that a little finger can't drive you
crazy, but in general, often is fairly highly associated
with difficulty of treating end norbidity as it applies
to these areas, an area you can neasure, an area you can

have i ndependent panels judge other than the
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i nvestigators for additional blinding and i ndependent
verification.

So I think I could think about, A
phot ographs; B, the kind of schemas that have been used
in terms of what's going on; and C, both as part of the
phot ographs and clinical assessnment, percentage of these
areas. | think you can think about a | ot of different
scales, but to nme, in going back to the literature, |
certainly didn't have any favorite, but those seemed to
be the essential elenments for things that m ght be
useful for judging how well a product for this area
wor ked.

DR. DRAKE: Yes, Ms. Cohen?

MS. COHEN:. Can | ask a question? |If you
treat psoriasis on another part of the body, is it
treated differently on the hands, or would you use the
sanme thing?

DR. STERN: Hands are tougher and often we'll
have to use either nore intensive therapy, or, if it's
di sabling, nmove to, for exanple, a systeni c therapy,
that if that person had that sane percentage body area

coverage in other areas, A, we probably would have nade
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it better in another way, and B, we woul dn't have

considered it in terms of risk/benefit. But when
they're di sabl ed because of their hands, you're willing
to take greater risks. So the answer is yes. It's

t ougher.

MS. COHEN: And |I noticed, and | suppose this
Is an extension of whatever is on the hand, | noticed
that some of it went up into the arm Now, does that,
when you clear the hand, automatically take care of the
ar nf

DR. STERN: No, but it's usually easier to
clear the -- assum ng you' ve taken away whatever the
precipitant is, especially in allergic cases, it's a |lot
easier to clear the armthan it is to make the palm
better, and that's what | was sort of enphasizing, that
to me, what's uni que about hand dermatitis is getting
this side better, not getting that side better. It's
the sane as eczemn or dermatitis in other areas.

DR. DRAKE: | want to go down this list here.

I want to | ook at the list. Should all the subgroups

be studied as one entity, or should they be eval uated

separately? Let's |ook at this question very
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specifically.

One of the problens that | see fromthe
experts' presentations is the fact that you are exactly
that, experts. |If you start thinking about a new
product out there, as sonebody who has run a coupl e of
clinical investigation units, it's very hard, | think,
for non-experts to be as good as you are, because |
think the subtleties here are remarkable. | was
i npressed with the subtleties of the differences, and |
am a dermatologist. But to nme it was very interesting,
there's a lot of subtleties.

The second thing is that not only is it a
subtl e disease, but I think it would be hard to get
people in a matched study unl ess you used the patients
as their own controls.

Let me ask you a question. How nany people
have the same presentation or a simlar enough
presentati on on both hands that you could use the
subj ect as their own control, treat one hand with
product and one with vehicle?

DR. SHERERTZ: Usually, the dom nant hand is

nore severe.
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DR. DRAKE: Irrespective whether it's
irritant or allergic?

DR. SHERERTZ: Well, it depends. In
allergic, like in the garlic finger allergy, it's in the
non-dom nant hand because that's where the allergen is.

So it's variable, and I"mnot sure it would work very
well certainly in surface area to use thenselves as a
control

DR. DRAKE: Dr. WIKkin?

DR. WLKIN:. Well, not only are we | ooking
for efficacy in the clinical trials, but we're also
| ooking for safety, and sonmetimes we're | ooking at
fairly potent topical agents that can becone
system cal ly absorbed and have a safety signal
systemcally. [If, in the artificial setting of a
clinical trial, you only treat one hand, you're | ooking
at |l ess than what the safety m ght be under the usual
exposure once the drug would be marketed. So we have
been pretty nuch agai nst goi ng down desi gns of that
natural pairing. | mean, it's a very sensitive way of
| ooking for efficacy, but it doesn't give us nuch in the

way of safety.
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DR. DRAKE: Okay, very good point.

Dr. Belsito?

DR. BELSI TGO  Beyond that, it would be very
difficult for application. You would essentially have
to have soneone el se apply a topical nedicine, because
you'd be contanmi nating the hands in the course of the
application.

But 1'd like to get back to your first point,
and that is separating out the di seases versus grouping
the diseases. | think the one thing |I tried to stress
and | think you saw with the other speakers is that this
is usually a multifactorial disease, and so it's going
to be very difficult to get a pure irritant group versus
a pure atopic group.

So | would argue for | ooking at a diagnosis
of hand dermatitis, but then deciding what you want to
exclude. | think clearly you want to nmake sure you
excl ude the bacterial and the fungal infections with
appropriate cultures before you allow people in. |
think clearly you want to exclude the urticarial group,
and of course the big one in today's society,

particul arly anong health care workers, is going to be
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the | atex allergy people. So you want to | ook at that.
Food handl ers you'd want to be careful about, the

protein contact dermatitis with the fish and the

chicken, as Bill showed. So you want to get rid of

t hose groups.

You may want to | ook at ways of defining out
psoriasis by making sure that these people have had al
of their skin | ooked at for other signs that m ght point
you to psoriasis, including having the fingernails
| ooked at very closely for pitting in the absence of any
periungual involvenent. | think if you've elimnated
the infections and you' ve elimnated the urticaria and
you've elim nated psoriasis and ot her diseases that
m ght involve the hand by | ooking at all the skin,
think lunping these people is a fair approach to it,
because beyond that, even the experts are going to
di sagree on what these peopl e have.

| may say they have irritant; Bill is going
to say it's all atopic that's just been unl eashed by an
irritant. So you're going to get different diagnoses
fromdifferent people and it's going to be very hard to

cone up with any type of matched and controlled group in
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t hat situation.

DR. DRAKE: The order in which | saw the
hands were Dr. Di G ovanna, Dr. Lim and Dr. Kilpatrick.

DR. Di G OVANNA: M question was addressed.

DR. DRAKE: Okay.

Dr. Linf

DR. LIM Actually, Don gave ny speech. W
were trained in the same place, so | guess we think
al i ke.

The only other thing | would add is that PRP,
that it's going to be very, very difficult to treat.
But | would fully agree with Don, that those should be
pul l ed out. But beyond that, then we could just treat
themall as hand dermatitis and enroll them as a group.

DR. DRAKE: Dr. Kilpatrick?

DR. KILPATRICK: |'m wondering whet her we can
square the circle by doing both at the same tinme. So
l'"d like to ask what the FDA's attitude is to subgroup
analysis. It would have to be a very large study in
whi ch you'd denponstrate overall efficacy, safety and
efficacy, but then permt in the protocol subgroup

anal ysis into the various subgroups as agreed by the
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experts.

