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PROCEEDI NGS
Call to Order and Introductions

DR WOOD: |f everybody could take their
seats and let's begin by going around the table and
have everybody introduce thensel ves. Wy don't we
start with M ke.

DR. ALFANO Good norning. | am M ke
Al fano, New York University. | amthe industry
I'iaison to NDAC.

DR. FINCHAM Good norning. | am Jack
Fi ncham an NDAC nmenber, and | am a Professor of
Pharmacy and Public Health at the University of
Geor gi a.

DR. RAIMER: Good norning. | am Sharon
Rai mer, in Dernmatol ogy, University of Texas.

DR TINETTI: | am Mary Tinetti, Internal
Medi ci ne, Geriatrics at Yale.

DR RINGEL: Eileen Ringel, Dermatologist,
Waterville, Mine.

DR. CLYBURN: | am Ben d yburn, Internal
Medi ci ne, Medical University of South Carolina in
Char| est on.

DR. SANTANA: Good nmorning. | am Victor
Santana. | am a pediatric hematol ogi st/ oncol ogi st

at St. Jude Children's Research Hospital in
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Menphi s, Tennessee.

DR.  SKI NNER: | am Bob Skinner fromthe

Uni versity of Tennessee at Menphis. | ama

der mat ol ogi st.

DR. PATTEN: | am Soni a Patten. | amthe

consuner representative on NDAC. | am an

ant hropol ogi st on faculty at Mcalister College in

St. Paul, M nnesota.

DR DAVI DOFF: | am Frank Davidoff. |

the Eneritus Editor of Annals of Internal Medicine.

I aman internist although | started Iife as an

endocrinol ogist, and | am a nenber NDAC.

DR. BIGBY: M chael Bigby, a dermatol ogist

at Beth |srael Deaconess Medical Center and Harvard

Medi cal School .

LCDR WATKINS: | am Teresa Watkins. |
the Executive Secretary with the advisors and
consultant staff.

DR. NELSON: Robert Nel son, Pediatric
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Critical Care Medicine at Children's Hospital,
Phi | adel phia, and the University of Pennsyl vani a.
DR. SNODGRASS: Wayne Snodgrass,
pedi atrician, University of Texas Medi cal Branch.
DR. MATTI SON:  Don Mattison, National
Institute of Child Health and Human Devel opnent.
DR, SCHM DT: Jinmy Schm dt, Houston,

Texas, dermatol ogi st .

DR EPPS: Roselyn Epps, Chief, Pediatric

Der mat ol ogy, Children's National Medical Center,
Washi ngton, D.C.

DR. CHESNEY: Joan Chesney, Pediatric

I nfectious Diseases at the University of Tennessee

at Menphis and Academi c Prograns at St. Jude

Children's Research Hospital.

DR. TAYLOR. Robert Taylor, internist and

clinical pharmacol ogi st, Howard University,
Washi ngt on.

DR WLKERSON: M chael W/ kerson,
Uni versity of Okl ahoma, Tul sa Branch, Assistant

Professor, Clinical, and dermatol ogi st.

DR BLASCHKE: Terry Bl aschke, internist,
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clinical pharmacol ogi st, Stanford.

DR WLKIN  Jonathan Wl kin, Director,
Di vi sion of Dermatol ogi ¢ and Dental Drug Products,
FDA.

DR. ROSEBRAUGH: Curt Rosebraugh, Deputy
Director, OTC, FDA

DR GANLEY: Charley Ganley, Director of

DR WOOD: | am Al astair Wod. | aman
internist, Professor of Medicine, Associate Dean at
Vanderbilt. There has probably never been a
conmmittee with so many people from Tennessee on it,
| don't think.

Teresa, why don't you read the Conflict of
Interest Statenent.

Conflict of Interest Statemnent

LCDR WATKINS: The foll owi ng announcenent
addresses the issue of conflict of interest and is
made part of the record to preclude even the
appearance of such at this neeting.

Based on the submtted agenda and all

financial interests reported by the Cormittee
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participants, it has been determ ned that all
interests in firms regulated by the Center for Drug
Eval uati on and Research present no potential for an
appearance of a conflict of interest at this
meeting with the foll owi ng exceptions.

In accordance with 18 U.S.C. Section
208(b) (3), full waivers have been granted to the
followi ng participants. Please note that all
interests are in firns that could potentially be
af fected by the comm ttee's di scussions.

Dr. Mchael W]l kerson for activities on
Speakers Bureaus for three firns. He receives |ess
than $10, 001 per year, per firm

Dr. Robert Skinner for a patent |icensed
to afirmthat could potentially be affected by the
committee's discussion. He has received no
royalties at this tine. A so, for his Speakers
Bureaus activities for two firms, he receives |ess
than $10, 001 per year, per firm

Dr. Patricia Chesney for stock in six
firms. One stock is valued at |ess than $5, 001,

one stock is valued between $5,001 to $25, 000,
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three stocks are val ued between $25, 001 and
$50, 000, and one stock is valued greater than
$100, 000.

Dr. Thomas Ten Have for stock val ued
bet ween $25, 001 to $50, 000.

Dr. Victor Santana for stock in two firms.
These stocks are worth between $5,001 and $25, 000
each.

Dr. Sharon Rainer for two grants that are
val ued at | ess than $100,000 per firm per year
Al so, for stock in three firms, each stock is
currently val ued between $5,001 and $25, 000.

Dr. Sonia Patten is an unpai d vol unt eer
menber of the Sumasil Foundati on Board of
Directors. The Foundati on owns stock interest in
two firms. One stock is currently val ued between
$25,001 and $50, 000 and the other stock is
currently val ued between $5,001 and $25, 000.

W would also like to disclose that Dr.
Terrence Bl aschke owns stock in a firm valued from
$5,001 to $25,000. A waiver under 18 U S.C.

208(b)(3) is not required because the de nmininis
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exenption 2640. 202(b) (2) appli es.

A copy of the waiver statenents may be
obtai ned by submtting a witten 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 which an FDA participant has a financi al
interest, the participants are aware of the need to
excl ude themsel ves from such invol verrent and their
exclusion will be note for the record.

In addition, we would also like to note
that Dr. Mchael Alfano is participating in this
meeting as a non-voting industry representative,
acting on behalf of regulated industry. Dr.
Alfano's role on this conmittee is to represent
industry interests in general, and not any one
particular conpany. Dr. Alfano is Dean of the
Col | ege of Dentistry, New York University.

Wth respect to all other participants, we
ask in the interest of fairness that they address

any current or previous financial involvenment with
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any firmwhose products they may wi sh to comrent

upon.
Thank you.
DR WOOD: Thanks a | ot.
Qur first speaker is Charley Ganley.
Charl ey.

I ntroduction

DR. GANLEY: Good norning. | would just
like to start by thanking all the nmenbers for
participating in this neeting. | would also like
to thank the advisors and consultant staff for al
the hard work they do in putting these neetings
together, it is always difficult to get two
different committees together, and | ast but not
| east, the staff of the Dermatol ogic and OTC
Di vi si ons who have put together the presentations.

[Slide.]

We are here today to discuss the safety
data necessary to consider a switch of dermatol ogic
topical corticosteroids fromprescription to OIC
st at us.

[Slide.]

The FDA presentations will cover the
regul atory history of OTC hydrocortisone, the

assessnent of safety for current prescription
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dermat ol ogi ¢ topical corticosteroids products, an
assessnent of safety effects for other categories
of steroid products, and testing for HPA axis
suppr essi on.

[Slide.]

Now, | ow potency dermatol ogi c topica
corticosteroids are currently available OIC, and
the only product that you will hear in the next
talk is hydrocortisone. |Its purpose is for the
synptomatic treatnent of certain skin conditions,
and there is a linmtation on the duration of use.

Over the last year or so, severa
manuf act urers have expressed an interest in
swi t ching sone dermatol ogi ¢ topical corticosteroids
fromprescription to OTC, asking for simlar type
clainms, and al so for durations of use.

[Slide.]

Now, in your background package, we

included a list of the various potencies of topica
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steroids, and there is quite a difference in the
pot ency of prescription dermatol ogic topica
steroids, and potency inpacts on efficacy and
safety of these products.

The main issue for the discussion today is
the safety in the OIC setting. The question really
is where do we draw the |ine between safe versus
unsafe products in this category for OIC use.

[Slide.]

Can all dernatol ogic topical steroids be
used safely OTC? Well, some highly potent products
used for extended periods or in |arge anounts nmay
pose a significant risk for devel oping a serious
adver se event.

At least in the OIC setting, limting the
duration of use through |abeling may be effective
for the majority of users. There will, however, be
a mnority of consuners who will use |arge anmpunts
and for durations that exceed | abel
reconmmendat i ons.

I think in part of the open public

session, you will hear a little bit of information
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of what possi bl e percentage of consuners that may
be.

[Slide.]

So, what are the safety concerns? W have
divided themup into the systemc effects and | oca
effects, and within the systemc effects, we divide
them further into HPA axis suppression, which is in
this case where an exogenous steroid causes the
body to stop making corticosteroid, and in stress
situations, it could |lead to acute adrenal crisis
whi ch woul d be |ife-threatening.

This can occur with weeks of use and the
use of the OTC product nay be unknown to a health
provi der who has to treat soneone who conmes into
the energency roomin this situation

The other systenmic effects are essentially
Cushing's syndronme, which could be osteoporosis,
truncal obesity, growh suppression, and
hypertension, it goes on and on, and the severity
may be related to the daily dose and the duration
of therapy.

The | ocal effects during the course of the
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presentations today, that will also be reviewed.

[Slide.]

Now, you nmay not be able to see this very
well. | printed out one page, but this is one of
the schematics that we are going to work with
today, and what we have done is we have created a
hi erarchy of what we think the inportance of these
various potential safety issues are.

Starting at the top is HPA axis
suppression. The second one is other systenic
effects, and the third is local effects. You wll
see the way the questions are presented will also
foll ow this course

I don't want to go into great detail wth
this now, but during the course of the discussion
and prior to some of the questioning maybe | ater
this afternoon, we can go through this in alittle
nmore detail.

Right now | amgoing to turn it over to
M chael Koenig, who is going to talk a little bit
about the regulatory history of hydrocortisone.

FDA Presentations
OTC Dermat ol ogi ¢ Topi cal Corticosteroids
[Slide.]

DR. KCENIG Good norning. | am M chae
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Koeni g, an interdisciplinary scientist in the
Di vi sion of Over-the-Counter Drug Products.

Over the next 15 minutes, | wll be
providing you with information about the only
dermat ol ogi c topical steroids that are avail able
over the counter, hydrocorti sone and hydrocortisone
acet ate.

Because hydrocorti sone and hydrocorti sone
acetate are functionally the sanme thing, for the
rest of this presentation, | will sinply refer to
the two corticosteroids as hydrocorti sone.

[Slide.]

This presentation is divided into three
parts. First, | will describe the OTC nonograph
system under which these OIC corticosteroids are
regul ated. Second, | will review the regulatory
hi story of hydrocortisone. Third, I will show you
the current |abeling of hydrocortisone products if
they are in conpliance with the nonograph

[Slide.]

I would Iike to begin by just especially
for menbers of the Dermatol ogic and Opht hal nic
Drugs Conmittee to review the way OIC drugs are
regulated. Al OIC drugs are regul ated by one of

two nmeans, either under an NDA, or a new drug
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application, or under the nonograph system

New drugs applications, or NDAs, are
prepared by a drug manufacturer for a specific
product, a specific drug product, and all of the
review of this information and things related to
the review are kept strictly confidential

Nei t her of the OTC corticosteroids that
wi Il be tal king about are regul at ed under NDAs.
I nstead, they are regul ated under the nonograph
system and this differs because under the
nmonogr aph, nonographs deal with specific active
ingredients rather than drug products, and | wll
show you how that plays out in just a minute.

In contrast to the NDAs, the information
included in the nonograph is a very public process.

The nonographs are published in the Federa
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Regi ster, and FDA actively solicits feedback from
the public at every step of the process.

[Slide.]

So the OTC nonographs canme about with the
initiation of the OIC drug review back in 1972. At
that tinme, there were over 200,000 different drug
products available OTC, and it was really
inmpractical to think that we could review the
safety and effectiveness of all 200,000 of these
drug products.

So, since they were nade up of about 700
active ingredients, it was determ ned that the
active ingredients should be studied for safety and
ef fecti veness rather than the products thensel ves.
Again, this is a key difference between nonographs
and drugs marketed under an NDA

O the 700 active ingredients, these were
classified into 26 different therapeutic categories
for further review

[Slide.]

The initial review as by an Advisory

Revi ew Panel. This was nmade up of outside experts,
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out si de FDA experts in that particul ar therapeutic

category. There were 7 voting menbers, but in may

respects, it was sonewhat anal ogous to the Advisory
Conmi t t ee.

These panel nenbers | ooked at each of the
active ingredients and determ ned whet her they were
Category | or GRASE, Cenerally Recognized as Safe
and Effective; Category |1, not GRASE;, or Category
I, insufficient data to determ ne whether or not
the ingredients were safe and effective for their
i ntended use.

[Slide.]

The recomendati ons of the Advisory
Conmittee were published in the Federal Register as
an Advanced Notice of Proposed Rul emaking, or ANPR

[Slide.]

FDA's first position on the ingredients in
the different categories were made public in a
proposed rule. This followed solicitation of
commrents fromthe public, and as | said, resulted
in the publication of a proposed rule, also known

as a Tentative Final Mnograph, | have abbreviated
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here as TFM

[Slide.]

The | ast step in the nonograph process is
the devel opnent of a Final Rule, and that follows
i nput of comments fromthe public again, as well as
any new data that is relevant to generate this
Final Rule or Final Mnograph, which | have
abbrevi ated FM

[Slide.]

I would l'ike to now speak specifically
about the regul atory history of hydrocortisone.

[Slide.]

This | ow potency topic corticosteroid was
introduced into the U S. nmarket as a prescription
drug in 1952. Four years later, in 1956, a Citizen
Petition was submtted requesting that
hydrocorti sone be switched fromprescription to
arc.

The switch was rejected in 1957 for two
reasons: first, there was a failure to denonstrate
that consumers could safety sel f-nedicate using

hydrocorti sone; and, second, it was felt that nore
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testing was needed on absorption of hydrocortisone
through the skin. In other words, there was a
concern about systemc effects, much as we will be
tal ki ng about today.

Hydrocorti sone was included with other
ingredients classified as external analgesics in a
review by the Topical Anal gesics Panel, which net
bet ween 1973 and 1978.

[Slide.]

The findings of the panel and the

prelimnary regul ati ons were published in 1979 and

the Advanced Notice of Proposed Rul emaki ng or ANPR

Anong ot her things, the panel did consider whether
hydrocorti sone had any adverse |ocal effects, and
noted that there was a noticeable | ack of adverse
| ocal effects.

The striae and tel angi ectasia that were
characteristic of nore potent fluorinated
corticosteroids were not generally found with
hydrocorti sone or hydrocorti sone acetate. Dr.
Cook, who will follow ny presentation, wll be

showi ng you sone pictures of that and di scussing
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thisis alittle bit nore detail

Pust ul ar eruptions and crusting were
reported in one case of a person who was using
hydrocortisone, but was it turns out attributed to
a secondary infection and the scratching of the
secondary infection, and treatnent with an
antibiotic resolved the issue while the person
continued to use hydrocortisone. So, again, a |lack
of | ocal adverse effects.

[Slide.]

Al so, in the ANPR the fact that there was
a |l ack of system c effects was published. Severa
experinents | ook at percutaneous absorption
Peopl e used carbon-14 hydrocorti sone, in one case
tritiated hydrocortisone, and did not see any
significant absorption through the skin.

O her measures of systemic effects were
eosi nophi|l count, there was no depression in
eosi nophil count in three or four studies that were
presented in the ANPR  UWrinary |evels of
17- hydr oxysteroi ds and 17-ketosteroi ds were not

i ncreased as you woul d expect if there were a
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significant systemic effect.

Bl ood gl ucose | evel s were unchanged, as
was the serum sodium | evel, and plasma cortisol did
i ncrease as expected or predicted in response to
insulin stress.

[Slide.]

Insulin stress tests back in the '70s was
a mpjor test for HPA axis function. It is no
| onger the current standard, but one report that
you will see in the ANPR, which incidentally is
i ncluded in your background package, was a study by
Munro and dift, which published in 1973.

This is in Tab 5 of your background
package, published in the British Journal of
Der mat ol ogy. These investigators | ooked at 40
patients with chronic skin disease, eczensm,
psoriasis, who had been using corticosteroids for
prol onged periods, | believe is in the title.

Ni nety-five percent or 38 of the 40 had been using
corticosteroids for nore than 10 nonths.

In fact, they were using a variety of

corticosteroids, betanethasone, and sone others.
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Ten of these 40 included anong the conbi nation of
corticosteroids they had been using 1 percent
hydrocorti sone acetate.

Al 10 of those 10 subjects had a nornal
insulin stress response, and, in fact, 37 of the 40
enrollees in the study had a normal insulin stress
response. O the 3 that did not, 2 had occl usion
over extensive areas of the body, and 2 had an
exceptionally | arge dose of corticosteroid.

[Slide.]

Now, the panel also reported that one of
the itens that they had received was a review of
the literature covering the period 1952 to 1973
about the serious adverse events that had occurred.
The report was based on sonme 12,000 subjects in 90
different clinical studies, and in those 12,000
subj ects, there were only 3 reports of serious
adverse events.

One of these was 1960 report of tenporary
grow h retardation in a 5 1/2-year-old mal e, who
was having 1 percent hydrocortisone applied for 16

months. In 1962, there was a report of tenporary
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grow h retardation in an infant, who also had 1
percent hydrocorti sone applied twice daily for 6
mont hs, and this was--that says total body--whole
body and unction was what the report says in the
ANPR.

In 1966, there was a rapid gain in body
weight in a 3-week-old infant male, who was only
usi ng 0. 25 percent hydrocortisone 3 tines a day for
8 1/2 days, but over a very large coverage 2,100
nmg/ m2 body surface area

So, all in all, that panel considered this
a very favorabl e response, only 3 out of over
12,000 subjects had any serious adverse events with
hydr ocorti sone.

[Slide.]

The panel reconmendations in the ANPR were
that hydrocorti sone and hydrocorti sone acetate
shoul d be consi dered GRASE over a concentration
range of 0.25 to 0.5 percent. Renenber CRASE is
generally recogni zed as safe and effective.

The panel al so has sone recommendati ons

for labeling, and since | will be show ng you
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| abeling in the third part of the talk, | just
wanted to let you see how this |abeling devel oped
as the nonograph devel oped.

The panel felt that the indication should
be or the use of hydrocortisone should be tenporary
relief of mnor skinirritations, itching, and
rashes due to a variety of different conditions,
and we will get into that when we | ook at the
| abel i ng.

The panel also felt that anbng severa
war ni ngs shoul d be these two, which are relevant to
today's discussion | think. One is that consuners
shoul d stop use if the condition worsened or |asted
more than 7 days, so there was a time limt put on
the use of hydrocortisone.

The other warning | wanted to nention was
the one that it should not be used on children
under 2 years of age. In fact, these two warnings
were included on all external anal gesic active
ingredients, but they are directly relevant to sone
of sone of the discussion you will be having | ater
I think.

Finally, the panel felt that under
Directions should be a direction to apply this to

the affected area essentially only, not nore than 3
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to 4 tinmes a day.
[Slide.]

FDA' s position was nmade public in the

Tentative Final Mnograph, TFM which published a

little over 3 years later in 1983. FDA agreed that

the concentration range specified by the pane

appropriate, that 0.25 to 0.5 percent

hydrocorti sone shoul d be consi dered GRASE, safe and

effective, and FDA did nake sone | abeling
nmodi fi cati ons.
Among those was the focus of the

indication on antipruritic aspects of

hydrocorti sone, so instead of tenporary relief of

skin irritations, itching, and rash, it became

tenmporary relief of itching associated with skin

irritation and rashes due to a variety of

conditions, and hydrocortisone is today, that is

the only indication, antipruritic.

Additionally, to the stop use condition,
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28
FDA added the clause, "Stop use if condition
worsens or last nore than 7 days or if synptons
clear up and occur again within a few days."

[Slide.]

The Tentative Final Mnograph was anended
in 1990 in response to a Citizen Petition which
requested an increase in dosage strength to a
maxi mum of 1 percent fromrenenber the previous 0.5
percent .

Thi s anended TFM i ncl uded an extensive
data and literature review nostly centered around
the use of 1 percent hydrocortisone, and ultinmately
consi dered the higher concentration of 1 percent to
be GRASE for OIC use.

Additionally, there were sone | abeling
nodi fications. Under Do Not Use was added, "Do not
use any ot her hydrocortisone product when using the
product you are using," and "Do not use this for
the treatment of diaper rash," which is still on
the labeling, and this is largely due to the
occl usive nature of a diaper.

[Slide.]

What about the Final Mnograph, the |ast
step? It is pending. W are working on it. W

have found that nmanufacturers are generally
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conplying with the Tentative Final Mpnograph and
the amended TFM | will show you that in sone
| abeling in just a mnute.

We are continuing our review of data
submitted by manufacturers, as well as in the
literature.

[Slide.]

In light of today's discussion, | just
wanted to point out sonme of the literature that we
have been reviewing. This table represents 5
studi es that have been conducted since the ANPR
published in 1979. Al of these studies were in
children, and all of these used the nodern standard
ACTH stinulation to measure HPA axis function.

ACTH, as Dr. Cook will go into a little
bit nmore detail on this, ACTH is
adrenocorticotropic hormone. This is released from
the anterior pituitary and stinul ates rel ease of

cortisol fromthe adrenal glands. That is the P
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and the A adrenal glands in the HPA axis.

So, by looking at the anpbunt of cortiso
rel eased in response to a known anobunt of ACTH, or
in a nore practical sense, sonme synthetic anal ogue
of ACTH, you can tell whether the HPA axis is
functioning properly.

In all of these studies, at hydrocortisone
concentrations ranging from1l percent to a nmaximum
of 2.5 percent, and with durations of treatnent
ranging from2 weeks or 14 days up to just under 18
years, the HPA axis was found to be functioning
normally in response to hydrocortisone.

[Slide.]

I would now like to |l ook at the current
| abel i ng of hydrocortisone in this third part of
the tal k.

[Slide.]

Si nce 1999, OTC products should be
conform ng to the Drug Facts | abeling standard.
This is what the hydrocortisone | abeling should
|l ook Iike if it's in conpliance with the nobnograph

and there are three things | would just like to
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point out to you. W have been discussing the
devel opment of the nonograph through the various
stages, and | wanted to show you how that |ooks in
t he | abel i ng.

So, under Uses, you see the indication,
tenmporarily relieves itching associated with m nor
skin irritations, inflanmmtion and rashes due to a
variety of conditions, and the nunmber of conditions
that may be causing the itching has increased over
the years with each new nonograph publication

[Slide.]

Al so, under Warnings, this is very much as
it appeared in the TFM the Tentative Fina
Monograph's "Stop use and ask a doctor if the
synptons persist for nore than 7 days or clear up
and occur again within a few days."

[Slide.]

And under Directions, "Apply to affected
area not nore than 3 to 4 tinmes a day, children
under 2 years of age, do not use.”

[Slide.]

This is labeling that is taken off of a
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currently marketed OTC product, and | just wanted
to show you that again, manufacturers are very nuch
in conpliance with the nonograph standards.

So, in this |abeling under Uses, we see
the sane thing, "tenporarily relieves itching of
mnor skin irritations, inflammation and rashes."

[Slide.]

Under Warnings, "Stop use and ask a doctor
if synptons persist for nore than 7 days."

[Slide.]

Under Directions, the same two that | just
nment i oned.

I would like to thank you for your
attention and | will be followed by Dr. Denise Cook
of the Division of Dernmatol ogic and Dental Drug
Products. Denise will be tal king about
prescription topical corticosteroids.

Thank you.

Rx Topi cal Corticosteroids: HPA Axis
Suppressi on and Cut aneous Effects
[Slide.]

DR. COOX: Good norning. Good norning to
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the respective chairs of the respective advisory
committees that are here, also to the advisory
conmittee nenbers, to ny FDA col |l eagues, and peopl e
in the audience.

I am Deni se Cook. | ama dermatol ogist in
the Division of Dermatol ogy and Dental Drug
products.

[Slide.]

Today, | will be speaking to you on
prescription topical corticosteroids, the HPA axis
suppressi on, and cutaneous effects.

The majority of the presentation will be
on the systenic effect of the HPA axis and the
suppression, and the FDA's experience with. | wll
be presenting trial data from approved drug
products, the resultant |abeling changes. | wll
al so give a postmarketing sumrary of adverse events
as it relates to the HPA axis suppression that we
have in our database.

But first I will give you a background to
the talk, so that you can follow it probably a

little bit later. | will talk about the

file:/l//[Tiffanie/c/Dummy/0324NONP.TXT (33 of 330) [4/5/2005 12:51:43 PM]



file:////ITiffanie/c/Dummy/0324NONP.TXT

classification of topical corticosteroids, give you
a synopsis of the cosyntropin stimnulation test and
how it is performed, and al so give you an evol ution
of interpretation of normal HPA axis function as it
has been done over the years at the FDA.

I will give you background al so on cl ass
| abeling for topical corticosteroids and how t hat
devel oped, and the cutaneous adverse events from
topical corticosteroid use.

[Slide.]

The topical corticosteroids are divided
into seven classes. Although the FDA does not
purport this classification, it is widely used in
the dermat ol ogi ¢ conmunity.

Class | consists of superpotent topica
corticosteroids, Class Il high potency, Cdass II
through VI are md-potency with Cass Il being
cl oser, of course, to the high potency, and d ass
VI being close to the | ow potency of Cass VII.

It is usually determned by a
vasoconstrictor assay where the topica

corticosteroids placed on the cutaneous surface,
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35
and bl anching or vasoconstriction is determ ned
relative to the other corticosteroid.

[Slide.]

The cosyntropin stinulation test, which is
the test that | will be discussing in the bul k of
the studies that you are going to hear about today,
is used to assess the function of the end organ,
the adrenal gland, in the hypothal anic-pituitary
adrenal axi s.

In the case of topical corticosteroids, it
i s assessi ng an exogenous unwanted treat nment
effect.

What is usually done is the cosyntropin is
given at 0.125 mg or 0.25 ng dependi ng on age
and/ or body weight, and it is adm nistered
i ntravenously at baseline and at the end of
treat ment.

Bl ood is then drawn for serumcortiso
val ues at 30 minutes and sonetinmes 60 mninutes post
stimulation. Then, the interpretation of the
results determ nes a nornal or abnornal response.

[Slide.]

The evolution of the interpretation of the
normal function of the HPA axis at the FDA has

undergone many revisions. First, in 1985, a.m
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serum cortisol, then urinary corticoid
concentrations were used to determ ne whether you
had normal function of your HPA axis after
treatment with topical corticosteroids

Then, in 1996, the cosyntropin stimulation
test was enployed. At that tinme, a 30-m nute post
stimulation serumcortisol had to be greater than
20 ncg/dL. Also, if the pre-stimulation serum
cortisol was already greater than 20 ntg/dL, then
you needed to have at |east a 6 increnent change
frompre-stimulation to post-stinulation in order
to be considered to have a nornal response.

In 1999, the FDA went to a single
criterion to determ ne normal function of your HPA
axis. That was a 30-minute post-stinulation serum
cortisol greater than 18 ntg/dL.

[Slide.]

In 2001, it was decided that if we were

going to use cosyntropin to deternine nornal
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function of hornonal therapy HPA axis, then, the
| abel should be followed as it is currently
witten, that is, that the control plasma cortiso
| evel should exceed 5 ntg/ 100 niL. The 30-minute
| evel should show an increnent of at |east 7

nmcg/ 100 nl, and the 30-minute | evel should exceed
18 ntg/ 100 mL.

Currently, in 2004, there had been a | ot
of work in the FDA with endocrinol ogi sts and al so
menbers in the Division of Dermatol ogy to determ ne
that we need to go back to a single criterion for
HPA axis function and determning it fromthe
cosyntropin test. Therefore, at the present tineg,
we only use a 30-minute level, and that serum
cortisol |evel should exceed 18 ntg/ 100 ni.

[Slide.]

Now, class | abeling for prescription
topical corticosteroids went into effect in 1990,
and | amgoing to give you a little background on
one of the factors that propelled this into being.

This class |abeling tal ks about the

effects on the HPA axis, effects on glucose
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met abol i sm devel opnent of Cushing's syndrone,
effects on growth, and effects on intracrani al
pressure.

[Slide.]

Two studi es have propelled this into
being. There were two open-label trials with
Tenovate Gntrment. In Trial 1, there were 6 adult
patients with psoriasis who applied 7 grans/day to
30 percent of their body surface area for 7 days.

ACTH stinul ation was perforned at baseline
and 2 post-treatnment a.m cortisols were taken.
They found that 50 percent of the patients
exhi bited decreases in cortisol production.

[Slide.]

In the second trial, the objective was to
determine the | argest dose over a 7-day period that
woul d not cause significant suppression of the
adrenal gl and.

Three doses were used - 7 grans/day, 3.5
granms/day, and 2.0 grans/day.

Suppression in this trial was determ ned

by an A M plasna cortisol and urinary corticoid
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concentrations.

It was interesting, it was found that none
of the psoriatic patients suppressed at 7.0
grams/ day or even at 3.5 grams/day, but doses as
|l ow as 2.0 grans/day caused nmarked suppressi on of
cortisol secretion in patients with atopic
dermatitis. W can possibly presune that this may
be because they may have had a hi gher conpronise in
the epiderm s.

DR WOCD: What were the nunbers in that
study?

DR COOK: | don't know the nunbers. You
mean |ike exactly what the serumcortisol |evels
wer e?

DR. WOOD: The nunber of patients.

DR. COOK: The nunber of patients, | don't
have that either. This was 1985, and this is taken
out of the label. But | would suspect that they
were smal |, because in the current studies that we
have, the nunbers are snmall, they are not huge
nunbers.

[Slide.]

So, this led to a Tenovate | abel in 1985
that stated in the Precautions, it is a highly

potent topical corticosteroid that has been shown
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to suppress the HPA axis at doses as low as 2
grams/day. As you note here, it is a C ass
steroid in the superpotent category.

Under Pediatric Use, it was determn ned
that it should not be used in children under 12
years of age, at least it is not recomended.

[Slide.]

So, now we will move on to the actua
class | abel that was generated.

[Slide.]

In the Precautions Section, it states that
system c absorption of topical corticosteroids can
produce reversibl e hypothal am c-pituitary-adrena
axi s suppression with the potential for
glucocorticoid insufficiency after withdrawal from
treat nent.

Mani f est ati ons of Cushing' s syndrone,
hyper gl ycem a, and gl ucosuria can al so be produced

in some patients by system ¢ absorption of topica
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corticosteroids while on treatnent.

[Slide.]

It goes on to say that patients applying a
potent topical steroid to a |arge surface area or
to areas under occlusion should be eval uated
periodically for evidence of HPA axis suppression
This may be done by using the ACTH stinul ation, AM
pl asma cortisol, and urinary free cortisol tests.

[Slide.]

If HPA axis suppression is noted, an
attenpt should be made to withdraw the drug, to
reduce the frequency of application, or to
substitute a | ess potent steroid. Recovery of HPA
axis function is generally pronpt upon
di scontinuation of topical corticosteroids.

I nfrequently, signs and synptons of
gl ucocorticosteroid insufficiency my occur
requiring supplenental systenic corticosteroids.

[Slide.]

The cl ass | abel also addressed pediatric
use in the Pediatric Use Section of the | abel

[Slide.]

Currently, this is what is there if there
haven't been any tests done on pediatric patients,

but as you shall see in the studies that | will

file:/l//[Tiffanie/c/Dummy/0324NONP.TXT (41 of 330) [4/5/2005 12:51:43 PM]



file:////ITiffanie/c/Dummy/0324NONP.TXT

42
present, since the advent of FDAMA, we have been
able to get studies in pediatric patients, so sone
of this has been nodified in the respective |abels.

Saf ety and effectiveness in children and
i nfants have not been established. Because of a
hi gher ratio of skin surface area to body nass,
children are at a greater risk than adults of HPA
axi s suppression when they are treated with topica
corticosteroids.

They are therefore also at greater risk of
gl ucocorticosteroid insufficiency after w thdrawal
of treatment and of Cushing's syndrone while on
treat nent.

[Slide.]

HPA axi s suppression, Cushing' s syndroneg,
linear growth retardation, delayed wei ght gain, and
i ntracrani al hypertensi on have been reported in
pedi atric patients receiving topica
corticosteroids.

Mani f est ati ons of adrenal suppression in
pedi atric patients include | ow plasma corti sol
| evel s to an absence of response to ACTH
stimulation. Manifestations of intracranial
hypertensi on include bul ging fontanell es,

headaches, and bil ateral papilledens.
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[Slide.]

Now, we are going to nove on to the bul k
of the presentation, which is going to be about the

prescription topical corticosteroid data and its

relati onship with HPA axis suppression.

| am going to speak about 10 drug
products. There are 8 topical corticosteroid
products, 2 topical conbination drug products.

[Slide.]

Just to give you those, | amgoing to
speak about Dermatop, which is a m d-potency

steroid; Cutivate Cream another m d-potency

topical corticosteroid; D prolene AF Cream which

is a high potency steroid.

You might want to look in Tab 2, | think

it is, of your background package. It has that
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classification that | spoke of earlier, the high
pot ency steroids being in Cass Il

Di prosone G ntnent, a high potency
steroid; Diprosone Cream and Lotion, both in the
m d- pot ency category; C obex Lotion, a superpotent
steroid; and Tenpbvate E Cream Both of these are
cl obet asol propi onate.

There will be 11 studies that | am going
to discuss. The ages of these patients were from3
months to adult. These are all open-label trials,
and they all use the cosyntropin stimulation test
to determ ne the function of the HPA axis.

[Slide.]

Dermatop is a Class V steroid near the
bottom part of the m d-potency topica
corticosteroids. It was approved in May 1996. W
are going to discuss a pediatric atopic dernmatitis
trial.

