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CHAl RVAN McGUIRE: |If the Advisory Conmittee could
be seated, 111 see if we have a quorum

CGood norning, everyone, and | would like to
especially thank guests and advisors for attending this
nor ni ng.

This is day two of Meeting 49 of the Dermatologic
and Ophthal m c Drugs Advisory Conmttee for the FDA, and
today we are going to consider questions regarding clinica
trials for stable plague psoriasis.

I would like to remind the conmmttee that half of
yesterday was a closed session, and we act |ike that never
happened. W don’t talk about any of that material today.

Tracy Riley, who is the Executive Secretary, wll
read the conflict of interest statement.

M5. RILEY: Good norning. The follow ng
announcenent addresses the issue of conflict of interest
with regard to this neeting and is nmade a part of the record
to preclude even the appearance of such at this neeting.

Based on the submtted agenda for the neeting and
all the financial interests reported by the comittee
participants, it has been determ ned that since the issues
to be discussed by the cormittee will not have a unique
i mpact on any particular firm or product but, rather, nay

have wi despread inplications to all simlar products, in
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accordance with U S. Code 208(b) , general matters waivers
have been granted to the nenbers and consultants
participating in today’ s neeting.

A copy of these waiver statenents may be obtained
by submitting a witten request to FDA's Freedom of
Information O fice, Room 12A30 of the Parklawn Buil ding.

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

Wth respect to all other participants, we ask in
the interest of fairness that they address any current or
previous financial involvenent with any firm whose products
they may wi sh to comment upon

Thank you.

CHAI RVAN McGUIRE: Before we go to the open public
hearing, | would |like nmenbers at the table to introduce
t hermrsel ves. M ke Weintraub, FDA, is mssing, Jon.

DR WILKIN: Thank you for pointing that out to

[ Laughter. ]
DR WILKIN: |’m Jonathan wWilkin, Division of
Dermatologic and Dental Drug Products.
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DR KO  Hen-Sum Ko, Medical Oficer, Division of
Dermatologic and Dental Drug Products.

DR SRINIVASAN: R Srinivasan, Team Leader,

Bi ostat Division of Dermatologic and Dental Drug Products.

DR. M NDEL: Joel Mindel, Departnents of
Opht hal nol ogy and Phar macol ogy, Munt Sinai Medical Center,
New York.

DR, SI MMONS- O BRI EN: Eva Si mmons- O Bri en,
Departnments of Dermatol ogy and Internal Medicine, Johns
Hopki ns, Baltinore, Maryl and.

DR KILPATRICK: Jim Kilpatrick, Departnent of
Bi ostatistics, Medical College of Virginia, R chnond,

Vi rginia.

M5. RILEY: Tracy Riley. I”m the Executive
Secretary to the Dermatologic and Ophthal m ¢ Drugs Advisory
Commi ttee.

CHAl RVAN McGUIRE: Joe MQ@uire, Departnent of
Der mat ol ogy and Pediatrics, Stanford.

DR DRAKE: Lynn Drake, Departnments of Dernmatol ogy
at the University of Oklahoma Health Sciences Center and at
Massachusetts General Hospital in Boston.

DR LIM  Henry Lim Departnent of Dermatol ogy,
Henry Ford Hospital, Detroit, M chigan.

DR. ROSENBERG Bill Rosenberg, Dermatol ogy,

Uni versity of Tennessee Col |l ege of Medicine.
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DR TSCHEN: Eduardo Tschen, Departnent of
Der mat ol ogy, University of New Mexi co.

DR MLLER Fred MIler, Departnent of
Der mat ol ogy, Ceisinger dinic, Dbanville, Pennsyl vani a.

DR Di G OVANNA: John Di G ovanna, Departnent of
Der mat ol ogy, Brown University School of Medicine, and
National Institutes of Health.

DR. LEBWOHL: Mar k Lebwohl, Departnent of
Der mat ol ogy, Mount Sinai, New York.

DR. STERN: Robert Stern, Departnent of
Der mat ol ogy, Beth |srael Deaconess Medical Center, Harvard
Uni versity.

CHAl RVAN McGUIRE: Thank you. As of this mnute,
| don’t have any participants for the open public hearing.
Has anyone been overl ooked?

[No response.]

CHAl RVAN McGUIRE: kay. Dr. Wilkin, are you
speaki ng for the FDA?

DR WILKIN: I will.

Back in 1994, the Advisory Conmittee neeting in
Sept enber of that year focused on onychomycosis, and it was
not on a specific drug product. Instead, it was to define
what the indication really neant, what was a clinically
rel evant endpoint that should be sought, and then different

ki nds of m crobiol ogical studies that should be undertaken.
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And we felt that was a very successful meeting. W got a
lot of inportant information, and you probably recognize
that quite a few drugs canme in shortly thereafter. And we
used the conmttee’ s advice extensively in our thinking
about those products.

Simlarly, today we are hoping for commttee
advice on the endpoints of psoriasis, what are clinically
rel evant endpoints, and sone ancillary questions. The way
we have it organized is we have invited two experts in the
field to come and tell us about psoriasis. Dr. Robert Stern
from Harvard will give us an overview and approach the
notion of what patients mght be seeking in their treatments
for psoriasis. Dr. Mark Lebwohl has participated, conducted
extensive studies, used different kinds of assessment tools
to assess severity of psoriasis, and he will speak to his
experience in that area. And they will stay at the table to
participate in the discussion.

W al so have, of course, on the conmttee Dr. Bill
Rosenberg, who |ikew se is recognized as an expert in
psori asis. So | think we are well resourced today to
approach these questions.

CHAl RVAN McGUIRE: Thank you, Dr. Wilkin.

Dr. Stern, it’'s yours.

DR STERN: Thank you very rmuch. It’s a pleasure

to be invited here. This is a talk | haven't given before
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oecause Dr. Wilkin’s charge to ne was to try to give an
sverview of psoriasis, as he says, from what it 1s the
patient wants and how to neasure it. And | wll talk
assentially nothi ng about pathophysiology, and | will
concentrate pretty nuch on what was terned stable plaque
type psoriasis. But those of us who treat psoriasis know
that psoriasis is, in fact, a dynamc disorder, even the
stabl e plaque type form

First, a little background. The first slide?

First, no epidemologist can start talking about a
disease, and sone of the nost salient points about psoriasis
have to do wth its commonness and its persistence. So in
the first slide you will see that the preval ence of
psoriasis is about 1.5 percent in the United States. So we
are tal king about a disease that is very conmon, probably
three or four mllion affected individuals at any given tine
in the United States. Most studies suggest that nmales and
femal es have about the sane preval ence of psoriasis.

Is three or four mllion people a lot or a little?
One of the things that you have to recall about psoriasis is
that it is a disease that has onset that can begin from
infancy to the report that | have seen that the oldest is
108 years of age. But for nost people, the nbst common
times for onset are, in fact, beginning in |ate adol escence

and t hrough the 30s. So what this neans, the average

M LLER REPORTI NG COVPANY, |INC
507 C Street, N.E.
Washi ngton, bp.c. 20002

fPN79Y BRAC_ccce




)

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

10

i ndi vi dual who has psoriasis, Who develops psoriasis, wll
probably have that disease for about 50 years. So this is a
di sease that is not a one-time factor, but, in fact, a
chronic factor.

On the other hand, in a given individual over
time, independent of therapy, the extent of the disease as
well as the extent to which the disease is increasing wl
vary both for factors we understand and often because of
factors we have no concept of.

so psoriasis is, therefore, a chronic disease that
varies in severity over time in an individual, and one of
the problens, if you treat people with nore severe

psoriasis, is early onset is associated with nore severe

di sease. And why is that inportant? Well, it’s inportant
for a variety of reasons, as | wll talk about in nore
detail, for a disease that affects basically one--the

primary organ at which one |ooks in assessing other

i ndi vidual s, young people are likely to be nore affected by
changes in appearance than ol der people in ternms of soci al
and psychol ogi cal factors.

It affects individuals because, if you get it
early, it’s really a problem that persists and persists, and
it’s one thing to live with acute probl ens. Living with
chronic disfiguring diseases is often nuch nore troubl esone,

and al so because we generally lack therapies w thout side
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11
affects, that if you have to use treatnments with potentia
toxicity longer, that have cunulative toxicity, it’'s nore
and nore of a problem conming up with a good therapy.

Now, we should remenber that one of the nost
difficult charges to this committee is, even though as |
understand it we are supposed to think about neasures for
stable plaque psoriasis, we have to renenber that even
within the famly of stable plaque psoriasis, not all
psoriasis is optimally treated or requires the sane therapy.
It should depend on the burden of the disease in the
i ndi vidual, what that individually affected patient w shes
is to acconplish, the aggressiveness of the disease, two
individuals with identical -seem ng plaques at a given point
in time can have very different disease with respect to how
it’s behaving; the risks of the treatnment and al so the risks
of the particular risk characteristics of the individual,
and because no treatnent is without risk, the individual’s
attitude towards the risk, how much are they willing to
trade off risk for benefit for their particular affliction.

So if we are making psoriasis better, since we are
not saving lives, we're not extending life span, what are we
trying to do? Well, in inproving this disease, we're trying
to make di sease feel better, the patient feel better, and
one generally, in looking at quality of life, tends to | ook

at three elenents: physi cal, psychol ogical, and soci al
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12
and let’s talk a little bit about each of these el enents as
it applies to psoriasis.

In the physical elenent, psoriasis affects daily
life in a variety of ways. First of all, | have nentioned
appear ance. Secondly, it can lead to disconfort, itching.