DR. W LKIN: Yes.

(Laughter.)

DR. WLKIN:. W certainly would | ove to know
the stratification. Perhaps one stratification would be
pal mar invol vemrent and the other would be dorsal, and
the question is would one need to reach statistical
significance for the two, and | think that's difficult
to say at this tinme. But | have to say, it's very
appeal ing, the paradigmthat is being presented.

| nean, to be sure, this is an artificial
assenbl age of patients who are all presenting wth
dermatitis of the hands. As was pointed out, the
der mat ophyti ds, the tinea manuum bacterial infections,
the urticarial presentations, the food handlers, the
psoriasis, those who have pitting or psoriasis el sewhere
on their body, that seens to be this group that it's
difficult at best to make a diagnosis in anyway. |
didn't get that when | was reading the literature before
this neeting, but | certainly got that nmessage today.
It's sort of a reductive epiphany.

DR. DRAKE: Jon, | have a question, and this
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relates to Don. This is to both of you fromme. |If
we're elimnating food handlers, | understand the

rati onal e behind these others, but food handlers, it
seens to ne the products that nmight treat hand
dermatitis would help food handlers as well as sonebody
that's touching sonmething el se.

DR. BELSITG | wouldn't elimnate the food
handl ers. | would just be very cautious when you're
dealing with individuals in the food handling occupation
to make sure that you're not dealing with what Niels
Jorth described as protein contact dermatitis, which
typically occurs frompoultry, fish, and potatoes have
been reported. But it's a particular dermatitis that's
IgE nediated. So it's really not the same group that
we' re | ooking at.

| certainly would include food handl ers.
Again, | would just be very cautious when you're dealing
with themto make sure that you're dealing with
"exem nous dermatitis" and not an IgE-driven process
t hat | ooks exem nous.

DR. DRAKE: So one woul dn't necessarily want

to elimnate food handl ers from studi es.
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DR. BELSI TO No.

DR. DRAKE: But you m ght want to be sure you
docunent it so that you could pull that out as a subset
-- i.e., Jims comment to look at themto see if there's
a difference. Al right.

Yes, Dr. Mller?

DR. MLLER: | certainly see what you're
sayi ng, Don, and | agree that we have to elimnate the
endogenous di seases that we can identify, and we have to
be sure there's no infection and no fungal disease, and
then you try to get it down to a group, a subgroup, and
let's say irritant dermatitis or allergic contact
dermatitis, which are the two big ones, and then you
throw in the atopic dermatitis.

You m ght say, well, | want to get a group of
patients with irritant dermatitis, but how can we be
certain that we don't have an allergic contact?

Because, dependi ng upon which center you're in, the
number of contact that's available to you in the

eval uation for allergic contact dermatitis could be very
di fferent than another place where there's a limted

number. And then how do we define atopy?
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| think one of the big problenms we have is
the inpreci se way we use | anguage. We had tal ked about
this before, and | think in this realmit's especially
pertinent with dyshidrosis, ponmphol yx, eczemn, and even
atopic dermatitis, atopy. What we've done -- and there
are 15 of us in the department, eight faculty and seven
in training -- we've gone around the room and said
defi ne eczemn, define ponpholyx, and it's amazi ng when
you finish, you really don't have a standard. Even
atopic dermatitis is difficult to identify.

So you do need a subgroup, and | think the
inportant thing is to really describe what you're
treating, describe it very specifically, because if you
have acute components and chronic conmponents, it's
inportant to say there are vesicles, there is
i nduration, there is lichenification, and then at | east
you' || know have these factors been elimnated. It
can't just be a general termlike "dermatitis."

DR. DRAKE: Dr. Lavin?

DR. LAVIN:. One of the problenms that we're
I mredi ately getting into when we're tal king about

subgroup analyses is that we're going to be getting into
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| arge sanple sizes, and | arge sanple sizes nean many
different institutions participating, each of which
woul d have to be followi ng sonme type of standardized
patch testing or sonme type of standardized ruling-out
protocol, as we've tal ked about already.

So one of the key things to be able to even
thi nk about such a trial is to have standardization
across the leading centers where these patients are
comng from That represents to me a real mgjor
challenge in trying to get off the ground, and it's not
unlikely to see a trial that m ght have as many as 1, 000
patients in it, because you really won't know up front
whether it's just the atopics that you' re getting or the
irritated patients or conbinations of both, and the | ast
thing you want to get is a panel neeting where there are
six different clainms made, and let's give significance
for two of these six, and you wonder if you' ve just been
at a statistics merry-go-round and you've won the three
or four just by chance al one.

So you don't want to get into that kind of
situation. So the nore carefully we standardi ze up

front, the better return we'll have on the quality of
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the trials at the end.

DR. DRAKE: Rob?

DR. STERN: Well, again, if the purpose of
this is to look at the effective agents in clinical
trials, I think we've heard how difficult precise
stratification and classification is, and our best hope
of mankind is random zation. | agree with Dr. Lavin
that the primary endpoint before subgroup anal ysis
should really be, in the patients eligible for the trial
as a whole, was there significant effect? And then if
it nmeets that overall test for all people who were
eligible after appropriate exclusions, as Don has tal ked
about, then the question is do there seemto be subsets?

But with all we've heard fromthree different
experts and the people around the table, | think it
woul d be inpractical, if not inpossible, to get cross-
center, accurate and reproduci bl e categorization beyond
certain fairly evident "l ook at the picture, and yes,
this is hand dermatitis, and we've ruled out A B, and
C" 1 think it mght be useful both to the sponsor and
to clinicians if all of those hands, after random zation

the treatmnent works better, to allow themto have
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categorized them and then to do subgroup anal yses to
see if there are sone hints there, but not as a prinmary
reason for approval.

So | think that's one way. |It's helpful. |
think the clinicians, as long as it's not fudging the
numbers and cutting it 18 different ways until you get a
P value, if you have a primary grouping that mkes it, |
t hi nk subgroup anal yses can sonetinmes be useful in terns
of design of studies and application of the agent.

DR. DRAKE: Don?

DR. BELSITO Also, in ternms of the primary

groupi ng, you've seen that one of the major groups is
allergic contact dermatitis, and | think it would be
hi ghly unethical to have a patient continue to use a
product that you thought they m ght be allergic to to
see what kind of effect you would have on the allergy.
I nmean, nost of these patients are presumably going to
have -- and you heard also fromBill that a | ot of the
allergy we see is an attenpt on the part of the patient
to treat the dermatitis.