[Slide.]

There were 59 patients enrolled and there
were 2 targeted popul ations. The patients were

between 1 nonth and 2 years and al so between 2 and
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12 years. There were 10 patients who were | ess
than 2 years old and 49 patients were greater than
or equal to 2 years of age

[Slide.]

They had to use the nedication over
greater than 20 percent of the body surface area.

I mean they had to have atopic dermatitis to that
anount of cutaneous surface, and use it twice daily
for 21 consecutive days

Again, we used the cosyntropin stinulation
test. It was admnistered at baseline and at day
22. In this trial, patients who were greater than
or equal to 15 kilograns received a higher dose of
0.25 nmg 1V, those less than 15 kg received 0.125 ng
V.

[Slide.]

The criteria in this study was the adrena
response to ACTH at 30 and 60 minutes. Here, the
post-stinmulati on serumcortisol had to be greater
than 20 nctg/dL, and if the pre-stinmulation serum
cortisol level was already greater than 20, then

an increnmental increase of greater than 6 ntg/dL in
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the serumcortisol was required

[Slide.]

There were 3 patients according to the
protocol criteria who were suppressed. Two
patients, 1 an 18-nonth-old, had a peak response of
a 5 ncg/dL change from baseline, 1 patient had a
post-stinmulation cortisol value actually decreased
from basel i ne.

At that time, the Agency agreed with an
out si de endocrinol ogi st that since these 3 patients
had a post-stimulation response that was al ready
greater than 20 ntg/dL, although they didn't have
that required incremental rise, that they should
not be considered suppressed.

So, this led to the current |abel that
reads for this drug, that "none of the 59 patients
showed evi dence of HPA axis suppression.”

[Slide.]

The next drug is Cutivate Cream which is
also a Class V steroid, was approved in June 1999
We are going to | ook at another atopic dermatitis
trial in pediatric patients.

[Slide.]

There were 43 eval uable patients with

nmoderate to severe atopic dermatitis; 29 of the
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patients were 3 nonths to 2 years of age, and 24
patients were 3 years to 5 years ol d.

[Slide.]

The criteria for entry into the study was
that they had to have at | east a 35 percent body
surface area involvenment, and | will tell you in
all of these studies, we were |ooking for maxi num
use conditions, so you could get your worst case
scenari o.

They applied the nedication twice a day
for 3 to 4 weeks. Patients up to 2 years were
limted to 120 grans/week, and patients 3 to 5
years of age were linmted to 180 grams/week

[Slide.]

Looki ng at body surface area inprovenent
over time to show the response to the nedication
23 of the patients, or 50 percent, had a decrease
of 50 percent by 2 weeks, and 9 had a decrease of

50 percent by 3 weeks, and 9 percent of the
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patients had a 50 percent decrease by 4 weeks.

[Slide.]

The cosyntropin was adnmi ni stered at
baseline and end of treatnent, and in this study,
they used age, younger age group was given a | ower
dose than the ol der age group

[Slide.]

Here, a normal response was a serum
cortisol level that exceeded 18 ntg/dL at 30
m nut es post-stinulation

[Slide.]

Two the patients out of the 43 patients
experi enced adrenal suppression. One was a
5-year-old who actually had 95 percent body surface
area involvenent, used the drug for 4 weeks, used
561 grams, and his pre-stinmulation, as you see
here, pre-treatnent value was 33.9 after
stimulation, and yet it fell to 11.8, but in
foll owup he recovered at 19.8 with his serum
cortisol

The other patient was a 2-year-old who had

the m ni mum anount of body surface area invol venent
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of 35 percent. His duration of treatnent was for 5

weeks. He used 176.5 grams, and his end-treat nment

post-stinulati on serumcortisol was 9. 4.

Unfortunately, we don't know whether he recovered

or not because he was lost to followup and the

i nvestigator did nake an honest effort to try to

track this child down.
[Slide.]

But this led to | abeling changes for

Cutivate Cream which stated that children as young
at 3 nonths of age for up to 4 weeks of use could

use the nedication, and appropriate sections of the

| abel were updat ed.
[Slide.]

Now, | amgoing to talk about 4 or 5

bet anet hasone propi onate products. They were al
approved in 2001, and when | say approved in 2001,
I nmean the pediatric part of the |abel was changed.

Their supplenment for safety was changed, because,

of course, they have been on the market a | ot
| onger than just 2001

One is Diprolene AF Cream which is a
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Class |l steroid; Diprosone G ntnent, another C ass
Il steroid; Diprosone Cream a Cass Ill steroid;

Di prosone Lotion, which is md-potency, but the

| ower end of the mid-potency, and that will be
significant when you see the study results of this
drug, of Diprosone Lotion

Then, | am going to speak of the 2
combi nation products, Lotrisone Cream and Lotion

[Slide.]

The criteria for a normal HPA axis
response in all of these studies was that we woul d
follow the cosyntropin label, that the failure of
any one of three criteria would indicate
suppression of the HPA axis, and stimulation should
occur at baseline and end of treatnent.

[Slide.]

So, the criteria for the 30-nminute
post-stinulation, the three criteria that they
needed to neet to have a normal response, is that
the control plasnma cortisol |evel should exceed 5
nmcg/ 100 nl, the 30-minute cortisol |evel should

show an increnent of at least 7 ntg/100 ni above
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the basal |evel, and the 30-minute |evel should
exceed 18 ntg/ 100 nL, and a failure of any one of
those three woul d i ndicate suppression

[Slide.]

So, with Diprolene AF Cream there were 60
eval uabl e patients. They ranged in age from1l to
12 years with atopic dermatitis. They had a nean
body surface area invol venent of 58 percent. They
used the study drug twice a day for 2 to 3 weeks,
and t hat depended upon whether their disease
cl eared or not.

If they cleared within 2 weeks, they were
all owed to stop and then be tested at that point.

If they needed 3 weeks, they could use if for 3
weeks. They were linmted to 45 grans per week.

[Slide.]

The results of the cosyntropin stimulation
showed that 19 out of 60 or 32 percent of these
patients showed evi dence of HPA axis suppression.

I won't go through all of these, but if you just
took the criterion that we | ook at now, which is

greater than 18 ntg/dL, 58 percent of the patients
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had suppressi on.

[Slide.]

If you | ook at suppression by age group,
it appeared that a |arger percentage of patients
suppressed as the age decreased.

Looki ng at recovery of nornal HPA axis
suppression, unfortunately, all the patients were
not retested. W would have liked to have all of
themretested, but 4 patients were retested 2 weeks
post-treatnent, and 3 of the 4 recovered nornal
function of their HPA axis.

[Slide.]

W tried to do a statistical analysis in
the devel opnent of HPA axis suppression with each
drug. Wth Diprolene AF, there was no correlation
bet ween anount of drug used, body wei ght, age or
sex, and the incidence of adrenal gl and
suppr essi on.

The statistical relationship did exist
bet ween body surface area and risk of HPA axis
suppressi on such that for an increase of 1 percent

body surface area involved, the risk of HPA axis
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suppression increased 4.4 percent with a p val ue of
| ess than 0.01.

[Slide.]

This led to a | abel change for D prol ene
AF Cream such that it was restricted to patients
13 years and ol der, and appropriate informtion was
included in other sections of the |abel

[Slide.]

D prosone G ntnent. That study had 53
eval uabl e patients with atopic dermatitis. The age
range was 6 nonths to 12 years. The nedication
again was applied twice a day for 2 to 3 weeks.

The nmean body surface area invol ved was 58 percent.

DR. WOOD: Can we just go back to that
| ast slide? The one with the 1 percent BSA
i nvol ved.

DR. COOK: Excuse ne. Vhich one?

DR WOCOD: The last slide, the slide
before that, Slide 39. That is clearly key. |Is
that really right? | mean does that nean that a 20
percent, that is linear throughout the thing, so

going from1l percent to 21 percent would nmean 88

file:/l/l[Tiffanie/c/Dummy/0324NONP.TXT (53 of 330) [4/5/2005 12:51:43 PM]

53



file:////ITiffanie/c/Dummy/0324NONP.TXT

percent of people had HPA suppression? That
doesn't seemto nmake nmuch sense to ne.

DR COOK: Well, you will have to talk to
our statistician.

DR. WoOD: Al right. Fair enough. o
on.

DR. COOX: Let's see, | have figure out
where | left off. | think | was here, at D prosone
O ntnent and getting ready to tell you the patient
t hat suppressed.

There were 28 percent of patients who
showed evi dence of HPA axis suppressi on when given
the cosyntropin stinulation test, and here again,
if we just |ooked at the criterion of |ess than 18,
of those who weren't able to exceed 18, 53 percent
of the patients had a post-stinulation plasnma
cortisol value that woul d suggest suppression

[Slide.]

Again, if you | ooked at suppression by
age, for this drug, again, there was a higher
proportion of patients who suppressed, the younger
the patients were

[Slide.]

In the statistical analysis here in the

devel opment of HPA axi s suppression, these
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statisticians didn't find a statistically
significant effect for drug usage, for percent of
body surface area involved, for weight, or for age.

It did show that for some reason, a higher
proportion of males than femal es devel oped HPA axis
suppression using this drug.

[Slide.]

In testing patients for recovery, 2 of the
15 patients were retested and 100 percent recovered
at 2 weeks.

[Slide.]

This led to a | abel change simlar to
Di prol ene AF Creamin which an age restriction was
added that patients should be 13 years of age or
old, and appropriate parts of the |abel were
updated with the clinical data.

[Slide.]

Di prosone Cream studi ed 43 eval uabl e

patients with atopic dermatitis. They ranged in
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age from2 to 12 years. Here, the nean body
surface area invol venent was 40 percent. Again,
they applied the nedication twice a day for 2 to 3
weeks.

[Slide.]

In this study, 23 percent of the patients
showed evi dence of adrenal suppression using the
Cortrosyn label with all three criteria and a
failure of one.

If you |l ook again at a post-stinulation
val ue that was |less than 18, 50 percent of patients
showed evi dence of adrenal suppression

[Slide.]

In this study, you can't quite see the
val ue here. Starting here with 14 percent of
patients 9 to 12 years of age showed evi dence of
suppression. As you march down again, the
percent ages went up, but here, interestingly, which
will show you the dilemma that we all are in, in
determning just what is going to rmake someone
suppressed, what are the risk factors here, none of

the infants in this study showed evi dence of
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adrenal suppression.

[Slide.]

Again, with the statistical analysis for
this particular drug, in these patients, there was
no statistically significant effect for number of
days treated, for weight, or for age.

However, there was a statistica
significance found for mean amobunt of drug usee -
81 grans in those who suppressed versus 37 grans in
those that did not.

There was a nunerically higher percent of
body surface area invol venent in those who
suppressed, and nunerically, nore nmal es devel oped
suppr essi on.

[Slide.]

When | ooking at recovery of HPA axis
function with Di prosone Cream 2 out the 10
patients were retested, and 50 percent, 1 out of
the 2, recovered function at 2 weeks.

[Slide.]

Here again, the | abel was changed to add

and age restriction to 13 years or ol der, and
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appropriate portions of the |abel were updated.

[Slide.]

Now, Di prosone Lotion, | will rem nd you
again is a Cass V steroid, so just like two
cl asses above the | owest potency of topica
corticosteroid.

Here, they had 15 eval uable patients with
atopic dermatitis. They ranged in age from6 to 12
years old. The nean body surface area invol venent
was 45 percent. They applied the nedication twce
a day for 2 to 3 weeks.

[Slide.]

This was a very interesting study. Eleven
of the 15 patients or 73 percent of the patients
showed evi dence of HPA axis suppression. [|f we
| ook at just getting a serumcortisol value that
exceeded 18 ntg/dL, 91 percent of the patients
failed to do that.

[Slide.]

Al t hough this study was supposed to enrol
infants, it was felt that with such a high degree

of HPA axis suppression, the proportion of patients
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6 to 12 years of age, that no patients were
enrolled in the | ower age group. This brought up
the issue that possibly it is not only the chenica
nmoi ety that m ght produce HPA axis suppression, but
since it is comng fromthe skin, it may involve
the vehicle in which the chenmical noiety is in.

In this instance, the lotion, it may
somehow with the chem cal noiety quicker fromthe
skin into the system c circulation, and thereby
cause nore HPA axis suppression. So, in other
words, vehicle may play a role also in determ ning
that systemc effect.

[Slide.]

When | ooking at the statistical analysis
in the devel opment of HPA axis suppression, it was
a nunerical analysis. The subjects exhibiting HPA
axi s suppression used the |arger mean anount of
drug. They had a slightly higher percent of BSA
i nvol venent .

They had | ower mean weights at visit 1,
| ower nmean weights at visit 4, but the difference

with respect to age and days of treatnent, at |east
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60
froma statistical point of view, were m nuscule.

[Slide.]

Looki ng at recovery of HPA axis function
wi th Di prosone Lotion, it's good to report that 67
percent of the patients who were retested recovered
their HPA axis function at 2 weeks.

[Slide.]

So, the | abeling change for Di prosone
Lotion was that an age restriction was added to 13
years and ol der, and appropriate sections of the
| abel agai n were updat ed.

[Slide.]

Just to |l ook at the four betanethasone
products together, again, you see that the three
here, Cream QO ntnent, and Cream all seened to
suppress sonewhat where in the same range. Wen
you got down to the lotion, you had a much, rmnuch
hi gher percentage of patients who experienced HPA
suppression. Again, it may have to do with the
vehicle, if there is an absorption enhancer in it
or other factors.

[Slide.]

Lotrisone Creamis the other betanethasone
product that | amgoing to speak about. It is a

conbi nation product of betanethasone di propi onate
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with Lotrimin Cream It is indicated for the
treatment of tinea pedis and tinea cruris, so we
did a study in both of those.

Both studies were in the adol escent
popul ation, 12 to 16 years. Medication was applied
twice daily. The study duration for tinea pedis
was 4 weeks and for tinea cruris was 2 weeks.

[Slide.]

Here, we al so have sone surprising
results. Seventeen out of 43 or 39.5 percent of
patients denonstrated adrenal suppression in the
tinea pedis study, and we m ght not have actually
expected that given that the stratum corneum of the
feet is somewhat thick, but it mght also be
t eenagers wear sox and tennis shoes all day |ong,
and that mght al so cause nore occl usion and
absorption of the drug product.

In tinea cruris, there were 47.1 percent

who denonstrated adrenal suppression, and this is
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also is an area where you rmay have sone natural
occl usi on, increasing absorption.

[Slide.]

So, this led to sonme | abeling changes for
Lotri sone Cream and Lotion. The Indication Section
was expanded, it added an age restriction to
patients 17 years and older. It also recommended
that effective treatnment may be obtai ned without
the use of a corticosteroid for non-inflammtory
tinea infections. Then, other appropriate sections
of the | abel were updated with clinical
i nformation.

DR. FINCHAM Dr. Cook, may | interrupt
for a second and just ask a question about the data
sets that you are reporting on?

DR COOK:  Sure.

DR. FINCHAM Is this Phase |V data that
is provided by sponsors, that then the Agency has
acted on to change the |abel?

DR. COOK: No. Most of this was done in
response to what we call "pediatric witten

requests,” which is part of the FDA Mdernization
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Act. So, we could either ask themto do the
studies--1 nean all of this was post-approval, but
I don't knowif we actually call it Phase |IV--we
could either ask themto do the studies or they
coul d propose the study to us, but we would have to
then issue themthe pediatric witten request which
would allow themto do the studies. That is sort
of a quick summary.

[Slide.]

Now, this steroid, Cl obex Lotion, was
actual ly approved in 2003, and this actually was
part of their NDA, and was not a Phase IV. At that
time, we were able to ask for and get trials in
pediatric patients if we needed it.

These trials, atopic dermatitis and for
psoriasis, were done in both pediatric and adult
patients.

[Slide.]

There were 3 studies involving O obex
Lotion, 2 adult studies, 1 in psoriasis and one in
atopic dermatitis, and 1 pediatric study, ages 12
to 17 years in atopic dermatitis.

In all of the studies, there was a
conparator drug, Tenovate E Cream which is al so

cl obetasol propionate, so the sane chenical noiety
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in adifferent vehicle. As | say here, it is a
Class | steroid.

[Slide.]

The construct of the HPA axis eval uation
for this study went back to the 3 criteria, and
that is because the actual NDA and construct of the
study was done prior to our criterion of just 1,
because it was approved in 2003, so the studies
were done prior to that.

[Slide.]

In the adol escent study, there were 24
eval uabl e patients, 14 were treated with C obex
Lotion and 10 were treated with Tenovate E Cream

They all had noderate to severe atopic
dermatitis. They had to have a body surface area
i nvol venent of at |east 20 percent. The nedication
was applied twice a day for 2 weeks, and there was
a 50-gramweek linmt, and a lot of this at the tine

was driven by the fact that Tenpvate E Cream that
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is howit's |abeled.

[Slide.]

It was found that 9 of the 14 or 64
percent of subjects treated with C obex Lotion were
suppressed versus 20 percent of subjects treated
with Tenovate E Cream again suggesting that the
vehicl e may have sonething to do with the anmount of
drug that gets into the systemc circul ation

[Slide.]

In the statistical analysis the nean
percent body surface area treated was hi gher for
patients that had adrenal suppression, 32.8 percent
versus 27.7 for the O obex Lotion and 35 percent
versus 25.3 percent for the Tenmpvate E Cream

[Slide.]

When retested, 1 of the 4 patients treated
with C obex Lotion renmai ned suppressed after 2
weeks, and 1 of the patients, which was the only 1,
that was suppressed with Tenpbvate E Cream
recover ed.

[Slide.]

In the adult study, there were 18
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eval uabl e patients, 9 were treated with C obex
Lotion and 9 with Tenovate E. They all again had
noderate to severe atopic dermatitis. The nean
body surface area treated was approximately the
same for both drug products. They applied it tw ce
a day for 2 weeks, again with a 50-granfweek limt.

[Slide.]

Here, 56 percent of the patients treated
with C obex Lotion suppressed and 44 percent with
the Tenobvate E Cream suppressed

[Slide.]

When | ooki ng at recovery for these 2
products, 1 of the 3 patients retested failed to
recover function 7 days post-treatnment with the
Cl obex Lotion, and 2 out of 2 patients on Tenobvate
E Creamrecovered their function 7 days afterwards.

[Slide.]

Finally, in the adult study, nobderate to
severe plaque psoriasis , there were 20 eval uabl e
patients, 10 in each arm Again, the nean body
surface area treated for both was approximately the

same. The nedication was applied twice a day here
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for 4 weeks, and there was agai n a 50-granf week
limt.

[Slide.]

Ei ghty percent of the patients treated
with C obex Lotion suppressed and 30 percent with
Tenovate E Cream suppressed. One of the 2 subjects
retested with C obex Lotion renai ned suppressed
after 8 days, and none of the 3 subjects on
Tenovate E Cream unfortunately were retested.

[Slide.]

So, the indication for C obex Lotion, when
it was approved based on these results, was that it
woul d be restricted to patients 18 years of age or
older. It could be used for two consecutive weeks
not to exceed 50 grans/week.

For noderate or severe psoriasis, for
| ocalized I esions I ess than 10 percent body surface
area involvenent, that an additional 2 weeks of
treatment, the lotion could be used. Appropriate
ot her sections of the |abel were updated.

[Slide.]

Now, | amgoing to shift gears from our
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trial data and | ook at a postmarketing sunmary of
HPA axi s suppression across all topica
corticosteroids since the induction of the AERS

dat abase, which is one of our sources since 1969,

and also fromnedical literature case reports
[Slide.]
I will just give you a background on the
Adverse Event Reporting System It is a

spont aneous, voluntary surveillance system It is
vol untary reporting by health care professionals
and consuners, but it requires mandatory reporting
by manuf acturers.

There are approximately 3 million reports
in the database. Again, the database originated in
1969. It contains human drug and therapeutic
bi ol ogic reports. The exception is it doesn't have
vacci nes.

The quality of the reports are variable
and they are often inconplete, so you have to keep
that in mnd. It is also subject to
under-reporting, the true nunerator is not known,
and duplicate reporting does occur.

[Slide.]

There have been 94 cases reported spanning

3 decades, 65 adult cases and 29 pediatric cases.

file:/l//[Tiffanie/c/Dummy/0324NONP.TXT (68 of 330) [4/5/2005 12:51:43 PM]

68



file:////ITiffanie/c/Dummy/0324NONP.TXT

The ganut of nmanifestati ons had been adrena
i nsufficiency, Cushing's syndrone, and growth
retardation.

[Slide.]

In the 29 pediatric patients, and sone of
these overlap within sane patients, 11 were with
adrenal insufficiency, 17 with Cushing' s syndrone,
and there are 13 with growth retardation.

The ages ranged from 6 weeks to 15 years
with the mean being 5 years. The duration of use
was 22 days to 7.5 years with a nean of 20.8
months. Fifty-five percent of these patients
received nedication for 3 nonths or |onger. There
were varied indications, but 34 percent in the
pedi atric popul ati on were using topica
corticosteroids for diaper rash.

Bet anmet hasone cont ai ni ng, cl obetasol, and
nmonet asone products were inplicated nbst often with

34 percent using high-potency topica
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corticosteroids.

In these 29 pediatric patients who had
evi dence of sone type of HPA axis conprom se, it
resulted in 14 hospitalizations and 2 deaths. The
latter were from Cushing' s syndrone or
conplications thereof.

[Slide.]

In the adult cases, there were 65, 46 with
adrenal insufficiency and suppression, 32 with
Cushi ng' s syndrone.

The age range was from 19 years to 74
years, with the nean age being 47.4 years. The
duration of use 7 days to 12.0 years, and the nean
use was 35.6 mont hs.

Forty-si x percent of the patients received
the medication for 3 nonths or |onger. Again,
there were varied indications, but 51 percent used
topical steroids for psoriasis. Again,
bet anet hasone contai ni ng and cl obetasol products
were inplicated nost often, with 61 percent using
hi gh potency topical corticosteroids.

These cases resulted in 34
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hospital i zati ons and 2 deaths, and the deaths were
attributed in part of the adrenal event.

[Slide.]

So, the postmarketing reports, just in
summary, the common factors were that nost of the
AEs occurred in the follow ng settings:

Prol onged use of the topica
corticosteroid, use of a superpotent topica
corticosteroid, use of multiple topica
corticosteroid products or concomtant use with
other corticosteroid formulations |ike inhaled or
system c, and al so use of excessive anount or
possi bl e i nappropriate use of the topica
corticosteroid product.

[Slide.]

In summary of the data for the HPA axis
suppressi on, HPA axis suppression does occur with
the use of topical corticosteroids.

The adrenal suppression is not limited to
the superpotent class of topical corticosteroids.

H gh BSA invol vement and anount of drug

used appear to be risk factors for HPA axis
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suppr essi on.

[Slide.]

The type of vehicle may contribute to the
extent of absorption of the active chem cal noiety.

The suppression appears in nost cases to
be reversi bl e upon cessation of drug usage.

Long-term use of topical corticosteroids,
particul arly high potency ones, can lead to serious
nmor bidity and even death.

[Slide.]

Now, we are going to nove on to cutaneous
safety. W will first speak about the known
cut aneous adverse events, and then we will just
address here briefly the question of cutaneous
mal i gnancy as it mght relate to topica
corticosteroids, if at all.

[Slide.]

Now, the adverse events associated with
topical corticosteroid use include atrophy of the
skin, telangiectasia, striae, erythema of the face,
steroi d rosacea, hypopi gnentation, infection, and
retarded wound heal i ng.

[Slide.]

Because pictures speak a thousand words,

amgoing to give you a pictorial presentation of
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73
these adverse events.

[Slide.]

This is a photo of cutaneous atrophy. It
is not the best photo, but here you can appreciate
alittle bit of thinning of the skin and sone
shininess to the cutaneous surface.

[Slide.]

Here, we have telangi ectasia. You can see
the very fine blood vessels coursing here through
this person's chin.

[Slide.]

This is a picture of striae, probably
| ong- st andi ng.

[Slide.]

Anot her picture of striae, maybe a little
nore of acute onset in nature.

[Slide.]

This is a picture of facial erythena.

[Slide.]

Anot her of facial erythena.

[Slide.]

This is a picture of steroid rosacea where
someone was appl ying topical corticosteroids and
had a flare of the disease. Certainly, here, the

pot ency of the topical corticosteroid would have to
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be weaned down, and then the rosacea, which is the
under | ying di sease, had to be treated
appropriately.

[Slide.]

This is a picture of hypopigmentation from
topical corticosteroid use.

[Slide.]

O her adverse effects that can happen.
Topi cal corticosteroids placed on certain
infections, for exanple, tinea infections, nmay
exacerbate them Topical corticosteroids placed on
open or surgical wounds will retard healing. Use
of topical corticosteroids in the periorbital area
may cause an increase in intraocul ar pressure.

[Slide.]

Now, as far as cutaneous malignancy, we
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will look at the postmarketing reports out of the
same systemthat | was speaking about prior, the
AERS dat abase, and there are 2 reports as of
February 5, 2005, that spans all the way back to
1969.

One was a 7-nonth-old male with a history
of mastocytonma, and he reported or soneone reported
cancer several months after discontinuation of
clobetasol. The patient actually used fluticasone
for a short while, and then used cl obetasol
propi onate for 1 week, stopped for 1 week, and then
started to reapply for another week, but devel oped
cut aneous atrophy, and the nedication was stopped,
and then several nonths later, the report came that
he devel oped skin cancer

The second case is a fenmal e of unknown age
who used bet anet hasone cream for psoriasis and then
reported "what started as psoriasis becane cancer".

So, fromthis we can say that the AERS
data do not suggest a conpelling safety signal for
mal i gnancy formation with the use of topica
corticosteroids.

[Slide.]

So, as far as cutaneous adverse events,

corticosteroid-i nduced adverse events can be early

file:/l/l[Tiffanie/c/Dummy/0324NONP.TXT (75 of 330) [4/5/2005 12:51:43 PM]



file:////ITiffanie/c/Dummy/0324NONP.TXT

or late event. It depends on the potency of the
drug and the duration of use. It depends on the
site of application. Ccclusion at the site may
i ncrease the risk.

Corticosteroid-induced adverse events nay
resolve slowy or they may not resolve at all

[Slide.]

So, in conclusion, HPA axis suppression
can occur with short-termuse of topica
corticosteroids. HPA axis suppression can occur
with even md-potency topical steroids. It can
occur as early as two weeks of continuous therapy.

[Slide.]

The suppression that occurs is usually
reversible. The interrelationship between body
surface area, ampunt of drug used, and potency of
the medication is conplex as it relates to the
devel opment of HPA axi s suppression.

Long-term use and/or misuse of topica
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corticosteroids, particularly those of high
pot ency, can |lead to serious medical conplications
and deat h.

[Slide.]

The cut aneous adverse events can be
related to both duration of use and potency of
topical corticosteroid use. It can occur with
short-termor |ong-term use.

Resol ution of these cutaneous adverse
events is possible with sonme, but not all of them

There also is no firmevidence to date to
I ink cutaneous nalignancy with the use of topical
corticosteroids.

Thank you for your attention for this
present ati on.

Next, we will have Dr Stephen WIlson. He
isinthe Division of Bionetrics Il. He will speak
on |l essons learned fromgrowh studies with orally
i nhal ed and intranasal corticosteroids.

Lessons Learned from Gowh Studies with Orally
I nhal ed and I ntranasal Corticosteroids

DR WLSON. Gray Gaithersburg norning to
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you.

It is my pleasure to be here this norning
substituting for Peter Starke. | think that | was
elected for this job because | amthe only one that
was around when they did the class |abeling
advi sory comrttee in 1998, but we have had sone
| essons that we have | earned fromthat advisory
comrittee in dealing with growh studies for orally
i nhal ed and intranasal corticosteroids, and | would
like to share sone of those with you in the short
anount of time that we have.

[Slide.]

Specifically, we have been charged with
providing you with somewhat of a background of why
we do these studies within our area for intranasa
and orally-inhal ed corticosteroids, and then talk
about what these growth studies are.

In particular, we are going to focus on
what we call longitudinal growth studies, which are
fairly long-termgrowh studies. Then, we wll
tal k about sone of the design issues with these

studies and the regulatory history that sort of
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brought us to this nmonment in terns of the science.

I will provide with the results from sone
of the studies that we have seen within the
Division. Wen | say "we," | nean the Division of
Pul monary and Al l ergy Drug Products.

[Slide.]

So, why do we performgrowth studies? |
think that |ooking at it from our perspective,
growt h is an indicator of systenm c exposure and of
the potential to cause systemic toxicity.

Growm h suppression is a well-known side
effect of system c corticosteroid use. It has a
class effect. We viewit as a class effect, that
all CS given in sufficiently high doses will
produce gromh effects. It is thought to be a
direct effect on the bone, and may al so act through
secondary medi ators and hor nones.

We believe that growh is the nost
sensitive indicator of systemc effect within our
revi ew envi ronment because we have seen growth
effects in the absence of effects from HPA axis
studi es by cosyntropin stimulation

[Slide.]

There are basically two types of studies

that are presented to us by sponsors. One goes by
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the nane of knenonetry, and the other is the
| ongi tudi nal or |ong-term growh studies.

Sponsors have done knenpnetry studi es.
These are generally short-termstudies, so it is
attractive in the sense that they can be done
rat her quickly, and there are a nunber of
met hodol ogi cal issues. They can essentially be
done in only a few centers

The consi stency of results has been
puzzling and a little bit problematic to us as a
regul atory agency, because we don't always see the
sanme kinds of results com ng out, and we view these
as primarily a research tool

So, focusing on |ongitudinal growh
studies, these are growth studies designed to
measure growm h velocity over a 1l-year treatnent
period, so this is a long treatnent period.

The patient popul ation has to be carefully

sel ected because this is a patient popul ation that
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needs to have the treatnent, but we also need--and
you will see in a mnute--we also need to be able
to run a concurrent control, so some on
corticosteroids and others using other kinds of
medi cat i ons.

[Slide.]

What is the population that we look at in
these growth studies? These two CDC charts are
provided primarily to show you where we consi der
growh to be fairly linear

For one thing, it is very difficult to get
growt h measurenents in the youngest children, zero
to 2 years old. By 2, you are able to get the
stadi onetry neasurenents, and the growh is fairly
linear, until you get up to puberty, about 9 to 11
years ol d dependi ng on sex.

So, this is the focus of these growth
studies that are provided to us by the sponsors.

[Slide.]

So, what are these growth studies, what do
they look like? Basically, it is fairly

straightforward. |It's serial stadionetry. There
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82
is a baseline period of about 3 nonths in which we
measure grow h, baseline grow h.

Then, there is an on-treatnent period and
then another followup of 3 nonths. There was a
gui dance that was devel oped foll ow ng the advisory
committee that | nmentioned in 2001, and it is stil
avai l abl e on the website, so you can see sone of
the details of what we are suggesting.

[Slide.]

So, longitudinal growth studies. As |
said, they are technically difficult to perform
They require relatively large nunbers of children
In fact, in the guidance that we provide, we say
that ideally, they would have al nbost 125 children
in each of the treatnent groups. So, you can see
they are quite a bit larger than the studies we
have been | ooki ng at.

They require a | ong baseline and treat nent
peri od, and the nmeasurenent and conpliance issues
are very difficult, in other words, you have got to
keep children on these studies for a long tineg,
wor ki ng with parents and providing treatnent.

There are al so statistical issues in terns
of when the data has been provided to us. This is

what | think probably sponsors have the npst
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problemwith is we are not |ooking at these as
superiority trials or even equival ence or
non-inferiority trials. It is just too difficult
to nake a judgnent as to what the delta or the
difference that you are | ooking at woul d be.

So, we essentially are presum ng that
there is a growh effect fromthese drugs, and we
are designing themto best characterize that
effect, sothisis alittle bit different, and that
means that you have to have the proper size, you
have to conduct the studies appropriately, and that
is what we are going to be reviewing if we are
going to describe what your study has done in the
| abel .

So, the size of the growth effect that is
clinically relevant is unknown or not fully known.
That is what our presunption is.

[Slide.]

So, how did we get here? Actually, there
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is some OTC history here. |In 1996-97, there were
two | ongitudinal growmh studies done to better
characterize the systemc risks prior to

consi deration of taking becl onmet hasone di propionate
nasal spray over-the-counter.

So, in other words, the conpany was
devel opi ng, wanted to go OIC, had these growth
studi es going, and when the results of these growth
studi es became available, it was recognized that
there was a growmh effect that hadn't been shown in
the ot her kinds of tests.

Then, at that same tine, the nunmber of
ot her conpani es who were doing growh studi es al so
came in and denonstrated this sane kind of effect.

So, 1998, we held a Joint
Pul monary- Al | ergy and Met abol i c- Endocri ne Advi sory
Conmittee, which ended up recomendi ng a cl ass
| abeling for all orally inhaled and intranasa
corticosteroids, and we ended up al so inpl ementi ng
that recomrendati on.

[Slide.]

So, what did that |abel end up | ooking
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85
like? Well, in the General Use and Pediatric Use
Subsections, we essentially said orally
i nhal ed/i ntranasal corticosteroids may cause a
reduction in growh velocity in pediatric patients.

Al so, in the Pediatric Use Section, we
noted that growth effect may occur in the absence
of laboratory evidence of
hypot hal am c- pi tuitary-adrenal axis suppression,
potential for treatnment "catch-up" growth has not
been addressed, and basically, our advice to the
physician was to titrate to the | owest effective
dose for each patient and nonitor growth routinely.

If reported, cases of growth suppression
shoul d be noted in the Advi se Reactions Section

So, basically, in terns of this being a
class | abeling, we would only note certain kinds of
growt h suppression if it was being reported to our
syst ens.

[Slide.]

So, how did this original study |ook, the
one that we were looking at for the advisory
conmittee?

I ntranasal becl onet hasone basically was a
random zed, doubl e-blind, placebo-controlled,

paral | el group, prospective, one-year study.
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The age groups of the children, they were
children with allergic rhinitis being treated by
i ntranasal corticosteroids, ages from6 to 9.5
years. Basically, the sanme size study groups, and
you just had a placebo agai nst the intranasa
corticosteroid, about 50 in each group

[Slide.]