Fi ssured and cracked plaques are quite unconfortable,

stingi ng. Scaling is, to say the least, unpleasant. And,
of course, one of the things that bothers patients very nost
is if they have plaques that bleed. And there are a nunber
of studies that show that people feel very stigmatized by
anything that |eads to bl eeding of plaques.

So these generally for stable plaque psoriasis--
"’ m now not talking about erythroderm c or pustular
psoriasis, but for stable plaque psoriasis, basically
itching, pain, scaling, bleeding are the physical signs, and.
to the extent to which the appearance of those cutaneous
alterations inpact on their appearance or their perception
>f their appearance is, of course, going to affect them
psychologically in terms of whether they feel physically and
sexual |y unattractive or they feel they ve been made an
outcast. And there are a whole variety of studies using a
variety of quality-of-life neasures that show that, in fact,
t he physical decrenments tend to be greatest for really large
areas of involvenent, but it is the psychological factors

that are especially inportant in people who are young or
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13
even mddle-aged in terns of physical sexual attractiveness,
ability to make friends and to feel confortable in social
situations. And the social, of course, is equally
i mportant. People feel that it is nmore difficult to neet
people, to participate fully in famly |ife because of their
appear ances. You have a sort of dichotony in terns of
relating to other nmenbers of your famly with vacation: on
the one hand, a pull to going toward sunny places that m ght
hel p di sease; on the other hand, many individuals being
unwilling to undress in those places because of their
concerns about their appearance and their inpact on
i ndi vi dual s.

But it is certainly a disease that has been shown
to have substantial inpact on individuals in all three
el enent s: physi cal, psychol ogi cal and soci al . Quality-of-
life measures try to neasure the inpact of all three. Most
of the measures that have been used in clinical trials
really try to docunment various aspects of the first one of
t hese domai ns, the physical donain.

So when we think about burden, we can think about
the three donmains and the physical features | have tal ked
about, but as | mentioned before, one nust remenber that in
any individual with a given type extent and distribution of
psoriasis, if you were to take a photo shot and take the

sane patches of psoriasis from one photograph and put them
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on a variety of other photographs and nake that into people
vho vary in age and gender and psychol ogi cal status and
social and occupational status, and you then asked these
i ndi viduals who you' ve created identical psoriasis in, you
vould find that the burden of that disease assessed by
reasonably robust neasures would be extraordinarily
jifferent and, further, the relief or the increase in
quality of life with treatnent of the disease would al so be
lifferent.

One of the things | think we forget about with
?soriasis and its chronicity is that one of the factors that
affects treatnent that we never--at least |'m not aware of
nany evaluations--is that the frequency and need for
?ersistent therapy is really an extrenely inportant aspect
in assessing quality of life or inprovenent of quality of
Life.

As | will el aborate on, patients who have only
tenporary relief fromsigns and synptonms of psoriasis, who
anticipate or, in fact, experience rapid return of the
di sease, find that the inpact of these therapies are, at
best, nodest

Let nme nowtalk a little bit about what matters in
terns of--other factors that matter in terns of the inpact
of a given extent of disease.

First of all, location matters a | ot. It matters
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interns of, as | have nentioned, the inpact on the patient.
Clearly, psoriasis in sone areas has nmuch nore of an effect
on social, psychological, or sexual functioning than other
ar eas. It turns out that even within stable plaque
psoriasis, at least in ny experience, how easy it is to
clear different patches that | ook physically the same varies
with anatomc site. For exanple, sone of the patches that
are hardest to clear often both patients |east. Pl aques on
the el bows, knees, and sacrum are often nuch nore difficult
to clear than plaques just a few i nches away on the | ower
back, arns, and legs. And yet in terms of inpact on the
patient, |ower arm plaques or hand plaques are easier to
clear, but harder to--have nuch nore effect on the patient.
And, of course, the inportance of adverse effects, if there
| ocal adverse effects, is going to vary according to the
| ocation of the disease.

so, if we are going to be fair and we want
nmeasurements of treatnment response that are robust and
bal anced, what do we need to control for? | have nentioned
about | ocation of disease and how nuch the I|ikelihood of
response varies according to |ocation. The type of the
di sease varies. The chances of response vary al so.

Most scales basically tend to | ook at the
summation in some way of a variety of attributes that are

all co-correlated and, in fact, are not likely to be linear
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in their response. So if you take erythenma scale and
i nduration, or sone people call it thickness, and you add up
these Oto 3 or Oto 4 scales, and you start w th individua
pl agues that have high nunbers, that have all of those
attributes, substantial reductions in those attributes are
easy to acconpli sh. If you start with individual--and |
will illustrate this with some photographs in a few m nutes.
If you start in general with thinner plaques, |ower scores,
a conparable reduction in score is extrenely difficult in
many cases to acconpli sh. So you can’'t conpare clinica
study of thick scaly plagues, who are the patients of entry,
in terns of the percent inprovenent, with one that took
patients with conparable--in fact, greater extent of disease
but | ower scores per plague and say that these are--one
agent is better, the sane, or worse than the other.

The other thing is it has been ny observation that.
extent of disease matters, that not only--you have to
remenber, psoriasis is a dynam c disease, and one of the
things I want to know as a clinician when | see soneone, in
t hi nki ng about how aggressive to be in therapy, is |I'd
really like a picture of what had been happening in the
previ ous weeks or nonths.

Cearly, it’'s easy to find out if you ask the
guestion whether a person’s disease is just very rapidly

expandi ng even though it’s still, to your eye, all plaque

M LLER REPORTI NG COVPANY, | NC.
507 C Street, N.E.
Washi ngton, p.c. 20002

190" BKAC e




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

17
psori asi s. But , really, a patient who has had essentially
the sane plaques for long periods of tine is likely to be
nore treatment responsive than an individual who has had
slowy or noderately increasing plagque psoriasis, still what
woul d neet the definition of stable plaque psoriasis, but
it’s on the upsw ng.

Simlarly, it has been ny experience that it is
nmuch easier to effect change on an individual who has small
pl agues of the same physical characters than |arge plaques.
It’s not fair to conpare a therapy and | ook at five plaques
this size rather than one plaque five times the size of that
and say, oh, 1ook, these are doing the sane, so the therapy
is equally effective. And it is also not only change in the
individual that is inmportant, but, in fact, when an
i ndi vidual has large areas affected, they probably have a
di sease that is sone way different in its biology and
responsi veness to therapy. So | ooking at individual plaques
in the context of large disease end seeing if you can clear
themis not the sane as |ooking at individual plaques when
they are the only small individual plaques in ternms of
responsi veness.

So | think you have to try to be sure that you are
| ooki ng at apples and appl es when you say you are treating
pl aques of a certain character in terns of what has been

happening with the patient, the size of the individual
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| esions, the location of the |lesions, and the overal
context is: Is this all the patient’s psoriasis or is this,
in fact, just isolated plaques?

So these are some of the factors, | think, that
have to be controlled for if you are really trying to give
information that says where does this agent--how well does
this agent work, who does it work for, and if you re trying
to give information about, in a relative sense, how well
does it work conpared to other standards.

Clinical patterns. Really, just for non-
dermatologists, |'’mgoing to give a few slides and really
talk only about psoriasis vulgaris, guttate psoriasis, and
palmar/plantar, which sone people would say woul d be plague-
type psoriasis.

So this is your extrenely typical el bow plaque,
oink to red, nice mcaceous scale, extrenely well
demarcated, absolutely typical psoriasis plaque. El bows and
knees, often hard to clear, very easy to turn this plaque
which is pink to red and quite scaly and quite raised, into
a very flat pink, non-scaly plaque. You can do that with a
whol e variety of keratolytic and noisturizing agents pretty
easily.

This is thick plaque psoriasis, and, in fact, this
psoriasis is only noderately nore difficult to clear because

this individual had been stable for a long tinme and
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basically had reached a sort of steady state. Once you take
off the scale with basically keratolytics and you work on
the underlying inflanmatory psoriasis, he responds
reasonably well to treatnent. So a nuch higher score, not
that rmuch nore difficult to treat than the prior individual
at least in ny hands.

I’msorry we can’t see this, but this is a person
who has--in contrast, you can see extensive thin-plaque
psoriasis, including the |lower legs, and clearly what would
make this individual feel better, reducing the score,
reducing the inpact in this individual. They’ re al ready not
very scaly. They' re not very thick. They are to this
person very disfiguring. This disease, to nake it
substantially better from a patient’s perspective, would be
nmuch, much nore difficult than the prior person’ s disease
is. And yet, by traditional scoring neasures, the other
i ndi vidual woul d have a huge decrenent in score and
probabl y--whereas, this person, you d probably have a higher
chance of getting any substantial decrenment in score, and
even if you did, they’'d probably not be very pleased wth
it.

Quttate psoriasis. This is a type of psoriasis
that is eruptive, but one that's just there, it’'s stable.
Very, very treatment responsive. Treatnent response to this

is not the same as treatnment response to truly plaque
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psoriasis, but if a person doesn’t get therapy, this will be

around for nonths.

Palmar/plantar psoriasis. This is, | think by
definition, still plaque psoriasis. Thi s di sease is not
only obviously extrenmely disfiguring, interfering with every

kind of activity, painful, and, in fact, wth non-systemc
nmedi cati ons, much nore difficult to clear than even those
thickest plaques | illustrated earlier. And this is just
the other side of the hand, and you can see--you can inagi ne
the degree of norbidity associated with this condition.