As part of any study, the patient is going to

be withdrawn fromall the things that they were putting
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on. So that conponent of chronic hand dermatitis is

al nost, by definition, going to go away during the
course of a topical study. So | think it's very hard to
isolate and to study all these conponents because
they're usually all involved to sonme extent.

DR. DRAKE: | have a follow up question.

What woul d you consi der an adequate wash-out peri od
given what Bill had to say about the length of time for
response, even if you renove the offendi ng agents?

DR. BELSITO Well, I think you need to be
careful with these people in ternms of a wash-out period,
because | think it would be cruel and unusual punishment
to ask themto stop applying all enmollients to their
hands. These peopl e desperately need enollients. But |
think if you take them away from a product, say for a
week, and | ook at a blank emollient for their use,
sonething |ike petrolatum you could have them conti nue
to use that during the course of a study. But you woul d
severely restrict the nunber of participants you woul d
get if you said, "You can't use anything on your hands
for a week." It would be very difficult.

The ot her issue becones that there are
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certain occupations where they do require their workers
to use barrier creans. It's very conmon in sone of the
aut onobi |l e i ndustry, people |I deal with, sonme of the
rubber industry. |It's part of their occupational
safety. So |I think that's another issue. |If they've
had chronic use of a barrier cream do you want to stop
that? That could potentially put them off work during
t he course of a study. You could |ose another group of
I mportant patients that you want to eval uate.

DR. DRAKE: John?

DR. Di GIOVANNA: It's very difficult to think
prospectively about how to design a study when you know
it's going to be used in many different ways for many
di fferent products and for many different indications,
and then to try to predict howit's going to affect how
an ultimte product will be used.

That gets to the issue as to whether you're a
| umper or a splitter. Wat was suggested here | think
is elimnating a nunber of the factors that add very
difficult confounders, such as the presence of
i nfection, possibly the presence of an urticarial type

of di sease.
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I n other situations when we design trials,
there's an interest in including a diverse proportion of
the popul ation which reflects how that drug m ght
eventual |y be used. For exanple, what is unique about
hand dermatitis? In sone ways, |ike psoriasis, we have
products that are particularly studied for scalp
psoriasis. |'ve seen that. Wuld a product that was
particularly studied, let's say, for psoriasis of the
pal ns and sol es have any different useful ness or utility
than for hand dermatitis?

So a lot of the same factors mght go into
that, and | wonder about the wi sdom of separating out
psoriasis fromthe hand eczemas, since that's clinically
not necessarily such an easy thing to do in sonme
situations, | think I got fromDr. Jordan, and that very
well may be an indication that someone m ght want if
they had a product that was tailored to be used on vol ar
skin. Wuld that not be al so useful for psoriasis,
whi ch is probably one of the nore common entities that
woul d be invol ved?

So | just wonder what those criteria would be

for inclusion, and inclusion that not only would allow a

FRIEDMAN & ASSOCIATES, COURT REPORTERS
(301) 881-8132




315

uni form study popul ation that several different centers
could identify, but that also would be potentially
reflective of the popul ation where that drug m ght
eventual |y be used.

DR. DRAKE: Comments from our experts?

DR. BELSITO | think one of the things that
| alluded to in ny talk, as well as one of the issues
you're going to need to look at, is what is the product?

You may want to treat a barrier creamin the
requirenents for that very different than you would
treat a medication such as a steroid that has a specific
pharmacol ogi ¢ activity. So with a barrier cream you're
obvi ously going to be nore interested in selecting out
the irritants and the atopics fromthe allergics and
| ooking at themdifferently, because the little bit that
gets through can still drive the allergy but nmay be very
hel pful in mnimzing penetration for the irritants, the
at opi cs.

So | think that's one issue: What is the
drug or the nedicanent you' re evaluating, and what is
its proposed nechani sm of action for this group of

di seases called hand dermatitis? So that's an issue.

FRIEDMAN & ASSOCIATES, COURT REPORTERS
(301) 881-8132




316

| do think that it's inportant to try and
separate out certainly the infections. 1'mless
concerned about the psoriasis. You are still going to
get sonme psoriasis in your study, even if you've gone
t hrough and | ooked at all the skin and it's al
negative. | think it's enmbarrassing to physicians who
have bounced patients around and they finally get to ne,
and by the tine they get to nme, they have the classic
el bow and knee sign, and | walk in and | say "It's
psoriasis,"” and they say, "Well, why didn't my doctor
tell me this before?" And | say, "Well, how | ong have
you had these placques on your el bows and knees?"
"Well, they just developed in the last couple of weeks."

So they were hand dermatitis for a year or
two, and suddenly they start declaring thenselves. So
even elimnating the obvious psoriasis population, you
will still get that conponent into your study. It wll
just be smaller.

Now, maybe you don't want to elimnate it.
Again, | think it's going to depend upon the drug that
you're evaluating. It may not be as inportant for a

steroid, but if you're evaluating a barrier cream
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psoriasis can be provoked by an irritant. But ny
experience with the disease is it's nmuch nore provoked
on the hand by friction, which a barrier creamisn't
goi ng to prevent anyway.

So again, | think you need to | ook at the
di sease, the drug that you're |ooking at as well, how
it's supposed to help this beast called hand dermatitis.

DR. DRAKE: Joe?

DR. McGUI RE: One of the commnalities of
patients who come to nme after being referred from
Physician A, B, C, D, nearly all of them are infected.
As | | ooked at the clinical presentations today --
| ooked at your slides, Don, and | ooked at your slides --
| woul d have treated nearly every one of the hands that
| saw with those systemic antibiotics. So what |I'm
suggesting is that, whether I'"mright or wong, we need
to take into consideration sone early diagnosis and
consi deration of infection before we get into the
treatment period, because nost of these, certainly the
chronic long-term hand dermatitis are going to be
i nfected, whether they're dyshidrotic or contact

dermatitis or irritant dermatitis.
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DR. DRAKE: Jinf

DR. KILPATRI CK: The other elenent | heard
bei ng brought up but not discussed explicitly was how
| ong should the study continue, and how | ong shoul d
subj ects be followed afterwards? This was nunber 7,
actually. But Dr. Jordan and | were tal king about a
natural history study. |[|'mnot attenpting to pour cold
water on the feasibility type of study, but there's
anot her elenent, which is the continued follow up of
t hese patients if they do develop different synptonms and
presentations after various treatnents.

DR. DRAKE: Yes, Don?