Now, the results showed that the growth
rate centinmeters/year on the BDP treatnent group
was 5.1 versus a placebo of 5.8, or a difference or
a delta of mnus 0.7. So, that was the extent of
the depression that we saw for that one year

Now, this was a statistically significant
di fference based on the prespecified anal ysis, and
it was an unexpected result, but basically, we were
conparing nmean annual growth rates

In the same study, however, these sane
children were tested, and there was no significant

di fferences observed between treatnment groups by
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mean basal cortisol or ACTH stimul ated pl asna
cortisol |evels.

[Slide.]

| wanted to nake sure to include this
slide. This is again these sane patients, and
| ooki ng at those charts that you saw earlier, the
growt h charts, these are the results of the
patients based on where they fell on those charts
after a year.

I can renenber the endocrinol ogi st, Sol
Mal ozowski, was extrenely interested in thinking
about what it neant. Even though we were | ooking
at mean data, in other words, there was a sense of
a mnus 0.7 that | showed you, we were al so | ooking
obvi ously, and very concerned about, how the
children as individuals or groups fell within these
two groups.

So, the nean data as expressed in
percentage within gromh rate percentiles is
di spl ayed here, so you can see sonething |ike 22
versus 4 in placebo or less than 3 percent in terns

of the average growh., and that was true
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t hroughout, so this is the nean data expressed
anot her way.

[Slide.]

W al so | ooked at sonme ot her intranasa
drugs, and these are the data that cane in later.
You notice, as oftentines happens, this was
actually the largest difference that we saw was on
the first one, and the intranasal drugs that cane
in afterwards, budesonide and fluticasone, also
showed sone growt h depression. Mnetasone,
however, as you can note, did not show

[Slide.]

The orally inhal ed drugs tended to show
more growt h suppression, BDP, for exanple, mnus 2
versus the 0.7 that you saw before. This slide
also indicates that this is a study that was done,
and you had sone of those younger children, so you
tended to see a lot nore variability in the
estimate, so the recomendations in the guidance
becane, you know, you had to have these ol der
children that you could neasure, because a |ot of

t hese included recunbent neasurenents, and those
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are difficult neasurenments to nake.

Anot her thing here is that there is some
ki nd of apparent dose effect froma conpany that
did try to test two doses. So, we had all of this
data available to us in trying to make these
det erm nati ons.

[Slide.]

So, the issues. These are indeed
difficult studies to performif you are thinking
about doing one of these studies. They are also
difficult studies to review. Now, if you are in a
regul atory setting, so basically, you are taking
what the conpany has given you as evidence, and you
are maki ng sonme assessnent of that.

If a conpany has, for exanple, if there
are a | ot of subjects that have dropped out, you
have to worry a | ot about m ssing data, and you
have to worry about if they haven't neasured them
carefully over tine, in other words, there are sone
sort of glitches in the neasurenent, they then make
decisions as to how they are going to anal yze that

data, so then as a reviewer, you have to respond to
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that, so these are difficult studies

Gowm h studies are not designed to
eval uate obviously the reversibility of the HPA
axis effects or changes greater than a year. So,
al t hough we do nmeasure for another 3 nonths after
the study, we do not try to see whether or not this
woul d be long term

A lot of these patients, a lot of these
children are going to be on the drug for a | ot
| onger than 1 year.

We have not identified a clinically
rel evant effect size, and that neans that we all
sit around a nunmber of time, on a nunber of
occasi ons, saying how could we pin down what the
effect size is, so that maybe we coul d | ook at
non-inferiority trial, but everybody said that
basically, it is not acceptable or there is no
clinically relevant effect size on that nean val ue.

[Slide.]

So, conclusions. W use growth studies as
a stand-al one neasure. W believe that they are a

sensitive indicator of systemc effects, and we
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think of this because sonetinmes the HPA axis and
the gromh study results are discordant, they don't
agree with each ot her.

We take them as a surrogate for systenmic
exposure and potential to cause systemic toxicity.
So, we are |looking at children, these are people
that are going to need these drugs, but we al so
take themwith the notion that this is a sentinel,
this is something that is going to tell us is this
drug going to have effects nore generally.

We believe that results are applicable to
all age groups. Obviously, you can't study growh
in 20- to 25-year-olds. W also feel that the
class effect |abeling, when you | ook at the class
effect |abeling, we state, as | stated earlier, al
orally inhaled and intranasal corticosteroids have
this effect.

As these studies come in to us from
conpani es, we review them and we determn ne whet her
or not this is information that is going to help
the physician. This is information we need to put
into the | abel

Sonetimes we put what the conpany has
of fered, and other tinmes we feel that we are not as

sure that the results of the study are as reliable
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as we would like themto be.

[Slide.]

Again, there is reference Division of
Pul monary and Al l ergy Drug Products.

I can't believe that | actually finished
early, but | look forward to any questions you
m ght have

Thank you.

The next presenter is Dr. Markham Luke.

HPA Axi s Suppression Studies: Conduct,
Uility, and Pediatric Considerations

DR LUKE: Good norning, Dr. Wod, nenbers
of the Conmittee, ladies and gentlenen in the
audi ence.

[Slide.]

Today, | am going to speak on topica
corticosteroids and testing for adrenal suppression
in the context of potential Rx to OIC switch

[Slide.]

This is a brief outline of ny talk
First, | amgoing to speak a little bit about the
various system c effects that have been seen with
topical corticosteroids and sonme which have not
been seen.

We are al so going to discuss specifically
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the hypothalamic pituitary adrenal axis testing,
what tests are available to | ook at HPA, and nore
specifically, we are going to focus in on
cosyntropin stimulation testing, |ook at what our
current testing recomrendati ons, how we are trying
to standardi ze the testing, and we are going to

di scuss how precise an estimte would we need for
adrenal suppression potential for OTC

[Slide.]

Now, as Dr. Cook and Dr. W/Ison have
stated, prescription corticosteroids have systemc
effects which we evaluate during drug devel opnent.

[Slide.]

Now, | would like to separate these out
into those areas where specific studies have not

been required for dernatol ogi c topica
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corticosteroids. These include sodiumretention on
m neral ocorticoid effect, glucose tolerance, growh
suppressi on, osteoporosis, and what we do | ook at,
whi ch is HPA axi s suppression.

Wth regard to sodiumretention, they are
receptor-specific effects and they may be |ess
concerned with glucocorticoids. | amgoing to go a
little bit into that.

Regardi ng gl ucose tol erance and growh
suppression, data available for glucose tol erance
fromclinical studies, the growh suppression
studies, as Dr. WIson has discussed, is
technically challenging and is difficult to perform
and to review

Further, for osteoporosis, the sanme could
be said for that. It is difficult to have these
topical corticosteroids used for the long term
The patients wax and wane with their disease, so
the application of the topical corticosteroid can
i ncrease and decrease, plus the strength of the
corticosteroid may vary during the conduct of a

year-long study, so there is the potential for
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change in dose and potency, which again |leads to
i nconsi stent and very chal | engi ng eval uati on of any
data that would be obtained from such a study.

Regar di ng HPA axi s suppression, we wll
get into that alittle bit nore

[Slide.]

This is a table of the relative potencies
for various steroids with a cortisol at 1.0 and
there are two references in the package that was
given to the Committee regarding this. This table
is excerpted fromthose references.

As you can see, the two exanpl es of
topical corticosteroids given in this table are
trianci nol one and bet amet hasone. Both of those
have a higher affinity or a higher relative potency
regardi ng glucocorticoid effect but a | ower
m neral ocorticoid effect. This can be contrasted
to al dosterone whi ch has a much hi gher
m neral ocorticoid effect as conpared to
gl ucocorticoid effect.

(Slide.)

This is a schenmatic di agram of the HPA
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axis. W have been talking a | ot about the HPA
axis. Regarding specifically what it is, we have
the hypothalanus. This is a schematic
representation, again; the pituitary, anterior
pituitary, and what their effects are on adrenals.

This is a neural, horrmonal axis and is
i nportant for the human response to stress. Hunmans
respond to stress by produci ng ACTH whi ch t hen
causes cortisol rises. F stands for cortisol here
inthis diagram |If there is a failure to nount
such a response, it can lead to a hypotensi on and
cardi ovascul ar col | apse.

Now, this failure to nount may not be
easily clinically recogni zable so attributing cause
and effect may be difficult with regards to adrena
suppression in the clinical setting.

The ACTH here, in general, causes a rise
in the cortisol. However, with constant exposure
to exogenous corticosteroids, it has been thought
that there is a down-regul ati on of receptors here
and here which may | ead to decrease-ability of the
adrenal s to then respond and produce corti sol

(Slide.)

Wth that, we get into HPA axis testing.

(Slide.)

file:/l//[Tiffanie/c/Dummy/0324NONP.TXT (96 of 330) [4/5/2005 12:51:43 PM]



file:////ITiffanie/c/Dummy/0324NONP.TXT

There are two cl asses of tests, basic
cl asses; the basal testing, which is done with
basal plasma | evels and 24-hour urine cortiso
| evel s. These are thought to be | ess useful in
measuring an adrenal response to stress than
dynanmic testing where you try to stinmulate the
adrenal s to cause a response and you neasure the
magni t ude of that response.

(Slide.)

There are various dynanic tests of HPA
axis function. Earlier, it was nentioned, the
insulin tolerance test which is an ol der test.
When you adnini ster insulin, you cause a
hypogl ycemic event. It then results in a potent
stress stinmulus for the adrenal gl ands.

Now, these subjects, when you adnminister
insulin, you need very cl ose subject nonitoring.
It is thought that this test, as it is currently

done, produces undue risk to the subject and,
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therefore, the agency does not recomrend this as a
test for HPA axis function.

The cosyntropin, or ACTH amino acids 1 to
24, test is available in higher or |ower
concentrations. The higher dose is the | abeled
dose for cosyntropin. Lower dose studies vary and
there is no standardization regardi ng how much of a
rise in cortisol you need with | ower dose and the
timng of the rise is not standardized. So the
|l ower test is still experinmental at this tine and
if one is to use it, there should be discussion
with the Agency regarding how it is used.

For higher dose testing, we will discuss
that in just a noment. There is also a
corticotropin-rel easi ng hornone test, the CRH test.
This also is experinmental and not wi dely avail able.

(Slide.)

The hi gher dose cosyntropin test is the
nmost commonly used test to evaluate for adrena
suppression. The procedure is to administer a
super physi ol ogic dose. It is currently |abeled for

IV or IMuse of 125 microgranms if the patient is
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| ess than 3 years of age or 250 microgranms if the
patient is 3 years or older. The serumor plasma
cortisol concentrations are neasured before and 30
m nutes after the cosyntropin administration
(Slide.)
The advantages of this test are that it is
sinple, it is fast and relatively inexpensive. It

is an outpatient test and it takes approxi mately 30

mnutes to do. There are some limtations. It is
not the nost sensitive test. It can be equated to
bei ng a physiologic hammer. | nean you are giVving

a very high dose of what is equivalent to ACTH to
cause the adrenals to respond. So the sensitivity
may have sone concern

(Slide.)

The criteria for a nornal response in
Cortrosyn, according to |abel and the 30-ninute
test is as follows: The control of basal cortiso
| evel should be greater than 5 ntg/dL. At 30
m nutes, after adm nistering the Cortrosyn, there
should be at least a 7 ncg/dL rise above basal --the

increnmental cortisol rise, that is--and the
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30-minute | evel should exceed 18 ntg/dL.

However, we note that basal cortiso
| evel s vary throughout the day and the higher the
basal level, the lower the incremental cortiso
rise. So, for regulatory purposes and for drug
devel opnment, it is thought that normal response of
peak cortisol |evel of greater than 18 ntg/dL 30
m nutes after giving Cortrosyn should be sufficient
as the test for adrenal suppression.

(Slide.)

Wth that, we segue to what are current
testing recommendati ons for adrenal suppression

[Slide.]

There was an Advisory Committee on Cctober
29th of 2003, and there was sone di scussion about
the HPA axis test, Joint Conmittee discussion. It
was di scussed that higher dose cosyntropin test is
a sufficient determ nant of HPA axis function with
regard to prescription topical corticosteroids.

A greater than 18 ntg/dL or 500 nML
post-stinulation cortisol level at 30 mnutes is

equi val ent to that subject being not suppressed.
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It was al so discussed at that Advisory Committee
where data was presented on reversibility, and you
saw the reversibility data, we have very little of
that. W need followup for reversibility when we
do these studies.

[Slide.]

It was a pediatric nmeeting, so there was
di scussi on about the pediatric cohorts. The
pedi atric popul ation was divided into 4 cohorts
here. Sequential testing was usually done for
these studies with the older patients first, but at
this Advisory Committee it was discussed that
potentially concurrent testing can be done if the
safety of the patients can be assured. The
rationale for that is to obtain nore data regarding
the adrenal suppression in each of these cohorts.

[Slide.]

Addi tional recomendati ons fromthe Agency
are as follows: the 60-minute cortisol is not
recomrended. The standardi zation for a 60-m nute
| evel is poor, and the results can vary sonmewhat
fromone, 60-mnute test to another 60-minute test.

Testing |l ess than 4 weeks apart is not
recomended. Adninistering the ACTH or Cortrosyn

start to | eave an inpression on the adrenal s and
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there may be effects on | ater response especially
when the tests are done closer than 4 weeks apart.

There is a need to nonitor the | oca
cut aneous adverse events during the conduct of this
st udy.

Finally, it is inportant to note when
interpreting these studies that the percent of
patient suppressed, not the nean cortisol levels is
important. Mean |levels may nmask individua
patients, so if someone were to present data on
mean | evel s, ask them what the percent of patients
suppressed was.

[Slide.]

Finally, we note Dr. Cook's presentation,
the body surface area involved can vary from atopic
dermatitis, at |east 30 percent body surface area
is needed, for psoriasis, at |east 25 percent body
surface area involvenment for these patients, and
these are maximally invol ved di seased patients.

It is also inportant to note that patients
who enter the study should not be adrena
suppressed, so there should be testing for adrena
suppression prior to exposing themto
corticosteroid to make sure they are not suppressed

at baseline. Oten these patients will have cone
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into a study having been on other corticosteroids
for a protracted |l ength of tine because of their
significant disease

[Slide.]

The last part of this talk, we are going
to discuss a little bit about what precision do we
need for OTC use of corticosteroids.

[Slide.]

For topical corticosteroids drugs to be
used in an OTC setting, how acceptable is HPA axis
suppressi on, and how many subjects need to be
eval uated to rule out corticosteroid-induced
adrenal suppression for an OTC product if this is
one of the tests that is going to be used?

[Slide.]

Here is an exercise | would |like to pose
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to you. If we had 30 subjects and we treated them
all with topical corticosteroids for 4 weeks, and
we noted those 30 subjects, zero had cosyntropin
stimulation test indicative of adrenal suppression,
that is, the rate was zero out of 30.

The question arises with what risk, if
any, of adrenal suppression induced by topica
corticosteroids mght these results be compati bl e,
is it zerorisk? | would Iike to propose that it
i s not.

[Slide.]

Zero out of 30 subjects rules out, with 95
percent confidence, a greater than 10 percent
chance for adrenal suppression to occur in the
gl obal population. This is a statistical concept,
and there is a paper in the package that was handed
out discussing the rule of 3's, and this is one way
to | ook at this.

The sanpl e size determnes the extent we
can rul e out adrenal suppression in the gl oba
popul ation with zero subjects suppressed.

[Slide.]

Wth that, we can go to this table on
sanpl e size effect on the upper confidence interva

to just go over and give an exanple. Say we have
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10 subjects and we had zero of those 10 subjects
suppr essed.

VWll, that would rule out with a 95
percent confidence interval no greater than 26
percent adrenal suppression. \ereas, if we double
the nunber and go to 20 subjects, we can increase
that upper confidence interval to 14 percent.

To get to really small percentage numbers
for upper adverse event occurrences, we need | arger
sanmpl e sizes. So, the greater the nunmber of
patients you have, the nore assuredly you can be of
that zero that you see for that study, if the study
does give you zero

[Slide.]

So, the question asked for the Conmmittee:
Cosyntropin stinulation studies are used to inform
| abeling for prescription products with regard to
potential for adrenal suppression

If the cosyntropin stinulation studies are
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to be used for OTC products, how many subjects are
needed for those studies, that is, what is the

| evel of tolerance for adrenal suppression for an
OrC drug product?

That is it for my portion of the talk.
Thank you.

DR, WOOD: kay, great. It is exactly 10
o'clock, so let's take a break for 10 m nutes and
be back ready to start again at ten past 10:00, and
we will go straight to the questions for the
speakers, and then pass on to the questions for the
Conmittee at that point.

[ Break. ]

Questions fromthe Cormittee and
Commi ttee Di scussion

DR WOOD: So we have heard all the
presentations. Let's open the session for the
Conmittee to question the speakers. Terry?

DR BLASCHKE: | have a techni cal
question, | think for Dr. Luke. 1In your
presentation, you indicated that the cosyntropic

adm nistration could be [V or IM | amjust
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wonderi ng how many of the subjects, for exanple, in
the studies that we were presented actually got the
cosyntropin I Mand do we know whether there is nore
variability or sensitivity, differences in
sensitivity, when the cosyntropin is administrated
I Mversus |V.

DR LUKE: As far as | know, there are no
comparisons in the literature between IMand IV
use. For pediatric studies, it is often nore
convenient to do an IV study rather than an | M
study sinply because of the pain threshold of those
patients. You can insert a cannula and inject the
cosyntropin and al so withdraw bl ood fromthe sane
cannul a afterwards and so there is only one stick

When you go to do the IM it may be due to
access difficulties that one would resort to an I M
Regar di ng whet her one should do IMor 1V, | think
it is inportant to be consistent throughout each
study as to what route you choose to administer the
cosyntropin. But, as far as | know, there are no
studies to conpare the two routes.

DR. BLASCHKE: | suspect it is not done
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consistently because | suspect that it really does

relate to ease of access of a vein in a small child

and so forth. W know that there are a | ot of

conmpounds that, when they are admi nistered I M

dependi ng on where, et cetera, that the absorption

and the absorption rate is quite different for

obvi ously, than |V.

It sounds |like, as you say, there is no

conparative data so maybe no answer to the
quest i on.

DR. WOOD: Dr. Snodgrass.

DR. SNODGRASS: Are there any standards

required for the timng of the test, 800 a.m,

exanpl e, and know edge about their sleep patterns

for the circadian rhythm aspects?

DR. LUKE: Because of the circadi an

rhythm it is thought that a standard time m ght be

hel pful but keep it close within. It is often

difficult to do a study where you have all the

patients done at the sane tine. So there is some

variability allowed for it.

Just to go back, also, to the IMversus |V
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concern. O note, the | ower cosyntropin
stimulation test, the | ower dose, there have been
concerns rai sed about the peptide sticking to
tubing, so that nay be a concern raised if you are
perform ng | ower dose cosyntropin testing.

DR WOCD: Dr. Epps.

DR. EPPS: M questions actually are for
Dr. Wlson. |1s that okay?

DR WOOD: Sure. W are taking questions
for all of the |ast speakers.

DR. EPPS: kay. The growth charts, the
CDC growth charts, were those based on the standard
growt h charts that are used or are they updated and
different?

DR. WLSON. Those are the standard growth
charts that everybody sees and are avail able from
t he governnent.

DR EPPS: The reason | ask is that--1
thought it was ny understanding that they were
standardi zed on a group of cohorts in Kansas in the
'50s or '60s or sonmething and that is why |
wondered i f they had been updated at all

DR. WLSON: That is a good question.
don't know. | mean we kept |ooking for whatever

the nost current was. We reconmend the nost
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current. These are trials in which we have
comparators and are randoni zed. So we have al
those kinds of things taken care of.

But you are right. W pondered a | ot
about the growmh charts and what they really neant
for individuals. As you were | ooking at those
percent age breakdowns, that is where it becones
nmore i nmportant probably.

DR EPPS: Also, ny question was do the
ki ds recover. You were taking about growh
velocity which is different fromoverall growh
potential and whether--you know, kids accelerate
and decelerate and, really, the lines are kind of
percentil es or averages. So that was one question
I had, whether the velocity--1 guess, the |ong
term

DR. WLSON: The long term Again,
sponsors have presented to us, and there have been

a few studi es done on trying to assess whet her
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there are sone long-termeffects. But those are
even nore difficult to do than these annua
st udi es.

I think that the assunption has al ways
been, and Gene, you could correct me if | am w ong,
that a lot of this will be recovered. W have
never | ooked at ultinmate height. Conpanies, of
course, are always saying this. They want to have
that in their label that this isn't going to affect
it.

This is Gene Sullivan fromthe Division

DR SULLIVAN. H. | ama pul nonol ogi st
in the Pulmonary Division. | think what you are
getting at is part of the reason why the slide said
we don't know the clinical significance. W can
measur e what happens in that year, what happens
when you stop the drug, is there catch-up growth,
is the full adult height affected? Those are
still, we consider, unknown.

DR. EPPS: To follow up that, what about
children who have asthma or are on these

medi cations? |Is their velocity different from
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normal ? In other words, sonetinmes growth is
af fected just by having chronic disease.

DR WLSON. By the disease itself. But
these pediatric studies, for a nunber of reasons
i ncludi ng ethical considerations, are done in
children with the disease. So the studies of
orally inhaled corticosteroids are done in children
who need the nedications. So the conparison is the
pl acebo group versus the active treatnent should
take that out of the picture.

DR. EPPS: Certainly, breathing cones
first.

Now, ny last question is, for any of these
studies with inhaled and intranasal steroids, did
any of them al so have atopic dermatitis? They
usual Iy run together, so you might have topica
steroids and intranasal and inhaled steroids al
wor ki ng together, and would that affect their
growt h, as well

DR. SULLIVAN: | can't say categorically
because | don't know these studies, each one, that

well, but | presune that alnost all of them would
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have excl uded conconitant use of other
corticosteroids.

DR WOOD: Dr. Bigby.

DR BIGBY: | have actually four
questions. The first one actually is a
phi | osophi cal question both for the FDA and for the
peopl e here on the panel. |f one of these cl asses
of topical corticosteroids has been shown to
produce HPA axi s suppression, would we not
recomrend it for OTC approval ? That is the
phi | osophi cal question

DR. WOOD: That is the question we are
going to address in the discussion on the
questions, so | guess right now let's just confine
our questions to the last set of speakers, so we
can let them off the hook.

DR. BIGBY: The second question is has an
i ngredi ent ever gone backwards from being OIC to by
prescription? Wat | amreally asking is, if we
make a m stake, can we go backwards?

[ Laughter.]

DR WOOD: | will answer for them because
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they won't. Not w thout a huge anount of
difficulty is the answer. It is nmuch harder to get
sonething off the market than it is to not approve
it to go on.

DR. BIGBY: Lastly, other than
hydrocortisone, is there any foreign country
experience with an OTC nore potent topica
corticosteroid?

DR KCENNG | amsorry, | thought about
| ooking at that, but | did not, so | can't say.

Does anyone in the audi ence know?

DR GANLEY: W have sone industry fol ks
here, they may know that answer.

DR WOCD: Let's move on then.

Dr. Davidoff.

DR DAVIDOFF: Yes, | would like to shift
away fromthe HPA for a nonment back to bones, but
bones at the other end of the age spectrum because
as you hit around nmy age, there is obviously the
probl em of osteoporosis, and | understand that it
is difficult to study osteoporosis, but that is

such a huge public health and nedi cal problem I
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wonder if there are any data on potent
corticosteroid dermatol ogi c preparation's effect on
bone density in the ol der age group. However
prelimnary or partial or whatever, | would think
that any hints as to that potential toxicity would
be extrenely inportant.

DR WLKIN.  Well, | think we are linmted
somewhat in | ooking at the long-termsafety with
topical corticosteroids, because the conditions
that they treat, the dernmatol ogic conditions wax
and wane significantly.

It is not like with the pul nonary inhalers
where a child nmay be expected to be using a product
for very long periods of tinme. The situation for
dermatol ogic conditions is that often things wll
resol ve, and maybe noi sturizers al one, and then
when things begin to come back, it's a high
potency. Then, as it gets under control, it goes
to a nmedium potency corticosteroid, so it would be
difficult in that setting to say which
corticosteroid actually led to it.

So, that is the reason why | don't think
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we have that in a regulatory environnment, but
someone could | ook at a nore general question in an
academ c environment | suppose, just, you know,
woul d the use of md- to potent, but not specific
products consistently over a long period of tine,
woul d t hose people be at risk.

DR. DAVI DOFF: Yes, exactly. | nean |
didn't expect that you would necessarily have it as
part of the regulatory process, but whether you
have | ooked or anyone has | ooked into literature
specifically on that question

Mary, do you have any idea fromthe

geriatric literature?

DR. TINETTI: | amnot aware of any with
the topical. Certainly with systemc, it's a major
i ssue.

DR. GANLEY: | just want to add sonething
here. | think in some of the presentations, that

this growth suppression is really a surrogate for a
possi bl e system c effect even when you woul d not
have HPA axi s suppression.

That is how | think the Pul monary Division
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has | ooked at it, is that if it causes growh
suppression in kids, you could assune that in an
adult, it could potentially cause this.

| did alot of literature search, and
think other folks did, trying to, in Pub Med,
attach topical corticosteroids with osteoporosis,
and you just don't get a lot of hits fromit. So,
I don't think there is data, but our assunption is
that, in this setting, that growth suppressionis a
surrogate for other things.

Now, the dose-response nmay be different,
but we don't have the data to really answer that.

DR WOOD: When we get to the questions, |
guess, the question you are trying to get at is
would a topical steroid go OTCif it had systenic
effects, and the specific targets you have
illustrated it with are ones that are easily
measured. |s that fair? Ckay.

DR. GANLEY: | think Dr. Luke pointed out,
and Jon has just nentioned it, with the topica
corticosteroids, it is much nore difficult to

conduct a long-term study because of the variation
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in dose, the waxi ng and wani ng of the disease, and
so forth.

DR WOCD: Dr. Witnore.

DR WH TMORE: | think one other thing
that is nost disturbing is in the betamet hasone
di propi onate studies | ooking at growth suppression,
the 49 individuals, none of them showed any
suppressi on, any adrenal suppression

I am presum ng the sane type of testing
was done as was done in the steroid patients. So,
fromthat presunption, you can step fromthere and
say there probably is sone effect on growth in our
patients who are havi ng HPA suppression with their
topi cal steroids.

It is a different marker obviously, but it
seenms like if that is occurring in those patients
with the inhalers, they are not getting HPA
suppression. W are getting HPA suppression in our
patients with the topical steroids. | would
presume there is some bone effect, some growth
effect if used long term

Was the testing that was done, the
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cosyntropin testing in those 49 patients? That was
for Dr. Wlson, | amsorry.

DR WLSON: It wasn't the sanme test as
understand it.

DR. WH I TMORE: Ch, it was not?

DR WLSON: No. Markham has sone nore
details on it. Unfortunately, | was | ooking
yesterday, trying to find out all of the data from
that test for this commttee, but was not able to
| ocate the original. It's a different test.

DR. VWH TMORE: So, we can't make any
assunpti ons about that, | presune.

Dr. Cook, | have a question for you. In
the pediatric testing that was done for the
steroids, excluding clobetasol, you didn't have any
adult testing for HPA suppression with those sane
st eroi ds.

I am presum ng that the only HPA
suppression was that we found in our brown book
here in terms of testing in adults, so it is pretty
much | acking. The only reason they did that was to
go back to get pediatric approval

Is there any reason to presune that if
soneone is 13 years of age and has the sanme body

surface area of involvenent, they are not going to
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get the same HPA suppression?

So, the conpanies that nmake the pediatric
products that were doing the testing in pediatric
patients, after they found HPA suppression with
their products, they came back to the | abeling
saying 13 years of age or older. |Is there any
reason to presune that HPA suppression is any
different in a 13 through 100-year-old individual ?
It just is concerning.

DR. COOX: Yes, | see your point because
the other, neaning 13-year-olds who are fully
devel oped, just as adults, and | don't think it is
to say that HPA axi s suppression would not occur in
adults. It is just that we didn't have the exact
data to be able to put that in |abeling.

DR WH TMORE: Has the FDA consi dered
asking the conpanies to go back and study adults
with any of these things?

DR, VH TMORE: Didn't you propose a
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hi erarchical sort of structure? At least that was
the way | heard it, that it would be easiest to do
HPA suppression in adults, so you would start with
adults. |If that was positive, you would stop
there, right?

DR COOK: | think for newer drugs, |ike
Cl obex, because we have all this data, you know, it
started with adults, and we al so could ask for
children. For sone of those products that |
di scussed there, have been on the nmarket for many,
many years, and | don't know that there is any
regul ation that could make the conpani es go back
and | ook specifically at adults.

The reason that we were able to do that
for pediatric patients is because we got a new
regul ation that said we need nore safety
information in pediatric patients.

Now, in some of the older tests that were
done, like looking at a.m serumcortisol levels
when the drug products first came out, that is how
they | ooked at HPA axis suppression back then

That was certainly in adults and did, you
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know, propagate the class |abeling that said that
you can get HPA axis suppression in adults, because
the Tenovate was done in adults and in
children--well, it is done in adults, adults with
atopic dermatitis and adults with psoriasis.

DR WH TMORE: One |last comment. Wth the
i nhal ant steroids, they oftentimes will |ook at
mar kers of bone mnet abol i sm as opposed to | ooking
for evidence of osteoporosis. So, you can | ook at
urinary calciumto creatinine ratios, you can | ook
at PTH, so there are things you can | ook at to see
if there is evidence for decreased cal ci um
absorption or excretion, and things |ike that.

DR. WOOD: Dr. Ringel

DR RINGEL: | was struck by the
di fference between the cosyntropin test and the
tests that were originally done on hydrocortisone
to justify its approval as an over-the-counter
drug. | think it was Dr. Mal ki nson who did
radi ol abel i ng of hydrocortisone and showed that it
was not absorbed, which seens very different from
the cosyntropin test.

As | was reading the preparatory materia
that was sent, | was struck by the fact that 95

percent specificity of the test was 57 percent
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sensitive, and | guess | wanted to explore that,
because | amwant to make sure | really understand
what this test can and can't do. | ama
dermat ol ogi st, | amnot an endocri nol ogi st, and
just want to nmake sure | understand the test.

Correct me if | amwong. It is a test of
chronic effects of corticosteroids, so that you are
| ooki ng for adrenal atrophy, you are |ooking for
the adrenal gland not to be able to respond to ACTH
stress, which neans to me that this test does not
mean that the steroid is not absorbed, it doesn't
mean that you have excluded the fact that the
pituitary may be insensitive to the cortisol, in
other words, that it may just not be able to
respond with its own ACTH

And it doesn't nmean that let's say you
have an increase in cortisol after the ACTH test,
it doesn't nean that that increase in cortisol is

necessarily going to be sufficient for a particular
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stress. It other words, maybe the person shoul d
have responded with an even greater cortiso
increase for that |evel of ACTH stinmulation.

I guess what | amtrying to do is explore
the linmts of what we are really testing with
cosyntropin, and naking sure this is really an
appropriate test and it is going to pick up people
whose pituitaries are suppressed.

DR WOCD: Don't all rush to answer that.

DR. LUKE: We do have an endocri nol ogi st
on the panel who can help us with some of those
answers, | think. The test, as we have di scussed,
having 18 or |ess of post-stinulation was thought
to be a sufficient indicator that that patient
woul d be suppressed.

Now, as far as how nmuch nore of a rise
woul d you need for other stressors, | think the 18
was thought to be sufficient for npbst stressors.

DR RINCGEL: Do you know what the
sensitivity was?

DR LUKE: O the test?

DR RI NGEL: Yes.

DR. LUKE: Dr. Stratakis, do you want to
address that?

DR. STRATAKI S: The cosyntropin test is a
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screening test for the diagnosis of adrenocortical
insufficiency. Therefore, as a screening test, it
has a good specificity, a very good specificity.
You can set out the specificity wherever you want,
and it has a low sensitivity, of course, and that
is how we use it.

Wth the 18 as the cutoff, it has a
sensitivity of about 70 percent, a specificity of
about 95 to 100 percent, so it is very good in
detecting the patient who is adrenocortica
insufficient. 1t is not very good at identifying
all the patients that have adrenocortica
insufficiency, it msses about 30 percent of them

VWhat | wanted to say is that a limting
step in the recovery of the HPA axis after
adrenocortical suppression--and this has been shown
in a couple of studies, that are very good
studies--is the cortical trough, in other words,
the pituitary cell. It is not the adrenal

There is actually a very good paper that
was published about 10 years ago about that, and it
is clear that it is the cortical trough. So, when
we are suppressing by endogenous steroids or
exogenous steroids, the HPA axis, all we are doing

is we are suppressing the cortical trough cell of
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the pituitary and, to sone extent, the
CRH- produci ng neurons of the hypothal anus.

We are not doing anything to the adrenals
or this has not been shown convincingly | should
say. We don't really know whether we are doing
anything to the adrenal cortex.

Up to recently it wasn't even known, and
to this day it is not known with certainty, that
the glucocorticoid receptor is expressed in nornal
adrenal cortex. | believe it is. |In sonme of our
experinental data, it seens that it is, but at very
| ow | evel s.

The other point is that since the
rate-limting step is the cortical trough, then,
the question is how |l ong does it take to devel op

adrenocortical atrophy in response to suppression,
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and that varies a lot fromindividual to

i ndi vi dual , but on average, we consider that tinme
to be approximtely two weeks, approximately two
weeks.

I was surprised to see that in some of the
studies with the nid-potency steroids, you have
| evel s, we have |l evels of response to the ACTH stim
test down to about 9 or 10, which actually, if I
| ook back at my patients with endogenous Cushing's,
it is sonmething that we get about 6 nonths of so of
recovery time after a pituitary tunor-producing
ACTH i s exci sed.

So, this is quite significant genera
atrophy, and since the test if not very sensitive,
you woul d consider that as the tip of the iceberg,
that you are really missing a |ot of patients that
have devel oped noder ate adrenocortical atrophy, and
you have no way of picking up those that have
noderate cortical trough cell suppression in other
wor ds.