Again, plantar psoriasis, extrenmely difficult to
clear, but yet in terms of a PASI score or in ternms of nost
other scores, if this is all this individual has, he m ght
be conpletely disabled in terns of if he has an occupation
that involves himbeing on his feet. Low score and very
hard to clear.

Location matters in terns of imnpact. Reasonabl y
hard to clear, especially in the hairline, not very much in
terns of overall extent, but quite disfiguring Eor this
individual if he is interested in social interactions.

so, again, comng back to nmy main thene: \Wat do
patients want from psoriasis therapy? | have taken care of,
soneti mes successfully, sonetinmes unsuccessfully, a lot of
patients over the last 25 years with psoriasis, and | have

tried to work with themon figuring out what it is that--
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what’s their endpoint? Wlat is enough to nmake them better
or feel better about having spent the tinme to see nme, spend
the noney on therapy, and especially the time for many Kkinds
of therapies.

I think the mninum they want, uniformy--and,
again, this varies greatly with all the factors | have said,
individual to individual--is alleviation of synptoms. |If
their psoriasis itches, hurts, bleeds, fissures, you need to
at |least take that away. And any agent that reduces scores
and increases irritation and itching I’m not sure that that
agent, if it really induces inflanmation or irritation or
soreness in plaques, is doing very nmuch for patients. They
want the scale to be gone. Havi ng scale constantly live
with you is both a--it’s a social stigna. It creates famly
oroblems. So at a very minimum if you can’'t make it work
like normal skin in terns of not breaking, not itching, not
oleeding, and you can’'t make it from scaling, you probably--
10 matter what you have done to a score, you have probably
1ot done very nuch for the great majority of patients | have
seen.

Next down the list is what they desire is many
?atients, especially for disease that is on not usually
axposed areas, basically not on the face, not below the
sleeve on the arm not on the neck, many patients with

iisease, especially, in ny experience, older patients, if
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you can convert their psoriasis to red or pink macules that
are asymptomatic al though there is still psoriasis there,
that is livable for them Peopl e prefer normal | ooking
skin, normal feeling skin in terns of its texture, and that
skin really does not have quite the sane texture--because it
is still psoriasis, it is just flat psoriasis--as hyper- or
hype- pi gnented skin, which many treatnments will |eave either
as a result of the inflammation of the disease or a result
of the treatnent. Patients will accept hyper- and hypo-
pigmented skin, especially if they think it will fade.

O course, what they really want is normal skin.
Real psoriasis therapy is really a dichotonous vari abl e. | t
was there before. It’s gone now in that place. And what
percentage of it is gone? To nme, for truly effective
therapies, it is a very easy dichotonous vari abl e.

Unfortunately, at |east for topical therapies, we
don’t have very many truly effective therapies, so we have
to | ook at other neasures.

And another thing one has to enphasize is that
remssion is inportant. This is a |ifelong disease.
Patients want a treatnent that, if they can reach nornal
skin, w thout any substantial treatnent, wthout at |east,
wWth treatnment that is far less than daily, they can
mai ntain normal skin over sone reasonable period of tineg,
and I'11 talk nore about that.
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So even an effective therapy, for exanple, UBG
phototherapy, that has to be used continually is not
acceptable to nost patients with substantial disease. W
did sone quality-of-life studies, and we were surprised that:
when we had patients on a whole variety of treatments--
nethotrexate, PUVA(?) , UVB--and those who found the greatest
i mpact, controlling for extent of disease, were the UVB, the
ultra-violent B patients. Wwy? Because they required the
nest frequent treatnent. So it wasn't--their control was
axcellent, but getting the treatnent year after year was
driving them crazy. And so that’s really not a truly
affective treatnent for a disease that |ast, on average, 50
tears.

Time to response is sort of the flip side of this
in terms of neasuring effect. It has always seened strange
o--until one thinks about one’s own behavior, it always
seemed strange that |’ 11 have patients who cone in who have
1ad untreated psoriasis that they haven't treated for months
>r years, they have not had a sudden exacerbation, it’s been
cerking along, a little worse and a little worse, and they
r1ave not done anything about it for 18 nonths, and they cone
in and you describe the different treatnments for the
lisease, and you let themknow it’s going to take a nonth or
:-wo before they're really substantially better, given the

vay the treatments work, and that’'s entirely unacceptable.
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When patients nake a deci sion about pursuing, it’'s
just like that toothache that has been sort of there a
little bit for a long tine, and then you finally decided,
even though it’s not nmuch worse, | got to see the dentist,
and the dentist says there’s no appointnent until next week,
you're furious. Well, patients with this chronic disease
have that exact sane attitude, except they get to see the
doctor and then they want rapid response. And one of the
problens we have is that many of the agents we have take
weeks to a few nonths to be effective. So, certainly, from
i patient’s standpoint, not only how | ong does it nmake it
oetter for once | stop using it, but how quickly does it get
ne there, is an inportant clinical variable in the overal
2ffectiveness of the drug.

Let ne just close, hopefully as a segue into Mark

Lebwohl’s tal k, about mneasurenent scales for severity of

lisease. | think they should be reasonabl e, reproducible,
and clinically meaningful. And they can be of a variety of
scal es. | have sort of said that | really believe that the

>est one is a nomnal one. Basi cally you have plaques; they
sither get better or they don't. It either |ooks Iike
10ormal skin or it doesn’t, sonething easy to photograph.
That’s when you have truly effective therapies. That’' s what
ve’ve used as the percentage of body clearing with psoriasis

in UVB. |It’s measurable. You have to train people to
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measure it properly or use photographs. O'dered is often
used. You know, how much better is it by a variety of
scales? Mark will talk much nore about that.

| actually think for topical therapies, | think
ranked scales are, in fact, a potential way of |ooking at
these things, especially with good photographic standards.
However, | woul d suggest that when one eval uates agents, one
shoul d not only, in a blinded fashion, conpare before and
after photographs of agreed-upon areas and index plaques
with treatnent and with placebo side by side, but one should
in time devel op photographic standards that are such that
you can conpare sonme of the standard therapies or have
three-arm studies so that with sone of these agents you can
not only denonstrate that, yes, it had by these neasures a
statistically significant effect conpared to placebo, but
you can put the degree and types of changes, be they good
and bad, into the context of established agents for that
type of psoriasis. Again, here I'm talking about
establ i shed topical agents. Because | think when you try to
rate dispassionately old agent X versus new agent Y, and you
try to decide in which patients which one is better and is
the difference in cost justified, with the nmeasures that
have been used, you don’'t have a clue. And what physicians
and patients really want to know is: Does the stuff that
costs $2 a gram work any better than the stuff that costs 10
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cents a gran? The only way to know that is really by well-
designed studies that give direct conparisons wth robust
and accurate neasures.

Let ne then talk a little bit about sonething that
| have witten about and tal ked about in the past, the PAS
score. As | have said before, it’'s the nobst popul ar
endpoi nt for inprovement, so why not the PASI? O as | like
to say, why we should pass on the PASI.

Well, first of all, the PASI is a copout in
studi es of nore severe psoriasis. It’s a copout in
normal i zing skin. You don’t need a PASI score if you have a
truly effective therapy. You go from psoriasis to norma
skin.  You don’t need to quantify it.

What the PASI does through a weighting systemthat.
is, | believe, grossly at odds with good correlation wth
things that are clinically inmportant, it allows you to have
a scale that, in spite of its lack of reproducibility, gives
you ease at acconplishing significant changes in disease
that may not be clinically substantial. And let ne
illustrate this.

The PASI score, for any who don’t know, it’'s
basi cally--and there are nore nodifications of this
certainly than | have children. But they all involve
basi cal ly doing two things. They invol ve assessing a

variety of attributes of the individual plague, nost
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classically redness, thickness, and degree of scale; doing
it separately, generally, on different anatom c areas,
wei ghting those according to their approxi mate total body
area; and then nmultiplying them by a factor of how nuch of
that body area is affected.

The problens with this is that inmprovenent can be
substantial just by reducing scale or induration and a
little bit of erythema w thout comng close to even norma
| ooking skin. And equal scores or equal can represent very
jifferent di sease states, which | will illustrate in a
noment, and the inprovenent from equal scores can give you
very different clinical inplications.

So let ne--so here is a gentlenen who has these
olagques that | think you could argue are very scaly, very
chick, and, underneath, very red. So he gets a 12. And
let’s say--1'"m sorry. Let’s say he has them not only here,
out he also has themon his elbows, and he also has a sacral
?l aque, one of those lesions that often occurs, and he has
r1othing on his face. H's score would be just under 11,
about 10.8, wunder the traditional PASI system

This individual has mninum scale, very thin
claques, quite a bit of redness, |less than 10 percent of
sody area, and let’s just say she also had sort of a
comparable percentage also on her legs and a few plaques on
rer buttock. Her score woul d be about 6, about two-thirds
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as nmuch, making her substantially better, starting at this
poi nt, even percentage-w se would be a therapeutic challenge
difficult to do with nost of our topical therapies. You
coul d drop her scale score one. You might be able to nake
her a little less red and indurated, so you mght be able to
reduce her score perhaps 30 percent with topical therapies;
whereas, the prior gentlenman, you should be able to get a 50
percent reduction or nore just with a little enollient with
sone al pha hydroxy acids init.

So if the score for this person, who I would guess
woul d have substantial inpact of the disease, is |less and
i mprovenent is harder than in the prior case, how can that
be a reasonable valid score which is transitive and
clinically meaningful?