DR. BELSITO Well, again, | think that's
going to in part depend upon the specific drug and the
mechanismin ternms of how |l ong you m ght expect it to
act. So | don't think that there's any boilerplate that
you can say, okay, you want your study to go on for four
weeks, two nonths.

| think certainly what you'd want to do is to
define criteria for degree of severity. The types of
things that I | ook at are erythemn, scaling, presence of

fissures. | think you can also try and do some Likert
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scale for pruritis and burning. You can incorporate
t hat and use those tallies, | think, for global.

But again, |I'm always confused by when people
say the dermatitis was severe and they got significant
I mprovenent, what does that mean? That doesn't nean
anything to ne when | read it unless | see sone criteria
for defining what severe disease is. So defining
criteria for degrees of severity.

| would | et the conpanies who are comng to
you with drugs -- they should have sone market anal ysis,
they shoul d have sone indication of how quickly they
think they can see an effect, and then you probably want
to ask themfor some type of long-termfollowup -- that
may be over a period of a nonth, six nonths, whatever --
to see what kind of relapse rates they get, does the
di sease get reclassified, and what's goi ng on.

But it's very difficult, because you're going
to get a nunmber of different types of products coming in
for the indication of hand dermatitis, to come up with
one boilerplate as to how best to design a study.

DR. DRAKE: Yes, Ms. Cohen?

MS. COHEN: Are there drugs that you're using
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now t hat are effective or not effective, and what can
you | earn or what do you need to have that is not
happeni ng now? Because it seens as though if you've had
sone experience and there are things on the market, then
it should give you an idea of perhaps how you can

i nprove on what you need to do.

DR. BELSITO Well, there are drugs on the
mar ket . Cbvi ously, the steroids.

One of the problens is that a significant
proportion of these patients are going to be chronic,
and so one of the problens with the steroids, as Beth
al luded to Ernst Epstein remarking in the paper, is that
a lot of these patients end up with a chronic atrophy
fromthe steroids.

There are things on the market. The response
rate in part depends al so upon the patient's occupation.

You know, the individual that is an |ICU nurse that
can't take tinme away from work because of the way work
conp is structured is going to clear a ot nore slowy
t han the individual who can take time away from work.
The individual who presents with a severe hand

dermatitis that doesn't have a | ot of exogenous factors

FRIEDMAN & ASSOCIATES, COURT REPORTERS
(301) 881-8132




321

that you can influence will probably clear a lot |ess
slow y, because you can't tell someone who washes their
hands twice a day and that's all they're doing to
further cut back on hand washing. |It's very difficult
to do that, whereas if you have someone who's washi ng
them 30 tines a day and you can get themto cut it down
to 10 times a day, that can have a dramatic inprovenent
on their clearing.

It's such a nultifactorial disease, there is
no one size fits all here. It's a very difficult
di sease to deal with and it's a very difficult disease
think to design a generic boilerplate type of study.
You al nrost have to go with the flow dependi ng upon

what's the product and | ooking at that.

DR. DRAKE: | noticed Dr. Abel, and then
Phil. Dr. Abel had her hand up.
DR. ABEL: I think one of the npbst

frustrating things about our present treatnent of
chronic hand eczema is the fact that it inproves
tenmporarily with treatment, one can even get clearing,
but then with tapering the steroids and discontinuation

and just continuing enmollients only, they recur again.
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So it's only in those people in whom you can
take away these trigger factors, these exacerbating
situations, and one certainly can't do that with, say, a
young woman who's taking care of young children at hone
and babies at honme. | mean, she's washing her hands 10
times a day and involved in child care. That's not
listed as an occupation, but it could be -- should be --
and | think you m ght have to categorize patients as far
as what their conditions of exposure to irritants are,
whet her they can be renoved or not, or whether we have
to work around these environnmental trigger factors.

DR. DRAKE: Phil?

DR. LAVIN:. | want to follow up on the point
t hat Susan made regardi ng the control group, and that's
what her question is really alluding to. Wen these
studi es are put out and there is a new conpound out
there, one can't really have placebo controls here. One
can't really have enollient controls, either, in
pati ents whose di seases are particularly severe.

So one has a real issue here of what is the
choice of a control group? That's a comon problemin

studi es of osteo and rheumatoid arthritis, and it's the
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sanme kind of problemyou mght face in a psoriasis study
or an oncology trial.

So one has to think very seriously about
having an active control, and then what woul d that
active control be, and that's not one of the questions
that are on the table here, but that's going to be
sonet hing that everyone's going to have to westle with
intrying to come up with that first design.

DR. DRAKE: Jon?

DR. WLKIN: Yes. Wll, actually, there are
choi ces other than placebo control and active control.
There are sone variations. One would be where patients
who are random zed, and so they could go to the active
or to the placebo, have an early escape clause that's
built in for safety and ethical reasons, so that if they
are getting worse, they're qualified as a failure, and
they can rapidly go to sonmething that's active. So |
think there are sonme ways around a pure placebo armt hat
goes on for many weeks.

DR. DRAKE: Phil?

DR. LAVIN: | guess the problemw th designs

like that is that if you have a disease |ike this, where
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the response rate or the success rate is 20 or 30
percent and you run a study that m ght be half a year,
26 weeks, and then you have 60 percent dropout rates in
your active group and 80 percent dropout rates in your
ot her group, you run the risk of a trial that really is
busted just because of the high nunber of dropouts on
both sides. Then you have noise on both ends of the
equation, and it becomes very difficult to interpret.
So | worry about having escape clause trials just yet,
until the response rates are sufficiently high.

DR. DRAKE: Don, are you responding to that?

DR. BELSI TO  Yes.

DR. DRAKE: And then John.

DR. BELSITO Well, | nean, you certainly
coul d al ways have an active control, and | guess that
woul d include a md to high potency steroid, but as Beth
poi nted out, you'd want to limt the length of time and
try and taper off, which, if your study is going to be
goi ng on longer than several weeks, is difficult.

However, | would argue that enollients are
effective treatnent for a ot of hand dermatitis, and

having the vehicle to the drug is not unethical, as |ong
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as that vehicle doesn't contain a relatively frequent
sensitizer. So | don't necessarily see that, for at

| east certain drugs, you would need an active control,
and the vehicle control could easily be argued to be

et hical treatnment.

DR. DRAKE: Dr. Di G ovanna?

DR. Di Gl OVANNA: | just wanted to address
again or bring up one of the issues that Dr. Abel
brought up with respect to exposure. This is very |ike
a final common pathway with many different etiol ogies,
and if one was going to | ook for patients with hand
eczema or hand dermatitis, certainly there would be sone
t hat woul d have, for exanple, an occupational exposure
that they nmay be able to alter, and there would be sone
t hat woul d have an exposure that they nost |ikely would
not be able to alter.

| would think that that would be one of the
factors one would want to consider in designhing a study
if you were going to be |looking at the effect of a
preparation. You probably wouldn't want to lunp those
patients who could not be renoved fromtheir work

exposure, for exanple, with those patients who you ni ght
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be able to, because |I think there would probably be a
standard regi nen of attenpting to elimnate the nost
common things in the general population, but there would
be those people with exposures that you clearly coul d
not that sonmehow need to be addressed.