DR WOOD: So, what would be your estimate

of the nunber you are m ssing, 30 percent, is that
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what you said?

DR. STRATAKI S: The sensitivity is about
70 percent, so | would say about 30 percent.

DR WOOD: Jack.

DR. FINCHAM This is just an observation
in the context of what we are going to be
di scussing this afternoon as far as how these
products may be used by consumers in an OIC
setting, a nonprescription setting.

I was struck by Dr. Cook's presentation of
a coupl e of instances where we saw an effect, and
woul d assune that these are controlled situations
where the individuals had sone linmts on what they
could obtain and how they could obtain it, but in
the 5-year-old subject that was detailed in Slide
31, 95 percent body surface area, but there was an
ounce a day being used, which is an enornous anount
of product.

For the 2-year-old, it was an ounce a
week, and in the Diprosone study, it was an ounce a
week. | was just struck. Were there controls, Dr.

Cook, on oral systemic agents that perhaps would
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have been used? Were there strict linmits on this
bei ng only topical application?

DR COOK: Yes, since they were patients
with atopic dermatitis and they weren't supposed to
be on any other nedications that would affect the
out cone of the study.

DR. FINCHAM | guess the observation is
that was an enornous amount of product being used
even in a controlled setting, and we can only
presunme what m ght happen or might not happen in an
uncontrol | ed over-the-counter setting, whether it
be worse or better, but it just struck me as an
amount that was being used.

DR. COOX: In the 5-year-old, | believe
that the parent continued to use the nedication
even when the patient was getting better over that
same anount of body surface area, and even though
you woul d think that the integunent would not have
been as conpromised as tine went on. Sonehow there
was a | ot of absorption, but when you | ook at the
smal ler child, didn't use quite as nmuch, but stil
HPA axi s suppressi on.

DR. WoOD: Dr. Stratakis, before we go on
to the next question, | guess, none of the

presenters actually told us why we care about HPA
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suppression that | can renenber, and maybe we
shoul d just, for the record, say sonething about
for everybody's benefit why we care, or what are

t he consequences of having your HPA axis suppressed
particularly in response to stress or surgery or if
you end up in a road accident or whatever. Just
very briefly.

DR STRATAKIS: The reason we care is
because HPA axi s suppression can | ead to sudden
death. In fact, there was a recent study that
| ooked at the long-termnorbidity and nortality of
patients with panhypopituitarism and the single
nmost frequent cause of death in this long-term
status was, in fact, the absence of ACTH secretion
by the pituitary, adrenocortical insufficiency, in
ot her words, so sudden death.

DR. WOOD: So, showi ng up in an emergency
room and not being recogni zed as having a failure

of your stress response nay be bad for you is the
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point we are getting at here.

DR. STRATAKIS: Right. 1In fact, one would
like to go back to the studies where | think in one
of the studies, there were two deaths that were
recorded as Cushing's, | nean do you know what the
cause of death was, because Cushing's doesn't
actually kill you.

DR. COOX: Right. No, it could have been
conplications thereof, it didn't really say.

DR WOOD: Dr. Patten.

DR. PATTEN: | have a question about the
HPA suppression retests. It appears to nme that the
| ongest tine | apse to retest was 14 days in these
studies that Dr. Cook summarize for us

My question is this. Does this inply that
if recovery has not happened by 14 days, it is
unlike to ever happen, or is after 14 days, is that
sinmply unknown territory?

DR COOX: | would have to say that the
studies are really inadequate to answer that
question. First of all, we didn't have all of the

patients retested |ike we would have |iked, and
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then once we got the studies, for sonme reason, when
patients failed to respond, they weren't retested
again. Those are certainly things that we are
trying to address in future studies, especially
now, we don't even want themretested until they
have been out at |east 4 weeks because of the
possi bl e influences of the results on continuously
re-stimulating the adrenal gl and.

Unfortunately, we don't have the answer to
t hat .

DR. WOOD: Dr. Nel son

DR NELSON: | would like to nmake some
observations on the data that Dr. Cook presented
and invite corments to just see if | amgetting it
right.

This is just |ooking at what | see as 9
pedi atric studies that you presented. |If you | ook
at it by class, there is a 27 percent incidence,
ignoring the differences in methods of adrena
suppr essi on.

If you scan it, in terns of potency, it

| ooks to ne |ike there nmay be an effect based on
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pot ency, but not being a statistician and just
doing it quickly, it is difficult to say, but you
woul d assunme then that the incidence of inpact on
growt h phil osophy woul d be hi gher than 27 percent
given the data presented about the sensitivity of
that finding.

Then, the other question is whether there
is a threshold and nost of these studies are all in
class, sort of | guess Cass Il and above, so you
can't ask the question whether there is a threshold
effect sonmewhere in ternms of Cass |

What | just did reflects nmy biases that
since alnmost all studies that are subnitted are
usual ly for efficacy and other indications, that
you can only see a safety signal if you do a
met a- anal ysis, but | guess ny question is | presune
if you had done that, you woul d have presented that
dat a.

| amcurious, am| off the mark here, or
is this an appropriate way for nme, in ny sort of
rough non-statistician approach, of thinking about
this data in the pediatric studies.

DR. WLKIN: | think the answer is yes.

It was very conplex, isn't that your point, that

basically looking in the individual studies, the
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denoni nators are snall, and that you really ought
to | ook across classes, and | think we take your
poi nt that we might |earn sonething nore about the
class if we grouped these sorts of things together?

But there are sonme difficulties with that,
and | think sonething naybe we didn't stress enough
is that at any one given tine over the last 20
years, we have been consistent at |east for 6
mont hs in how we think about topica
corticosteroids, but we have really changed
radically fromthe begi nning, you know,
pal eoregul atory 20 years ago, | amnot sure exactly
what ki nd of studies were done for HPA axis
suppr essi on.

Then, when we | ooked, we | ooked at
endpoints that were serumcortisol. There was no
Cortrosyn stimulation. Then, subsequent to that, we
| ooked at perhaps nore stringent criteria. W

| ooked at what is in the Cortrosyn |abeling, which
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gives 3 criteria, and would identify nore subjects
as being positive than what we are now | ooki ng at
today given the benefit fromthe endocrinol ogi sts
telling us that they only use the single criterion
in their practice.

So, just how we | ook at it has changed
radically over tine. Also, over time we have been
able to, now armed with PREA, the Pediatric
Research Equity Act, we are now able to ask for
much nore data that we have gotten in the past.

So, | think one of the great difficulties
is there is enornous heterogeneity in the data sets
and the conduct of the studies in each of these
cl asses.

DR, NELSON. If | could just nake one
conmment in response, all of the pediatric studies,
it looked to me the only difference in the
stimulation testing was whether you picked the
threshol d al one versus the rate of rise, and if you
drop out the rate of rise and just pick threshold,
you are still going to end up around 20 percent
overal |l incidence anong all these studies.

So, since that is since 1999 or 1998, so
guess | woul d encourage you to | ook at the

pediatric studies. | think there is probably
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enough honobgeneity that you could draw sone
concl usions fromthose studies, if you grouped them
as a class or did it by potency.

DR. WLKIN. | take your point on the
pedi atric patient being a better sentine
popul ation in which to look for this particular
event. | think one of the things that we have
|l earned is that while we can nmake sone correl ations
and say that, in general, a higher body surface
area, |onger use, younger age, nore severe disease,
these things tend to correlate with the finding of
HPA axi s suppressi on.

In point of fact, in any one study, we nmay
see an adult who has a very small body surface area
i nvol venent who suppresses, a child who has a nuch
| arger body surface area involved, and not suppress
with this.

So, it is certainly not a mathematically
preci se kind of outcone.

DR. WOOD: The reason we have all these
pediatric studies is sort of an experinent in
commerce. | mean we happens that we got these
studi es because of the Pediatric Rule that people
came in to you to get an indication. It's not so

much that there is sonme specific reason to

file:////[Tiffanie/c/Dummy/0324NONP.TXT (136 of 330) [4/5/2005 12:51:44 PM]



file:////ITiffanie/c/Dummy/0324NONP.TXT

137
i nvestigate children here except for the conmercia
reason.

There m ght be reasons, as well, but that
wasn't why it was done, right?

DR. WLKIN.  Well, no, | mean that isn't
the reason for PREA being enacted certainly, but I
can say within our Division, we recognized that
atopic dermatitis was primarily a pediatric
di sease, and so even before PREA, our Division was
asking for pediatric studies.

DR. WOOD: Right, but if someone cane in
for an OTC indication, which is what we are | ooking
at, they wouldn't necessarily have had to have
done--let me ask it s a question--they woul dn't
necessarily have had to have done a pediatric
study, right?

DR. WLKIN: | would agree with that.

DR. WOOD: Dr. Chesney.

DR CHESNEY: Thank you. | think ny
question is along the lines of Dr. Wiitnore's
earlier, and it is for Dr. Cook. |In Slides 55 and
58, this is looking at Diprosone Lotion. The
suppression was 80 percent for the 9- to 12-year
group, and yet it was approved for 13 years and

ol der, and | was curious, that it wasn't approved
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for adults, and at that tinme there was no data on
13 and ol der, and |I don't know of any reason to
think that a 13-year-old is different than a
12-year-ol d.

So, | guess ny question was why was it
approved for 13 and ol der instead of perhaps
adults, only given that there wasn't any

information for the 12- to 18-year-old.

DR COOX: Al | can say is that that was
the cutoff that was chosen. | mean your point is
well taken. | mean it could have just said don't

use this product at all because, you know, by the

time you are 12, you nmay be near adult size, but |
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guess there are sone 12-year-olds who are stil
prepubertal or whatever. That was where the study
was taken to, so that was the age cutoff there

DR WOCD: Dr. Tayl or.

DR. TAYLOR: M question is really for Dr.
Luke. In his Slide No. 4, when he tal ked about
systemic effects, indicating that HPA axis
suppression is the only one that had really been
studied well, | was concerned about gl ucose
tol erance and sodiumretention although | recognize
with these drugs, sodiumretention is going to be
m ni mal since they |ack significant
m neral ocorticoid effects.

But what about in effects on glucose
tolerance, is there any data to suggest that
topical steroids might alter glucose tolerance in
suscepti bl e individuals, for exanple, in diabetics?

DR LUKE: Wen these products are used
under a physician's care, you woul d expect that
those patients woul d have some nonitoring

DR TAYLOR. That is ny point, though

DR. LUKE: The class |abels for the
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corticosteroids do include discussion about glucose
tol erance and the sodiumretention and
m neral ocorticoid effect, so when these
prescription products are being used, it is thought
that those are things that would fall under the
rubric of a physician-patient discussion of
exami nati on.

DR. TAYLOR: So, what is the Agency's
position in terns of when the physician is no
| onger there, what is the Agency's renedy for
ensuring that this growi ng popul ati on of diabetics,
for exanpl e, have sone gui dance other than just the
| abel on the box?

DR. LUKE: | think when you go to the
hi story of hydrocortisone, there was di scussion in
t hat nonograph about m neral ocorticoid effects, and
it was found that there was no studi es that showed
that hydrocortisone had a mneral ocorticoid effect.

DR. WoOD: My sense of what we are trying
to do, though, is this. Wat we are trying to
decide is what is the nost sensitive test for

systenmic effect of these drugs, and at what |eve
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woul d you put a barrier up to a denonstration of a
system c effect that woul d preclude OIC narketi ng.

So, | guess maybe we should turn the
question to Dr. Stratakis. | nean what is the nost
reasonabl e, sensitive, and doable test for systemc
effects of steroids adm nistered by any route?

DR STRATAKIS: Well, having said all the
caveats of the ACTH stimtest, | still think that
the ACTH stimtest satisfies all the criteria you
just nentioned, the big response of cortisol of 30
m nutes to 250 micrograns of synacthen. | nean
it's still the nost doable, the easiest to
interpret, you can do it anytine of the day, you
can do it IM you can do it 1V, and it has a
sensitivity of around 70 percent with specificity
of 95 percent, you can't get in any other test.

DR. WOOD: So, to address Dr. Taylor's
question, would you expect to see people who had
el evation in blood glucose who did not denpnstrate
suppressi on of HPA axis?

DR STRATAKI S: That woul d have gl ucose
i ntol erance?

DR. WOOD: Right.

DR STRATAKIS: Especially if they are

predi sposed to that? ©Ch, yes. | think it is the
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same thing that we see with growmh. Gowth is a
very sensitive index of the systemc effect of

gl ucocorticoids, and yet you don't see abnor nal

ACTH stimtests in these patients, so | agree, but

at this point there is no good test to identify

t hese i ndivi dual s.

DR. TAYLOR So, the point is that the HPA

stimtest is not a good surrogate for the variety
of systemic effects that one is likely to see.

DR STRATAKIS: | agree with that
statenment except that there is nothing el se.

DR WOOD: Charl ey.

DR GANLEY: Let me just tough on that and

just think about it. W would be asking the sane

questions if we did this test in 25 diabetics and

saw no effect on glucose tolerance, would we wite

a |l abel that says it has no effect on glucose

t ol erance.

| would be a little unconfortable in that
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the labeling for the physician is that you are
treating the individual, so there may be patients
that are nuch nore sensitive than others.

Well, to carry that over into the OTC
setting there may be always that patient out there,
wel |, how do you address that. Well, you would try
to address it through | abeling, so anyone who is
di abetic should talk to their doctor, for exanple,
before using this product.

Then, you get into the issue, well, does
that have the inpact that you want, is the person
going to follow that advice. So, | amnot sure
that having that data in front of me would rmake ne
feel better about being at OTCif it showed that it
didn't have an effect, because | couldn't
absolutely be sure that maybe there i s someone out
there, so you err on the side of caution and you
| abel it as such.

I think we will get into that discussion a
little nore about sone of these systemic effects of
whet her--and if you | ook at the options, one is

that you just |abel for them because the outcone
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isn't as critical as death with a stress situation
when there is HPA axis suppression.

DR. WOOD: Frank, do you want to engage in
this?

DR. DAVIDOFF: Yes. | had a sonewhat
rel ated question because we are hearing that the
HPA axi s assessnent using the cosyntropin test has
a sensitivity of about 70 percent, but that inplies
that there is a gold standard of sonme sort, and
was curious what gold standard it is being neasured
agai nst .

But the related point | wanted to nake was
that the results of this test are clearly a
surrogate measure, and admittedly, if you don't
want to hang around until peopl e have experienced
the ultimate criterion of suppression, which is to
di e because of adrenal insufficiency, so you have
to use the surrogate neasure, but that does get to
the question of what is the sort of internediate
gol d standard short of death that is used on the
basis of which you can say it is a sensitivity of
70 percent.

DR. STRATAKI S: The gold standard for the
di agnosi s of adrenocortical insufficiency has

al ways been the insulin tolerance test, the ITT, so
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hypogl yceni a i nduced by insulin is the gold
standard except that you can't do it in the
clinical setting, it is unsafe today.

W have to realize that ACTH stimtest is
a sensitive screening test, is a good screening
test, not a sensitive screening test, and it was
designed to prevent exactly the adverse event that
we all want to avoid, sudden death in the setting
of undi agnosed adrenocortical insufficiency.

It was not designed to pick up mld
glucose intolerance. It was not designed to pick
up growt h suppression effects, it was not designed
to pick up all these other--blood pressure
el evati on perhaps, and so on.

So, that is what this test was desi gned
for and that is what it is good for

DR. WOOD: Dr. Mattison.

DR. MATTISON: To follow up on that, what

do we know about age-rel ated differences in adrena
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suppressi on with exogenous corticosteroids? Then,
I would like to follow up with a comrent after
t hat .

DR STRATAKIS: Well, | ama pediatrician,
so | haven't reviewed the literature recently.
What | can tell you as a researcher in the
gl ucocorticoid field, is that as we grow ol der, we
have generally a |l ower sensitivity of the HPA axis,
of the central part of the HPA axis. W tend to
have slightly high cortisol secretion, and the ACTH
|l evel s are, in turn, higher in older individuals.

Now, why do we say we have a | ower
sensitivity? Because you actually need, as a
result of what | just said, of this epidem ol ogic
data, you seemto need higher ACTH |l evels to
mai ntain normal or slightly higher cortisol |evels.

The other thing that we need to realize
is-- which | like the question about the pediatric
studi es being a good index of perhaps what is going
on--is that as we grow ol der, the HPA axis, the
central part of the HPA axis is very sensitive to
al nost everything we have.

So, if you have a m|d autoi nmune di sease,
for exanple, if you suffer fromchronic fatigue,

you present at this neeting at 6 o' clock in the
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morning, or if you travel a lot, your HPA axis
suffers fromall that, and that has an effect on
the sensitivity of the cortical trough, we know
t hat .

So, howto interpret the ACTH stimtest in
ol der adults will be different fromhow to
interpret the HPA stimtest in kids, where all
these other factors are sinply not present.

DR CLYBURN:. | just nore had a conment
going to the New Engl and Journal article in here
tal king about critical care, and following up with
Dr. Ringel's coment and questions earlier about
sensitivity and severity of illness, they actually
talk about if an increase of less than 9 ntg/dL in
Cortrosyn stimis, in tw references, associated
with a higher risk of death, so | mean it does
matter which popul ation and the severity of illness
that we are dealing wth.

The other question is for the FDA. |
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think I know the answer, but we saw the data with
Lotrisone, if clotrimzol e and bet anet hasone are
over-the-counter, there is nothing to preclude the
conbi nation being sold fromwhat | understand. |Is
that the case?

DR WLKIN: | would think that were it
over-the-counter, it would still need to have the
same duration of treatnent for the primary
i ndi cation, which would be tinea pedis, and that
that m ght be a different duration than what we are
tal ki ng about today, which is linted at 7 days, |
believe, with the nonograph. So, | think there
m ght be a distinction.

DR. WoOD: Dr. Mattison, | forgot to go
back to you for your conment, sorry.

DR. MATTISON:. | wanted to follow up on
Dr. Nelson's and Dr. WIlkin's comments about how
understand the data that has been presented, and
ama little bit frustrated because ny sense of the
data leaves me with a ot of uncertainty about the
dose or structure-response rel ationships, and

relationships with therapeutic efficacy, that is to
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say, the structure or dose required to produce a
therapeutic effect and the adverse events that
m ght be produced.

So, if I could just share nmy sort of

t hi nki ng about this to see whether | have got it

right or wong. You indicated that as we go from

the less to the stronger potent conpounds, there

appears to be greater efficacy, but roughly

proportional or something |ike that safety hazard,

and that in addition, as either dose or surface

area or duration of treatnment increases, efficacy

i ncreases, but conconmitantly, safety concerns

increase, as well, but there are a range of other

factors that are poorly understood includi ng what

is inthe mediumthat is used to put the drug on

the skin and age-related effects and ot hers.

So, | amsort of hard pressed to conme to

sonme kind of a concrete description of this

safety-efficacy balance that we are trying to

achieve in other than just sort of general terns.

Am | mssing sonmething, or is that kind of

the state of what we understand or what is
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under st ood?

DR. WLKIN. | guess | would nake one
point, which is that | think the way you describe
this, you would present the noiety as having a
potency, but it is actually the product that has
the potency which can be determ ned in substantia
part by the vehicle.

The vehicl e may have a penetration
enhancer. Not all of the active ingredient may
actually be in solution, only that which is in
solution participates in the concentration gradi ent
which drives it across the barrier, which is the
stratum corneum so we don't really think of it in
terns of the noiety. W think about it as the
product itself.

But the other things that you said, |
think are quite true. These are sort of rough
gui delines on what mght actually get nore systemc
exposure, greater body surface area,
under-occl usion, all of these sorts of things.

I think that naybe we didn't nake the

poi nt that, you know, one can | ook at what we
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provide in the professional |abeling for the
prescription product and nmaybe interpret it in too
preci se a manner, because | don't really think that
is what the ultimate intent is.

I don't think the denom nators are |arge
enough and that we really know all of the degrees
of freedomin the suppression nodel, all the
different aspects, that we have really solid
| abel i ng that says at 35 percent body surface area,
in a child who wei ghs X anount, who applies this
anount of cream we are never going to have that.

We see people that are actually out of
order, when you think you have got the order of the
factors, sone peopl e suppress when you woul d
expect, and others suppress when you don't.

So, we have taken this as a very rough way
of looking, and then how we use it, | think one of
our nost recent |abels was the--was it C obex
Lotion? | think in there, | think it gives the
notion of what we do.

We said the product was approved | believe

for 18 years of age and above, but we don't say
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under Contraindication that it is contraindicated.
I think we have in there, in the Indication
Section, it is not recommended, but that gives
think the physician the kind of information, if
they really read through the Indication Section,
the notion that it is much better in the 18 and
over, and the younger the child, the nore one
really needs to think about this, but at the end of
the day, this is never going to be mathematically
precise. | think that is one of our great
difficulties.

DR, WOOD: Jon, | am always inpressed by
how subtly you think we interpret these |abels.

don't think any of us ever understand that kind of

subt | ety.

Let ne take Dr. Skinner next.

DR. SKINNER: | just had a question about
| abeling. | was struck in Dr. Ganley's lecture

about | ow potency, Slide 4, use of OIC
hydrocorti sone, and he had used linmts into 1 week.
Later on when they actually showed the | abeling

warning, "Stop use if condition worsens or |asts
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greater than 7 days."

Certainly, atopics from3 months to
what ever, 12 years of age, hydrocortisone 1 percent
oi ntment and cream are rubbed on 2 and 3 times a
day for years at atime, so it seens a little
different than what the |abeling actually says.

In fact, if you are managi ng atopi cs and
they do well in hydrocortisone 1 percent ointnent,
it is great, you know, cone back in 3 nonths or
whatever, in fact, even on 2.5 percent ointnent.

So, | was surprised to see the | abel says 7 days.

DR WoOD: Well, that was ny point to Jon.

Dr. Alfano.

DR. ALFANO Growth suppression medi at ed
by malnutrition is coupled with sort of a spectrum
of other functional deficits - the imune function,
the salivary gl and devel opnent, sexual maturation,
and the like, sonme of which are permanent. In
ot her words, when you restore nutrients, the
deficits stay.

In corticosteroid-nediated growh

suppression, are any of those other factors
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identified?

DR WOCOD: Dr. Stratakis.

DR STRATAKIS: Are you aski ng whet her the
growt h suppression is pernmanent or are you asking
whether there is additional effects on these
patients that have--

DR. ALFANO | am asking rel ated effects.
In other words, there is critical periods in
devel opnment, if the aninmal isn't grow ng properly
at that time, there are functional deficits which
persi st into adult hood.

DR STRATAKIS: In the studies that have
been done, no, to nmy know edge, there is nothing
that seens to be associated with growh
suppr essi on.

Let nme just say one thing about the
per manence or not. | can tell you from endogenous
Cushing's syndrone, from patients that have either
adrenal tunors or pituitary tunors in chil dhood,
there is a long-termeffect on growth. These
patients seemto end up about 1 to 1.5 tines

devi ation shorter than controls that are age and
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gender mat ched.

So, there is a permanent effect on growth
in patients that have been exposed to consistently
hi gh cortisol levels fromadrenal or pituitary
tunors.

DR WOCD: Dr. Witnore.

DR VWH TMORE: My | just ask, if you were
to look at a large popul ation of patients, what
dose of prednisone would result in a 20 percent
i nci dence of HPA suppression, oral prednisone?

DR. STRATAKIS: Well, the equivalent, in a
70-kilo adult, with replacenent dose of
hydrocorti sone that | consider proper replacenent
is about 20, 25 milligranms of hydrocortisone a day,
and the equivalent for that in predni sone would be
7.5 mlligrans.

So, | would say that any predni sone that
is given consistently every day, that is higher
than 10 or 15 nmilligrans a day, would result in
suppr essi on.

DR WH TMORE: So, kind of what we are

saying here, with 30 percent of patients show ng
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HPA suppression, that is |ike having sonmebody on
predni sone at a higher dose than 7.5 or so for an
adul t .

I mean ny point here is the fact that is
I'i ke havi ng somebody on oral predni sone every day
with this evidence for HPA suppression, is this
worse than 5 milligrans of prednisone every day?
mean it |ooks like it.

DR WOOD:  You have to be careful. | nean
clinical pharmacol ogi sts, the anount you get into
the systemic circulation may differ if you give it
orally and sone of it is nmetabolized
pre-system cally, and so on

DR. VWH TMORE: We are still looking at the
end result, though

DR. WOOD: | know, so it won't just be
concentration, it won't just be dose dependent,
because you may get a higher concentration in the
bl ood, but you are right in terns of effect.

DR STRATAKIS: To add to that, renenber
what | said earlier, that alimting level to

suppression is the cortical trough. So, the
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cortical trough is not regulated in a steady way.
It is regulated in a pulsatile manner, and it
recei ves input from nany sources.

So, the anpunt of glucocorticoids that the
cortical trough sees is just one of the sources
where the cell receives input fromto determ ne
ACTH production. So, it is not one and one.

DR. VWH TMORE: One of the issues in safety
with the steroids the way we use them we use them
bid, so we get a.m and p.m dosing, which you
never do with oral prednisone unless there is a
reason to produce nore suppression, so that is one
t hi ng.

Only one of the steroids, | think just
El ocon has the FDA approval of once daily dosing,
and for the nobst part, the other topical steroids
have not been tested 1 qd versus bid.

So, if the pharnaceuticals are interested
in |looking at possibly | esser suppression, applying
a.m 1 dose versus bid, would be sonething to think
about if they are doi ng HPA suppression studies

anyway, just to look at that, and even the thought
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of god dosing with superpotent steroids in terns of
af f ecti ng HPA suppressi on.

Just one nore comment and that is about
carci nogenesis. W received a notice fromthe FDA
that Lachydrin was changing their |abel in ternms of
use on sun- exposed areas because of concerns about
using it on sun-exposed areas, and | think that
probably relates to carcinogenesis, but the other
concern about topical steroids going
over-the-counter is |ooking at carcinogenesis.

So application of topical steroids
produci ng i mune suppression or contact
hypersensitivity suppression, and al so the thought
of suppression of "rejection" of tunor antigens and
things like that.

The idea of having this go
over-the-counter with not really knowing if topica
steroid application on a regular basis to the face
m ght increase the risk of skin cancer, and we are
al most indicating that now with the Lachydrin
war ni ng.

I amnot quite sure how to take the

file:////[Tiffanie/c/Dummy/0324NONP.TXT (158 of 330) [4/5/2005 12:51:44 PM]

158



file:////ITiffanie/c/Dummy/0324NONP.TXT

Lachydrin warning, but with the question about
Protopi c and Elidel and Lachydrin, | think you al so
have to start addressing the idea of
corticosteroids and increased risk of skin cancer
with corticosteroid use on a chronic basis and
UV-i nduced skin cancers.

DR WOOD: Dr. Ringel.

DR. RINGEL: | have two questions. The
first is kind of this sinple-mnded idea that |
have, which is so sinple-minded that it nust be
wong, but | was wondering if Dr. Stratakis could
tell me why.

Wiy can't you take 100 people, half of
whom are on steroids and half of whom are on
pl acebo, neasure their ACTH before and then during
the treatment, and if it looks like there is less
ACTH in the treated versus the placebo, then, you
know that they are being suppressed and that's the
end of it. Wy doesn't that work?

DR. STRATAKIS: Well, that's a sinple
question. The ACTH is secreted in a pulsatile

fashi on, so you can't do ACTH neasurenents, single

file:////[Tiffanie/c/Dummy/0324NONP.TXT (159 of 330) [4/5/2005 12:51:44 PM]



file:////ITiffanie/c/Dummy/0324NONP.TXT

ACTH neasurenents, and see whether a patient is

suppressed or not.

What you have to do, if you want to do
that, would be to really do either 12-hour sanpling

or 24-hour sanpling every 20 mnutes. Then, there

are statistical ways of anal yzing these
12- hour/ 24-hour data that will |ook at how the
cortical trough has behaved, but that is a

conplicated study and quite expensive.

DR. RINGEL: Thank you, | appreciate it.

I knew it was too easy to be true.

Just one other quick question. Are we

interested here in only chroni c HPA suppression,

are we also clinically interested in acute HPA

suppr essi on?

In other words, if sonebody has been on

steroids for a week and then gets in a traffic

accident, are they going to--1 nean ny inpression

is that people would not, in the ICU, then give

them suppl enentary corti costeroids.

I's acute HPA suppression really not that

i nportant, do you need to have the adrenal atrophy
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for us to be concerned about it?

DR, WOQOD: I think we have had the answer,

but go ahead and tell us again.

DR STRATAKIS: | think what we are asking

here is whether, in a stress situation, a patient

wi || have adequate cortisol secretion. That is al

we are asking. W said that, on average, it takes

about 14 days or so to atrophy the adrenal, but
that also is quite variabl e between individuals,
| don't know- -

DR. WOOD: But the hypothal am c
pituitary--

DR. STRATAKIS: Onh, absolutely.

DR. WOOD: That is the key point that
needs to be put across, so | nean there is two

different dynam c things going on. One is the

suppression of the pituitary and hypot hal amus, and

then there is the consequence of that, which is the

adrenal atrophy, and one occurs first.

DR STRATAKIS: But what leads to that--so
there is sort of a gap here--what leads to that is

not the absence of ACTH, what leads to that is the
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absence of gl ucocorti coids.

So, really, the question is whether these
patients will have adequate cortisol secretion in a
stress situation, because there are nmany ot her
factors that regulate cortisol secretion, it is not
just ACTH. There is a problemthere, but that is
what they have to deal with.

DR. RINGEL: |If you have been taking
corticosteroids, will your ACTH respond
appropriately to stress, or increase appropriately?

DR. STRATAKIS: Most likely not.

DR WOOD:  Ji my.

DR SCHM DT: | amglad to follow you, Dr.
Ri ngel, from Mai ne, because there was the funniest
cartoon | ast Sunday i n Doonesbury where the
m nister was calling to check on the snow pl ow and
he got the exact times, and then, he said, "How is
the weather in Calcutta?" He said, "I don't have
any wi ndows here."

The reason | bring this up is | think
globalization is a real inportant thing, and | want

to just comment on sonething that Dr. Bi gby asked
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about, about what is going on in other countries.

In preparation for this trip, | excerpted
an article fromthe Lancet about a Chinese wonan
who devel oped Cushing's fromtaking a vitam n pil
that had prednisone init. | just want to read the
| ast paragraph of this. There is a reference in a
British nedical journal by Shuster about
over-the-counter sale of topical corticosteroids,
which | apologize, but | didn't excerpt it to
bring.

But essentially what it says is guidelines
for over-the-counter steroid availability vary
bet ween countries. latrogenic Cushing' s syndrone
fromtopical steroids is well known, and maj or
debates on the pros and cons of over-the-counter
topi cal steroids have been carried out in devel oped
countries.

Al t hough systenic steroids should be
unavai |l abl e wi thout a doctor's prescription, such
restriction is difficult to achieve in devel opi ng
countri es.

In a study fromBrazil, clients were able
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to buy 65 percent of prescription-only systemc
steroids that they require for the treatnent of
arthritis.

Then, it just goes on. It says that this
particul ar patient epitom zes the nefarious effects
of unregul ated over-the-counter steroids.

Then, | want to rmake one nore coment. |
am sort of a pal eodermat ol ogi st, having been in
practice for a while, and the way it was
recomended, we used to, and this is ny bible for
topical steroids, it is Topical Skin Therapeutics
by Polano is the way we used to do this was
patients who were treated with | arge anobunts of
topical steroids may be nonitored in the foll ow ng
way:

Estimation of the 9:00 a.m serumcortiso
every 14 days, as long as the level is 6 ncg/nlL or
nmore, 100 ni, the treatnent nay be continued. |If
the level is lower than that, then, your test nust
be performed for the synacthen test.

As long as this test shows a nornal

response, continuation of the treatnment is safe; if
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abnornmal, the topical steroid treatnent should be
stopped, and then they tal k about backi ng them up
with sone predni sone.

So, | throw that out for the group.

DR. WOOD: Okay. Mary.

DR TINETTI: | wanted a clarification
fromthe FDA, if you will, how you decided on the
cutoff for a positive test for the cosyntropin,
because | want to differ a little bit with Dr.
Stratakis. Usually, with a screening test, we
maxi m ze sensitivity.

W don't mind if there is a few fal se
positives and usually one would not sort of pick
for sonething as serious as this, where it's a
surrogate for all the systemc effects, wouldn't
pick a cutoff that gave you a 70 percent
sensitivity, therefore, |lose 30 percent at the
expense of a 95 percent.

| amsort of curious, with that in mnd,
why you nade the switch to really an 18 versus the
20, because one way to deal with this probl emwould

be to have a nore stringent cutoff for a positive
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test, and that would sort of deal with sone of the
concerns we have here, particularly as we are
saying already, it is a surrogate for a | ot of

ot her outcones that we are particularly interested
in.

I just sort of wondered what the reasoning
was.

DR. WOOD: You nean a less stringent, so
that you would catch the--

DR TINETTI: Less stringent, so that you
woul d want a higher result of the test, and why
they made the switch from20 to 18, for instance.

DR STRATAKIS: This was taken in the
context of the whole test. | nean you have a
m ni mum body surface area of application which is
fairly large, | nean 35 percent, 30 percent,
greater that 30 percent body surface area.

You are exposing those patients to fairly
| arge anpbunts of topical corticosteroid.

DR. WoOD: | don't think that is what she
is asking. Go ahead, Mary.

DR TINETTI: Wsat | amasking is that we
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heard fromDr. Stratakis that the present neasure,
| presume that is based on 18, is only 70 percent
sensitive, so therefore we mss 30 percent of the
peopl e.

One way to deal with that is to require a
test to have at least, for instance, to 20
mlligrams, so | amnot tal king about how ruch
surface area, et cetera, | amjust tal king about
how you define a positive or a negative response to
t he cosyntropi n.

DR. STRATAKI S: This has been | ooked at.
W will increase a little bit the nunber of false
positives, but that is again not in the setting of
topical corticosteroids, this in endocrine
literature.

So, what has to happen here is that
essentially, a cutoff fromthe endocrine literature
on how you pick up patient with adrenocortica
i nsufficiency has been applied in that setting, and
it may not be the appropriate cutoff.