Here is an individual who just has these pl aques
on the dorsum of their hands. They’ re only pink. There’s
no scale. Their PASI score is a fraction--if this is their
only involvenent, is a fraction of 1. They have an al nost
undet ect abl e score. This person is disabled by their
di sease, and nmaking this disease better is going to be darn
hard. And it’s dermatonyositis. [t’s psoriasis. So that's
anot her exanple of how little PASI reflects what’s going on
w th patients.

Anot her individual, clearly very diseased that’s
going to highly affect the individual, not a very high PASI
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score conpared to our first, at least with topical agents,
very hard to clear, very hard to nake nuch better because
there is no scale there. You can only start--in his case,
he’s probably--in terns of his local area score, he's a 4,
and it’s less than 10 percent of his head, so he’'s a 0.4 to
start. How nmuch better can you be when you start at O0,4?
Yet lots of effect.

so, to conclude, | think that the primry
endpoints for truly effective treatnent should be what nost
patients want, that nost originally involved skin becomnes
norns 1, that there has to be a persistence of normality for
sone decent interval after either stopping treatnent or
decreasing the frequency of treatnent to sonething that a
reasonabl e person would say is consistent with a norna
lifestyle. Wether that’'s a weekly treatnment or a nonthly
treatment and how long the duration is, |I’mnot sure, and
one woul d have to tal k about it. But | think those are two
very inportant el enents.

The secondary endpoints, still acceptable but need
better quantification, better agreed standards, and probably
need to be--we probably need to | ook nore towards
phot ography and other imaging standards, and | don’t nean
trans-epidermal water |ost or doppler studies. | mean thing
that are clinically meani ngful as opposed to biomechanically

quantified, |ooking for hyper- and hypo-pi gnentation as
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andpoints, macul ar erythenma that persists and does not
imedi ately go on to thicker lesions, and at |east therapies
chat flatten and renove scale for persistent periods.

So | think it is possible to separate efficacy
assessment from cost and risk assessnent, but any clinica
afficacy assessnment has to consider as part of at |east the
information that the clinician and patient should have,
vhich to nme neans it should be part of the label, is ease of
ise, frequency of use, both with respect to the time it
t akes per application and how many applications a week, and
also tinme to clearing, time to flare, and then sone true
neasures of true effectiveness, either primary or secondary
andpoints, and hopefully in the context of conparisons to
est abl i shed agents advocated for simlar extensive disease.

| thank you very nuch.

[ Appl ause. ]

CHAl RVAN McGUIRE: Dr. Stern, | think if there are
any burning questions, we could have them now. | don’t want
to have a prolonged discussion, but if anyone has anything
to ask Dr. Stern? Dr. Drake.

DR. DRAKE: Just a quick question. Can you tel
us what you think--if sonebody can pull it up, what's the--
the quality-of-life stuff you did, is that with a validated
questionnaire, and is it published? | probably just

overl ooked it, but could you give nme your reference on that?
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DR. STERN: W did a study within the PWA cohort
where we basically used a sickness inpact profile and then
did our own psoriasis disability index, which we basically
constructed borrowi ng what we thought were the best elenents
of a variety of other reasonably validated indices to |ook
at inpact of disease. But , you know, there’'s a whole
variety of quality-of-life nmeasures out there that are both
skin disease-generic--obviously they’'re generic neasures--
skin disease—generic, |ike Skindex, and psoriasis-specific.

The problemwith themis that inpact is so--once
you’ ve controlled for extent of disease, inpact varies so
much according to soci odenographic features and duration of
di sease. In fact, one of the discouraging things, if you're
sonmeone who treats disease, is that except for individuals
with extraordinary anmounts of disease, the anounts of
decrenment in inpact that one observes when one makes their
di sease objectively much better is often very low, and it’s
been ny hypothesis, although | have not tested it, that that
in part reflects the fact that these patients know their
di sease is going to be back, and in terns of the social and
psychol ogi cal dinensions, it really hasn't alleviated it.
So the physical get better and the other two don’t vary very
much even though they | ook nmuch better.

DR. DRAKE: Thank you.

CHAl RMAN McGUIRE: Rob, thanks very nuch
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The next guest--Jon? Dr. Wilkin?

DR WILKIN: Actually, | just wanted to clarify
one thing. In the past, if you look through the CFR there
really is no provision for an active conparator that a
sponsor woul d have to conpare their new product against.

And nost recently, in the Reinventing Governnent, it’'s
actually had even a change fromthat in that if there is
already a product on the market, a new product does not have
to be as effective as a product on the nmarket unless it’'s
for a life-threatening or severely debilitating disorder.

DR. STERN: Let me respond to that in two ways.

First, depending on the agency’'s ability to set up
phot ographi ¢ standards, it is possible with this disease to
essentially develop a library from ot her studies of
phot ographs that can be included in the evaluation set
wi t hout them being in part of the sane trial. They' re
really sort of your standards as |ong as people are blinded.

Secondly, it is true--1 understand that in terns
of approval, but if you want--you know, one of the things
that is likely to happen, especially with cost containnent,
conpanies may need to establish that their agent does
something at least as well or better than the conparator
and that nmay be sonething where you can offer them your
| abel can indicate that conpared to agent X, the established
agent X, it was better in these ways, or didn't make it.
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Because it's ny inpression that in terns of the comerci al
viability of many products, if they can't--when they re
comng out at 10 to 50 tines what the established product
costs per application, if they can't establish that they' re
at least a little bit better, as fewer payers have nore
control over what they’' ||l pay for, they nmay not be
comercially viable.

| know those aren’t agency things, but | think
there are a variety of interesting strategies that you can
use to make it in the sponsor’s best interest to do those
studies, and so people really have the clinically inportant
information for that product.

CHAl RMVAN McGUI RE:  kay. Qur next guest speaker
is Mark Lebwohl.

DR. LEBWOHL: Thank you very nuch. Let me have
the |ights down, please.

Dr. Stern has set ne up very well. | was charged
to review the methodol ogies that we use to eval uate
psoriasis, and actually you re going to save ne sone tine
here. But just to review very quickly, PASI score, which is
one of the earliest attenpts and certainly one of the
net hodol ogi es in nost w despread use around the world to
eval uate psoriasis, involves |ooking at three parameters--
erythemn, or redness; infiltration, of plaque thickness; and
desquamation, or scale--rating themon a Oto 4 scale, and
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then nmultiplying that by the area of involvenment, and thus
you cone up with a total body score for severity of
psori asis.

Nw, | agree entirely with Dr. Stern that we have
to pass on the PASI, and | will show you the flaws of this
particul ar nethodol ogy, and that it is in w despread use
just shows you that we have to inprove the nethodol ogi es
t hat we have. But 1’11 show you others that are currently
in use as well.

This is a thene that Dr. Stern built upon, and
that is, here is a patient with terrible psoriasis, and this
woul d not get a score of 12, which is the nmaxi mum severity
score, if you add up a 4 for redness, a 4 for thickness, and
a 4 for scale, because there’'s very little scale here. This
patient would get an 8 or maybe a 9 if you gave her a 1 for
scale, and yet this is as bad--and, in fact, she wouldn't
even get a 4 for plaque thickness. Yet this is certainly
severe psoriasis.

There are many ot her reasons why investigators do
not |ike using the PASI score. First, it’s very tedious,
and it is fraught with inaccuracies. And |I'’mgoing to just
poi nt out sonme of the flaws of the PASI in the context of a
m ni-study that we did. And we did this at two tine
intervals separated by six nonths. W used the sanme three

j udges--this happened around A ynpic tine--and they rated
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sites . So we didn't do a full PASI score. And let me show
sou what we canme up wth.

Here’'s the first photograph we showed at the
>eginning of the six-nmonth interval, and we showed it to the
‘hree judges, and they were very uniform This is pretty
>ad psoriasis, and they all rated this patient as severe
across the board, mnor discrepancy in the area of
Involvement . This is 70 to 89 percent. This is 50 to 69
>ercent. But other than that mnor discrepancy, very
mmiform agreenment that this is a terribly affected patient.

We then showed them this photograph, and this is
>retty bad as well, and this patient was rated, when you add
ip erythemn, infiltration, and desquamation, anywhere from 4
o 6, average of 5 by the three judges, all pretty close.

Six nonths later, we went back to them and we
jidn’t show themthe first patient. Ve only showed them the
second patient. And not having that first patient, the one
who cane in in the norning and had psoriasis so severe that
everybody else the rest of the day had it mldly. So not
showing them that first patient, the sane three judges six
nmonths |ater--and, incidentally, we had a photographic
standard that Dr. Stern suggested, which | agree wth
conpl etely. It helps a ot to have standard photos for how

you should rate the various paraneters.
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Here are the scores. It averaged 5, if you
remenber, before. Here the | owest score added up to 6 and
the highest to 10. So a dramatic difference in the score
dependi ng on who they saw earlier that day. One critica
flaw in the PASI score.

Nw, this is a patient that | certainly would cal
eryt hroderm c. The judges--and | would not use a PASI score
to rate that, and the reason | wouldn't is for exactly what
you see here. The judges thought this was severe in all
paraneters, but, you know, it’s true that plaque thickness,
the severity ranges from 1, mninmal, to 4, very severe. So
that that is an area where the PASI certainly is not useful

And guttate psoriasis, in our clinical trials we
generally | ook at plaque psoriasis, but everyone knows that
many patients with plaque psoriasis will have guttate
| esi ons. Ri ght next to that plaque you have lots of little
tiny spots. And the obvious area of disagreenent here is
the area of involvenent. Is this 100 percent invol venent?
Is this 50 percent? Is it 10 percent?