DR. DRAKE: Jinf

DR. KILPATRICK: You may have inplied this,
but one way to do this is to exclude those nurses,
not hers | ooki ng after babies, et cetera, for the trial,
and sinply focus on people who can follow the protocol,
what ever the protocol is.

DR. Di G OVANNA: But that's |ike such a |arge
percentage of these patients, and it's really saying
there are those individuals where we are relatively sure
that there is an exposure -- we my not be able to
identify exactly what it is -- versus those individuals
where we really can't find an exposure and there may be,
but we haven't been able to identify it. So | think
that's a very large percentage, the florists, the
hai rdressers, the nmetal workers, the nurses, the health
care professionals. | think a very, very large

per cent age.
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DR. DRAKE: Don, just go ahead and answer,
and then I'"'mgoing to try to get us zeroed in onto sonme
of these questions here again. W've been wandering
af ar.

DR. BELSITO O alternatively, rather than
trying to separate this out into a pure allergy or a
pure irritant or a pure atopic, which | don't think you
can do, to accept that there's hand dermatitis that is a
hybrid and | ook at a group where you can alter other
behavi ors, |ike workplace exposures. That group is
going to actually be very small, in my experience,
versus anot her group where you know t hey're washi ng
their hands 30 times and there's nothing you' re going to
be able to do to influence that. You know, you can't
have a person working in the I CU washing their hands
only twice a day. It just doesn't happen.

And see how your drug performs under both of
t hose conditions, and then maybe it will be effective
for all types, maybe it will be effective only when you
can maximally nodify the environment to renove as many
possi bl e exogenous causes, but if you're looking to

stratify, | would argue to stratify that way, rather
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than to try and stratify by di sease, because | just
don't think it can be done for hand dermatitis.

DR. DRAKE: Ji nP

DR. KILPATRI CK: There's another way possibly
for a sponsor, a potential sponsor, to go if FDA
traditionally requires two, or at nost three, well-
conducted random zed clinical trials, but maybe this is
a situation when we have to depart fromthat type of
expectation and have a series of trials. First of all,
a trial which will denonstrate efficacy in a very snall
but nonrepresentative, group of patients, and then
attenpt to go on into these other types and do a series
of very focused studies before the drug is marketed.

DR. DRAKE: | want to ask a few very focused
questions that are on our list, and we've not
specifically addressed it. In the presentations -- and
|'"msorry Beth just wal ked out. | was trying to get to
her before she left, but you specifically ask about
dyshidrotic hand eczema, if it should be included in
t hese studi es.

Now, | kind of heard fromDr. Bill Jordan

that he doesn't really sort of lunp this into that
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group. You do?

DR. JORDAN:. | just think it belongs to
anot her group.

DR. DRAKE: But would you include themin a
study set if you' re studying hand dermatitis?

DR. JORDAN:. ©Oh, absolutely. Absolutely.

DR. DRAKE: Okay, and so would you, Don?

DR. BELSI TG  Yes, | woul d.

DR. DRAKE: Ckay. Good.

The second question | want to ask you, |'m
goi ng back to Question Nunmber 6, and Rob already alluded
to that, is it inportant to separate dorsal surface from
ventral surface when you're studying hand dermatitis?
Shoul d that be defined in the protocol? | nmean, it's
easy enough to do it.

Al right. So that should be. Okay, so we
can say that.

DR. BELSITO You may want to separate them
out into the palmar involvenment with or w thout dorsal
i nvol venment and the primarily dorsal involvenent, but |
woul dn't exclude the primarily dorsal invol venent,

because a good nunber of those will be your npderate

FRIEDMAN & ASSOCIATES, COURT REPORTERS
(301) 881-8132




330

irritant contact hand washi ng popul ati on wit hout the

at opi ¢ background, and you want to help those peopl e.
You know, people Iike nyself that Beth alluded to that,
now that it's Novenber, after seeing 50 patients in
clinic in a day, ny hands are red and raw, and unless |
do sonmething for them if | do the same thing the next
day, they're going to be redder and rawer. So |

woul dn't conpletely exclude the primarily dorsal only,
but you may want to |look at primarily dorsal only versus
a pal mar plus or m nus dorsum

DR. DRAKE: Ms. Cohen?

MS. COHEN: Since, fromwhat | gather you're
tal ki ng about people who chronic problens, then it seens
to me the study has to be designed for a nmuch | onger
period of time than |ike we saw today, 48 weeks,
particul arly because it's chronic. | can't see that you
could do it in a shorter period of tine.

| see you shaking your head.

DR. STERN: | think of this as a chronic
di sease that exacerbates and aneliorates over a period
of nmonths to seasons, but not years, and that al so, at

|l east if you live up north, is a disease that is very
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much harder to treat when the heat's on than when the
heat's off.

So | think the conplexities of keeping
patients on a study, plus who's likely to cone to the
study, | think if you' re talking about a 12- or 24-week
study, | don't have any fixed notions, but that's sort
of the time frame that | think gives you a pretty good
i dea of whether sonething's going to work one or two
seasons, and |I'm not expert enough to --

MS. COHEN: But the very nature of what you
said proves the point, that if it does change and it's
af fected by other things, then you have to know what
those other things are.

DR. STERN: But as | understand this, we're
| ooking for new products, and perhaps | read sonething
extra into this, new products that m ght even because of
potentially higher risk, and |I'm maybe readi ng things
in, that the sponsor woul d hope would be particularly
appropriate and effective for small area applications
where other things don't work, and that's why the
targeting. | may have been readi ng nuch too nuch into

what Dr. WIkin said when he tal ked about the toxicity
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and absorption, but we may be tal king about things that
are not just one nore steroid cream but perhaps

sonet hing that you wouldn't consider to just approve for
eczema anywhere because of its system c absorption or
because of its local effects, which may be greater. |
may be reading too much into this.

DR. DRAKE: Bill Jordan?

DR. JORDAN: | understand what she's
referring to, but it's alnmost the sane thing as wonen
with recurrent cystitis. You're not going to cure them
forever by putting themon an antibiotic. You'll cure
t hat case, that entity, and that doesn't nmean they're
not going to get it again, and hand eczem works the
sane way. You couldn't take the long view, how | ong
they did. You have to do it episodically. You have to
cl ear the episode.