DR WOOD: It is inportant to enphasize,

endocrinol ogists, we use it clinically for a
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di fferent purpose fromwhat is it is being used for
her e.

DR STRATAKI S: Absol utely.

DR. WOOD: You have al ways got the other
option of extending it to other tests if you are
still unsure or if you think the diagnostic
situation is unclear. Mary's point | think is that
that is not the situation you are in with a
regul atory- -

DR. STRATAKI S: The proper idea of testing
the test here would be to apply the gold standard
that we use in endocrinology, for exanple, in
central adrenocortical insufficiency, studies have
compared the ACTH stimtest with the ITT, the
insulin tolerance test in the setting of centra
adrenocortical insufficiency, but, to ny know edge,
this has not been done in |long-term application of
corticosteroids, local corticosteroids, again, do
the ITT, do the ACTH stimtest, and then conpare
the two.

DR WOCD: But | guess one response to

Mary's question would be that would tend to force
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you further down this chart that we have | guess.

DR. TINETTI: Right. It would seem
logical that if we want to maxim ze safety, the
other alternative would be to, in the absence of
that information, would be to require a higher
response. That woul d be anot her sinple response
barring all that other information, because | think
we all agree that we are maxim zing safety.

DR WOCD:  Frank.

DR DAVIDOFF: | wanted to get back to Dr.
VWit more' s question about the dose equival ence,
because | think it is inportant to recogni ze that
in glucocorticoid therapeutics, it isn't just the
dose, it's the tinmng of the dose, and that the
kind of |ong sustained input of steroid into the
systemic circulation that is nore likely to happen
with putting it on your skin, is going to mimc
Cushing's syndrone abnormality in the sense of
cortisol being around when there should be a trough
in the blood | evel, so that even a snaller dose is
likely to be nore suppressive because of the |ong
sustai ned activity.

DR. WoOD: Dr. W kerson.

DR WLKERSON: Just sone observations.

Ei ther we are standing on the head of the giant or
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this is a tenpest in a teapot, and unfortunately,
don't feel like we have the database to really
understand this.

Just sone observations. Wen we have
hor nonal patches of one sort or another which
literally have micrograns of product that exert
significant hormonal influences on the body of
simlar sterol-based nol ecul e.

So it is no surprise that our topica
steroids are doing this, we have all had a
trivialization | think of topical therapy over the
years by tradition or whatever that we have not
consi dered these things to be significant, but the
data that we have seen presented today | think
certainly begs the question that maybe we really
are standing on the head of the giant and we don't
even realize the events that occur around us, we
don't recogni ze because of |ack of the prepared
m nd to recogni ze these events.

I think if we all go back to our practices
and start | ooking for these things, | bet we start
seeing nore instances of effects and particularly
the things that we are concerned about as far as
ost eoporosi s and hypertensi on and gl ucose

i nt ol erance.
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| mean there are tines that we literally,
as dermatol ogi sts, coat our patients with topica
steroids with the know edge and with that yes, we
know that we are exerting a system c effect there,
but I don't think that know edge extends many tines
out into general practitioners, and it certainly
doesn't extend to the public as a whole in terns of
their misuse of these products.

I think we need a |lot nore information
personal |y about the pharnacol ogy and the
phar macodynam cs of these products before we go any
further with this issue.

DR. WOOD: And | suspect, just to extend
what you are saying, nost emergency room doctors or
anest hesi ol ogi sts don't take a history of topica
steroid use before they--

DR. W LKERSON: Nobody. | have had the
unfortunate or fortunate experience of having seen
a patient within the last 6 nonths who was using a
very smal |l amount of cl obetasol -containing product
that had been given to her by another physician,
and the only reason | dug into this, she had
significant cutaneous atrophy in the areas of
application, but she had al so noticed extension to

ot her areas of the body.
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We did the appropriate screening test, and
she was using | ess than 50 grans a nonth of product
and receiving significant suppression, so it is out
there, it happens, and | think it probably happens
with a variety of preparations, not just that
preparation, but I think we just don't know the
phar macodynam cs, we don't know the
phar macogeneti cs or genomics of this either at all

| mean what is the difference in
met abol i sm of different people or particular
steroids. We sort of nmke an assunption that they
are the sane, and | don't see any reason why they

woul d be, and that nay explain part of the
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differences that we see in these studies.

It may be nothing nore than rates of
hydrol ysis and netabolism and certainly that nmakes
sone people not affected, it nakes other people
probably severely affected by some of these
potential side effects.

DR. WOOD: Dr. Santana.

DR. SANTANA: | want to get back to this
i ssue of age-related differences in the test
results and what this data means.

Can you clarify for ne, when you addressed
the question earlier, | think the discussion went
to the side of the adults, but | didn't hear a
di scussi on whether age-related differences in this
testing and whether this value of 18 applies across
all pediatric age groups, that is, are we under- or
overdi agnosi ng based on this test?

I think that is going to be critica
because if these products becone over-the-counter,
they are going to be used in a large pediatric
popul ati on, because that is what they are indicated
for pharnmacol ogically, for atopic dermatitis.

Can you clarify that for ne, is that test
really applicable across all age groups in terns of

t he val ue of 18?
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DR STRATAKIS: Yes, it is.

DR. WOOD: Any ot her questions? Yes,
Wayne.

DR. SNODGRASS: | have two questi ons.

i s does the FDA have any plans to request or

require studies that denonstrate a dose threshold

for ACTH suppression for topical products?
Secondly, what is the error rate, if
known, or any estimate of it, of the genera

popul ation for m suse of OTC topical products?

DR. GANLEY: I will address the latter

question and Jon can address the first question

One

's

We don't have a |ot of data per se, but | think one

of the presentations during the open session

provi des sonme survey data and al so purchase data,

and it will give you a sense nainly based on

pur chasi ng of how many people woul d use these

chronically, so then that | think would address

your question.

DR. WOOD: I n the absence of any other

questions, | think what we will do is we will take

a break--1 amsorry, Charley.

DR. GANLEY: W have one nore question

Jon had to finish the first question

DR. WOOD: | beg your pardon.
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DR WLKIN: | think the question was w ||
FDA be | ooking for a way to find out what the
threshol d dose of a topical product m ght be.

Agai n, because of all the degrees of freedomin the
model , | just think it's incredibly difficult to
say that, you know, 22 grans used in a child of a
certain age, | just think really that it doesn't

al l ow that kind of--

DR. SNODGRASS: What | was getting at,
that is a different study design. |In other words,
you really could find a dose-response. |f you had
nore than one dose, you could find a dose-response
for the effect you are | ooking at, and you coul d
set your a priori criteria 1 in 100 or whatever to
be suppressed, and that would give nmuch nore

informati on than we currently have product by
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product .

DR. WOOD: Although it would be difficult
to conceive of an over-the-counter product being
over the counter in which even a high end showed
suppression, it would seemto ne. | nean the
complexity of that |abel would be pretty tough,

t hi nk.

DR. SNODGRASS: Well, | think if you did
it, you know, it depends on what dose you have got.
If you have got a test right now that is 30 percent
i nsensitive, once you get beyond, | ook at the table
we have got here, and beyond 100 in yours arns, |
thi nk you might begin to find some nunbers there

I realize it would be nmuch nore expensive,
nmore conplex, and all that, to do that type of
st udi es.

DR. WLKIN.  Well, actually, the way the
study is conducted, | realize there is this
sensitivity issue, and | think Dr. Tinetti's
comrent that if we altered the criterion, we could
tinker with the sensitivity, but also think about

the context in which we are doing these studies. W
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are | ooking at the extrenme upper end of body
surface area involvement although Dr. WI kerson
mentioned that fromtinme to tine, dernatol ogists
will give patients topicals to cover nost of the
body, | amnot sure that that is the usual rule.

I think it mght be unlikely in an OTC
setting if the container size is snmall. So, the
testing circunstance is really geared towards
maxi mum really provocative, |looking to see if,
under these extrene conditions, that HPA axis
suppressi on can occur

DR WOOD: Dr. Mattison, did you want to
say sonething? No? Okay. Charley.

DR. GANLEY: | just want a clarification
on this sensitivity issue. Maybe | misheard you,
that your sense was for sonething that woul d be
clinically significant |eading to possible death,
the test is fairly good. It is not a 30 percent
sensitivity or we don't know that.

If you have sonmeone that is suppressed,
this test is actually pretty good to pick it up in

terns of putting themin a situation that if they
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wer e stressed.

DR. STRATAKIS: Well, that is the
specificity. It will pick up all the patients that
have severe adrenocortical insufficiency.

DR. GANLEY: Right, and that is the
popul ation that we are interested in is the person
who is going to come into an emergency room who is
in a stress situation, who could die fromit. It
is actually pretty good to pick those fol ks up

DR STRATAKIS: Well, if you want to
comrent on that, but | mean basically, with the
criterion of 18, we have a fairly lowrate of false
positives and acceptable rate of fal se negatives.

DR. TINETTI: Right. The way it says now
is that if you do have a positive test, you are
pretty darn sure you are going to be in trouble,
but if you have a negative test, i.e., you pass
this test, you still have a 30 percent chance of
having difficulty. That was the point that | was
trying to make.

DR STRATAKIS: Actually, you can read

studi es that say as good as 85 percent, and you can
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see studies that say as |ow as 68 percent | think

DR. TINETTI: So, it's alittle bit eye in
t he behol der of how many people you are willing to
mss not to overestimate, so for sonething |ike
mortality, you probably want to have a sensitivity
of as close to 100 percent as possible, realizing
you will have a lot of false positives.

DR. STRATAKI S: Because of your
specificity.

DR TINETTI: The cutoff now m nimn zes
fal se negatives, but maxim zes fal se positives.

DR WOCD: Terry.

DR BLASCHKE: | just wanted to nake note
of the fact that when we are tal king about safety
i ssues, we are not just tal king about adrena
insufficiency, we are actually tal king al so the
fact that this is picking up excess corticoid in
the body, and all of the conmments that have been
made al ready about the possible effects on gl ucose
met abol i sm on bones, growth, et cetera, are also
not to be overl ooked as inportant consequences of
absorption of the nore potent corticosteroids.

DR. WOOD: | mmunosuppressi on, as wel | .

In the absence of any ot her questions,

let's take a break now for lunch and plan to be
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back here at 12: 30.

For the audi ence before they all rush out,
we will start immediately with the public coment
session. You have all got your nunbers, so we wll
be starting with No. 1 obviously and nmoving on from
t here.

Thanks a | ot.

[ Wher eupon, at 11: 30 a.m, the proceedi ngs

were recessed, to be resuned at 12:30 p.m]
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AFTERNOON PROCEED NGS

[1: 00 p. m]
Qpen Public Hearing

DR. WOOD: We are going to do the public
comrent period. All the people who have requested
time in the public comment period have got a
number, and | will call you up by number.

You have 10 minutes to present and we will
strictly enforce the 10-minute rule. At the end of
the 10 nminutes, the microphone will go dead and
only your lips will be mpoving.

Let's get started with No. 1.

MR ROTH. | amJerry Roth. | am
presi dent and owner of Hill Dermaceuticals. | was
present at the | ast Advisory Conmittee neeting on
pediatric corticosteroids for pediatrics. |
recogni ze sone of the panel nenbers fromthe |ast
one, so | hope | don't bore you here because | am
presenting this information.

I remenber Dr. Chesney said you are
supposed to say if anybody paid your way here. |

paid my own way, so as | said before, | am one of
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the dinosaurs left in this industry.

First of all, in presenting this data, it
is not our intention in any way, shape, or formto
want our product Dernma-Snhoot he/ FS to be
nonprescription. It is a prescription and we
intend it to stay that way, but we felt that this
is giving you a little bit of data that you have
not maybe heard earlier today.

[Slide.]

First of all, Derma-Snoothe/FS contains
0. 01 percent fluocinol one acetonide in a peanut oi
base It is considered a | ow to medi um pot ency
corticosteroid, and | wanted to present HPA axis
suppression studies that were done in patients 2 to
12 years of age

You have heard a | ot today about vehicles
and | think that this will give you once again a
little bit additional evidence.

[Slide.]

This is a multi-center, open-label safety
study. What you haven't heard yet is this was done

in patients with greater than 50 percent body
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i nvol venent .

The dosage, it was al so brought up that
everything was once a day. The dosage on this was
twice daily for a period of 4 weeks. The criteria
was evaluation with the cosyntropin stimulation
test.

Der ma- Snoot he/ FS was one of the first
drugs that was studied for safety and efficacy, the
Rul es, as have been nentioned, have changed since
that tinme, and you will see that Day 1, prior to
the first treatment, and at the end of treatnent we
had a pre-stinulation cortisol |evel and then
i medi ate foll owed by stinulation, and then the
post-stimulation cortisol |evel was at 60 m nutes.

At that time, the protocol or the Agency
only request cosyntropin tests. It wasn't
differentiated between 60 minutes and 30 mi nutes at
that tinme.

[Slide.]

The popul ation that | want you to
recognize is that 18 of the patients had greater

than 75 percent body invol venent, and 16 had 50 to
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75 body invol venent. W cal cul ated the anount of
drug by what was returned, and the average drug use
per day was about 9.5 plus or mnus 4.7 ni/day.
Now, this is inportant because there is sonething,
vehi cl es and drug exposure.

[Slide.]

Just to renind those who aren't
physi ci ans, regardi ng body surface area, when you
are tal king about this nuch, 50 to 75, or 75, you
are tal king about the chest, front and back, | egs,
front and back, arms, a substantial area. Once
again, | believe this is the only drug that had
been tested with that |evel besides hydrocortisone
of that anount of body surface.

[Slide.]

Before the treatnment, prior to treatnent,
now we di d averages because this is a public
hearing, each of the data individually is on file
with the Agency, and this was approved, so each
i ndi vi dual case report formis on file.

Anyway, the average pre-stinulation was

11.63. At 60 minutes, it was 26.82, the doubling
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whi ch you shoul d see

[Slide.]

After 4 weeks of treatnment, there was very
little change, 11.26, and after post-stimulation,
it was 25.06. O the 34 patients, there was not
one that experience any adrenal suppression

[Slide.]

The exposure we feel is very inportant.
Der ma- Snoot he/ FS is a 4-ounce container. Wthin
this container, there is 12 ng of fluocinol one.

You will see that the average patient, the 4
ounces, 118 nlL, lasted 12 days. The patient was
exposed to not nore than 1 ng of fluocinol one per
day. On the basis, which is the generally accepted
percent of absorption of 1 to 2 percent, that is an
infinitesiml anount that is absorbed.

VWhat is inmportant is this is an oi
vehicle, the spreadability is great. This
particular creamis 60 grans, and there are 60 ngy
of corticosteroid in this cream To cover a vast
majority of the body, it would require a ot nore

creamto do this than of this oil, so you may use
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quite a bit nore of the cream | think that was
brought out earlier.

So, therefore, vehicles are inportant and
possi bly does have substantial amount regarding
saf ety dat a.

[Slide.]

In conclusion, after 4 weeks of daily
application of Derma-Snpothe/FS , involving 50 to
90 percent of the body surface area, there was no
change in the norning baseline value of the
cortisol, nor did it affect the cortiso
stimul ati on of ACTH.

You ni ght wonder, well, if there is so
little amount of steroid does it work, with this
smal | amount on the body, after 4 weeks, 60 percent
of the patients showed excellent or 75 to 100
percent i nprovenent.

Woul d you like to ask me any questions
especially on the anobunt of surface? | think, just
to follow up, Dr. WIkin has said that the tests
are becoming a bit nore sophisticated. W are

ready to commence down to 3 nonths with this
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product in greater than 30 percent of the body
area, and we will be following, | think there was a
question if you have any adrenal suppression, wll
you be follow ng those patients. In that protocol
we will be. W don't expect any, but we will test
until we have dat a.

Second of all, once again, there was al so
a statement that conpanies often just do this
because they are required. That is sone of the
case, but in any cases it is not, and in this case,
it is not. It was our request to do these.

Yes, sir.

DR. WOOD: Dr. Nelson has a question for
you.

DR NELSON: | was told it had better be a
good one, hopefully, it is. You had nentioned in
passing that it is generally accepted that 1 to 2
percent of corticosteroids are absorbed topically.

I was just wondering what is the data and how
general ly accepted is that?

MR, ROTH. That is in the Textbook of

Corticosteroids, | believe it is by Dr. Howard
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Mayback. That is a generally accepted textbook

DR NELSON: For all corticosteroids?

MR ROTH. | believe, yes, on topically
applied, yes. That is why the anobunt that you are
exposed to is quite substanti al

DR WH TMORE: | don't know that that
applies to all corticosteroids. | think
hydrocorti sone versus the others--

DR WOOD: Let's hold all of our questions
to all of the speakers at the end, otherw se, we
will take forever to do this. Let's go through all
the speakers and then we will take questions for
them at the end.

MR. ROTH. | can quote out of the textbook
if you would Iike.

DR. WOCD: Teresa has handed nme a
| at e- breaki ng statenment that | need to read.

Both the Food and Drug Admi nistration and
the public believe in a transparent process for
i nformati on gat hering and deci si onmaki ng. To
ensure such transparency at the open public hearing

session of the Advisory Conmittee neeting, the FDA
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believes that it is inmportant to understand the

context of an individual's presentation

For this reason, FDA encourages you, the

open public hearing speaker, at the begi nning of

your witten or oral statenent to advise the

committee of any financial relationship that you

may have with any sponsor or products.

For exanple, this financial informtion
may include the sponsor's paynent of your travel,

| odgi ng, or other expenses in connection wth your

attendance at the meeting.

Li kewi se, the FDA encourages you at the

begi nni ng of your statenent to advise the conmittee

if you do not have any such financial

relationships. |If you choose not to address this
i ssue of financial relationships at the beginning

of your staterment, it will not preclude you from

speaki ng.

Speaker No. 2.

DR. CHARLES ELLIS: Thank you very mnuch.

I am pl eased to be here to speak on patterns of use

of OTC topical hydrocortisone. Thank you for
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allowing ne this opportunity.

[Slide.]

| am Charles Ellis. | am Professor of
Der mat ol ogy at the University of M chigan Medica
School. | amalso Chief of Dermatol ogy at the Ann
Arbor Veterans Affairs Medical Center

[Slide.]

Here are ny disclosures for ny tal k today.

[Slide.]

| amthrilled to be able to be here to
present our research which is in press and will
soon be published in the peer-reviewed Journal of
the Anerican Acadeny of Dermatol ogy. Qur research
is entitled, "Consumers appropriately self-treat
based on | abeling for over-the-counter
hydrocorti sone."

[Slide.]

First, | amgoing to tell you the results
of our research and then | will give you the
detail s.

So, what has our research shown about the

use of topical hydrocortisone in the United States?
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The reported use is largely consistent with the OTC
nmonogr aph | abel

The percentage of use in accordance with
the label is sinilar for both adults and children

Over-the-counter hydrocortisone is used
primarily for brief periods of treatnent of
apparently mnor conditions.

[Slide.]

By way of background, you have heard that
hydrocorti sone has been avail abl e over the counter
since 1979, and in the 1 percent concentration
since 1990.

The OTC | abel is designed for safe use,
and conpliance with the label inplies that there be
a lowrisk of adverse effects, however, we found no
publ i shed data on how OTC hydrocorti sone is being
used in the popul ation

[Slide.]

So, our research objective was indeed to
| ook at real world user behavior, and we did this
with a tel ephone survey which was performed by a

conpany cal |l ed Synovate through one of their
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regul ar national telephone surveys. W had them
ask questions about the usage of over-the-counter
hydr ocorti sone.

This is as reported by the adult users in
the famly when we called them This also included
these adults' reports on the use in their children
They gave us the reason for using the
hydrocorti sone, the daily frequency of use, and the
duration of use. W evaluated their responses for
consi stency with the |abeling.

[Slide.]

This was one with a randomdigit-dialing
to over 64,000 househol ds al t hough about 55, 000 of
them didn't answer the phone, so that is the
problemof caller ID, | think. 1In the end, we
achi eved 2,000 adult respondents who actually
compl eted the survey.

O these respondents, 396 adults reported
usi ng over-the-counter hydrocortisone in the last 6
mont hs; 168 househol ds reported treating a child
with OTC hydrocortisone in the last 6 nonths

[Slide.]

So, our analysis undertook a weighting to
represent the U S. denpgraphics in the 2002

National Health Interview Survey. Linitation of
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this work is that it is based on self-reports. O
course, we couldn't go into everybody's house to
see what they were actually doing, so we relied on
what they told us in answer to our questions.

The strengths of the study includes that
it was open-ended questioning, so we didn't use
terms right off the |label, and the respondents
didn't have the label in front of them so this
avoi ded biasing themto give us answers that they
m ght think that we wanted to hear

Al so, when we cane to the children, we
asked about the youngest child at hone who used
over-the-counter hydrocortisone, the youngest one
who used it, and we picked the youngest one because
we felt that that person mght be at nost risk for
adverse effects.

[Slide.]

You have seen this prototypica

over-the-counter hydrocortisone |abel fromthe
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monograph. It tal ks about the uses for tenporarily
relieving itching of minor skin irritations and

i nfl ammati on, and rashes due to a nunber of
conditions. It is for age 2 and over.

Frequency is maximum 3 to 4 tinmes daily.
It is for external use only, not for use in diaper
rash. Avoid contact with the eyes, and the
duration for up to 7 days on the | abeling, and we
inquired on these points in an open-ended fashion

If you | ook at the overall conpliance with
the | abel, 73 percent of adults and 72 percent of
the children that adults reported on, in fact, were
conpletely consistent with the labeling. A snaller
per cent age, about 20 percent, were not acting in
consistency with the label for 1 reason, and a nuch
smal | er percentage were not consistent for 2 or 3
reasons.

By far and away the npbst common situation
that we found was that they couldn't give us an
answer of why they were using it that was
specifically listed on the |abel. So, we are going

to ook at the people who were not consistent with
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the label and try to understand exactly what was
goi ng on.

[Slide.]

So, we asked, "The last tinme you used an
over-the-counter hydrocortisone product, what were
you using that product to treat?" Eighty-three
percent of adults, the reports were 86 percent of
children were consistent with the |abel, but you
can see down here is this hatched bar, there were
other situations that we couldn't code as being
consistent. Mbst of these actually were indeed
called O her, they were vague responses or no
condition was reported, and in a few children, they
used the term "cracking skin."

So, sone of these in this hatched bar nay,
in fact be consistent with the |abel, but the
respondent was unable to actually verbalize it in
that way. "Cracking skin" could well be eczenm,
for exanpl e.

About 2 percent were using it for cuts and
approxi mately the same percentage were using it for

what they described as fungus, arthritis, acne, or
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di aper rash.

[Slide.]

Now, we asked, "Think about your youngest
child who has used over-the-counter hydrocortisone
inthe last 6 nmonths. How old is that child?" In
93 percent of reported uses on the youngest child,
the age of the child was 2 years or older, which is
consi stent with the | abeling.

So, here we have the age across this way,
and the cumnul ati ve percentage reporting this way,
and the dash line is the non-consistent use with
the | abel. However, 81 percent of the adults who
told us about these children, 81 percent of them
said they had di scussed the use of hydrocortisone
with a doctor in this group

[Slide.]

So, then, we asked, "The last time you
used an over-the-counter hydrocortisone product,
how many days in a row did you use the
hydrocorti sone?" For 92 percent of adults and for
94 percent of children, they were treated for 7 or

fewer days, again showi ng here the duration of use,
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cumul ati ve responses, and then this segnment here,

the small er segnment here are the people who were

not consistent with the labeling. The nedian use

was for 3 days

[Slide.]

And we asked, "And how many times per day

did you use the hydrocortisone product?" And 98

percent of adults and 97 percent of children, they

used it 4 or fewer applications per day. Again,
the nunber of applications and the cunul ative

reporting, up to 98 percent, roughly 97, 98

percent, and the nedian use was 2 applications per

day.

[Slide.]

So, in conclusion, the reported use of an

over-the-counter topical corticosteroid is largely

consistent with the | abel for conditions treated
and for frequency and duration of use.

Thank you.

DR. WOOD: The next speaker is also called

Ellis, and it's Valentine El|is.

MS. ELLIS: Thank you for your tine.
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nane is Valentine Ellis and | am here today to
present the patterns of househol d purchase behavi or
in the OIC hydrocortisone category.

In way of disclosures, | amactually not
related in any way to Dr. Ellis, we only net a week
or two ago. | ama full-tine enployee with
d axoSmi t hKl i ne Consuner Heal thcare, and | work as
a consumer research manager there, so the majority
of nmy work is done behind consuner behavi or

anal ysi s and consuner insights.

I amfornerly an enpl oyee of A C. Nielsen

I will be talking about thema little in the

met hodol ogy where | worked as home scan speci al i st
and specifically on this research project, which is
why | was asked to present it to you today by ny

t eam

[Slide.]

The research objectives at the tinme we
undertook this study were to understand purchase
behaviors in the OTC hydrocorti sone category anong
U.S. households. The basic underlying assunptions

that we use in research on the consuner side is
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that the household data is a proxy for annua
househol d usage, and this information that | am
providing today is likely an overestinmati on because
we are reporting agai nst 100 percent of purchases,
whi ch does not necessarily nean people use 100
percent of the product that they bring into their
househol d.

[Slide.]

Met hodol ogically, AC Nielsen is a
supplier, a comrercial supplier of research data.
Most people are famliar with the AC Niel sen TV
ratings, but they do have another arm which
captures, maintains, and reports data for all the
products that are out in the world today that we
purchase and use at hone.

We are using data fromtheir household
panel, which at the tinme of the study had 55, 000
househol ds enrolled. It is denographically and
geographically balanced to the U S. Census.

The panelists agreed to scan all of the
products that they purchased with UPC bar codes

regardl ess of where they purchase it, provided that

file:////[Tiffanie/c/Dummy/0324NONP.TXT (199 of 330) [4/5/2005 12:51:44 PM]

199



file:////ITiffanie/c/Dummy/0324NONP.TXT

200
they use it for personal consunption.

This is a pretty accurate reporting
system These people scan via an in-honme bar code
scanner, which you can see this little lady here
usi ng, everything, so in a sense, they are blindly
reporting their purchases, they are not paying
attention to the frequency with which they scan
these products, and they transmit the data back to
Ni el sen once a week.

They are incented for consistent
reporting, so Nielsen provides themw th a
non- bi asi ng poi nts redeenabl e type program because
they don't want to in any way bias a product that a
person woul d purchase or how they woul d necessarily
use it once they get it into their hone.

Most of the panelists stay within the
panel, and there is actually about an 80 percent
retention rate year on year

[Slide.]

The custom anal ysis that we undertook was
to take AC Ni el sen's hydrocorti sone reported

category, which is over the counter. It includes
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all of the brands we have listed here, all of the,
you know hal f-percent, 1 percent ointnents, creans.
Most of the sizes | believe that are out in retai
today woul d be hal f-ounce, 1 ounce, and 2 ounces.

[Slide.]

The tinme period that we | ooked at was 52
weeks endi ng Cctober 19, 2002, and the prinmary
measures that we | ooked at were buyi ng househol ds
and buy rate in both ounces and purchase frequency.

The sanpl e of the data was any househol d
that had scanned a hydrocortisone product at | east
once during the 52-week tinme period, and the
advantage of a customanalysis is it allows us to
take the total buyer group and break it down into
bot h househol ds with children and househol ds
wi thout children, children at this point being
defined as any househol d under 18.

These are nutual |y excl usive buyer groups,
so the value of these two groups of househol ds wll
add up to the sumtotal of total buying househol ds.

[Slide.]

Sone of the advantages of this nethodol ogy
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are that the ongoing electronic purchase of actua
behavi or provides us with a pretty objective and
accurate neasure of purchasing across the
househol d, but at the sane tinme, there are
limtations to this data what we want to be
perfectly clear about. This tells us about
househol d | evel purchasi ng.

We can't link it fromthis particular data
set to who in the household is using the product or
necessarily how they are using it in terns of
frequency, duration, or condition. W just know
that this househol d has nade so nmany purchases and
we know that volume is actually going into these
di fferent groups of people.

[Slide.]

Qur key findings were that annua
househol d purchasi ng of OIC hydrocorti sone products
is reasonably limted. About 13 percent of tota
U.S. househol ds purchase at | east one product per
year. O those 13 percent of buying househol ds, 75
percent of them purchase only once, 90 percent of
t hem purchase 5 ounces or | ess per year

We have al so discovered that househol ds
with children actually buy | ess volune per year

t han househol ds wi thout children, despite the fact
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that there are significantly nore people in that
househol d.

[Slide.]

Alittle detail on that, the data that we
have just presented in the key findings. Again,
you see that 13 percent of the househol ds purchase
OTC hydrocortisone, and that is the little red pie
sliver.

When we | ook at the househol d conposition
of those 13 percent of househol ds, what we see is
that 34 percent of the buying househol ds did have
children, and 66 percent did not. This nunber is
consistent with the U. S. denographic breakdown of
househol ds with and wi thout children

[Slide.]

We al so | ook at the households in total,
and of the buying househol ds, 75 percent of them
make only 1 purchase per year, 92 percent of them

over the course of the year make 3 purchases or
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| ess.

[Slide.]

This chart denonstrates the cunul ative
percent age of househol ds going up the bar, across
the volune that is actually purchased during the
course of the year.

If you | ook at the black bar in the
center, that is our total households, all of them
and what it tells us is that 90 percent of the
househol ds purchase 5 ounces or | ess per year of
OIC hydrocorti sone.

Then, the red bar, which is on top, that
i s our households with children under 18. It
curmul ates or builds a little quicker, which is why
it is above the black bar, and what it tells us is
that 85 percent of households with children
purchase 3 ounces or |ess per year, and 94 percent
buy 5 ounces or |ess per year

[Slide.]

Looking at it froma consolidated
perspective, the gold bars on the left tell you the

percent of buyi ng househol ds the buyer group
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represents, and then the blue bar on the right
tells you proportionately how much vol ume they
contribute to the total volume purchased

What we see is households with children,
whil e they represent 34 percent of the buyer
groups, are really only contributing about 26
percent of the total volune purchases, and this is
because the average buy rate in households with
children is about 1.9 ounces a year, while it is
2.8 for the households that do not have children

[Slide.]

The concl usions we reached fromthis data
was agai n that annual househol d purchasi ng of OIC
hydrocorti sone products is limted. 1t is not a
large--well, it is a large group of people, but it
is only 13 percent of the population. They
purchase infrequently with 75 percent of them
purchasing only once, and for the npbst part, they
purchase, 90 percent of them 5 ounces or |ess.

We see | ower purchase volunes in
househol ds with children, despite the fact that we

have tw ce as nmany people in them and then based
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on the anmounts of product that we see purchased,
excessive use of the OIC topical corticosteroids is
probably not an issue, and, in fact, would | ead us
to believe that people are using it nmuch they way
they have told us in Dr. Ellis' usage survey.

That is it.

DR WOOD: Thanks very much.

Let's go back to Speaker No. 2, who has
now shown up, M. Paranzino.

MR, PARANZI NO. Thanks very nuch for
acconmodating ny late arrival, | appreciate it.

My nane is Mchael Paranzino, | amwth
Psoriasis Cure Now, which is a patient advocacy
group. | have no conflicts either personally or
through Psoriasis Cure Now with any content
i nvol ved t oday.

Qur witten statenent is available on the
web at psoriasiscurenow.org, and I will just nake a

coupl e points briefly.

First, thank you for holding this hearing.

Wil e not two psoriasis cases are alike, one thing

that unites just about all 6.5 million Amrericans
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with psoriasis is that we use a |lot of topica
steroids, one or many over the years.

As | noted in nmy witten statenent, | took
a quick look at a popular list of topical steroids,
and | have been prescribed at |east 15 over the
| ast two decades, and that is the way, as many of
the dermatol ogists in this roomnow, you try one,
then you try another, then you flip back, and then
you try another, so we do know topical steroids.

It is very inmportant to us.

We believe that sone of the topica
steroids that are currently prescription-only can
be used safely and effectively by psoriasis
patients over the counter. Myst psoriasis patients
are actively involved in treating their skin
synptons. They are also actively interested in
m nim zing the nedications they use, so they are
very cogni zant of overuse.

Now, that said, we do have some concerns,
and one of themis every rule has its exceptions,
and we still come across psoriasis patients who use

what m ght be consi dered excessive either through
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duration or extent over the body topical steroids
over a period of tine, and only later cone to
realize that there could be side effects to that.
But we think that can be dealt with through better
educati on, maybe through | abeling. There is also
sone education that needs to be done still we
believe with dernatol ogi sts, because there is a
wi de range of strategies that are enpl oyed by
dermat ol ogi sts in prescribing topical steroids. |
am not speaki ng anecdotally, not in terns of
studies, but | have talked to a |lot of patients
over the years, and sone doctors, every tinme they
prescribe a topical steroid, they peel off the
preprinted chart, they circle the one they are
giving you, and they say this is where your topica
steroid falls in the mld to strong, this is where
it falls. Oher just wite the prescription, they
are busy, they nove on.

Just | ast nmonth, sonmeone canme to ne and
said they went in for what turned out to be
psoriasis on the leg. A quick appointnent with a

dermat ol ogi st, wal ked away with a Tenovate
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prescription, and they said to ne, "But it's anmld
one, because it's 0.05 percent." | said, well,
according to this chart | amlooking at, you can't
just go by the percentage, because, well, as you
all know, but we are lay people, so it's a conmmobn
m st ake that can be nade. But again that can be
dealt with through better education

I did want to address children just for a
nmonent, because it is particularly tough for
parents trying to treat children with psoriasis,
and sone actually try to avoid topical steroid use
in children, but it is becomng nore and nore
complex just with the FDA's actions in recent days
with Protopic and Elidel, there are some children
with psoriasis and sone adults using those
of f-1abel for psoriasis specifically to avoid
steroid use, and now they hear sone warni ngs about
potential cancers.

So, it is very tough for a parent to weigh
the costs and benefits between UV |ight and Dovonex
and steroids, Protopic, Elidel, systemcs,

bi ol ogi cs, anything that can be done in terns of
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educating, if there is a scientific consensus on
what a child should do, it has to reach the
patients better.