There was general agreenent in the scores except
on the area of involvenent, which ranged froma |ow of 3,
which is 30 to 49 percent, to a high of 5 which is 70 to 89
percent, so as nmuch as a 40 percent difference in the area
of involvenent as judged by the investigators.

So the PASI is certainly fraught with difficulty
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1ot only on a judge versus judge, an inter-individual
variation, but even within the sanme investigator at
Jifferent time points in the sane patient.

Now, what’'s wong with this patient who cones in
and eval uated by a PASI score? Vell, other than the fact
that it’s out of focus, Wwhat’s wong with this patient is
chis is one plaque. This is the only plaque the patient
ras. One percent of the body surface area is the pal m of
-he hand. So this is about 1 percent. This patient would
rave a maxi mum PASI score of 1.8 or certainly less than 2,
and yet this is a fairly bad plaque, but it is the only
?l aque.

You would be foolish to use a PASI score to
svaluate a patient with very linited psoriasis. This score
simply is not going to reflect the endpoints that you' re
| ooking for in terns of inprovenent of the di sease severity.

Nw, it turns out that there are many grading
scales, and they have in common the eval uation of scaling,
arythema, and pl aque thickness. And they have different
scales. This oneis a Oto 8 scale. There are others that
are Oto 3. 1' 11 show you another Oto 4. But the point is
that they have multiple steps at which you can differentiate
these three paraneters, and they are pretty good at doing
t hat . But you have to keep your endpoints in mnd.

This one | ooks at scaling, with O being no scaling
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and going all the way up to very severe coarse, thick scales
as an 8, and gradations in the mddle. Eryt hema, ranging
fromno erythema to light red, to extrenme red col orati on.
Plaque thi ckness being absent or slight, going to noderate,
mar ked, and very marked elevation with hard, sharp edges.

And all of these are simlar in the way they
approach it. The Oto 3 has half points between it so that
there are seven points on the Oto 3 scale; the Oto 8 has
ni ne points. But they're all pretty simlar in the way they
| ook at psoriasis.

In addition to that addition of those three
paraneters is a scale of overall disease severity, and this
one can be fairly tricky. For exanple, in this particular
scale, Ois no evidence of disease, 2 is mld, wth
approximately 5 percent involvenent, with an average plaque
elevation of 4, which is noderate plaque thickness and
scaling and erythema in a range of 2 was the definition
given here. Very severe is defined as 50 percent
i nvol venent, w th an average plaque elevation in the 6 to 8
range, and scaling and erythema in the 6 to 8 range.

Vell, what if you have a patient who started out
with 50 percent involvenent and 6 to 8 scores, and after two
weeks had 50 percent involvenent and 1 to 2 scores? |Is that
not a dramatic response? That person will still have 50

percent invol venent.
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Fortunately, in this scale, there is roomfor the
investigator to essentially put his opinion of the outcone
of the patient, because there is no 50 percent with scores
of 1 and 2 in the scale. So | would probably have ranked
that patient as mld even though the patient still had 50

percent--or maybe a little over mld even though the patient

still had 50 percent body surface area involvenent.
‘The single nost useful score, | believe, is the
physician and the patient’s global assessnent. Wat’'s the

percentage of inprovement? Because that way you can take
all the paraneters into account and on this particul ar
scale, which is simlar to all of the ones that are out
there, noderate inprovenent was judged as 50 percent, slight
i nprovenment 25 percent, marked inprovenent 75 percent, and
then alnost clear 90, and conpletely clear 100. So that is
a very useful way of evaluating benefit in psoriasis.

These are just other scales that are simlar.
This is a Oto 4 scale, and it looks at not only one target
site, but as Dr. Stern mentioned, it is nmuch easier to treat
some areas than others, and so they artificially separated
out el bows and knees as being tougher-to-treat sites versus
non-el bow, trunk, arm or leg, and then |ooked at all
treated sites as well. And they did the sanme thing with
erythema, plaque elevation, scaling, that | have shown you
before, only this time on a Oto 4 scale. So there are only
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Ei ve points here.

Again, they had very simlar overall |esion
assessnment and gl obal eval uations, which they call here
response to treatment, with narked being 75 percent. And
we’ll get back to that 75 percent nunber shortly.

There were several questions | was asked to
address in the course of this session. One of themis:
Shoul d there be a mninum severity when eval uating products
for psoriasis? And the answer is of course. This is a
patient who has very mild psoriasis on a linb, and if you
sinply put petrolatum on here, you can probably elimnate
nost of this. So obviously there has to be a m nimum
severity. And, traditionally, noderate plaque thickness is
the mninmum requirenment for entry into a psoriasis.trial
and that doesn't allow you to enroll a patient such as this.
You really have to have nore than this.

The next question | was asked is: Shoul d there be
a mnimm area of involvement? And |I'm not sure that there
should be. This is a patient who has less than 1 percent
body surface area in this photograph, and there are patients
whose psoriasis is bad but linmted to localized body sites.
And you can certainly judge very well whether a drug will be
effective on this plague of psoriasis on the el bow, even
though it’'s less than 1 percent body surface area.

The next question | was asked to address is:
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Shoul d there be a relative inportance assigned to the
di fferent paraneters: seal i ng, redness, and plaque
t hickness? And this is a photograph | borrowed from an
atlas, and the point of this photograph is that you can take
conparabl e plaques, and sinply by putting enollients on
them you can elininate all the scale. So that a third of
your score is then elimnated. Scale is not a good
endpoi nt . In fact, it’s the one that really skews the PASI.
The patient who puts on vehicle in the PASI can drop by a
third, so that there are striking differences between the
three parameters, and sone clinical trials will separate out
as an endpoi nt responsive plaque, plagque thickness. And
that is not an unreasonabl e endpoi nt.

Now, having separated these out, the next question
| was asked is: \What about establishing dichotonous
endpoi nts? Instead of having an addition of scaling, plaque
thi ckness, and erythemn, adding up all those paraneters, why
not look at two different endpoints? One of them m ght be
just plaque thickness. One of them might be a skewed
addition of scaling, erythema, and plaque thickness. The
best one, in ny mnd, is the global evaluation, and what |’ m
going to show you now are a series of slides in which
topical preparation was used, and | woul d say that when two
peopl e see the same disease over and over again, they
usual ly will agree on 95 to 99 percent of Wwhat they see.
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and the 1 percent that is--the only thing that | would
disagree with what Dr. Stern said is there are patients--and
it’s a select group of patients. It will be patients who
have 10 to 20 percent body surface area. You know, sone of
themjust will not put up with that and they want to get rid
of it no matter what the cost, and others don’t want to put
up with it but they don’t want to cone in for phototherapy
three times a week. And those patients, if given a choice.
of coming in for phototherapy for three nonths and then
staying clear for a period of nonths afterward, versus
putting on topical nedications regularly in order to keep
their psoriasis away, there is certainly a group of those
who will much nore readily put on the topical nedications
than conme in three tinmes a week for phototherapy for three
mont hs.

This was a study that addressed precisely that,
and without telling you the agents, | just want to show you
that when a treatnent works, it can work for all the
paranmeters. And many of the treatments that we use do work
for all the paraneters. This | ooked at scaling, and you can
see the vehicle group strikingly different fromthe active
treatment group. This is actually a conbination of two
treatnents, | should say, and it was one treatnent versus
tw . And you can see the group that got both treatnents
versus the treatnment plus vehicle was significant throughout
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the course of study. Erythema was significant. Plaque
t hi ckness was very significant. The overall evaluation was
significant. And the global response was significant.

So that many of our studies that inprove two
parameters of psoriasis or three paraneters will end up
i nproving every paraneter that you | ook at.

The next point | was asked to discuss was
endpoints, and the picture that you see here is a patient
who received, again, two treatnments on one |eg, one
treatnment on the other. He inproved dramatically on both.
This |leg took about two weeks |longer to respond conpletely
than this leg. One of the treatnents on this leg--this was
a conbi nation of UVB and anthralin--was an absol ute ness,
and he was very happy to wait the extra two weeks and judged
this side as better because he would certainly prefer to
live the rest of his life going for phototherapy two weeks
| onger to get a six-nmonth rem ssion than to put on
anthralin, which is fairly nessy, and go for phot ot herapy.
So there’s a lot of patient variation in ternms of what
they’'Il be willing to accept in terns of their therapy. So
t hat when you | ook at endpoints, you have to |ook at what
patients are satisfied wth. | deal Iy, of course, conplete
clearing is a wonderful endpoint. But know that many of the
treatnents that we have will not achieve that endpoint.

Many of the treatnments that we have w Il achieve 75 percent
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I mprovenent . Yet |ooking at the graphs, you could
practically put one on top of the other. SO the endpoint
has to be defined, and it should be the sanme for all drugs.
And | would vote for 75 percent as being an endpoint that
shoul d be achi eved.

The next discussion that | was asked to address
was :  Should it be a target area or should it be all sites,
or should the total area of involvenent be involved? The
one advantage the PASI score has over other paraneters that
we use is that the PASI addresses area, total area of
i nvol venent. There are, of course, patients who don't care
if their shoulders are involved because their shoul ders are
covered, but they do care a lot if their arns are involved.
And this patient actually sinply would not treat her
shoul ders. It sinply didn’t bother her at all. She want ed
her arns to be cleared, and that was the only site that she
treated.

A very inportant point that Dr. Stern addressed
was different sites of involvenent respond very differently
to treatnent. And, in fact, you can separate out
intertriginous sites and the face. Intertriginous sites are
sites where skin rubs against skin such as the axilla, the
groin, even the antecubital fossa. And those sites respond
very quickly. This is before, and this is after a few days
with a mld topical steroid--not mld. It’s actually a
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Class Il topical steroid.