The thing that | would object to that I'd
|l ove to read in a protocol one tine, besides the
exclusion criteria, which | agree, and a certain el enent
of chronicity, is that the weakness of every study |I've
ever read which had norphol ogi c responses is that they

sit there and they give you grade the erythema, grade
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the papul es, grade the vesicles, grade this, and it's
all one congl onerate picture.

There's easy technol ogy which |I use all the

time. It isn't very fancy, but a 1x Pol aroid of the
targeted area that you're treating. It takes gorgeous
col or pictures in focus. It's 1x. You can neasure

anything off the filmyou want to.

That shoul d be used along with the control
area, of 1x them 1x them and get a very docunented
chronic study, rather than having people say, "I think
it's a 2 plus. Well, let's see what | said | ast week.
Well, this looks like a 2, but it's got 3 for this and 1
for that."

That's what | think is where the garbage is.

Gve nme a 1x Polaroid any day, and I will believe you
have a product worth going on the nmarket, even though
you're not going to stay well forever.

DR. DRAKE: | think we saw an exanpl e of that
thi s norning.

Jon, | want to do sonething right now |
want to summarize a little bit of what we've heard, and

then let you tell me what el se you need from us.
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Al right. One thing |I've heard today is
that it's probably okay to |lunp these as "hand
dermatitis,” providing you do sone exclusions on the
front end, such as infections for KOHs or bacterial
urticaria or psoriasis.

And by the way, any of the panel correct ne
as we go along, but I"'mjust trying to at |east get a
focus.

DR. JORDAN: | think you should explain what
is lunped, but saying that different people nm ght weight
themdifferently, but these are the disorders that are
within the chronic category. |In other words, |I'm an
atopic man, he's an irritant man, but there's going to
be irritant dermatitis or atopic, and state right out
there that sonme people m ght weight it one way or the
other, but this is what's going under the term of
intrinsic hand dermatitis. Irritant alerts
guesti onable. Not blatant allergy, because |I don't know
that if you had a blatant sonmebody to put neonycin on,

t hey shouldn't go in the study. That's where you're
def ended by a certain element of chronicity. After you

have that, then you can put everybody under there and
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say you yourself can figure that even if the

i nvestigators were totally off the wall, it's just a
wei ghting from one area to anot her

DR. DRAKE: Let ne get through my whole |ist,
because sonme of the things you nmentioned refer to ny
list. Conserving time, let nme get through ny list, and
then we'll add to it.

So lunmping was Bill's coment. The second
thing I heard fairly strongly, and saw a | ot of nodding
of heads -- by the way, this summary cones a | ot from
cat chi ng peopl e nodding in agreenment or disagreenment, so
you have to understand, sone of this is the chairman's
personal observations of the panel.

But one thing | noticed was everybody was
noddi ng yes when we tal ked about having criteria for
degree of severity, including things |like erythem,
scal e, fissures, and maybe even sone | ess objective
findi ngs, but nore subjective, such as maybe a scale for
burning and pruritis. All right? So that was sonething
| saw a | ot of nods on.

| think everybody agreed that in any protocol

it doesn't matter what you define, but you really nust
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define it as whether your opinion is chronic or acute,
because they respond differently in all |ikelihood.

The notion of docunentation about the tine
away from what may be an offending allergen versus tinme
of relapse are closely intertwi ned, and so sonehow t he
protocol, if somebody's clearly noting the occupation
and noting what sonmebody thinks m ght be a precipitating
factor, such as "I work as an I CU nurse and | wash ny
hands 25 tinmes a day,"” is very inportant information to
capture, so that at the end of the study you can make
sonme stratified decisions based upon stratification of
t he dat a.

That also is directly related to rel apse,
because it's going to be hard to keep anybody in rel apse
along time if the offense is they've got to wash their
hands seven tinmes a day. So then you're nore after
control. So just docunentation of that.

And | put down as Nunmber 6 docunentation of
confoundi ng factors, and being a child caregiver is a
conpoundi ng factor.

Just let me finish and then guys can coment

on this.
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The other thing | heard was, |ike creative

financing, we've got to have sone creative study design.

In other words, if you're studying a barrier cream

that's certainly going to be a different protocol than
if you're studying something with an antiinflammtory,
for exanple. Plus, what's your target? |s your target
active disease, inflammtory disease? 1Is it nore of a
chronic thing? What's the occupation? So the creative
study design really nust be utilized.

Jon, you nentioned crossover studies, and I
have to tell you, | agree with, because when you've got
hand dermatitis, | think what | heard is that it's very
difficult, and there were |lots of nods of heads, to
remove people fromeverything and expect themto be just
totally in a vehicle, albeit emollients can be wonderf ul
vehicles, but | don't think there's anything wong with
t he suggestion, and | saw | ots of nods, Jon, when you
made that comment that there's sone roomfor this.
Again, this is part of the creative study design.

| think you have to docunment whether it's
ventral or dorsal and clearly define what you study.

| maybe used the word "crossover" wong, Jon,
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but you tal ked about setting up protocols differently.
Early opt out | think is what you used.

DR. WLKIN:  Yes.

DR. DRAKE: That's what I'mtrying to
addr ess.

DR. WLKIN:. Ckay, because | don't think I
used the word "crossover."

DR. DRAKE: You didn't. | did.

DR. WLKIN:  That actually nmeans sonething
el se.

DR. DRAKE: Two different things, | know, but
| was thinking about using a crossover here, too. So
back to creative design.

| think you have to docunment, and what |'ve
heard is whether it's ventral or dorsal, because that
does make a difference in response.

Finally, what we heard is that photos m ght
be a very useful part of any hand dermatitis study,
because then when you go back and really try to eval uate
it, you actually have a docunentation of exactly what
you were treating. That m ght help m nimze sonme of the

intersite and intrasite variability.
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Now, that's kind of what | have on ny I|ist.
Is that a representative list? Wat did | |eave out?

Don, and then Elizabeth.

DR. BELSITO | think it's very all-
enconpassi ng, certainly, of what | was getting at.

The one thing that | would add that's very
hel pful that can inprove reliability anong centers is
when you're |l ooking at things like erythemn, scaling,
fissuring, is you give a photographic docunentation to
t he evaluators and say this is what we're defining as
m nimal erythema, this is the color that we're defining
as mld erythema, this is severe or noderate erythens,
here's mld scaling, here's severe scaling, here's mld
fissuring. You know, it really lends itself to defining
criteria photographically, so that you may not need to
phot ograph everyone, but the investigators, at |east,
have burned into their mnd and have visual cues, when
they're seeing patients, these are the ranges. You'l
still get sonme variability, but at least | think you've
made it a little nore clear in the investigator's m nd.