Finally, | hope you woul d use your
i nfluence with your coll eagues downtown and cl oser
to Washi ngton and Bet hesda and encourage nore
research on psoriasis. The challenges that parents
face and all psoriasis patients face underscores
the need for additional treatments. Psoriasis has
been underfunded woefully for the | ast 10 years at
least at NIH, and NIH funding is up 99 percent
after inflation in the last 10 years, psoriasis
funding is down 8 percent. It is hard to go down
in the environment over the last 10 years, and you
fol ks can hel p change that.

So, thank you again for the hearing. It
is very inportant to psoriasis patients, and
appreciate the tine to fit ne in even though I am
| ate.

Thanks.

DR. WOOD: Thank you.

The next speaker is Dr. Sandra Read

DR READ: Cood afternoon, M. Chairnman
di stingui shed nenbers of the Commttee and

col | eagues. Thank you for letting me be here. MW

file:////[Tiffanie/c/Dummy/0324NONP.TXT (210 of 330) [4/5/2005 12:51:44 PM]



file:////ITiffanie/c/Dummy/0324NONP.TXT

211
name is Dr. Sandra Read, and | am appearing on
behal f of the Anerican Acadeny of Dermatol ogy
Associ ati on.

Thank you for allowing me a few nminutes to
share with you safety concerns on an inportant
matter to nme, to ny patients, to doctors in
America, as well as to the Acadeny, regarding
changi ng topical corticosteroids to
over -t he-counter status.

In the spirit of full disclosure, | do not
conduct any research for pharmaceutical comnpani es.

I amon the Speakers' Bureau for a conpany that
manuf act ures a hi gh potency steroid cream
However, | have not been in contact with this
conpany regarding this testinony.

I have been in the practice of nedicine
for 30 years, nore than 20 of those in the private
practice of Dernatology in the District of

Colunbia. | serve on the clinical faculty of
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Georgetown University, and | have been lecturing on
Pedi atric Dermatol ogy there for nmore than 10 years.
I have been prescribing topica
corticosteroids since ny training days, and they
are an integral part of nmy therapeutic
armanentarium Over the years, | have devel oped
not only an appreciation of their useful ness, but
al so a respect, a very healthy respect for the
potential abuse of these agents. | urge the
Conmittee not to be lulled by their route of
adm nistration. These are powerful external agents
that can have serious internal and external side
ef fects.

Treating patients of all ages with topica
steroids is a nmainstay of many of our
dermat ol ogi cal practices. They are potent
medi cati ons and, when used properly, they offer
relief to suffering patients and enables themto
| ead confortable and normal I|ives.

Used i mproperly, however, these
medi cati ons can cause great harmand that is why

the American Acadeny of Dernatol ogy is opposed to
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the proposal to nake these nedications avail abl e
OrC.

| have done a random survey of 100 of ny
patients' charts. O these 100 patients,
prescribed topical steroid creans in 36. O these
prescriptions, 16 percent were super potent, 36
percent were mid-strength, and 50 percent were | ow
potency. Sone patients received nore than 2
prescription for different strengths. As the |ast
speaker pointed out, this can sonetines be very
confusing to patients on how to use. However, the
useful ness of these agents is reinforced by the
figures of ny practice. | cannot do wi thout
topical steroid creans, neither can ny patients

However, | have seen too often the results
of abuse of these agents. Cutaneous adverse
effects include thinning and discol oration of the
skin, telangiectasias, and striae, pernanent
stretch marks.

These side effects can be permanent and
disfiguring and last a lifetinme. Pediatric

patients, our youngest patients are especially
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vul nerable to these adverse events. |In fact, | use
a picture frequently of one of pediatric patients
who was treated with a topical steroid cream on
whose inappropriately was left with thin skin, with
hypopi gnent ati on, and tel angi ectasias. The nedica
students at Georgetown tell nme they never forget
this picture.

I have seen patients have access to these
treatnents and misuse themfor non-steroid
responsi ve dermat oses, such as tinea, scabies, and
even skin cancers. Now, we all know that this
del ays di agnosi s and obscures diagnosis, but it can
al so worsen di sease, as we all know, in topica
ri ngworm and fungus.

I have seen, and so have dermatol ogists in
this room seen, the inappropriate use of in
steroids of body folds in genital regions. In
these areas, increased absorption rapidly
intensifies and produces the cutaneous side effects
we are tal king about, and, of course, one cannot
i gnore the augnmented potency that is delivered by

these creans when applied under occlusion. MId
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creans become strong creanms, strong creans becone
even stronger under occlusion

Thi s can happen, of course, by accident
with patients using these creanms on their own and
unsupervi sed. Now, not only are cutaneous adverse
events accel erated and magni fied, but the risks of
systemnmic absorption and all of its conplications
are well known to the nenbers of this commttee

The nmedical literature is rich with
studies providing the direct link between topica
steroid creans and hypothal am c pituitary adrena
axi s suppression, growth suppression in children,
and the adverse effects on the skin that | have
just discussed.

It is only with close nonitoring of our
patients who present with adverse treatnments and
reactions that physicians are able to prevent and
moni tor for these dangerous clinical diseases and
side effects.

I note to you that if you renove the
physician fromthis equation, you would be

effectively renoving a very inportant safeguard and
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protection for patients, and that is our primary
duty as doctors.

By changi ng the status of these
pharmaceuticals fromprescription to
over-the-counter, the FDA would effectively be
turning over the practice of nedicine to patients.
As well inforned as patients can be, | do not
bel i eve that they shoul d be sel f-di agnosi ng or
self-treating synptons with nedi cations that can
have potential for such serious side effects.

The danger of pediatric patients being
treated with over-the-counter steroids should be
consider by this comrittee seriously. As parents
search for relief for their children bothered by
eczema and ot her skin di seases and their synptons,
it would not be unheard of for themto use a
topical steroid creamincorrectly, such as too
often, using too nmuch in an application, or
applying it to too |large of an area and/or too
| ong.

Pedi atric patients have a higher risk of

systemnmi c absorption, which can lead to their growth
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suppressi on because of their higher ratio of
surface area to body vol une.

The FDA itself has expressed concern that
patients do not understand the risks of
hypot hal ami c- pi tuitary-adrenal axis suppression
when using steroid creans. Therefore, the risk of
doctors missing a diagnosis of HPA suppression in
pedi atric patients when the parents fail to inform
themis a real risk of topical steroid use

This Advisory Conmittee is being tasked
with determning at what point the risk of HPA axis
suppressi on and ot her adverse effects outweighs the
benefit of making these treatnents nore avail abl e
to the public.

I believe that there is no acceptable
poi nt at which those of us in the medical community
shoul d all ow our patients to not only
sel f-di agnose, but also to self-treat at any |eve
of skin disease

The conplications that can arise, ranging
frommld to severe, as | have told you, should

exclude automatically the expansion of OTC status
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to topical steroid creams. Qur patients are not
qualified to make these kinds of medica

determ nations, nor should we be asking themto
make these determ nations.

I ask you, what is the rush to change the
prescription status? | ask you, what is the
mar gi nal benefit to the consumer for stronger
over-the-counter creans? There is no overwhel n ng
need and there is no clear benefit in nmaking these
treatnments nore accessible. The goal here should
be patient safety first and forenost. That is our
duty as doctors.

G ven the FDA's increased focus on drug
safety, | believe that changing the status of these
treatments will have the opposite effect on the
public sentiment than what is intended by this
committee.

Patients will not be nore satisfied
because these treatnents have been nade avail abl e
over-the-counter. In fact, | believe that their
satisfaction will dimnish, as will their trust in

the medi cal community and in the FDA once they
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become aware of the severe side effects associated
with the incorrect use of these agents.

Topi cal corticosteroids play an inportant
role in the treatnent of patients with skin disease
and have inproved the lives of countless patients.
Pl ease do not nmake their suffering worse by allow
them the opportunity to di agnose or m sdiagnose and
m streat their conditions. These are being
effectively treated by countl ess physicians each
and every day.

The American Acadeny of Dernatol ogy urges
this advisory comrittee not to make these powerful
nedi cations avail abl e over-the-counter to the
publi c.

I think you for this opportunity and your
time. Have a good day.

DR. WOOD: Thank you very nuch.

Coul d we have Speaker No. 6.

DR FONACIER: CGood afternoon. | am Dr.
Luz Fonacier and | represent the Anerican Coll ege
of Allergy, Asthma, and | nmrunol ogy.

I do not represent any industry in this
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meeting. | amthe chair of the Dernatol ogic

Allergy Committee of the Anerican Coll ege of

Al l ergy, Asthma, and | munol ogy, and the Secretary

of the Food, Drug, Dernatologic, Allergy and

Anaphyl axis Committee of the American Academny of

Al'l ergy, Asthma, and | mrunol ogy.

I head the section of Allergy at Wnthrop

Uni versity Hospital in New York, and am Associ ate

Pr of essor of Medicine in SUNY of Stony Brook

Thank you for allowi ng us to be

represented in this hearing. The allergists use

steroids in every shape and formfor asthmg,

allergic rhinitis, and atopic dermatitis. Unlike

the ENT who uses the nasal steroids, the

pul nonol ogi sts for inhaled, the dermatol ogi sts for

topical corticosteroids, we use all of them

Many of our patients use topical,

intranasal, and inhal ed corticosteroids together or

separately. The concern of the Anerican Coll ege of

Al lergy, Asthma, and Imrunology is twofold, the

cut aneous use of topical corticosteroids for eczema

especially for the less than 2 years of age for
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whi ch nor many drugs are approved, and the
translation of this to intranasal and inhal ed
corticosteroids.

For the cutaneous corticosteroids, neither
system c nor local side effects are easily
recogni zable. The sensitivity of the cosyntropin
stimulation test, the cortisol I|evel, which are
| ower than what we would want themto be. The
growt h velocity, osteoporosis, even adrena
i nsufficiency are not recogni zed unl ess specialized
testing is done.

Much of the discussion this norning was on
the systemc effects of topical corticosteroids,
but local side effects could be disfiguring, as
well. Skin atrophy, facial erythens,
tel angi ectasia are not easily recogni zabl e, at
| east not until the irreversible stage of the
stri ae.

There is low reporting of side effects and
difficulty of nonitoring is a big concern. There
is also increasing incidence of allergic contact

dermatitis to topical corticosteroids probably due
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to greater awareness, expanding narket of the

corticosteroids, and inproved testing procedure.

There are many reasons for potential abuse

or misuse of over-the-counter corticosteroids.
and hi gh potency steroids are going to be nore
effective than | ow potency. |In fact, it was
brought up this norning that 1 percent

hydrocorti sone, whose | abel says not to use nore

than 7 day, is actually being used years and years

for chronic atopic dermatitis even in children |ess

than 2.

Because of decreased efficacy, there is

potential for prolonged use and thus increasing
absorption and side effects, nore so for

over-the-counter. Because the only topica

corticosteroids approved for less than 2 years of

age, is fluticasone, and that is nore than 3 nonths

of age, and this is a prescription, the obvious
option for patients, especially those who are
concerned of drug costs or don't have nedica

pl ans, is over-the-counter topical steroids.

Al so, with the proposed bl ack box warning
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for pimecrolinus and tacrolimus, there is
anticipated an increased shift to topica
corticosteroids. |If nore potent ones are
over-the-counter, in chronic eczema and atopic
dermatitis, there may be increased off-1|abel use,
that is, nore than 7 days and under occl usion.

Q her inportant issues that we are
concerned about in over-the-counter topica
corticosteroids are inappropriately linked,
trivialization of what over-the-counter is, that
is, the perception that over-the-counter is safe,
credibility of advertising, appropriate |abeling,
and differences in vehicle that increase
absor pti on.

Note, that it is the D prosone Lotion
whi ch may be al cohol based that showed nore HPA
axi s suppression, and in the tacrolims and
pi necrolinmus study, it is the study on ethanol that
showed i ncreased absorption of the drug.

The second maj or concern of the allergists
is howthis issue will translate to intranasal and

i nhal ed corticosteroids for asthma and allergic
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rhinitis patients. W would not like to see
difficulty in access of the medication, unnecessary
pani ¢ or concern of the use of corticosteroids in
potentially life-threatening di sease such as
asthma, nor suboptinmal treatment. But at the sane
time, would like to be able to nonitor our
patients, not only in terns of efficacy, but nost
importantly the safety.

Thus, as the representative of the
Anmeri can Col |l ege of Allergy, Asthma, and
I mmunol ogy, until safer steroids are avail abl e,
nore sensitive tests can be used, better nonitoring
can be done, and nore studies are conducted, we
woul d I'ike the current prescription cutaneous,

i ntranasal and inhaled corticosteroids to remain
prescription.

Again, in behalf of the American Coll ege
of Allergy and I munol ogy, | thank you for this
opportunity.

DR. WOOD: Thank you very nuch.

Are there any really pressing questions

fromthe Conmittee for the public forum speakers?
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Yes.

DR. BIGBY: | just have one question for
Valentine Ellis. How many househol ds are there in
the U.S., the total number of househol ds?

M5. ELLIS: Right now there are about 113
m |l lion households in the total U S

DR. BI GBY: Thank you

DR. WOOD: Any ot her questions? Yes, Jon

DR WLKIN: If I could ask Dr. Ellis if
he di scerned why patients stopped using the topica
corticosteroids over-the-counter, you have that
they used it for 7 day or no nore than 7 days for
the nost part, | think it was, no nore than
something like 5 percent used it beyond that, but
was that because they ran out of product, or it no
| onger seenmed to work, or it actually did work? |
mean did you get that piece out?

DR ELLIS: Jonathan, that is very good
question. We did not delve into that in this
survey. The only answer | could say is that nuch
of the use was for insect bites and other trivia

i ssues, and | amsure that explains part of it,
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part of the short-termuse for 3 days of nedian
usage, so that would be ny interpretation, but we
didn't ask that specific question, and that woul d
be a good one to ask at a future date.

DR. WLKIN:. So, it is fair to say that
their, inlarge part, use is consistent with
| abel i ng, but not absolutely proven that it was
driven by |abeling?

DR ELLIS: | don't know how | would
answer that specifically. Again, we asked them
questions, the type of question that | showed you,
and then we | ater coded the responses to determ ne
if they were consistent with the |abeling, so we
found that, by and | arge, people do follow the
| abel , and we presune they are reading it and that
is why they are follow ng the |abel

DR. WOOD: Let ne just follow up on that.
I amintrigued by your confidence in that. |[If you
| ook at Slide 12, 10 percent of the children were
under 2, and how do you square that with the |abel ?
You need to | ook at that slide in the context of
the way you framed the question

You said, "Think about your youngest child
who has used over-the-counter hydrocortisone in the

last 6 nonths. How old is that child?"
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Wll, if that child is now 2 1/2, that
child was under 2 when they were using it if they
were taking it 6 nonths ago, so if you assune it
was averaged over 3 nonths, that brings that up to
about 10 percent. That seens to nme pretty high if
you think that the I abel is being foll owed.

DR ELLIS: Wll, that is a qualitative
statenment, | take your point. You know, we
think--1 don't know-again that is a qualitative
statenent to deternine whether 10 percent is too
high or too low. | can tell you that of the people
who were at the tinme that we asked the question
under 2 years old, so | take your point that there
is a 6-nonth variation in here, but in that 7
percent of children, in 81 percent of those
children, the famly had discussed it with a
doctor, had discussed the use of hydrocortisone
with a doctor, so that is somewhat reassuring to ne
on that point.

DR. WOOD: And nore than 20 percent were
under 3, so again adding 6 nonths, we are well over
that. That is a pretty high nunber it seens to ne,
woul dn't you think?

DR ELLIS: You are assum ng now t hat

everybody who is less than 4 is |less than 2
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DR. WOOD: | am |l ooking at your slide,

if you put in 3, the vertical line from3 is above

20 percent, and that is not adding in the 6 nonth

i ssue. That seens to nme pretty high. Anyway,
okay.

DR ELLIS: Wen you said 10 percent,
would go with you on 10 percent. | think 20

percent is tipping it the other direction.

DR WOOD: The slide shows under 3 is over

20 percent wi thout naking any adj ustment.

DR ELLIS: Right, but the |abeling says

under 2.

DR WOOD: | understand, but | doubt that
there is a huge difference between a 2-year-old and
a 3-year-old that would give us that. | nean that

says that al nbst 25 percent of the product is being
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used in under 3-year-olds. That is pretty scary.

Ckay. Any other questions? Charley.

DR GANLEY: Just to follow up on your
point, Alastair, | think it is inmportant to
understand that in that case, 81 percent talked to
a physician or were guided by a physician. | think
one of the difficulties that we have in | ooki ng at
data like this is when people fall outside the
| abeling, well, why did they do that, and we often
don't understand that.

It is very legitimate to talk to a
physician, in fact, there is 3 or 4 warnings about
tal king to a pharnaci st, physician, or soneone el se
either before taking it or after taking, or if this
happened, you should do this.

So, to suggest that because we have this
data that someone is buying 3 percent or buying 7
tubes or nore per year, that that is sonehow bad.
Well, maybe there is a physician directing themto
do that.

So, | think that is what you factor into
that is how does that fit into the equation here.

DR. WoOD: kay. Dr. Mattison.

DR MATTI SON: Sort of taking a | ook at

the data fromthe other end, both of your data sets
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seem consi stent in suggesting that 5 percent of the
ki ds used either nore than 5 ounces a year or for 7
or nore days. So, fromthe other end of the data,
that seenms like a fairly large group of children
that are exposed for a long period of tine or to a
potentially |arge volune or dose.

DR WOCD: Mary.

DR. TINETTI: My question is for the two
Acadeny people. You are operating on the
assunption that the fallback is that all these
fam lies and peopl e have access to dermatol ogi sts
or allergists, and what is your stance on the 40
mllion people in this country who are uninsured
and probably tw ce that are underinsured, probably
wi || not have access to dermatol ogi sts, and how do
they sort of fit into your equation of the benefits
and harms for conditions such as atopic dermatitis?

DR FONACIER | feel that those that have

mld eczema may use the 1 percent or the 0.5
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percent hydrocortisone, but once you start going to
moderate to severe atopic dermatitis, which is a
really chronic disease, these patients should be
under the care of a dernmatol ogist or an allergist,
and once the higher potency corticosteroids are put
over the counter, they will access that.

DR TINETTI: M question to you is those
peopl e who don't have the insurance to pay for
dermat ol ogi sts, does the Acadeny denand or require
that dernmatol ogi sts see people who aren't able to
afford the care? | understand that the perfect
position would be that they see a dernatol ogi st,
but for those who financially can't, what is the
position of the Academny?

DR. FONACIER. Well, 1 represent Anerican
Col | ege of Allergy and I munol ogy. You are talking
about the global health care issue here for people
who woul d have the di sease and have no access to
care. | would think that would be a Medicaid issue
of sonme sort. | don't know whether the Anerican
Col l ege of Allergy would have a position on that.

DR. WOOD: Dr. Santana.

DR. SANTANA: Following up on this issue
that was di scussed a few nminutes ago, of pediatric

usage and | ooking at nunbers, | want to follow up
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on that. Do any of the two consumer surveys have
data that could help us investigate that the
product was bought for an adult, but was used on a
child, that they elected to use it on a child
al t hough the primary indication for buying it was
for an adult?

MS. ELLIS: Fromthe purchase perspective,
I can tell you we don't have that in this
particular data set, but it is sonething we could
potentially follow up on and di scover. The
panelists, they tend to work nmore so on a forward
goi ng basis when they do that kind of analysis,
but, yes, that is sonething that could ultimtely
be det erm ned.

Just to be clear, just because we see 5
ounces of product going into a household with a
child, doesn't necessarily nean that the child is
using it. The data would indicate to us that

because there is no increased consunption in a
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household with a child, even though we are seeing
di sproportionately increased nunbers of bodies in
the household, we can't necessarily nmake the | eap
of faith that they are transferring product usage
to a child without further analysis, alittle
different than what we undertook here.

DR WOOD: Dr. Patten.

DR. PATTEN. Yes, | have a question for
Valentine Ellis. This is a question about the
children under 2 years of age. Do you knhow what
percentage of all househol ds surveyed had chil dren
under 2 years of age?

MS. ELLIS: Yes, | do know that. | have
it probably in the back of the room

DR PATTEN. So, then we can figure out,
of those at risk, shall we say, what percentage
actually were treated.

DR. WOOD: No, because they are different
surveys.

M5. ELLIS: | can't tell you if the child
was treated. | can tell you how nuch product the

househol d purchased, but | don't know from the data
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set that we have who in the househol d the product
was used on.

DR PATTEN. So, | guess | amthinking
about the other data set, the other Ellis, Dr
Ellis.

DR ELLIS: That is a very good question
I amnot sure | can answer it specifically because
you see we asked the adult in the family to think
about the children in the famly, and we asked
t hi nk of the youngest child who actually used the
hydr ocorti sone.

So, we were skewi ng out data purposely
toward younger children, but | cannot tell you--I
amsure that in the census data, there probably are
these figures, but | don't know what percentage of
househol ds in the U S. actually have a child under
2. | mean | amsure it can be | ooked up, but |
don't know the answer.

DR PATTEN: It would have been really
good to also ask how old is the youngest child in
your famly, in addition to what is the youngest

child that actually is treated. That way, we would
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know. | nean for all we know, 100 percent of
children under 2 years of age in your survey were
being treated with this.

DR ELLIS: Well, it is probably not the
case, though, because we asked the person to think
about the youngest child who actually was using
hydr ocorti sone.

DR. PATTEN: Right.

DR ELLIS: And that turned out to be, if
you are interested in children under 2, it was,
dependi ng on how you averaged the data point, but
| east clearly, 7 percent were under 2 and were
usi ng hydrocortisone, and the fanily had consulted
with a physician in about 80 percent of those
si tuations.

DR PATTEN. Right, | understand that.

DR ELLIS: But | don't knowif there were
children who were 6 who were using it, and there
was also a children under 2 in that fam |y who
wasn't using hydrocortisone. | nean it nust be
that there were such situations, but we did not ask
t hat .

As you can inmagine, with surveys, after a
few questions, you are pretty tired of answering

questi ons.
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Thank you.

DR. WOOD: W have spent an hour on the
public coment period. | would like to thank the
public speakers for their tine and their attention
to our questions.

Let's nove on to the discussion of the
questions and the Committee di scussion

Jack.

Questions to the Commttee and Conmmttee Di scussion

DR FINCHAM Al astair, over the break at
noon, | did as nuch as | could to find out what the
environnment is el sewhere, and | could only have
time to do Canada, the UK, Australia, and New
Zeal and as far as what products are avail abl e.

As far as | could tell, the only
over-the-counter product in the class that is
avail abl e i s hydrocorti sone. For example, in New
Zeal and, there is a limt on half a percent

strength of hydrocortisone in a 30 gramor |ess
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container. There is nasal fluticasone avail abl e,

but it is not topical, and it is in a class, at

| east in New Zeal and, there is 4 classes of drugs.

There is prescription, pharmacist only,

pharmacy only, and general sale, and it is for
pharmacy only, so it is just like it is in the
United States, but none of the other nore potent

agents that could determ ne were avail abl e

over-the-counter anywhere else, at |east in those.

DR. WOOD: So, none of these are avail abl e

in the UK or Canada either. Okay, good. Dr.

Nel son.

DR NELSON: M inpression of a |ot of the
questions that we were asking our public speakers,

which are difficult to answer, and | amtrying to

get a handle on this, is what is the popul ation

exposure for this product, and if that is high,

| amgetting nunbers that are in the mllion, you
know, taking the nunber of househol ds, you assune 2
adul ts per household, which | realize is probably

not correct, et cetera, you get a big nunber, and

then the answer to the 10 percent question is 10
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percent of a big nunmber is a big nunber, too.

So, | guess | would say | amnot terribly
reassured by the fact that 90 percent m ght be
using it on label, and even if the | abeling needs
to be inproved, frankly, | find it confusing as a
physician to keep track as a non-dernatol ogi st of
all of these different concentrations and what |
shoul d or shouldn't use, because | can prescribe it
to nyself, which | sonetines do, and it takes ne a
long tine to figure out what to do

The t hought of soneone going up to a
countertop without ny training and figuring it out
isalittle bit beyond ne absent better |abeling.

I guess that's an editorial comment, but | guess

the 10 percent sounds to ne like a big nunber, as
well. | share your concern on that, that | heard
earlier.

DR WOCOD: M ke.

DR ALFANO | apol ogi ze, Al astair, for
not bringing this up this nmorning, but | actually
didn't learn it until the lunch break. In the

charge to the Cormittee, the Agency indicated that
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conpani es are potentially proffering nore potent
corticosteroids to go over-the-counter. 1In mny

m nd, that said this could potentially be

revol utionary, | have got Class IIl in nmy nmind, |
don't really know.

But at the break, | |earned that one of
themis actually a Cass VI, which is classified as
mld, so that leads to the follow ng question. In
the AERS data that was presented by Dr. Cook, |
understand there was a neeting in COctober of 2003,
at which Dr. Karowski reviewed the AERS data by
class, and in Cctober of 2003, there was not a
singl e serious adverse event |eading to O ass VI
corticosteroid, and nmy question is has that changed
in the year and a hal f since.

DR. KAROWEKI: I n our update, we didn't
find any of our additional cases had invol ved
agents that were--

DR. WOOD: Could you identify yourself for
the transcriptionist.

DR KAROWABKI: | amsorry. Caudia

Karowski with the Division of Drug R sk Eval uation
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inthe Ofice of Drug Safety. So, even in the
adult patients, they were all with the nore potent
corticosteroids. There was one case with Aclovate,
but that was al so used in conbination with another
topi cal steroid.

DR ALFANO Thank you.

DR WOOD:  Frank.

DR. DAVIDOFF: | am havi ng sone
extrapol ati on problens here. One revolves around
the Dr. Ellis study, which | amhaving difficulty
extrapolating fromhis data to the genera
popul ation since he really only sanpled 3 percent
of his potential population, so | think it is a bit
of a stretch to generalize his conclusions to the
rest of the popul ation

In effect, that study doesn't help ne
under st and the appropri ateness of use of
hydrocorti sone nore generally, but that
consideration is really secondary to ny other
concern, which is about what indications are being
considered for the high potency steroids if they
were to go over-the-counter

Hydrocortisone is clearly being used or is
approved under the nonograph for--or perhaps NDA

what ever--as an acute, purely synptomatic use, but
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it sounds to nme as though the high-potency
steroids, if they were to go over-the-counter,
woul d be | abel ed and approved for nore chronic use
for actual therapy.

Maybe | am m sunder st andi ng the issue, but
we haven't heard a | ot about what the indications
woul d be or what the |abeling would be, and it
seens to ne to try to extrapolate from
hydrocortisone with its very limted intention for
us to the high-potency steroids, which are not only
a di fferent pharmacol ogi cal class, but a whole
different nedical class, | am having great
difficulty deciding howto extrapolate fromone to
the ot her.

Coul d sonebody perhaps | et us know what is
bei ng requested or what is the intention in terns
of the prescribed indications and duration of
t her apy?

DR. GANLEY: | think there was no specific
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i ndi cations other than what is already avail abl e
for hydrocortisone, and that is not atypical. |
don't think it's any different than when ot her
drugs cone over-the-counter. |If there is a
heartburn indication when the H2 bl ockers cane
over-the-counter, they pretty nuch got the sane
| abel i ng that a nonograph antacid treatnent
recei ved.

So, | think if that is as hol dup, you
ought to put it into that context. | think the one
thing that when you do | ook at the current
| abeling, where it has conditions that are chronic
conditions, it alnobst is encouragi ng sone people to
do that, and | think that is a valid thing that we
woul d have to |l ook at if we were going to put nore
pot ent products on the narket, because it does have
the termpsoriasis and things |like that.

DR DAVIDOFF: But if | may follow up on
that, it sounds like, then, that what is being
proposed is to go after a flea with an el ephant
gun. | mean to relieve an itch with a high-potency
steroid, | don't understand what the request is.

DR. GANLEY: Let me just challenge you on
that a little bit, and | think you are taking away

from people, allow ng people to nake decisions. |f
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sonmeone goes out and has a case of poison ivy, and
with all due respect to the dermatol ogists, it is
not easy to get an appointnment with you folks. In
personal experience, it's at least a 3-nonth wait
for fam |y nenbers.

But if soneone chooses to use a topica
over-the-counter product, and they choose
hydrocorti sone, or if they choose a nore potent,
should they not be allowed to nake that choice? If
it doesn't work, they are not likely to purchase it
again. If it does work, they will have a future
reference that this worked the last time | had
poi son ivy. You are not allow ng themto make that
deci si on.

That is why | have a difficulty. W have
all these other products out there where there is
probably 6 or 8 antihi stam nes over-the-counter,
but we don't have the sane questions about those.

So, | amhaving a very difficult tinme understanding
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that part of the equation as to why shoul d soneone
not be allowed to make that choice.

DR DAVIDOFF: But | think, if |I may, the
reason is that these--possibly--is that these are
very potent, potentially very toxic drugs. It is
not the sane as just buying hydrocortisone.

DR GANLEY: Again, | think the issue here
was the safety of it. W recognize that these nore
pot ent products present nore--you know, they could
| ead to bigger problens. OGherwi se, we would have
just been putting these out there, and one of the
speakers who suggested that we are rushing to a
deci sion here, we haven't had one out on the market
in the last 20 years, and | am very encouraged that
we are actually--

DR. WOOD: We are rushing to a decision
here, we have planes to catch.

DR GANLEY: Yes.

DR WoOD: | would rem nd you, though,
Charley, that, you know, | seemto recall the
anti hi stam ne neeting, and the same cast of

characters showed up to tell us we shouldn't do
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that as well. Isn't that right? Okay.

Jon.

DR WLKIN. It is a fine point, but when
we are tal king about nore potent, | think we at FDA
are tal king nore potent than the currently approved
OIS hydrocortisone products. W are not thinking
about the nore potent of all the current Rx
products.

DR WOCD: Dr. Epps.

DR EPPS: | amgoing to comment and then
I have a question. One thing that is rather second
nature to a |ot of dermatol ogi sts, but not
necessarily to others, is the classes of topica
steroids, even wthin hydrocortisone can be very
different. There is hydrocortisone acetate,
butyrate and val erate, and they can vary from C ass
IVito Cass VII, so some are prescription, sone are
not prescription, and just as several of our
speakers have said, sone people confuse the
percentage as being their strength. Sone people
think hydrocortisone valerate 0.2 percent is weaker

t han hydrocorti sone 2.5 percent, when that is not,
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in fact, the case

There is sonme confusion out there, and
different nedications are put on the incorrect
areas, which would be ny concern as a pediatric
der mat ol ogi st who certainly defend for the little
peopl e who cannot vote and cannot speak for
t hensel ves.

As far as application, of course, the ones
who are getting the diaper rashes under 2, and, of
course, there are sonme seniors and sone nursing
hone patients that we becone concerned about as
bei ng applied on a noist area under occlusion in
the diaper, and that is where your absorption
occurs, that is where the side effects occur,
whether it be stria or tel angi ectasias or
absorption, but that is where the dermatitis
occurs.

That is one major concern that we are
havi ng, al so peopl e under 2 cannot express to you
that they feel bad, that they feel fatigued, that
they are having side effects that you nmay be

experiencing from HPA axis for an ol der person or
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child can do that.

One question soneone asked, who treats the
people if you don't have a dermatol ogi st, people in
energency roons, doctors treat them pediatricians,
famly practitioners, nurse practitioners. They
are often the first line, and as a pediatric
dermatol ogist, if things don't respond, they end up
in nmy office.

Is there any data--1 guess ny question--at
ot her neetings, they have had express script data
regardi ng a number of steroid prescriptions and
ages for particular steroids, is any of that data
avai | abl e? Maybe that woul d hel p sone peopl e who
have questi ons about how many prescriptions are
witten, but there has been data presented
previously. | don't know if any of that is handy.

DR. WOOD: Wil e sonmebody is | ooking for
that, Dr. WIkerson.

DR. W LKERSON: A couple of points of
clarification fromthe Agency. Are we--or M.
Chairman--are we actually tal king about, are we

deciding today that 1 percent hydrocortisone is
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saf e?

DR. WOOD: No. At least ny inpressionis
that what we are deciding here is the questions
that are listed on the table, which is focused on
what one would need to do to denonstrate that a
future application by a sponsor that their drug was
safe to go over-the-counter.

DR. W LKERSON: But by extrapolation, if
one assumes we are naking an assunption in the room
that 1 percent hydrocortisone is safe, has it been
subjected to the sane criteria that we are now
bei ng asked to determine if these are appropriate
criteria.

I can al nbst bet you that if | cover your
body with 1 percent hydrocortisone creamtw ce a
day for the next two weeks, | bet | can suppress
your HPA axis unl ess sonebody has evidence to the
contrary, my point is | have not seen that
presented today in terms of what is--we are bl anket
approvi ng or passing on 1 percent hydrocortisone in
any quantity to be safe, and that just doesn't pass

the snell test, and if that doesn't pass the snell
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test, then, why do we go on to nore potent topica
steroids of which we don't have a netric that we
even know the validation of right now If we don't
know t he validation, the netric of 1 percent
hydrocorti sone, what is the--

DR KCENIG | have two | arge boxes of
data fromthe neetings regarding the 1 percent
hydrocorti sone, and the amended TFM t hat came out
in 1990 addressed that specifically. | don't know
if | included that in the background package, |
guess not, but there was extensive data and
literature reviews, and it was determned to be
safe and effective by FDA

DR. WLKERSON: In what quantities and
what ages and what application rates?

DR KOENIG Well, it's OTC, so it follows
the labeling that is in the nonograph. That woul d
be children over 2, and it is restricted to people
over the age of 2 years old and no nore than 3 to 4
times a day.

DR. W LKERSON: By these questions, we are

bei ng asked to determine what is an acceptabl e
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| evel of HPA axis suppression, which is directly
related to the volunme, quantity, condition of the
patient in whomit is being applied to. How can we

do that if we don't even have a standard for the--

DR. WOOD: Let ne try and focus the

question. | think the question you are asking is

has there been HPA axis suppression tests for
topi cal hydrocortisone, right?