This is before, and this is, again, after just a
few days with the topical steroid.

Now, we know that the shin--you can put a topica
steroid on for 10 years, and you won’t get that degree of
inprovement . The shin is much nore difficult to treat than
intertriginous sites.

kay. W showed this actually several years ago.
W | ooked at intertriginous sites versus other body sites,
and actually, the face is another area that responds very
easily, and I'msorry that this is difficult to see. But
this is treatment of psoriasis on the face or intertrigi nous
areas, and this is treatnment of psoriasis in non-
intertriginous sites. You see a striking difference between
the two lines. The face and intertriginous areas respond
much nore quickly.

Ckay. This was put in because | was asked to
address quality-of-life issues, and this is a rectal
nor phi ne sulfate, and the caption, which isn't visible,
says, “Wiy is this woman smiling?” | didn't put this in.

Quality-of-life issues in psoriasis are real
There are many indexes that have been used to | ook at them
and if you look at the nultiple publications on quality of
life in psoriasis that have conme out and you |ook at all of
t he surveys that have been taken, the outcone in survey by
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survey is different, with one exception, and that 1S that
nest of themfail to show a response to treatment. |n other
words, the survey usually does not change with treatnent

One of the problens that was shown recently in 2
survey IS that the stress of anticipating a negative
response from others contributes nore than any to a
?atient’s quality of life and disability. And that is
something that is difficult to change unless you have a
-reatment that gets rid of psoriasis and gets rid of it for
a long tine. And, unfortunately, we don’'t have anything
chat works quite so well.

The various indexes that are out there are all
very good at assessing quality of life in psoriasis, but
they, again, do not distinguish the benefits of therapy
reliably. There is a psoriasis |ife stress inventory.
There is a psoriasis disability index. There are sone
3eneric indices. One is called Skindex, which |ooks at
quality of life with skin diseases in general. There are
other general health index. SF-36 is one that is wdely
used.

None of them are perfect for psoriasis, but one
thing that conmes out of each one of themis that the
patients’ comrents, when they | ook at those questionnaires
or surveys, are different from patient to patient. But if

you can separate out the patients’ conmments, they are quite
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striking in ternms of the disabilities that patients suffer.

This patient has no trouble with sexual relations
even though he’ s covered head to toe wi th psoriasis. But he
can’t wear anything that is white because his skin cracks
and he bleeds all over hinself. That’'s his main disability
from psoriasis. Yet another individual wll be enbarrassed
in front of his or her spouse because of psoriasis.

So nore comes out fromthe coments with these
questionnaires than from anything else. And there are
guestionnaires that are very good at eliciting those kinds
of comments from patients. But as far as the efficacy of
t herapy, so far we have not been able to get rid of that
anticipation, the stress of anticipating other people’s
negative response. Because even if your psoriasis is gone
tenporarily, you don’'t know when it will be back. And that
guestion remai ns unchanged unl ess you have a treatnent that
is long term

| think that is ny last slide. Thank you very
nuch .

[ Appl ause. ]

CHAl RVAN McGUIRE: Mark, if you don’'t mind, could
you wait just a mnute and let’'s see if we have a few
questi ons. Wul d anyone from the Advisory Commttee like to
pose a question? Dr. Rosenberg.

DR. ROSENBERG I think I could pose a question to
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soth of the speakers. Would you comrent on relative
2xpect at jons and differences in evaluation of topical versus
system ¢ therapy?

DR LEBWOHL: Yes. From a patient’s point of
view, once they are ingesting sonething or getting it by
injection, they expect a greater outcone. \Wether it’'s true
or not, regardless of the absorption of topica
preparations, they view that as being, in quotes, a stronger
t herapy and expect nore of it.

I think that is one of the reasons that sone
agents |ike sulfasalazine, which has been shown to be
oeneficial in a small proportion of patients, has not been
successful . It only offers limted efficacy to about 30
percent of patients in published clinical trials, has a
significant occurrence of not life-threatening, by and
| arge, side effects. But once patients are taking a pill by
nouth, they expect it to work. Now, you do achieve dramatic
results with oral cyclosporin, with oral nethotrexate. But.
patients are often reluctant to take those therapi es because
of concern over the side effects of those therapies.

As far as topical therapies, patients perceive
t hose as being |l ess harnful. They’re willing to accept |ess
benefit from topical therapies, | believe. But, you know,
especially with the cpst of sonme of the topical therapies
that are out there today, a 100-gram tube of one of the

M LLER REPORTI NG COVPANY, | NC.

507 C Street, N.E.
Washi ngton, Dp.c. 20002




)

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

50
newer topical therapies sells for $270 in Manhattan. |If
patients spend $270, they expect to get better, even if
they’'re getting it back from an insurance conpany.

And so there is a real disappointnent when they
| ook at the price and put that on and it doesn’t work.

Certainly everybody wants to be clear. Nor nal
skin is the nost desired outconme, but there are plenty of
people who will be happy to use a topical therapy and get
al nrost normal skin or 75 percent inprovenent just with a
topical therapy, and they wouldn’t say the same about a
pill . If they take a pill, they want 100 percent
i mprovenent .

CHAI RMVAN MGUIRE: Dr. Drake?

DR DRAKE: This is to both of you guys. |
appreci ate your comments both on the quality of life--that,
you know, | think it’'s very hard to inpact quality of life
wWth patients with psoriasis because of the expectation of
return of disease. But I want to ask you another question
that sort of relates to that, and | think they' re al
interrel ated.

| have seen patients with psoriasis be wlling to
take on exceptional risk, and by exceptional risk, | nean
taking on drugs that are extraordinarily--have the potentia
for extraordinary toxicity for basically what--1 want to say

a benign disease. It’s not benign in the overall schene of
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things, but it mght be benign with respect to killing them
All right? But they will take--they are actually very
willing, it seenms, to take drugs that are potentially life-
threatening, the drugs thenselves, and the disease is
probably not--in other words, | guess what I'’mtrying to ask
I's: In nore than any other group in clinical studies,
patients with psoriasis are very eager to volunteer; they' re
very willing to be in high-risk studies.

Wiy do you think that is? Wy do you think
they’re nore willing than patients with other disease to
undertake high risk? Wen you | ook at consent forms,
psoriasis patients alnost never say no. They’'re al nost
always willing to do it. \ereas, wth other diseases,
they' Il read the consent form and if it’s a high risk,
often they' || back away fromit. And maybe that’s only just
inny limted experience, but that’s ny sense of it. Is
that an accurate sense? And if so, why do you think that
i s?

DR LEBWOHL: | agree with you conpletely. It may
be the group of patients who conme for clinical trials are
anong that group who are really so bothered by their
di seases that they |l try anything. Certainly there are
pati ents who, you know, ignore their psoriasis and have very
little psoriasis, and it may be a high proportion of

psoriasis patients in the nation who have m nor plaques on
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he el bows, for exanple, and to them, you know, they don't

-eally have psoriasis. They don’t even acknow edge that
-hey have psoriasis even though you' ve told them they do.
\nd they are the ones who have conme to you for sonething
s1se, and you happen to notice it in the office.

But the ones who cone to you for psoriasis are
>bviously bothered by it, and very often what has cone o
>f a lot of these quality-of-life questionnaires is thei

>erception that other people are |Iooking at themin a

ut

r

1legative way, is one of the nost troubling aspects of this

:othem And | agree with you, you are absolutely right,

hey will put them through unbelievable torment to get r

i d
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>f their psoriasis, and not just with drug studies, with the

approved drugs.

CHAl RMAN McGUIRE: Mark, it occurs to ne that

>f our difficulty is semantic and the way we use the

part

Language. If you think of a child with varicella, the child

nay have 80 percent body involverent, but the 80 percent
that is involved by area is only 5 percent lesional.

DR. LEBWOHL: That is correct, yes.

CHAI RMAN McGUIRE: And that’s the issue that
arises with guttate psoriasis, and you would say, well,

have--the trunk is involved with guttate psoriasis, so

we

that’s 40 percent of the body area, but, in fact, there are

2 percent lesional skin.
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DR LEBWOHL: Right

CHAI RMAN McGUIRE: That was one observation

The other observation is that--1 can’t renenber
vhose comment this is, but if | hadn’'t believed it, | would
1ot have seen it, and--referring to the patient you showed
vith the |large pre-sacral and truncal very heavily scal ed
Lesions. Well, actually, there wasn't much erythenma
showing.

DR. LEBWOHL: Right, but it’s under that scale.
iverybody rated it as 4, actually.

CHAl RVAN McGUIRE: That’'s right. But you graded
it as 4 because you knew what was underneat h.

DR LEBWOHL: Right

CHAl RVAN McGUIRE: |If you had been a seventh
yrader, you woul d have said there wasn't erythema.

DR LEBWOHL: Right.

CHAl RVAN McGUIRE: But you're a professional, and
you said, “I know what’ s under there. " But, in fact, that
is an inprecision in our measurenent.

The other part of that is when you renove scal e,
then the erythema val ue should go up because you can see
things that you didn’t see when the scale was there.

DR. LEBWOHL: That’s right.

CHAl RVAN McGUIRE: W' ve done some funny things to

ourselves in this grading business.
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DR LEBWOHL: Sure. | have to tell you that the
photos that we used as standards had a photo simlar to that
and did not rank erythema as a 4, but the investigators all
ranked it as 4. And | think that they--you know, | would
have agreed with them

CHAIRMAN McGUIRE: Yes, Dr. Kilpatrick?