DR. DRAKE: Dr. Abel ?

DR. ABEL: A question for clarification
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regardi ng exclusions. Are we excluding people with
positive patch test reactions where we know t hat they
can elimnate that?

DR. DRAKE: That's a very good questi on.
That's an excell ent questi on.

DR. ABEL: | nmean, we're going to obviously
include irritant. | mean, what we are studying now, |
think we are left with chronic irritant hand dermatitis,
dyshidrotic eczemn, and atopic, but it seens that if we
know t he of fending allergen and they can elim nate that,
then maybe we ought not to include that group of
patients.

DR. DRAKE: That's a very good point and it's
a very good question, but you m ght want to include sone
of these subjects in studies if -- of course, a |lot of
our experts said sonetines once this process sets up,
then it goes on and on and on, and so if you can get
them sonme relief early on, then that m ght be hel pful.

s that what | understood from you guys?

DR. ABEL: O look at it separately.

DR. DRAKE: O look at it separately? What

do you think? |If sonmebody's patch test-positive, should
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they be enrolled in a hand dermatitis study?

DR. JORDAN: A blatant --

DR. DRAKE: Bill, you go first, and then Don,
and then John.

DR. JORDAN. Well, if you go back to
El i zabeth's, we've all had |ike the neonycin on the
finger. Well, you know if you stop that and give them
steroids, that's it. So as far as |'m concerned,
they're not part of what we're really asking. W're
asking a harder question than that, and that's why I
said there should be this elenment of chronicity -- tine
to be determ ned by other people than nyself -- and that

it should be kind of an ongoing problem gently, rather

than a hot poison ivy. |1've got a beautiful exanple of
pul I'ing poison ivy. Well, | know that's going to do
well. | don't throw that into ny hand dermatitis group.

DR. DRAKE: Don, and then John.
DR. BELSITO Well, | would agree with Bill.
You know, if you set up an operational definition --
okay, we're | ooking at nore the chronic hand dermatitis
that's been going on six weeks, eight weeks, whatever

number you want to pull out of the air to define as
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chronic -- then hopefully you' ve gotten rid of the
bl atant allergies. You don't want to study those.
Those have already been taken care of.

But there's going to be a significant number
of hand dermatitis that was triggered by the allergy.
You know, you take that atopic -- or | happen to believe
that there is a disease, dyshidrosis, but | don't think
it matters -- who pulls the poison ivy, you get them
over the acute event, and now they're stuck with
eryt hemn, scaling, fissuring that goes on and on and on
and on, those people you certainly want to include
because those are the people we're tal king about here.

DR. DRAKE: So |I've added to ny list. | have
one nore add on, then, that there's probably sonme
m nimal |evel of chronicity that should be incorporated
into these studies.

Ckay, John?

DR. Di GI OVANNA: Yes, | think that the issue
that Dr. Jordan nentioned with respect to chronicity
el i m nates those individuals where you have a positive
patch test result and it can be renoved. | think that

what we've heard today is that there are many
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i ndi vi dual s who have positive patch test results and
they still have this entity that goes on and on and on,
and you either can't renmove them or you have renoved

t hem and sonmet hing el se is going on.

So | think a ot of individuals in this group
are going to have that, and |I don't think that's going
to be sonmething that's so easy to renmove, and | think
that etiologically probably a | ot of the people who may
not have positive patch test results don't have them
because we don't have those allergens to test and we
don't have their workplace allergens and we have very
few agents to test. So | think that the chronicity
issue really deals with that, having someone who has a
probl em that has a certain duration.

DR. DRAKE: |I'd like to ask our FDA fol ks,
ri ght now, what's m ssing? Were are the holes? Were
are the gaps? \What can we help you with?

DR. WLKIN: Actually, | think you' ve
responded to questions that we hadn't even thought of
and we got very good answers. |It's been very hel pful.

One of the features that some of the experts

and comm ttee nenbers have already alluded to is that
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sone of the specific aspects of the clinical trial wl
be driven by the pharmacol ogy of the agent, and | think
we recogni ze that, and then there is a |inear aspect to
drug devel opnent. There are Phase Il studies where one
will find out which subset the response is going to be
best in and exactly how |l ong one should treat. So a
good Phase Il program arnmed with the kind of advice
that the commttee has given today, | think would
prepare us for good end of Phase Il neetings and
excel | ent designs for Phase 11|

DR. DRAKE: Ms. Cohen?

MS. COHEN: | still want to go back to
chronicity. All right. [If you say you can't design a
study for a long period of time, wouldn't it be hel pful,
then, to know the periods of quiescence between it
appearing again? | think just to say it cures it for
that period of tinme, | think it's the length of tinme in
between that it reappears again that's inportant also.

DR. JORDAN: That shouldn't be hard. | nean,
t hat woul d be reasonabl e.

DR. DRAKE: And Phil, you had a questi on,

t oo.
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DR. LAVIN: Not so nuch a question as just
anot her comrent on endpoints. | think in a study |ike
this there's an opportunity to have 100 endpoints, if
one wants. | like the idea of working off a picture, a
Pol aroi d, because it really points at the key idea of
havi ng one defined outcome, which m ght be a blinded
eval uator | ooking to see whether or not the patient had
a response or a degree of a response.

So in a setting like this, when you have
multi ple endpoints, it leads to all sorts of issues of
statistical nmultiple testing. W have to avoid that
type of multiple testing. |It's the thing that will undo
any credibility here. So that's sonething that also has
to be added to the fray.

DR. DRAKE: John, and then Don.

DR. Di GG OVANNA: | just wanted to make one
point. |'mnot sure whether it did cone out or it
didn't come out, but Lynn, when you ran through your
list, one of the things you had reiterated fromthe
earlier discussion was one di sease that ni ght be
excluded m ght be psoriasis, but we did tal k about

creative clinical trial design. | could conceive of a
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product that m ght be targeted towards volar skin, |ike
we have products targeted towards the scalp, for

exanmpl e, for psoriasis, where one m ght want to have,
for exanple, a topical antiinflammtory that woul d be

ef ficacious potentially both in psoriasis and be able to
be used on vol ar skin, but also efficacious for other
sorts of dermatitides confined to that area. So | think
that as long as it's a creative trial design idea that
goes through, that's what we're | ooking for.

DR. DRAKE: And Don?