DR. WLKERSON:. Right, and in what
quantities.

DR, WOQOD: Let's hear if there is an

answer. Do we have an answer to that in the two

boxes of data?

DR. KOENIG W have HPA axi s suppression

tests with 1 percent showi ng no evidence of
suppression using the ACTH stimtest, actually,

cosynt ropi n.

DR. W LKERSON: But what quantity, what

percent body surface area, what age groups, al

those things?

DR KCENIG It varies. The ones that

showed were all in children ranging in age from |l
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guess 2, 2.5 year nean, nedian 2.5 years up to
think 14, and the body surface areas ranged in the
five studies | presented froml think the small est
was about 30 percent up to over 50 percent of body
surface area

DR WLKERSON:. Okay. Well, | nean that
is a start for our netric then

DR. WOOD: So, the answer to the question
is yes, there have been studies, and, no, they
didn't show HPA suppression.

DR. KCENIG They have, right.

DR. WOOD: Any other questions? Yes.

DR RAIMER Just a comment. |f the FDA
is looking at putting dass VI steroids
over-the-counter, | just want to rem nd fol ks that
our ability to class steroids is so crude still. |
mean what we do is basically the vasoconstrictor
assay, which is running the creamon the skin and
then coming back and neasuring how big an area of
bl anchi ng you get.

That is the best we have, and that is

terribly crude. W have already seen today that
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sonmething that is considered a Class V, which is
still considered really fairly mld, caused HPA
suppression in 73 percent of older children, not

even younger children.

So, | think we have to be careful at being

too confident that things that are Class VI really

all that mild. W just don't have a good way to

actually classify steroids, and it's according to

strength at this point in tine.

DR. WOCOD: Dr. Skinner.

DR.  SKI NNER: | think in the idea of can

the public diagnose and treat thenselves with
strong topical steroids, you have to | ook at

Lotrisone, which was kind of prompted as is it

fungus, is it dermatitis, who cares, you know, this

will take care of it.
So, how well did the famly practice

doctors and internists do with that? | know

der mat ol ogi sts have seen a whole | ot problenms with
that, African-American babies that had white diaper

areas, stria, things like that, so this is doctors

not being able to do it too well, so howwell in
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the next step can the public do?

DR. WOOD: Dr. Nel son

DR NELSON:. | guess | just want to keep
two questions distinct in nmy mnd. One is whether
there is serious adverse events when used within
the | abel that m ght be considered for
over-the-counter and limting simlar to
hydrocorti sone versus what is the risk when you
i ncrease the potency of the particular nedication
you use for that 10 percent who is not using it
within the confines of that |abel

Al the data we saw this norning is
presented in a way that would not be |abeled for
over-the-counter use. It is 2 to 3 weeks, et
cetera. To sone extent, that is a question that we
have not been presented any data to be able to
answer, because none of the studies of the nore
pot ent agents have been done on 7 days or |ess of
treatment, so we are trying to extrapolate on top
of extrapolations, which is fairly difficult.

DR. WOOD: Right. The issue here in that

context is there an over-the-counter indication in

file:////[Tiffanie/c/Dummy/0324NONP.TXT (253 of 330) [4/5/2005 12:51:44 PM]



file:////ITiffanie/c/Dummy/0324NONP.TXT

whi ch there would be a reasonabl e assunption that
people will not follow the |abel precisely. | nean
maybe they will, and that is different froman Rx

situation. So, that is part of the context for

this discussion, | think.
Dr. Bigby.
DR BIGBY: | would just like to make two

comrents and sort of expand on what Dr. Rainer
said. The first one is about this sort of

St ought on vasoconstrictor assay. This test has
really not been w thout controversy. In fact, it
was the subject of an FDA panel regardi ng generic
topical corticosteroids, and Stoughton published an
article clainmng that generics were not

bi ol ogically equivalent to enervators based on the
vasoconstrictor assay.

The fallout fromthat paper was that if
you take the sanme product and test it on different
peopl e on different days, you will often get a very
different assay result and as nuch as a two-cl ass
difference in the product. So, | think it really is
an i nexact thing.

If you |l ook at the table that was provided
in Tab 1, in general, ointnments are nore potent

than creans, which are nore potent than |otions,
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but Aristocort Cream which is 0.1 percent
triancinolone is listed as being a dass VI,

wher eas, Kenal og Lotion, same product as a |lotion,
which I think all of us would agree should be |ess
potent, is classified as a Cass V, and there are
many, many exanples of this sort of thing.

The second one was, you know, | amvery
famliar with Rule of 3, so if there are no adverse
events in 20 patients, you put 3 over the nunber
exposed, and that will give you the upper 95
percent confidence interval

The other side of that is, though, if you
have a very snall study and you do detect a signal,
it usually inplies that there are, in fact, going
to be a significant nunber of adverse events, and
if you ook at what was provided in Tab 9, in that
what was called Goup 2 was included betanethasone
val erate at 0.025 percent and fluoci nol one at 0.006

percent, and 1 out of the 17 of these people tested
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had HPA axi s suppression, so already in the | owest
group that we can consider, you already have a
signal that you have HPA axis suppression

So, | mean | think that the onus really is
on showi ng sone really good proof that these things
are safe, not at what |evel we need to detect a
signal, because we have al ready detected a signal

DR. WOOD: Dr. Ringel

DR RINGEL: Two coments. The first is
that we have tal ked about vehicles, and one thing
that is inmportant to remenber is that the nonograph
process, the way it was described to ne today, it
is the drug that will be approved, and not the
vehicle, so if we approve betanmet hasone val erate,
we don't know what kind of enhanced vehicle the
generic conpanies will conpound it in, and it feels
as if we would | ose control over the product that
is being used by our patients.

DR. WOOD: I n fairness, though, and
don't want to cut you off here, but that is not
what we are approving today. | nean we are

addressing i ssues of HPA axis suppression. Am|
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right, Charley?

DR GANLEY: It's that, but these are
products that are marketed under NDAs, and they
woul d be marketed under NDAs, so their formulations
are already set, whether it is an NDA or an ANDA.

DR. WOOD: You nean they can't cone in

Wit h--

DR. GANLEY: They can't go into the
nmonogr aph.

DR. RI NGEL: Ckay.

DR. GANLEY: They woul d renmai n NDAs, they
woul d still have the same reporting requirenments as

all the others. Whatever hurdles you woul d set
today with regard to safety would apply to a
conpany conming in with a specific product saying we
want this to go OTC, whether it's a Class | or a
Class 6, but this is the hurdles that you have to
get over, that's it.

So, | don't want you to get locked up in
all the formulation issues, because that, | don't
know if it is an issue right now.

DR. WOOD: Do you want to respond to this,
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John?

DR. WLKIN: If | could just conment on
the vaso, two nenbers of the panel nentioned the
vasoconstrictor assay. | can say on the new drug
side, and that is what we are tal king about today,
is that we have never used vasoconstrictor data as
a surrogate for efficacy or safety, and that is
really not part of that flow chart that was
presented to this group.

DR. WOOD: Charl ey again.

DR. GANLEY: There was a question about
use of prescription products, and we do have sone
clainms information.

DR. RINGEL: | did have one other quick
conment .

DR WOOD: Go on and finish.

DR. RINGEL: | think that generalizing
about the use of other corticosteroids based on
hydrocorti sone may be not very accurate either. |
thi nk one reason that people don't use nuch
hydrocortisone frankly is it doesn't work very

well. | think they stop it because it is not doing
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anything in nmany cases.

I have no trouble getting ny psoriatic
patients to stop using hydrocortisone. | have
enornous trouble getting nmy psoriatic patients to
stop using cl obetasol, because one they get their
hands on it, and they realize that it's doing
sonet hing, they don't want to let go. | think the

better the product, the nore abuse you are going to

see.

DR WOOD: CGo ahead.

DR. MOENY: David Moeny fromthe O fice of
Drug Safety. | did conduct an analysis of advanced

PCS clains data. This would just cover
prescription products, it doesn't cover very much
OrIC products.

We did find that the younger the patient,
the | ower the potency, and the smaller the tube
that is dispensed to the patient. For instance,
basi cal l y, under age 16, greater than 80, 85
percent were di spensed of a | ow to medi um pot ency
product at 30 grans or less. Use is kind of

typically where you woul d expect to see that in
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that age group.

Does that answer the question?

DR WOCOD: It was Dr. Nel son who asked the
guestion, right?

DR NELSON: What are the nunbers, the
total nunbers of prescriptions out of curiosity?

DR. MOENY: Prescription clains per year
were over 4 million

DR WOCD: Dr. Witnore.

DR WH TMORE: | think what disturbs me
about this is that the first consideration probably
shoul d be the ends that we are comng to, and the
ends being patients being able to correctly
di agnose and treat thensel ves.

If we could establish that that is going
to be the case, then, | think you can step back and
| ook at the other issues, but until you can
establish that, | don't think you can tel
pharmaceutical s that they have any grounds to stand
on in terns of getting these over-the-counter.

Surely, there are patients who know

exactly what they have and they are patients who
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have al ready seen a dernatol ogi st, been taught how
to use things, who could efficiently probably get
over-the-counter products like this, but you are
going to have a great nunber of patients who have
no i dea what they are doing in ternms of they don't
know what their skin disease is. It may be a skin
cancer, it may be a fungus, it may be, you know,
what ever, who are going to be using these products,
and until sonmebody can establish for us that

pati ents can di agnose thensel ves, | would say that
the currently prescription products shoul d never go
over -t he-counter.

DR. WOOD: Are there any new points that
any Conmittee nenbers want to bring up, that have
not been ventil ated before? Ckay.

In that case, let's nove on, in the
absence of hearing any, let's nove on to the
questions, and there is a preanble which | wll
read.

Conpanies are interested in the potenti al
mar keting of OIC topical corticosteroids that are

nmore potent than the hydrocorti sone products

file:////[Tiffanie/c/Dummy/0324NONP.TXT (261 of 330) [4/5/2005 12:51:45 PM]

261



file:////ITiffanie/c/Dummy/0324NONP.TXT

currently on the narket.

Current OIC corticosteroids |abeling
limts use to approximately 7 days, however, a
mnority of consunmers may exceed the | abel ed
duration. Safety concerns include systemc effects
and |l ocal effects. O the systemc effects,
potential adrenal suppression is the nost
concerning foll owed by Cushing-like effects.

Pl ease discuss the questions below in
regards to devel oping a possible paradigmto
eval uate the safety of topical corticosteroid
products, and if |I can find it again, Charley or
sonmebody passed out the sheet, which | can't lay mny
hands on right now, but it is here, the flow
diagram yes, this one, the flow di agramthat
Char | ey passed out.

I guess that is sort of is the basis for
t he deci si onnmaki ng process.

So, let's go to the first question

I f any subject has HPA axi s suppression
with ACTH testing under naxinmal use conditions,

does that preclude OTC marketing of that
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dermat ol ogi ¢ topical corticosteroid product?

I's there discussion on this? Yes.

DR NELSON: | wouldn't mind a
clarification of what the phrase "maxi nal use
conditions" neans. |s that use as antici pated
under what might be an OIC | abel, or is that m suse
as anticipated within the popul ati on who woul d be
potentially buying this off of the counter?

DR WoOD: Well, ny view would be the
latter, but |I think the FDA nay be reluctant to say
t hat .

DR WLKIN. The idea is maybe rather than
maxi mal use, a provocative test to see if under
extreme conditions, it could occur.

DR WOCOD: Go ahead.

DR BIGBY: | would just like to remnind
the panel that the test being used to detect HPA
axi s suppression has a sensitivity of 70 percent,
so, even if the nunber is zero, you are m ssing or
you are potentially mssing 30 percent of people
who are suppressed.

DR. WOOD: So, what you woul d suggest for
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the sensitivity?

DR. BIGBY: M whol e suggesti on has been
stated, | nmean that is the test that we have, and
that is the question we are being asked, but it has
a sensitivity of 70 percent.

DR WOCOD: Well, there is the Tinetti
nmodi fi cation of the test, widely described in the
last two hours. | nean we could increase the
sensitivity by going up in the requirenent.

I mean | don't think we want to do that
here, because none of us have a sense of where that
nunber cones, but what Mary--1 don't want to put
words in Mary's nouth--but | think what Mary was
suggesti ng was that you woul d increase the height
of the bar and that that woul d bring that
sensitivity up substantially, and w thout know ng
where that nunber is, you would be reluctant to set
it, but that is probably there in data sonewhere

VWayne.

DR. SNODGRASS: This Question 1, the way |
amreading it is | am being asked to coment on

sort of a risk issue, a risk consideration, and the
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way it is worded is if any subject has--and it goes
on--1 am | ooking for any subject out of what nunber
t est ed.

DR. WOOD: That's Question 2.

DR. SNODGRASS: All right.

DR WOCOD: So, the first one is an
absol ute, and then the second one is out of what
sample size. That is ny reading of it, right?
Ckay.

Yes, Ben.

DR. CLYBURN: The only thing I was going
to cooment is that even with a relatively
insensitive test, and for secondary adrena
insufficiency, | think the nunbers were 57 to 60
percent, there is still significant HPA suppression
in the tests that we have already seen presented
today, so we do have the snoke, so to speak

DR WOCD: Dr. W/ kerson.

DR, WLKERSON: | went back to ny point,
what is this maximal, | nean are we going to apply
this to 60 percent body surface area, are we going

to apply it to the back of the hand? | nean that
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is what is going to deternine for nost of these
drugs whet her they pass the test or not.

If I put clobetasol on the back of nmy hand
only, I am probably not going to suppress ny HPA
axis, but if | put it over 30 percent of my body
surface, | am probably going to.

DR. GANLEY: The question was just
answered. It is following the extreme provocative
test that is already required for prescriptions,
where it is two weeks and covering 30 percent or
more, Jon, of the body? That is the extrene.

DR W LKERSON: Ckay.

DR WLKIN. And | should add "invol ved
skin," in other words, not normal skin, but skin
where the area has been conproni sed

DR. W LKERSON: So, 30 percent involved
twice a day involved area

DR WLKIN:  Well, maxinmal use, if the
corticosteroid is actually approved for 3 tines a
day or 4 tines a day, it would be at the maxi num
frequency, naxinmum duration, nmaxi num anmount to be

appl i ed, and the body surface area of approxi mately
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30 or 35 is the mninum

DR. WLKERSON: | think that is a
reasonabl e pattern of potential overuse for
over-the-counter.

DR. WOOD: Any ot her comments, questions?

No. Ckay. Then, let's vote on this. |If
any subject has HPA axis suppression, and does that
precl ude marketing, so | guess if the answer is
Yes, that neans that precludes marketing. Right?
kay.

Let's start with Jack.

DR FI NCHAM  No.

DR RAI MER  Yes.
DR. TINETTI: No.
DR RI NGEL: Yes.
DR. VWH TMORE: No.
DR. CLYBURN: No.
DR. SANTANA:  Yes.
DR. SKINNER:  Yes.
DR. PATTEN: Yes.
DR. TEN HAVE: Yes.
DR. DAVI DOFF:  No.
DR BI GBY: Yes.
DR WOOD:  Yes.
DR.

NEL SON: Yes.
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SNODGRASS:  Yes.
MATTI SON:  Yes.
SCHM DT:  Yes.
EPPS:  Yes.
CHESNEY:  Yes.
TAYLOR  Yes.

W LKERSON:  Yes.
STRATAKI S:  Yes.

BLASCHKE:  Yes.

T3 33 333D DD

WOOD: Okay. Four No and the rest are
Yes.

The next question addresses the issue we
just discussed. It is an attenpt to sort of
address | guess fromtwo directions, but not
including Dr. Bigby's although I think we probably
woul d want to add--

DR. ROSEBRAUGH: Al astair, the people that
said No, it mght be of interest to the Agency to

know, you know, one of the ways to | ook at how to
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draw the bar on safety was HPA axi s suppression, so
the people that said No, | would be interested to
know how t hey woul d draw the bar then to decide
what potency, what strength that they would all ow
over-the-counter and what sort of safety thing they
want to | ook at.

DR. WOOD: So the people who voted No, we
are interested in knowi ng what, if anything
guess, you would use to distinguish it, and we wll
start, and | am going around the room Let's take
in the order they are on this list.

Fr ank.

DR DAVIDOFF: Well, as | understood the
question, it was whether there is the existence of
any potential to preclude its use over-the-counter.

DR. WOOD: Not any potential.

DR. DAVI DOFF: Potential, right.

DR. WOOD: No, not potential, any actual.

DR DAVI DOFF: Potential or actual, it
seens to ne.

DR. WOOD: The question is actual, it is
not potenti al

DR. DAVI DOFF: Ckay. The existence of
actual could be one case out of a million. That,

to ne, is not an appropriate--
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DR. WOOD: That is Question 2.

DR. ROSEBRAUGH: Let ne clarify it. If we
do sort of sonmething simlar to what they do on the
prescription side, your second question is how nmany
peopl e do you test, but we have it number of
subj ects that we test, we run HPA suppression tests
like we typically do on the prescription side. |If
any of those people suppress, does that nean that
it would not be a product that could go OTC?

That is the question, and so the people
that said Yes, that nmeans that that is where they
draw the bar at. So, the people that said No, |
j ust wonder how you draw the bar

DR. DAVIDOFF: Well, that's the next
question, | haven't gotten to that. Al | was
trying to say is--

DR. WOOD: Frank, | think that is not the
next question. | mean the next question mght be

answered by the Cormittee that they only needed to
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do 10 people, for exanple. | am not suggesting
that will be, but if that was the question and you
found one, your answer was that that would not
preclude its marketing.

DR. CLYBURN: | was going to say, | went
the sane |ine of thought that if any subject, so
theoretically, there could be one subject who woul d
be suppressed, and you would | ook at it out of a
| arge nunber, and say that that was probably an
acceptabl e rate, whereas, | could have easily gone
the other way had | said even the change here, does
the potential for suppression, it depends on how
much potential. That was in our original packet,
the original question.

DR ROSEBRAUGH: Well, let nme just try to
clarify for the panel then. A sponsor brings a
package in to us. They have run the test however we
decide by 2, it's Question 2, however nany nunbers
we say you need to run it, and one of them have
suppressed on that test, does that nean that that
drug should not go OTC. That is what the question
i s supposed to nean.

DR. DAVIDOFF: May | finish nmy answer,
because | haven't had a chance? | have been cut

off four tines.
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Even if they brought in data show ng zero,
and their sanple was 100, we still know that there

is the potential. The point that | amtrying to

make about why | voted was that there are any
nunber of drugs that are on the market

over-the-counter including things like

acet am nophen, which can rot your liver, and does

regularly in this country. That does not preclude

its utility and its acceptance for use

over -t he-counter.

Usi ng the same reasoning, | couldn't a

priori vote that the actual occurrence of HPA

suppression, on its ow nerits, would be enough,

itself, to preclude over-the-counter marketing.

DR WH TMORE: | second what Dr. Davi doff

said, and there are other reasons why | would not

let it go over-the-counter, but not this.

DR. WOOD: Say that again.

DR. VH TMORE: | second what Dr. Davi doff
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said, and if there were 1 in 100 or even zero in a
100, well, let's say a positive, there was 1
positive, because you said any positive, so if
there were any positives, 1 in 50 even, that would
not be ny reason for not allowing this to go
over-the-counter. | have other reasons, but not
t hat .

DR WOOD:  Ben.

DR CLYBURN:. Just echoing what | said
before on what Dr. Davidoff said.

DR WOCOD: Mary.

DR TINETTI: | agree with Dr. Davidoff.

DR WOCD: Jack.

DR FINCHAM | think | amthe fourth and
final one.

DR WOOD: You are the fifth and final one
now t hat we- -

DR FINCHAM That's a great question, and
I guess | answered it in the context that Dr.
Davi dof f tal ked about relative to other products
that are avail abl e over-the-counter. There are

geriatric patients that have G bleeds that die
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weekl y because of NSAID use or aspirin use, so
think it is a risk-benefit assessnent.

That is a long answer to a short questi on,
but that is what | was looking at was in the
context of everything else that's avail abl e.

DR. WOOD: Then, let's go to Question 2.
The nunber of subjects eval uated provides for the
confidence in ruling out HPA axis suppression at a
desired upper limt. Wth a 95 confidence limt,
what is the greatest rate of HPA axis suppression
to be ruled out?

The question really here relates to the
sanple size, and | guess we could add to that, if
Dr. Bigby agrees, and Mary, that part of that could
al so include whether there should be sone increased
sensitivity for the test. |Is that reasonable,
Mary? Ckay. So, we would reviewthis with an
increased sensitivity. Ckay.

Di scussi on?

DR. TINETTI: Are we limted to the
nunmbers on this?

DR. WOOD: | don't see why we shoul d be.

Dr. Nel son

DR NELSON: A question for the

endocri nol ogi sts perhaps. O those individuals who
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woul d be suppressed, what is the percent risk of
sudden death in those individual s? W tal ked about
that is what we fear, but if you took 100 patients
who were suppressed from whatever steroid

adm ni stration, how many of them woul d necessarily
suffer that fate?

DR STRATAKIS: | wouldn't have the answer
to this question, because when we tal k about
suppression here, we define it by the criterion of
18, and for the people that have died in energency
roons and under other circunstances of stress, that
were insufficient, nobody has been able to go back
and regul ate the sudden death with the actua
stimul ated peak val ues.

DR WOOD: | amnot sure that they are
using this just for sudden death. | nean they are
using this as a surrogate for other evidence of
corticosteroid--

DR STRATAKIS: Well, he is asking
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specifically about that.

DR. WOOD: | understand, but ny sense
is--and this can be addressed to the FDA--that we
are using HPA suppression as a neans, a quality to
measure of systemic corticosteroid excess, you
know, Cushing's, glucose intolerance that Dr.

Tayl or tal ked about, and all the other things, and
that is one way to get at that.

DR STRATAKIS: That is Question No. 3.

DR GANLEY: | guess there is a sense that
of the people who come to an energency room or are
admtted to a hospital with the diagnosis of
adrenal suppression or synptomatic because they are
on known steroids, what percentage of them die?
That is one question

But again | think the thing is that
apparently there is a |ot of people out there that
are on chronic steroids topically and orally that
are just going along and perking along and do fine
until they get into a stress situation, so what is
the risk of getting into a stress situation, too?
It is fraction of a fraction

DR. WOOD: But it is not possible to
answer that question.

DR. STRATAKI S: Except that perhaps the
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best way to answer that question would be--and
just thought about sonething, and | used the
exanpl e before--of patients with panhypopituitarism
who, by definition, have cortisol responses to ACTH
of zero.

So, these patients, if you |look at the
studies | nmentioned before, you look at lifetine
risk of death, as | nentioned before, death from
adrenal cortical insufficiency was the nunber one
cause of death in these patients.

DR. WOOD: And these are patients who
carry the diagnosis with themat all tines.

DR STRATAKIS: Correct. This is lifetine
risk of a patient that has a cortisol val ue of
zero, an endogenous cortisol value of zero in
response of ACTH, lifetinme risk of sudden death
bei ng the highest reason for nortality in these
patients.

DR. WOOD: But | nean npbst of these
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patients have a bracelet, and so on. These are
different from people who are taking--

DR STRATAKIS: Correct. So, there are
factors, | guess, that would increase nortality in
our popul ation.

DR WOCD: Dr. Epps.

DR EPPS: Just a comment, | guess.
Hydrocorti sone has been around for 50 years, we
have good experience with that. That is all the
atopi cs had for many, nmany years. Sone of the
newer ones have been around 20 years, perhaps 10
years. W don't have as nuch information about
themon a large area, but there is a |arge
experience with hydrocortisone.

We don't know about the newer ones, and
that is really what we are tal king about, the ones
we really don't know.

DR. WOOD: Any other comrents on this
guestion? Yes, Dr. Bigby.

DR. BIGBY: | actually apol ogize for
keepi ng going back to this. [If roughly 30 percent

of the patients who have this test may be giving
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fal se negative nunbers, the actual nunbers of the
upper adverse event rate in this table are actually
10 tines what is printed here.

DR EPPS: | agree with what he says and
al so that suppression is under-recogni zed and
under - di agnosed, so that sone of those cases are
bei ng m ssed, too, you know, the patient is not
getting better, we don't really know why, on and
on. | mean this would be nore of an acute
situation rather than probably in the outpatient
situation, but that is true.

DR GANLEY: Could | just get

clarification? | amnot sure what you are saying
is 10 times. |If you have 10 people and it's zero,
10 tines 26 is not 260 percent. | don't know what

the nunmber is, but | don't knowif it's 10 times.

DR. BIGBY: That is true for the very |ow
nunbers, but if you go to 100, for exanple, you
know, it is 3 divided by 100 or 3 percent, but
there may be 30 peopl e who gave you a fal se
negative result, so it is really 33 out of 100, not
3 out of 100.

DR. GANLEY: But you coul d increase your
sanpl e size by a certain anount.

DR, WOOD: One.
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DR TINETTI: It would only be one extra,

so it would be 4 percent rather than 3 percent.

DR WoOD: It would be 30 percent of 3,

not 30 percent of 100. So, it would be 4, not 3,

but the point is still the sane.

Dr. Ski nner.

DR SKINNER: Until this morning | really

had never thought about the idea of people rolling

into trauma units of energency roons on topica

steroids and dyi ng because of that. So, we don't

know what that problemis, howbig it is. Now we

are tal king about nultiplying that problem by
sonmething if potent topical steroids go

over -t he-counter.

It is hard to make these deci sions not

knowi ng what that nultiplier is. If it's no

problem then, nultiplying it probably isn't a

problem If it's a pretty good problem then, you

know. | guess that data is never going to be
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known, but | think that certainly weighs in how you
t hi nk about this.

DR WOCD: Dr. Nel son

DR NELSON: M concern here is and
don't fully understand how you nonitor the safety
of over-the-counter drugs. Certainly, the Adverse
Event Reporting System -

DR. WOCD: This is not to nonitor the
safety, this is to determ ne--

DR, NELSON: | understand that, but there
is a relationship between how many peopl e you put
inthe initial trials versus the ultimte safety of
the drug. W have taken things off the market
because things have occurred at a much | ower
i ncidence than 0.3 percent in the first 1, 000.

So, | amnot confident that what we do for
drug approvals in non-over-the-counters in fact is
sufficient, and | find nmyself going back and forth
around that issue, you know, how much do you do in
the first part, then, what do you do post-narketing
to nonitor it, and ny confidence woul d be assured

if | thought we had a decent post-marketing system
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O herwi se, you end up increasing the pre-nmarketing
nunber quite high to where you keep things off of
the market.

That is where | find it alittle bit
difficult to put a nunber on a pre-nmarketing study.

DR. GANLEY: For these drugs, the
reporting requirenents are no different than
prescription, so the questionis, is the reporting
different for OICs versus prescription. | nean we
know the prescription adverse events are not
reported as well as we would like.

DR. NELSON:. That answer is both are poor

DR. GANLEY: Both are poor, but there is
mandat ory requirenents to reporting froma
conpany's point of view for an NDA product.

DR WOOD: But OTCis unlikely to be
better.

DR GANLEY: | would agree with that.

DR WOCD: M ke.

DR. ALFANO This will be nore neani ngful
to the people from NDAC who were here yesterday,

because yesterday we were dealing with a surrogate
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test also, and we killed it basically because there
was no link to a specific meaningful clinica
endpoi nt ..

So, we have anot her surrogate test for
adrenal sufficiency, the HPA suppression test
today, and we are enbracing it, and yet it is not
linked, as we have learned, to a specific clinica
endpoint. Certainly, there is a suspicion as there
was yesterday that there is a |linkage there, but
there is no way to directly link it.

So, that concerns ne a bit that for sone
reason, a very anal ogous situation is viewed
differently today than it was yesterday. Then, if
you | ook at the AERS database, and for dass VI and
VI, real world experience, there is not a single
serious adverse event reported in the entire
dat abase of several mllion reports.

So, there seens to be an inconsistency in
the way at | east NDAC has acted over the last two
days. Admittedly, different situations, different
tests, different degrees of potential negative

outcones, but in principle, we are valuing this
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particul ar test higher than we val ued yesterday's.

DR WOOD: | amnot sure | agree. | nean
this is like a blood culture for yesterday's
analogy. | nmean this is a diagnostic test for a
di sease, and this is the diagnostic test for
cortisol excess in the systemc circulation, used
to di agnose Cushing's, used to diagnose HPA
suppression in vivo. | nmean that is different from
sanpl i ng bugs on the hand.

This is the test that if you walked into a
hospital in this country today, and sonebody said
bel i eve you have got adrenal suppression, the test
that would be done to do that is--

DR. ALFANO | understand the subtlety,
Alastair, | really do. It is just that when
pressed to define what that neans in terns of
severe outcones, to suppress who is positive in
this test, we have not been able to relate it to
anything, and that is parallel to yesterday.

DR. WOOD: | think the question that was
asked was sudden death to which it was difficult to

give an answer. W know a | ot about the norbidity
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associ ated with HPA suppression and with Cushing's.
I don't think these are the same at all, and
think it would be misleading if we left people with
the inpression the only bad thing that happens to
you from HPA suppression is dying in the energency
room because sonebody didn't give you steroids,
mean it is substantially worse than that.

DR. STRATAKI S: | agree. | think it is
m sl eading to say that--1 voted Yes to this, the
first question because | think that there is a high
risk of having patients dying in the energency room
because of adrenocortical insufficiency after they
have used OTCs. | don't think that is the case.
think that the risk of that happening is
extraordinarily low, but | am concerned about the
patients that we are nissing that have sone degree
of adrenocortical axis suppression, that have many
other systemic effects that we cannot, or at this
poi nt we don't know how to neasure them

DR. ALFANO Again, just trying to link to
the real world, we saw 60 events in over 50 years

of availability, at |east of hydrocortisone, and
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don't know how many millions of doses were applied,
so | amjust trying to--

DR WOOD: But we see very few events with
di goxi n, too.

DR STRATAKIS: VWhat were the 60 events?

DR. WoOD: Al drugs have very snall
number of events in AERS, so digoxin, which is the
| argest cause of adverse events in hospitals, and
warfarin, don't have a proportional nunber of
events in AERS dat abase even though, in
hospi tal - based drug safety studies, they are the
nmost frequent causes of adverse events.

So, | nmean | think you have to be carefu
about it. The largest reporting rate occurs in the
first few nonths of a drug's marketing.

Dr. Whitnore.

DR. WHITMORE: | need to preface this and
again say that | amnot for approval of these going
OrC, but what | would say is that 20 or 30 percent
of our patients who are using the higher potency
steroids are having this HPA suppression, which we

are not doi ng anything about, and hopefully, if we

file:////[Tiffanie/c/Dummy/0324NONP.TXT (286 of 330) [4/5/2005 12:51:45 PM]



file:////ITiffanie/c/Dummy/0324NONP.TXT

are seeing themon a regular basis, which may be
regular or less regular, we would pick up if they
had any clinical synptons of adrenal insufficiency.

But | would have to add to that this is
happening all the time, and there is nothing that
is being done about it, so | don't knowif it nakes
it any different whether it over-the-counter or by
prescription, still nothing is being done about it,
and naybe we shoul d be doi ng sonething different.

Again, | have to reiterate | don't think
they should be OTC for a different reason

DR. WOOD: That is Dr. Alfano's point, as
wel |, actually.

Dr. Chesney.

DR. CHESNEY: |In response to the AERS
dat abase, | think many physicians don't report
known side effects, so they may be seeing striae
and they nay be seeing a |l ot of other things, but
they wouldn't report them as an adverse event
because it's a well-described conplication

So, | think the fact that there aren't

many reports doesn't convince nme. | think the
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other thing that we have said over and over again,
which is we have no idea of how nmany patients who
are i munosuppressed because they have had topica
steroids cone in with sudden death, and nobody
thinks to ask them nobody | ooks for it, so | just
wanted to rmake that point again.

DR WOOD: Any other comments? All right.
Are we ready to take this question?

Are we going to give an answer--1 guess
what we need is an answer, and Mary is not here, so
maybe we can do it without having to come up with
ot her nunbers, but her question was do we have to
stick to these nunbers, and | guess the answer is
no, but you want us to give a nunber, right? Al
right. So, pick a nunber.

DR BLASCHKE: | will pick a nunber. |
woul d pick 100.

DR STRATAKIS: 1, 000.

DR W LKERSON: 1, 000.

DR. TAYLOR | would pick 100.
DR CHESNEY: | haven't a clue how to
answer this, | really don't, so | amgoing to say
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10.
EPPS: G eater than 1, 000.
SCHM DT:  50.
MATTI SON: 1, 000.
SNCDGRASS: 1, 000.
NELSON: 1,000 or greater
WoCD: 1, 000.

Bl GBBY: Can you cone back to me?

T3 333D DD

WOOD: No, now is your nmonent. Now is
your noment.

DR. BIGBY: | would say greater than
1,000, and then the other thing | would say is that
we already have a signal in the |lowest class in
drugs that we can consider, 1 out of 17, so | don't
know why we are giving a nunber.

DR CHESNEY: | agree. That is why I

didn't know how to answer it.

DR DAVIDOFF: | would say at |east 1, 000.
DR. TEN HAVE: 1, 000.

DR. PATTEN: 1, 000.

DR SKINNER: 1, 000.

DR SANTANA: At |east 1,000.

DR. CLYBURN:. At |least 1, 000.

DR, VWH TMORE: 100.

DR RINCEL: | don't even want to have 3
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out of 1,000 people running around with HPA
suppression w thout any nonitoring, so it is going
to be greater than 1, 000.

DR TINETTI: Geater than 1,000.

DR. RAIMER 1, 000.

DR FINCHAM 1, 000.

DR. WOOD: Let's go on to Question 3.
Beyond HPA axis suppression, are there any other
safety concerns that would not permt OIC marketing
of a dermatologic topical corticosteroid?

I guess you woul d nean that in the context
of the absence of HPA suppression in whatever the
number was you deci ded on, correct? Okay.