DR KILPATRICK: These questions are a little bit
of f the endpoint question, but may be of interest. I's there
a psychosomatic conponent in psoriasis? |s it ethical to
have a placebo armtreatnment? And do we need blinding in
controlled clinical trials?

DR. LEBWOHL: Well, certainly, | believe it is
ethical to have a placebo armin this because it is not a
life-threatening disease. One of the prom ses that we make
to our patients at the end of a clinical study, which, vou
know, could even be incorporated into requirenents if you so
deened, is that we feel obligated to treat the patient
afterward. And at our site we always do.

But to answer your question, because it’s not a
life-threatening disease, | don't see a problem w th having
a placebo controlled side. The ot her question is: Do you
really need a placebo control? And the answer is you
certainly do. There’s a big placebo response, especially
when you | ook at scaling. You can get rid of a third of

your scores if you use just those scores for endpoints by
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jetting rid of scale, and you can do that with Vaseline.

So this is a disease where you definitely need a
>lacebo group

CHAl RVAN McGUIRE: Rob, did you want to comment?

DR. STERN. A couple of comments. | think it
jepends what your endpoint is. If, in fact, your endpoint
is conplete normalization of individuals® skin who have
substantial involvenent, vou really don't nheed placebo if
you can control for external factors |ike sun exposure. |
vould not accept those as Phase IIl trials, and | am not
advocati ng those. But | think if I were the agency and |
vere | ooking at soneone’s Phase |l(a) or I1(b) protocol in
terns of sort of priority and they cane in at that stage and
showed ne photographs before and after of people who were
>bviously not just additionally tanned, who had substanti al
lisease and their skin |ooked normal, that degree of
sfficacy you don’t need placebos to realize that you have
something that really works.

| think for the reasons Mark said, there should
still be placebo controlled trials, but, for exanple, |
night well design themwth a nuch heavier |oad of patients
yetting active drug in random zation relative to placebo. I
think for anything short of that, you absolutely need

pl acebo, and | think for a lot of these topical products

that are coming along, if you want to know whether it works
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and whether it really has any pharmaco-economic, soci al
itility, you, in fact, need nore than the placebo because of
>ur inability to really measure the clinical useful ness of
:he drug in an understandabl e sense.

Getting back to Lynn’s question, | think first of
111l what we see in our practices where we see either
?atients with--a disproportionate nunber of patients wth
severe psoriasis, and especially when clinical investigation
is involved, you have a real biased ascertainnment in terns
>f not only the characteristics of the disease but the
personalities of the individuals that aren’t necessarily
representative of the general population’s attitudes toward.
risk. So I think we have to be very careful about--while
seople of simlar severity and similar point in their
jisease, et cetera, et cetera, probably would respond
confortably, | think one of the things that’s often m ssing
is if a drug that has sone potential for toxicity is shown
to be sort of acceptable within the context of clinical
trials froma toxicity point of view, there may be the
assunption by the agency or by clinicians that this would be
generally acceptable to patients as a risk/benefit ratio
kind of--well, they knew what they were getting into, they
saw what happened, and they still wanted to use it. And
certainly I think your point is an excellent one. That may

not be representative of the larger population of patients
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vho didn’t have these particular attitudes towards their
iisease, particularly either risk takers or innovators, and
ne have to be very careful about believing that, as people
have voted with their feet as part of clinical trials to
accept these kinds of risks, that other patients wll
anderstand or be willing to accept those risks unless
they’'re very well spelled out.

CHAIRMAN McGUIRE: Dr. Rosenberg? And then after
dr. Rosenberg’s question or comment, we will go on to the
FDA presentation.

DR ROSENBERG |, of course, appreciate what Dr.
Nilkin said about product approval does not require a
conparison or really--not only not requires, but should not.
jepend on conparisons with previously available or presently
avai |l abl e agents, nor necessarily, | guess it follows from
that, should the standards required for approval of new
agents be higher than those previously. And yet both
speakers | think made such an inportant point when they
tal ked about the tine to relapse, how long does the patient
stay well. And certainly we know of published papers on
anthralin versus anthralin plus steroid. They clear a
little nore quickly with the conbination, but then they stay
clear longer wthout the steroid.

And | just wonder, while we’ve got both of these
experts here, they could conmrent on putting that bit of
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information into assessnent of efficacy, how | ong.

DR LEBWOHL: Actually, Dr. Stern addressed
somet hi ng that was key, Wwhich is how long do you stay clear
afterwards, and | think that is really inportant to
patients. And that conbinati on anthralin versus anthralin
plus steroid, you can do great with the anthralin plus
steroid, but the issue is what about relapse rates. And it
seens that if you use monotherapy, you do better, and |
believe that that study showed there was--although you clear
more quickly--the sane as been shown with UvB. Steroids and
UVB will let you clear a tiny bit faster, on the average
about a week in a three-nonth course of treatment, but the
rate of relapse is nuch faster. And very few patients are
willing to--you know, they |l be very happy to go the extra
week and get nonths nore of rem ssion wthout the steroid.

DR STERN | agree with Mark, and that was one of
the main points of nmy talk, that when you tal k about four-
to ei ght-week studies, you are talking about studies that
enconpass one-five-hundredth to one-three-hundredth of the
average person’s lifetine of psoriasis, and naking a
person’s appearance better for that period of time is really
not very neaningful in the overall context of their life.
And one of the greatest burdens is the burden of continual
t her apy.

So it really is very different to ne, a therapy
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that is remttive, even for a reasonable period of tine. If
you can use things for a nonth, be off a nonth, | think many
patients find that reasonably acceptable. If you use it for
a nonth with a response and if you stop it for three days or
a week and it’s back on its way to where it was beforehand,
sure, it’s better than placebo, but the overall inpact on
that individual’s quality of life is unlikely to be
substantial, and the burden of continued therapy, be it
out pati ent phototherapy, be it topical agents or--the only
thing that patients don't mnd is if we had a non-toxic ora
agent . You know, if you had nethotrexate w thout worries
about acute and long-termtoxicity, we wouldn’t be having
this neeting here today, because that is an agent--that is a
dosage schedule that patients find--patients who don’'t have
either the acute or chronic toxicity, in fact, find quite
acceptable and would be willing to treat thenselves one day
a nonth indefinitely if it were not for the adverse effects.

CHAl RVAN McGUIRE: Dr. Tschen?

DR TSCHEN: Just a comment. M comment is: Are
we really increasing our expectation just with psoriasis?
Because we deal with a ot of conditions such as XM (?)
topic dermatitis, acne, for exanple, which essentially we're
not curing conpletely, sinply with a few nedications we are
inproving themfor a long while. And we are just (?)
with psoriasis and expecting themto be clear forever, when
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we are not even clear in XM topic dermatitis, and even dry
skin, you know, we inprove it wth our own treatnent, and
certainly are we expecting and trying to really ask that
psoriasis be inproved for |onger than any other nedi cal
condition we deal with. And that’s ny only point.

CHAl RVAN McGUIRE: |’m not sure that | got the
same sense of that. What | heard was that the duration of
rem ssion should be one of the factors that is considered in
eval uating a treatnent. Not that we're setting a higher
standard for psoriasis than we have for a topic dermatitis,
for instance.

Let’s see. Dr. Drake and then Dr. Di G ovanna.
And then I'd like to go to the FDA presentation.

DR DRAKE: Well, | think you just stated what may
guestion was going to be. I wanted to ask the experts. |
heard you say very clearly PASI is PASI, and | agree wth
you, but do you think that in clinical trials remssion--
nost of those clinical studies are just does it clear and
you' re done. And nost of the clinical studies don’t have
time to remssion built in, although sone of the nore
progressive studies do now. Should that be a requirenent,
in your opinion, that there be a tine to remssion with all
the studies?

DR STERN:  Yes. I f the purpose of a package
insert is to describe the indications and effectiveness of
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the drug in a way that a patient or a prescriber can nmake a
judgnent about, a robust judgment about efficacy for an
indication, | think it should be required.

DR. DRAKE:  Mark?

DR LEBWOHL: Well, 111 tell you that it depends
on the individual trial, but for an average clinical trial
for a new drug, one of the points of differentiation between
vehicles certainly ought to be duration of time to
rem ssion, sure

CHAl RVAN McGUIRE: Dr. Wilkin, a conmment ?

DR WILKIN: Yes. Actually, we could nodify the
juestions in a way where the conmmttee could give us advice
>n both primary and secondary endpoi nts. The primary woul d.
>e the efficacy, successful outconme, and it might be limted
o the dichotonous or sone other sort of scale, and then the
secondary endpoints are the kinds of things that can be
crated into the |abeling, especially the clinical studies
section of the labeling, that mght speak to issues such as
sase of application, how long rem ssion lasts, tine to
rem ssion, these sorts of things. There is a place for that
in the labeling, but those would be secondary endpoints.

DR, STERN: Exactly.

CHAI RMAN McGUIRE: John, you had a question?

DR Di G OVANNA: Yes, but | think Dr. Wilkin got a

>artial junmp on ne. | enjoyed both presentations, and I
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can’t find very nmuch to disagree with in any of them except
that | think that there are--if we are |ooking--about asking
questions about grading scales, we really should | ook at
what we want to do with that information in the grading
scale. And | think that the answers to many of the
guestions that were raised are answers that we all want to
know when we treat a patient for practical purposes. |
don't know if all of that information is sonmething that’s
appropriate for the FDA or the FDA is able to collect in
getting a company to do various *types of studies. So |
certainly would like to know that a new, very expensive
therapy is going to be nore effective than other therapies.
But | don't know exactly if that is the kind of information
that is going to be able to be coll ected.

| think that if we focus on exactly what kind of
information needs to be collected, it gets rid of a lot of
the nmuddling of the many different types of psoriasis and
| ocation of the lesions and those sorts of issues.