DR. BELSITO | would agree with Susan Cohen
that you want to | ook at how | ong before rel apse rate.
My experience, for instance, with systemc steroids is
that you can certainly clear these hand dermatitides,
but within several weeks many of themw |l flare with
even nore severe di sease. So you want to guard agai nst
that, but there's going to be a severe confoundi ng
factor there, and that's going to be what does the
patient do and how easily are they able to renove
t hensel ves fromthe exogenous factors that drive this
hand dermatitis.

So yes, you do want to do the foll ow ups, you
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want to | ook at how | ong they've remai ned clear after a
treatment, primarily to see do you get these rebound
flares where the patients actually get worse, but you're
going to have to be very careful to al so docunent what
ki nd of exposures the patients are getting, because you
may end up with two or three or four different groups of
patients: those who have self-selected thensel ves out
by quitting their job, and you see in my presentation
that a significant nunber of apprentice hairdressers did
just that. They got tired of their dermatitis and they
removed the exogenous causes that were driving it.

So you're going to need to look at that. You
know, did they stay in the same line of work? |[If they
were in the sanme line of work, did they continue to get

the same types of exposures they had before their

dermatitis cleared? | think that's very inportant types
of information you'll want to glean in a follow up
st udy.

DR. DRAKE: Dr. Abel ?
DR. ABEL: Another issue regarding
docunent ati on would be to document all the adjunctive

therapy. | don't know if this type of thing could be
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standardi zed, but in any study we have to know what
they're using for cleansing, how often, what they're
using for enolliation, are they using gloves, are they
not using gloves, with cotton liners, wthout cotton
liners -- all of those things have to be docunented.

DR. DRAKE: Dr. W/ kin?

DR. WLKIN: | agree it's helpful to know
that. Were you suggesting that they do standardize?
Because then, if they do standardize, it's sonetines
difficult to tease out the contribution of the drug in
t he absence of the other factors.

DR. ABEL: But so often it's a conbination --
I don't know the answer to that question. So often it's
conbi nati on t herapy.

DR. WLKIN:  Yes.

DR. ABEL: And so it's difficult, because if
you only use the active agent and you don't use
enol lients in addition, you m ght not get to the
endpoi nt.

DR. WLKIN:. OCkay. | heard enollients, but |
didn't hear a specific --

DR. ABEL: And other things.
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DR. WLKIN: -- emollient, and | think that's
t he key thing.

DR. ABEL.: No.

DR. W LKIN:  Because what we |like in Phase
Il is all conmers, and actually, a list of enollients
woul d be nmuch preferable to just sinply nam ng one that
everyone woul d need to use.

DR. DRAKE: OCkay. That's good.

Al right. O her coments, questions?

(No response.)

DR. DRAKE: Do you have what you need?

DR. WLKIN: It was very useful for us. |
thi nk personally | should have gotten CME units for this
af t ernoon.

(Laughter.)

DR. WLKIN:. W had excellent expert speaker
presentations and the coments fromthe commttee have
been very hel pful for the understanding of trial designs
for hand dermatitis. Thank you.

DR. DRAKE: Good. Now, before everybody
| eaves, | want to thank our experts for com ng today and

for all their valuable input and their presentations.
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It was extraordinarily hel pful.

Tracy has sonme housekeeping things. Before |
finish everything, Tracy wants to know have you filled
out your little blue piece of paper as to whether you're
com ng to dinner tonight and if you're bringing sonmebody
with you. Please make sure she has that.

Also, is this restaurant w thin wal king
di stance?

MS. RILEY: No.

DR. DRAKE: We've got to take a cab? |Is
there going to be a bus or how do we get there?

MS. RILEY: W'IIl sort of put together a
caravan.

DR. DRAKE: A caravan. So do you want us to
meet in the | obby |ike at 6:15?

MS. RILEY: Yes.

DR. DRAKE: All right. The dinner's at 6: 30,
so neet at 6:15 in the | obby so we can all caravan to
this little restaurant.

Now, the other thing is, | think in the
norni ng Tracy advises me that the agenda for the cl osed

session in the norning is |l ess extensive than originally
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t hought, and so we can start later. She suggested
starting at 9:30, but would you prefer to start a half
hour earlier, so you can have a little [onger tinme at
lunch to visit with each other and not have to hurry for
lunch in case we run over? Because tonorrow afternoon
will be packed and I want to start right at 1:00,
because I'm going to lose nmy conmmttee. What wll
happen is, we'll see one going out the door after
another to catch airplanes, so | want to nmake sure we
don't start late tonorrow afternoon. | want to start
right at 1:00.

Ji nP?

DR. KILPATRICK: For those of us who have to
fight the Beltway, | would prefer starting at an early
time and working through to an early cl ose.

DR. DRAKE: So everybody can get out of here
early? Well, we're a little bit hindered in that we
can't start the afternoon session -- Tracy, help me with
this. Can we start the afternoon session early? W
can't start it any earlier than 1:00 because that's when
it's posted, is that correct?

MS. RILEY: That's when it was noticed.
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DR. DRAKE: That was noticed, so we have to
abi de by the notice, but as we schedule in the future,
maybe we can keep that in mnd that the nore difficult
sessions could be scheduled in the norning, and that way
we spill over into the afternoon, so that people don't
run out to catch planes, because |'ve seen it happen too
much.

Tracy, how long do you think our nmeeting wil
actually take in the norning?

MS. RILEY: About two hours.

DR. DRAKE: About two hours. So if we start
at 9:30, then we could have lunch at 11:30. |Is that al
right with everybody, 9:307?

Now, | certainly again want to thank
everybody for your participation. | know afternoons get
|l ong, and | do thank all of you, and | particularly want
to thank Ms. Cohen and Ms. Gol dberg, and Joel, | have to
tell you thank you, and Jim You have a lot interest in
this because you're a statistician and epi dem ol ogi st ,
et cetera, et cetera, but you know, Joel, you sat there
very patient through this this afternoon. |It's just

remar kabl e.
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DR. KILPATRI CK: Madam Chair, Joel feeds ne
the coments.

(Laughter.)

DR. DRAKE: |Is that it? Joel feeds you the
comment s?

Anyway, | sure do want to thank all of you,
because we dermatol ogists, this is sort of our life and
we like it and we live it, but for those of you who've
come and given your tinme, this isn't part of your
everyday life, and so we're particularly appreciative.

And so the neeting is adjourned and we'll see
you at 6:15 at dinner and at 9:30 here in the norning.

(Wher eupon, at 5:00 p.m, the neeting was
recessed, to reconvene in closed session at 9:30 a.m on

Fri day, Novenmber 5, 1999.)
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