So, what we are |ooking for here are
safety concerns that would for some reason not have
been picked up with HPA suppression in that screen

Any conments? Yes, Dr. Nel son

DR NELSON: | think to bring up the

grow h velocity as a pediatrician. | think one of
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my concerns would be if it is relatively
unsupervi sed, the duration may exceed reasonabl e
duration, and the issue of reversibility may not
t hen occur.

I nmean a lot of that would be reversible
if you stopped it and doing it unsupervised just
| eaves that as an open-ended question, so growh
velocity is of concern to ne.

DR, WOOD: Any ot her comments?

DR. SCHM DT: One of the things we haven't
mentioned is we are seeing a |l ot of contact
dermatitis fromthe topical steroids, and | don't
know how much of a safety problemthat is unless
you have a severe contact dermatitis that gets
infected. | amgoing to pass this article on from
Contact Dermatitis, that it gives the percentages
of the different contact dermatitis with topica
corticosteroids, but that is sonething that I would
consider is severe contact dermatitis from some of
t hese things.

DR. WOOD: Any ot her coments? Yes.

DR. WLKERSON: | think froma pure public
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heal th standpoint, the elderly popul ation, bone
m neral density |oss, declining levels of vitamin D
| evel s in the popul ation, thinning skin, probably
i ncreased percutaneous absorption, that BMD is a
significant public health concern with use of |arge
anmounts of topical steroids

DR. SANTANA: This is nmy interpretation of
safety in a very broad sense, but as | comrented to
a col l eague recently, you know, the issue for ne
for OTC products is the ability of the individua
to sel f-di agnose and nake a diagnosis that is
consistent with the indication for which they are
usi ng the product.

So, tone, it is a safety risk if people
are not educated to use the product for which it is
i ndi cated, and they are buying it on their own
unsupervised. To nme, that is a safety risk

DR WOOD: Dr. Tayl or.

DR TAYLOR | still would like to see
some data on the diabetes issue and particularly
those individuals who have brittle diabetes,

i nsulin dependent.
DR. WOOD: Any ot her coments? Yes.
DR MATTISON: | al so have some concern

about bl ood pressure control especially in the
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context of hypertension in the context of

i ncreasing incidence of obesity in the United
States. So, that is an issue that | would be
concer ned about.

DR. SCHM DT: One other thing that has
been nmentioned is the use of conconitant nasa
steroids or even oral steroids with this, you know,
a potentiating effect.

DR WOOD: O her comrents? Okay. | guess
that is all we need on that really. W don't need
a vote, or do we want a yes/no vote? Ckay. W
want a yes/no vote.

So, the yes/no vote is what? Are there
other safety concerns that would not permt OIC
mar keting of a dermatol ogic topical corticosteroid?
In the absence of HPA axi s suppression you nean,
right? Okay.

DR GANLEY: To find out just what were

those concerns, so | amnot sure--do you need a
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vote, Jon? No.

DR. WOOD: No vote? Good.

Woul d | abeling, for exanple, warnings for
the systemc effects other than HPA axis
suppressi on be an acceptable regulatory path in
lieu of testing for the other systemic effects, for
exanpl e, growth hornone suppression, osteoporosis?

Comments? Yes.

DR MATTISON: | am concerned that we are
good enough at risk comrunication to be able to
effectively transmit complex information about
growt h or other non-HPA axis inpacts to the diverse
popul ati ons of parents that m ght be using these on
their children.

So, | guess | would have to see the |abels
and understand how effective they were in testing
before | would be willing to be confortable with
t hat approach.

DR. WOOD: And | abel i ng has been
extraordi narily unsuccessful in prescription drugs,
at least in ny view, so | amnot at all confident
we woul d be very successf ul

DR. GANLEY: That is because you are
dealing with a population, that is the popul ation

you are dealing with in a prescription--
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DR. WOOD: | understand that. |t is these

damn doctors, right? GCkay. Dr. Epps.

DR EPPS: On many of the prescription
drugs, there already is discussion of growh
suppression on the insert. Sone read it, some
don't.

DR. WOCOD: Dr. Wi tnore.

DR. VWH TMORE: | would say absolutely not

interms of relying on patients to detect these

things that we have to have very sensitive testing

to detect? Absolutely not.
DR WOOD: Sorry, say that again.

DR. VH TMORE: | nean you can't bypass

this by saying you are going to put in the patient

i nformati on package your child may have growth

suppression, watch for this. W have to use

extrenely sensitive testing to be able to pick up

that. | mean how can you tell a parent that, to be

wat ching for--or an adult--to be watching for
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osteoporosis? Well, when they get their DEXA, they

are told they have osteoporosis, they will know

DR. WOOD: Beware of fractures, right?

DR. GANLEY: Can | just interject here?

The t hought process here | think was what do you do

with the tests that you ask for, and we think about

that all the tinme, does it help us nmake a
regul atory deci si on.

So, let's just say for the sake of
di scussion that we could do growth suppression,
whi ch you have al ready heard woul d be very hard
do with the dermmatol ogic condition.

So, then, you think about, well, if |
the test and it cane out and showed growth

suppressi on, does that nean | coul d convey that

the | abeling with sonme accuracy, or does it nean

to

did

in

that this is a no-go for this drug, because it did

t hat .

Now, if it's just a |label issue, well,

don't need the test to wite a | abel, because
say, and you heard the pul nonol ogi sts say, that

there is a lack of certainty. They nake an
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297
assunption that there is growh suppression, so if
you do nmeke that assunption, is it okay to convey
t hat ?

Again, this is for the situation where
peopl e are m susing the product, not for the actua
use of the product.

DR, VWH TMORE: Well, essentially, what you
woul d be doing is just making a disclainer, that
you nmay have growth suppression, you nay have
ost eoporosi s when you use this if you put that on
t he | abel

DR GANLEY: You al ready have that on the
prescription | abels. They don't check for
osteoporosis, they don't check for growth
suppression. You already have that. Are you
applying a different standard, that's all.

DR, VWH TMORE: Well, it seenms |like we are
for the HPA suppression, but what | would say is
maybe we shoul d readdress that in terns of the
prescription medications and what testing is
required for approval of prescription topica
st er oi ds.

DR. EPPS: And the difference is the
supervision that's involved, over-the-counter

versus prescription. You are talking about doing
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it unsupervised, over-the-counter

DR. GANLEY: No, what we are doing is
saying if you use this for extended peri ods of
time, it could lead to these things. |If you go to
the store and buy a nonsteroidal anti-inflammtory,
acet am nophen, aspirin, antihistanmnes, it has all
these disclainers on it already, if you do these
bad things, so that is what we are asking here.

DR EPPS: But even under custonary,
regul ar use, there are occasi ons when we are seeing
suppr essi on.

DR WOOD: Let ne try and resolve this. |
think if we break the question down into two parts,
it mght help people to focus their discussion
The question, which maybe we went over 3 too
quickly, is are there other things that would
precl ude the drug being marketed over-the-counter,
ot her adverse events.

For those who felt there were not other
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adverse events that woul d preclude the drug being
mar ket ed over-the-counter, then, would | abeling be
sufficient, would there be a way to | abel the drug
to explain that carefully enough to people. 1Is
that sort of a fair summary, Charley? Yes.

DR GANLEY: | think so.

DR. WoOD: We didn't get on Teresa's |ist
here growth suppression, right? Al right. Does
t hat hel p?

DR. VWH TMORE: | guess as you are sayi ng,
we don't really have to answer No. 4 because we
have already said, in No. 3, there are a host of
different reasons why this shouldn't be approved
based on side effects.

DR WOOD: We didn't a host, we said four
things. Actually, if there are nore, Teresa is
trying- -

DR VWH TMORE: Ch, absolutely. | didn't
speak up because | thought we had al ready been
through all these, but all of the cutaneous side
ef fects, telangiectasias--

DR. WOOD: Wait, wait. |f there are
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people who didn't get a fair hearing on 3, let's go
back to that. Teresa has the follow ng things
down: di abetes, hypertension, osteoporosis, and
growt h suppressi on.

Are there other--let's be clear what we
are saying--we are not asking for an encycl opedic
list of every potential side effect of topical
steroids here, we are asking for side effects that
woul d preclude them bei ng marketed, and as Charl ey
said, there are lots of side effects associated
with lots of drugs that are marketed
over-the-counter including renal failure, hepatic
failure, and so on.

So, we are asking for show stoppers
essentially.

DR WH TMORE: Can | continue?

DR. WOOD:  Sure.

DR. VWH TMORE: I ncreased ocul ar pressure,
gl auconma, potentially cataracts. O her things
woul d be steroid-induced acne, which | have seen
before, with m d-potency topical steroids used for

6 months on the face, coming in with this
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horrendous acne from eruption that takes nonths and
mont hs and nmonths to get rid of.

I think each one of those potenti al
systemic side effects that we have already tal ked
about are very inportant, and we don't have enough
data to even know how i nportant they may be.

DR WOCD: So, before M ke has a stroke
here, how woul d a conpany perform a study that
woul d exclude these things? | nean if we are
speci fyi ng show st oppi ng i ssues, then, by
definition, they would have to be | ooked for before
the drug could go OTC.

| amnot arguing with you, | amjust
getting a sense of where we put that bar. So, how
woul d you, for instance--

DR VWH TMORE: Well, in terns of we were
tal ki ng before about osteoporosis.

DR. WOOD: | was thinking of the acne.
How woul d they excl ude acne?

DR. WH TMORE: There definitely is--well,
for one thing, those m d-potency steroids should
never be used on the face, but they are.

DR WOCD: So, that would see to be
Charley's labeling issue, | guess. Do you see what

I amsaying? | amtrying to make a distinction
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bet ween the ones that set a bar that woul d precl ude
mar keti ng, which would require sone kind of
investigation first, and ones that are warnings
that would require labeling, "Don't use it on the
face."

DR VWH TMORE: Further investigation in
terns of use on the eyelids, they could label it as
such that it can't be used on the eyelids or,

i nstead, they would have to do a study where they
applied it to eyelids and come up with a nunber of
i nduced increased intraocul ar pressure, and things
I'i ke that.

I think these side effects are things that
we, as dermatol ogists, look for every tine a
patient conmes back, and if these things are not
| ooked for, they are going to be m ssed. So,
woul d say--1 am kind of back to that ends
agai n--and sayi ng that diagnosis and treatnent,

ongoi ng treatnment, should not be done by a patient,
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and so to give the pharnmaceutical recomrendation
about testing is difficult.

DR, WOOD: Jon, do you want to say
sonet hi ng?

DR. WLKIN:. It mght be hel pful,
especially as the different panel nenbers are
weighing in on this, it would be hel pful to know
what you do when you prescribe Cass | and d ass
Il, the really upper end potency products to your
patients.

I nmean do you have a schedul ed time when
they go to the ophthal nol ogist to | ook for eye
pressure, for cataracts, you know, how often does
one test glucose tol erance, checking bl ood
pressures, things |like that.

Just to rem nd everyone, we are not
tal king about Class | and Cdass Il products
i mminently going over-the-counter. W are really
thinking that Cass VI would be the target zone of
candi dates, not necessarily ones that are sure to
go over, so nuch, nmuch |l ess potent than the d ass

I/Cass Il, and if you could give us an idea of
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what you routinely do for the patients naybe at the
upper end, that woul d be hel pful

DR VWH TMORE: | would just say in terns
of seeing an ophthal nol ogi st for an eye pressure
check, if they were using clobetasol on their
el bows, | would not do that, so it depends totally
on where you using whatever product is you are
using. You take a pill, it goes in your stomach,
and it's affecting your whol e body, but we are
tal ki ng about application of topical products that
are site specific and potentially side effect site
specific, too, so it is very difficult to outline a
whol e program of that, and that is why
dermat ol ogi sts train for the period of time they
train.

So, to answer your question, you would
have to give ne a specific body area of treatnent
and a potency of a topical steroid for nme to answer
the question about how they shoul d be nonitored.

DR. WLKIN.  Well, how about brittle
di abetes or bl ood pressure control, under what

circunstances do you routinely say |ook for glucose

file:////[Tiffanie/c/Dummy/0324NONP.TXT (304 of 330) [4/5/2005 12:51:45 PM]

304



file:////ITiffanie/c/Dummy/0324NONP.TXT

intolerance in patients who are using topica
corticosteroids in your practice?

DR VHITMORE: | don't nornally do that.
Most patients who have diabetes are nonitoring
their blood sugars on a regular basis, so | think
that takes care of that issue if indeed there is
enough systenic absorption to affect their glucose
met abol i sm for that answer.

I don't have a regular program | don't
have a regul ar protocol that | talk to them about
hypertension with topical steroid use.

DR STRATAKIS: On the list of things that
we didn't add before, | just would Iike to add
| ocal and systenic inmunosuppression and obesity,
wei ght gai n.

DR WOOD: Other comments? Let ne weigh
inonthis, as well, then. i have a concern |
guess about just producing a laundry list of known
side effects of steroids and nmaking that--and | am
not advocating for potent steroids to go
over-the-counter, but as a principle, | have a

concern about creating a laundry list of side
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effects froma drug and saying any drug that
produces these known side effects of these drugs
cannot go over-the-counter.

That is not to say that | am advocating
for themto go over-the-counter, but that seens to
me a dangerous sort of step. | nean, for exanple,
if the risks of glaucoma are from applying themto
the eyelids, then, you don't do a study to test,
applying themto the eyelids to show that you don't
get glaucoma, you label themto say don't apply to
the eyelids.

I want to try and nake that distinction
sonehow, so that we don't just go down, and we are
now hal fway down the page, to say that we know, for
exanpl e, that drugs that produce excess systemc
cortisol or any systemic increase in
corticosteroids are going to produce obesity.

DR STRATAKIS: But weight gainis area
conplication of any steroid.

DR. WOOD: | understand. The inplication
of saying that this is a show stopper neans you

either have to go look for it before the drug and
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be nmarketed over-the-counter. | nmean you woul d
have to do a study, we need to get a chart out |ike
this again and say how many people do we need to
study to exclude obesity in people who are getting
the drug applied.

I mean | think the Committee needs to be
clear on the inplications of sort of just getting
our pocket Hi ppocrates out or whatever and listing
the side effects of topical steroids and saying if
any one of these occurs with any one of these
drugs, it can't go over-the-counter because that's
a self-fulfilling prophecy.

DR STRATAKIS: | agree with you the
Commi ttee needs to be consistent. You can't
suggest that you | ook for diabetes and not say the
obvi ous, that you need to | ook for weight gain.

DR. WOOD: Dr. Nelson has been very
patient here.

DR. NELSON: | want to coment on growth
velocity. Let me just make a couple of quick
distinctions. In nmy mnd, there is a difference

bet ween what can be seen and unseen. | nean |
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can't see osteoporosis. | can weigh nyself in the
morning and see if | am gai ning wei ght, and have
that on a label that tells me if | am gaining
wei ght, go see a doctor or sone other approach, so
I am | ess concerned about the cutaneous.

What bothers ne about growh velocity is
that is also sonething that is unseen, and ny
understanding froma |l ot of the pediatric studies
in other product areas, is you can see growh
velocity in a 3-nmonth trial. You don't need to
wait for years, that as long as it's in a
popul ation that can stand up and you can get decent
measurenents, and | woul d probably, as sort of a
general principle, say if there is any topica
steroid that had denonstrated systenmic effects on
al nost any measurenent, | wouldn't make that
over-the-counter.

But to ne, if you denonstrated growth
vel ocity changes under your naxi nal use conditions,
I woul d exclude that from going over-the-counter
personal | y.

DR. GANLEY: But | think, | don't know i f
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t he pul nonol ogi sts have any comments on that, but |
think that there is a certain inaccuracy and then
to being able to accurately estimate whether there
is areduction in growmh velocity or not, and so it
gets back into that situation of what are the
nunbers that you are tal ki ng about here.

DR. NELSON: But that is why it's a
random zed trial, and that's why it falls out on
both sides, and it has been denponstrated in small
enough trials under the Pediatric Exclusivity Rule
and pediatric trials have been conducted that you
have decreased growth vel ocity.

I think, just as a factual question, |
think it is technically doable. If it isn't, |
woul d be open to hear that argunent, but | know in
sone other studies, it is technically doable.

DR. STRATAKIS: | just wanted to say that
growt h velocity neasurenents are inaccurate when
they are nmeasured below 6 nonths. | nean that is
the thinking between pediatric endocrinol ogi sts
anyway.

I guess the setting is different when you
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have groups of patients, though, on nedication,
you record a 3-nmonth effect, so there is a

difference between a trial where you are in a

controll ed setting, you neasure growth velocity in

two groups of patients, and a control group, or

control group and a group of patients, and when you

assess growh velocity in an individual child, it

is when you say that 6-nonth growmh velocity
neasurenents and | ower are not accurate, we mean

about the individual child.

DR. NELSON: Just to be clear, | think the

trials are generally in 6, 7, and 8-year-old
patients and it is controlled. | amjust

suggesting that a trial could be designed to do

growth velocity within a short period of tinme, so

it's feasible, and if that denonstrated, | would
personal ly then exclude that from OIC on the
principle of a systemc effect.

DR WOCD: Terry.

DR. BLASCHKE: | think this sort of a npre

general comment. | think that a | ot of the

der mat ol ogy nenbers of this neeting are
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di sadvant aged by not know ng what the NDAC peopl e

are famliar with, and that is that there needs to

be an actual use sinmulated study to find out
whet her people, in fact, do understand the |abel,

and if that were ever to cone then to this

311

commttee for determ nation of over-the-counter, if

it was discovered that 20 percent of the people
were not going to dermatol ogists with serious
conditions, but instead were using a stronger or
nmore potent steroid, it wouldn't get approved.

I nmean they could subnit the data, but |
don't think that the FDA woul d approve that. So,
think a lot of the worry that | am hearing around
the table probably woul d be obviated if the actua
use study denonstrated that, in fact, because the
hydrocortisone is not very effective, as sonebody
stated, and nore potent steroids are effective for
these mnor conditions, and that is, in fact, what
they were being used for over-the-counter, we
woul dn't have all of these concerns about these
| ong-term si de effects.

So, it really is inportant to understand
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that there would be a study that would actually
demonstrate that the | abel was good, that it was
under stood by the people purchasing it in the
pharmacy, and | think it woul d be nuch easier to
make a judgnment about whether or not, as Jon is
saying, a slightly nore potent steroid might be
useful over-the-counter

DR. WOOD: Dr. Tayl or.

DR TAYLOR: | want to get back to what
Dr. Wod comrented on in terns of bringing sone
bal ance to our decisions. | think we want to comne
up with recomendations for the Agency that will be
hel pful. W can't just categorically say no
because we have got this laundry list.

There are other ways that you can limt
exposure, for exanple, you can have only a certain
cl ass avail abl e over-the-counter, you can have
certain formulations that could be approved. You
coul d have anounts.

I think our assunption is nost of the
di scussions that patients would have unlimted

access to as much of the product as they want. In
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reality, if you look at nost of the drugs that have
gone over-the-counter, the package only has 4 or 5
of the tablets in there, for exanple. So, there
are ways that you can get around sone of the
exposure issues rather than just saying no, you
can't have it.

DR WOOD: Dr. WI kerson.

DR. W LKERSON: What | just want to say is
I think, as dermatol ogists, this has been an
eye-openi ng experience for ne today to see the
degree of HPA axis suppression that was presented
by Dr. Cook.

When we are | ooking at 40 and 50 percent
axis, if you queried nost dermatol ogi sts, yes, we
are aware obviously that this could happen, but we
woul d probably put it in the range of less than 1
percent in our mnd of a clinical risk, and | think
this, to me, speaks stronger than any other issue
before us today, that not only do we have an issue
as far as these drugs goi ng over-the-counter, but
we have a safety signal or an issue of the

prescription use of these products that is not
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bei ng addressed back to the professional body that

uses these materials the nost, that being
dermat ol ogi sts and prinmary physi ci ans.
When we are seeing these | evels of

suppression, this is the first time | have seen

this material, and | suspect npbst of us in the room

that are dernmatol ogi sts have not seen it either,
and | think this is the biggest safety signal to

come out of this entire neeting.

It is not so nuch the question of do these

drugs go over-the-counter, which is pretty

obvi ously should not right now, but what are we
going to do about clinical application of these
mat eri al s.

DR WOCOD: Dr. Schmi dt.

DR SCHM DT: | think we have al ways known

this, you know, that these strong topical steroids

have done stuff even again | get nmy old proto

textbook and it says in adults, 100 grans a week of
topical steroids in Class |, Il under occl usion,

or 45 grans of cl obetasol w thout occlusion nmay be

used, but then they say, but over that you are

file:////[Tiffanie/c/Dummy/0324NONP.TXT (314 of 330) [4/5/2005 12:51:45 PM]

314



file:////ITiffanie/c/Dummy/0324NONP.TXT

goi ng to have probl ens.

It is just that to me, a lot of this wll
affect the adrenal -pituitary axis, and even given
predni sone, you affect the adrenal -pituitary axis,
but then it snaps back into place normally in nost
patients, so to ne, | wonder whether we are setting
the bar too high, you know, with some of these
things, and | tend to agree that if these things do
go over-the-counter, there is ways that you can
limt.

I remenber when | was a resident, | lived
in a house that was al nost falling over, and
several of the neighbors had kids with atopic
eczemn, and these people were not, you know,
probably like me, weren't the nobst sophisticated
people in the world, and they would have their
little tube of 5-gramtriancinolone in alittle
box, you know, that they used very sparingly.

So, | think we need to give the Anerican
public sonme credit for not just taking this stuff
and rubbing it in their eyes or eating it or

anything like that. | think, | don't know, | have
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got sone real questions that sone of these things,

we have always known it, but we do it anyway, but

then we stop and do pul se therapy.

As far as the clinical aspect of this

thing, I don't think I have ever seen gl aucom, you

know, from putting steroids in people's eyes,

don't think I have ever heard of it. | nean naybe

it occurs and it is reported in the literature,

I have been in practice 32 years, | have never seen

anybody get fat with topical steroids.
DR. WOOD: Let ne stand up.

[ Laughter.]

DR SCHM DT: Thank you. No, mine is from

t he cooki e.

DR WOOD: | amsitting here too |ong.

DR SCHM DT: | just think clinically,

need to kind of mell ow out.

DR WOOD: Okay. Mellowi ng out, Dr. Epps.

DR EPPS: Thank you. That being said,

the truth of the natter is once it's

over-the-counter, it's available for any age, in

any anount, on any part of the body, and not
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everyone is as sophisticated. You have got to
thi nk about the | owest common denom nator. Not
everybody is going to read every warning on every
box. Literally, it is equivalent to you can buy it
as you could buy lotion, you can buy as nuch as you
want, put it anywhere you want, on any age person
that you want to put it on

Certainly, there is a question, and |
under stand his question about whether or not it is
clinically significant, but those patients we are
moni toring very carefully.

DR WOOD: Let's return and let's focus
the question. W are on Question 4. Wuld
| abeling for the systemc effects other than HPA
axi s suppression be an acceptable regulatory path
inlieu of testing for the other system c effects?

Are there any other comrents on that, that
we have not heard? Yes, Dr. Chesney.

DR. CHESNEY: | wanted to weigh in with
Dr. Whitnore and Dr. Nel son on the issue of
| abeling for growmh suppression. | think growh

suppressi on has been well docunented with these
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drugs, and | think it is very serious, and | think
| abeling is not adequate to warn the public about
that, because it is not sonething you can see, as
Dr. Wiitnore said, and | think as Dr. Nel son said,
it is a reason that these drugs should not go
over-the-counter, and | just wanted to weigh in on
t hat .

DR. WOOD: Any ot her comrents specifically
on labeling? Dr. Bigby? No, not on |abeling?
Hang on, | will get to you in a second.

Any ot her comments on | abeling? M ke.

DR. ALFANO It's a labeling coment, and
it goes back to Dr. Ellis' report where upwards of
90 percent of the current product is used on |abel
I think the Chair nade a comment about this
relative to Rx conpliance with | abel

I mean this is right up there, in fact,
probably exceeds many Rx drugs. So, in terns of
the ability of this particular |abel to convey
somet hi ng meani ngful to the population, it seens to
have done that, presunably sinmlar |abeling would

be devel oped and simlar in-use testing would
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confirmthat if sonmething else were to conme on the
market, it would be equally efficacious. Nothing
stops a nother fromtaking her prescription drug
and putting it on her baby's butt.

DR. BIGBY: But the thing that is wong
with that logic is you are naking the assunption
that it is being used on | abel because of the
| abel. It may be being used that way because it
didn't work. | nmean you are making the assunption
that just because people used it for less than 7
days, it is because they read the |abel and paid
attention to that, and there is no evidence of that
what soever .

DR. ALFANO That is only length of use

DR WOOD: Hang on, if | can just
intercede here. That's the point Terry Bl aschke was
trying to make earlier on for the benefit of the
panel mnenbers who have not seen this revi ened.

That will be tested before a drug could go
over-the-counter, so, in other words, a sponsor
woul d have to cone in with an actual use study and

a | abel conprehension study that denopnstrated that
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the | abel was understood by themand that in a
quasi - operati onal fashion were able to
operationalize the content of the |abel

I am not necessarily arguing that. M ke,
sorry.

DR ALFANO That was going to be ny point
and al so that study related, not just to duration
of use, but what it was used on, and for the nost
part, it was used on the right conditions.

DR WOOD: Dr. Ringel.

DR. RINGEL: | guess | have sort of
coll ected commrents here. One quick one is about
the | abeling issue, that people will use what nakes
them feel good, and you can test that they
conprehend it and that the |abel is clear, but you
can't test to nake sure that they are really going
to do what they read on the label. [If they fee
bad, and the cream nakes them feel good, they will
continue to use it, at least that is ny experience
in my clinical practice.

DR WOCOD: It doesn't sound |ike a bad
thing actually, does it?

DR. RINGEL: Yes, if there are side
effects. Let ne go back to Dr. WIkin's question,

whi ch was what do you do in your office practice,
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dermat ol ogi sts, to nonitor people, and | can only
tell you what | do, and you rmake nme kind of guilty
sitting here, you know, thinking about everything
we have heard today and | really do, and clearly it
is not enough what | do do.

If | have sonebody on high-potency
steroids for a long tine, over a |long portion of
their body, | really do do a cortisol test. | know
it is not a great test to do, but | do it, and
every once in a while sonebody is lowand | try to
do sonet hing about it.

When you see people, and | think that nost
of the dernmatol ogists, maybe they don't think that
they do this, but | really think they do this, you
see sonebody with diabetes and it is not going
wel |, and you are giving themthe cl obetasol,

t hi nk, huh, maybe | shouldn't be giving them so
much cl obetasol, or sonebody who is having, you

know, their osteoporosis is getting worse and
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worse, and | am giving them clobetasol, | go
through the same thing in ny mnd, maybe this is
not a great idea

Then, | start to fight with people, say,

wel |, you shouldn't use this nuch, and they say,
well, they want to use it because nothing el se
wor ks, and | am always fighting with people, | am

always trying to take it away, and they are al ways
trying to get alittle bit nore fromne, and that
is not going to happen if it's over-the-counter

The other thing is that for me, this whole
experience has been a sort of an NCGE, kind of a
neurosi s generating event. | nean | amgoing to be
in nmy office and people are going to be wanting me
to give themnore steroids and | am going to be
say, oh, ny gosh, they are going to get pituitary
suppression, and | nean what it makes ne think is
maybe we need to rethink what we are doi ng by
prescription, not that we need therefore to just go
ahead and make it over-the-counter.

I nmean Deni se gave us such convi nci ng

evi dence that there really can be a problem | was
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convinced. | really think that you did a great
job, and | saw no evidence presented by the FDA
today that this is not a problem so how can | then
go ahead and say fine, nmake it over the counter

I need to see sone evidence first fromthe
FDA or soneone that it is not a problem and that's
it.

DR. WOOD: Jack.

DR FINCHAM Well, we are all over the
map, so bear with me, but | think we have got--

DR. WOOD: Label i ng.

DR FINCHAM | know, bear with ne,
pl ease, | amwith you. W have a formal health
care systemand an informal system and if we
assune just because we prescribe a therapy, that it
is only going to be used by that individual, we are
really wrong, because when this gets out in the
system regardl ess of whether it is prescribed for
sonebody or not, it is used by anybody, they share
it.

Jimy, | think eloquently tal ked about why

we need to have something available to | et people
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make i nformed decisions, and you use the |abeling
totry to do the best that you can to hel p people
make i nformed decisions, but if it is going to be
m sused, it is going to be msused whether it is a
prescription product or whether it's an
over-the-counter product, whether there is a
board-certified dermatol ogi st involved or not, and
I just think you have to give people the benefit of
the doubt, give thema chance, l|abel it

appropriately, and go fromthere

DR. WOOD: | have a personal conment on
that, as well. Although | don't believe that
| abeling actually works, | certainly would not want

to | eave the inpression that people should have to
do studies to exclude all these other effects
before the drug could be subnmitted for OIC use. It
is unfortunate perhaps the way this is worded, but
i would rephrase it to say should they have to
exclude all these other lists that Teresa has here,
and | think the answer to that is no in ny view
Dr. Nel son. Labeling?

DR. NELSON:. Yes, on labeling. Wat we
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are not being asked is how nmany peopl e woul d need
to be able to follow the label if, in fact, the

| abel constrained the use far enough bel ow t he
maxi mal use conditions--

DR. WOOD: That is the question that woul d
conme up for NDAC

DR NELSON: | understand, so all | am
saying is that what we are answering in a sense is
bot h questions, and that is part of the confusion,
to what extent, if it's zero out of 1,000 in
maxi mal use, well, if then everybody could foll ow
the | abel, that becones a very different question,
and that nmay be part of the difficulty.

We are conflating it, and not separating
those two things.

DR WOCD: Do we want to vote on this?
kay.

Let's start with Jack. Would |abeling be
an acceptabl e regul atory pathway, so Yes woul d nean
it would be acceptabl e.

DR FI NCHAM  Yes.

RAIMER | amgoing to say nho.

DR

DR RINCEL: No.
DR VWH TMORE:  No.
DR

CLYBURN: Yes.
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DR. SKINNER:  No.
DR PATTEN:. Yes.
DR, TEN HAVE: No.
DR. DAVI DOFF:  No.
DR. BI GBY: No.
DR WOOD:  Yes.
DR. NELSON. Wth your indul gence, no for

some, such as growth velocity, yes for others, such

as cut aneous nmmni f est ati ons.

DR. SNODGRASS: No.

DR. MATTI SON:  No.

DR SCHM DT:  Yes.

DR. EPPS: No.

DR TAYLOR  Yes.

DR, W LKERSON:  No.

DR. STRATAKI S: No.

DR. BLASCHKE: W thout belaboring it any
longer, | will say yes.

DR WOOD: Al right. Question No. 5.
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Wth regard to dermatol ogi ¢ | ocal cutaneous
effects, at what |evel of severity do risks
outwei gh the benefits of topical corticosteroid use
in an OTC setting?

Dr. Bigby.

DR BI@GBY: This question is actually
directed to Jon. It seens to ne that the sinplest
question to ask is should the nore potent topica
corticosteroids be considered for over-the-counter
use, period, as opposed to--1 nean why didn't you
ask us that question?

DR WLKIN. Well, | guess because we were
interested in the answer to that question

[ Laught er.]

DR. WOOD: Thank you. Next question.

DR WLKIN  The point about at what |eve
of severity of |ocal cutaneous effects, because
mean you might have mld erythema, on the other
hand, you m ght have really severe atrophy, and we
were asking for sonething that would qualitative or
quantitative fromthe Committee, where they thought

sonet hing that had the potential to do X or Y, or

file:////[Tiffanie/c/Dummy/0324NONP.TXT (327 of 330) [4/5/2005 12:51:45 PM]

327



file:////ITiffanie/c/Dummy/0324NONP.TXT

what ever, that those are the products that should
not go over-the-counter

DR WOCOD: Let's hear fromthe
dermatol ogi st first on this. They are the people
who shoul d be able to answer this best.

Dr. Wi tnore.

DR WLKIN  Stria, telangiectasias, acne
eruptions.

DR WOCD: Dr. W/ kerson.

DR WLKERSON: | think certainly in
bl acks, the hypopi gmentation issue is big. | just
wanted to add that every good sernon has three
poi nts and every good advi sory conmittee has five
questions, so that is the answer to Dr. Bigby's
questi on.

DR. WOOD: Dr. Schmidt.

DR. SCHM DT: | think the nost imnportant
one is stria because it is sonmething that is
permanent. You know, the rest of these things
resolve with tine and then the other thing, and
don't want to belabor this, but | really think that

contact dermatitis, you know, to sone of these
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things, you know, | think that if sonething induced
contact dermatitis in a lot of patients, | think I
woul d consi der not having that either.

DR WOOD: Any ot her coments?

DR. RAIMER | think sonetimes atrophy can
be permanent, too, especially in an ol der person,
so | think stria or severe atrophy that doesn't
resol ve.

DR WOCOD: Dr. Skinner.

DR. SKINNER: | was thinking sone of this
probably coul d be done with good | abeling. It
woul d just be so restrictive, you know, don't use
it on the face, don't use it in the axilla, don't
use it in the antecubital popliteal fossa, don't
use it in the groin. You know, with that | think
you could avoid nost of the trouble with the
cut aneous effects.

DR. WOOD: Any other coments? Yes, Dr.
Nel son.

DR. NELSON: As a non-dermatol ogi st, what
woul d strike ne as nost inportant here is

reversibility, and not necessarily severity. |If
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sonet hing coul d appear as severe, but if it's
reversi bl e when stopped by the individual who is
using it, that is much different than if it could
be mld, but then be reversible, so | think it's
the reversibility.

If I think of nyself as a consuner buying
it, | seeit, | stopit, I would want it to go
away, woul d be the key rather than how severe it
m ght | ook for that period of tine.

DR. WOOD: Any ot her coments? Yes, Dr.
Epps.

DR EPPS: | should also nention
hypertrichosis, which sone people get, too.

DR. WOOD: Any ot her coments? Al right.
We are through, ten past 3:00, guys. Thanks a |ot.

DR. FINCHAM Al astair, thank you for
shepherdi ng us today through all this. N cely
done.

[ Wher eupon, the neeting was concl uded at

3:10 p.m]
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