So | guess what |'’m asking is: How nmuch
information do you really want to collect in a grading scale
and in doing these studies? And how nuch can you col |l ect?
And that should sort of steer us into exactly what is
necessary in a grading scale.

If it’s only efficacy, then many of the grading

scal es that are very sinple work. If it’s clearing, then
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you don’t need a grading scale at all because everybody will
agree when the patient is clear.

DR WILKIN: | think some of this will cone out in
the FDA's presentation of the ways to think about it. If it
is, for exanple, the PASI scale, you know, there's this
edging up. You mght have a nean score at the end of the
active of group and a nean score at the end of the inactive
vehicle-only group. And it might be statistically
significant, those scores, the difference.

Is that clinically relevant? | nean, | think that
is the very key question that we would |ike to hear today,
is what would be a clinically relevant endpoint that should
be the bar for these preparations. Wit should be the
m ni nrum t hey should achieve? And it can be portrayed in the
clinical studies section.

Now, you know, if the committee woul d decide that.
clearing is inportant, how we would interpret that would be
that nore subjects would clear on the nedication than on the
vehi cl e. So it still wouldn't require everyone--it could
actually be a small nunber, but we could report those
nunbers in the clinical studies section of the labeling in a
way that m ght be neani ngful. It wouldn’t be direct
conparisons, but if you can tell us sonething about entry
criteria, we mght be able to, you know, design the entry

criteria in a way that there would be sonme conparability
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across the board.

| have to tell you that is not, you know, the goal
in the Code of Federal Regulations for us to make
conpari sons between products.

CHAl RMAN McGUIRE: Well, we will continue dealing
with those issues as we go on this norning and afternoon.

W' || have the presentation fromthe FDA with Dr.
Srinivasan and Dr. Hen-Sum Ko, in sone order. Dr. Hen-Sum
Ko is first.

DR KO M. Chairman, |adies and gentlenen, today
we are here to discuss clinical trial design for psoriasis.
Basically, today we are trying to focus on endpoints used in
clinical trials for psoriasis rather than into all the
aspects of these clinical trials.

My presentation will attenpt to go through drug
devel oprment for stable plaque psoriasis, and to show you
some of the endpoints commonly used in the applications that
ve receive, and then we will turn over to give you those
Juestions that you will be addressing to help us find out
vhat woul d be the nobst useful endpoints for regulatory
ourposes.

Now, Dr. Stern and Dr. Lebwohl have covered quite
a lot of things this norning, and they overlap with sonme of
che material that | will be presenting. But maybe | wll be

Looking at this through a different perspective, that is,
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fromthe perspective of a regulatory agency.

Next, pl ease.

As you know, the mandate of the agency is
regulatory, and in the Center for Drug Eval uation and
Research, our mission is to assure that safe and effective
drugs are available to the Anerican people. To attenpt to
achi eve this mission--next slide, please--we tried to nake
significant inprovenents in human health through excellence
and innovation in drug regulation. Excellence because good
regul atory decisions nust depend or be based on good
science, and we need your scientific opinion to help us.

I nnovati on because there may be paradigm shifts if new ideas
provi de sound basis for new policies.

In fact, today’'s discussion, even though it is or.
psoriasis, may have broad inplications for endpoints in
ot her di sease entities.

Next slide, please.

| tried to go through the 1998 PDR to see the |ist
of antipsoriatic agents. There are sone pretty ancient
agents, like tar, hydrocortisone, nethotrexate, and
psoralin(?) . These were approved very |ong ago.

Next slide, please.

Over the last 20 years, in the PDR there are 24
drugs listed that have been approved within that span, from
1977 to 1997. One-third of these--that is, eight of them-
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were approved between 1977 and 1986. Most of these were
corticosteroids or topical corticosteroids. And over the
next seven years, there were nine approvals as listed in the
PDR. Again, nost of those were topical corticosteroids.

Next slide, please?

The 1998 PDR |isted seven drugs that have been
approved in the last four years, which is about one-third,
agai n, of those 24 drugs. In fact, this is not all because
there are three others that have not even come to the PDR
so it is atotal of ten, and | have not |isted Pendow (?)
cream Locorilipo (?) cream and Desoric (?) gels.

Now, within these |last 20 years, the endpoints of
the clinical trials for psoriasis have really been fairly
consistent with primary enphasis on clinical signs and, to a
| esser extent, on area of involvenent.

Next slide, please.

As the previous speakers have discussed, plaque
psoriasis, its hallmark really is nononmorphic, with red
scaly plagues. And there are three cardinal clinical signs:
scaling, erythema, and plaque el evation. The synpt ons
include pruritus and pain as well as sonetines bl eeding and
ot hers. The course can be quite variable with rem ssion and
rel apse. And the region of involvenent can have significant
bearing on the disease. Again, this has been discussed by

previ ous speakers.
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The goals in psoriasis trials include |ooking at
severity of these lesions, the extent or area of disease,
and in sone applications, these include also disease-free
intervals, although this is not very comonly done.

Anot her goal in psoriasis trials is to |ook at
functional restoration for the very severe cases,
especially, those that have significant disability.

Next slide, please.

As you are all aware, there are several phases in
drug devel opnent. During the Phase Il stage, the aimis to
find the greatest severity of psoriasis for which a product
is efficacious. And industry selects the brackets to study
through their inclusion criteria and tries to find out the
ef fect of the product, and usually it is tested agai nst
vehicle to determne the drug effect so that a Phase |11
trial can be planned using the result of the Phase Il study.

Now, the inclusion criteria determ nes what
exactly the severity is in these studies, and to include a
restricted kind of population in these studies may not
reflect for the general popul ation. So that in Phase 111
trials--next slide, please--the goal is to really open up
and have nore inclusive type of criteria so that the drug
can be shown to be effective over a |larger population. And
at this stage, the drug is studied to denonstrate its

efficacy with neaningful clinical endpoints.

M LLER REPORTI NG COVPANY, | NC
507 C Street, N.E.
Washi ngton, b.c. 20002




)

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

68

So today we ask what are the endpoints--really
vhat are the meaningful clinical endpoints. (?)  wth
jocuments from the International Conference on
harnoni zati on. Wsat |'mgoing to do is to quote from
Jdocument E9 |iberally.

Next slide, please.

The primary variable should be the variable
rapable of providing the nost clinically relevant and
cronvincing evidence directly related to the primary
>bjective of the trial. The selection of the primary
variable should reflect the accepted nornms and standards in
che relevant field of research, and there should be
Sufficient evidence that the primary variable can provide a
valid and reliable neasure of sone clinically relevant and
important treatnent benefit in the subject popul ation
Jdescribed the inclusion and exclusion criteria.

In many cases, and especially when treatnment is
directed at a chronic rather than at an acute process, the
approach to assessing subject outcome may not be
strai ght forward. Then it should really be carefully
def i ned.

Next slide, please.

As di scussed by Dr. Lebwohl, the elevation of the

three cardinal signs is usually done clinically on an
ordi nal scale shown, for exanple, on this slide, with 0
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They are discontinuous As | said earlier, Ois none, 1is
mld, 2 is noderate, 3 severe, and so on. And they are
supposed to be nutually exclusive classes that form an
ordered series. This is a hierarchy or rank ordering. It
tells you "moreness" but not how nmuch "moreness." Sone
exanpl es of these are |ike stages of cancer or education
level . And the clinical sign scoring systens for psoriasis
are generally in this category. And one cannot be really
sure of the distance between the scores.

Next slide, please.

Nw, in this one, the upper picture shows you how
a severity scale is usually defined: none, mld, noderate,
and severe. But when it is actually used by an
investigator, there can be these ranges of not totally
defined, so there is variation between investigator and
investigator. And another thing that we might ook at is
chat a difference, for exanple, in this particular
investigator, a difference for scoring of 1 nmay be between
the very high part of mld and | ow part of noderate. And it
can also be one if it is a very low part of mld and high
part of noderate. | don't have a pointer here, so | will
just assune that you know what |I'’mreferring to in this
pi cture.

Next slide, please.

Ideally, the scale is supposed to be linear,
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but. . .what | was referring to earlier was that a difference
between here and there is given the sane score as this and
there for a change in the severity scale.

Now, another kind of scale involves a sixth point
with the addition of mnimal and very severe, but then sone
studies use mninmal as a half score and sone use it as a
conplete score. And this really can be confusing to
i nvesti gators.

Next slide.

Ckay. Measur enent of change. As | nentioned
2arlier, the treatnent effect is often neasured in terns of
1 change from baseli ne. In other words, the study gets the
?atient’s baseline severity, and then at the designated tine
?0int, another assessnent gives another score, so that these
:wo scores give you the change. In sonme studies, the
iassessment IS by the change expressed as a percentage of the
>aseline scoring.

Now, this assunmes that change is due to the
>roposed treatnent. W may have to assune that that is the
tase 1S everything is controlled properly between the
:reatment arnms, and we al so assune that neasurenment at both
cime points are done accurately and in a consistent manner
Jow, as | showed in the previous slides, there nmay be sone
Juestion on that.

Another thing is that the scores have to be
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subt ract abl e. I f you have scores |ike what | have just
shown you where there may be overlaps between investigators
and there may be differences that are not equal in between
the same reduction, then these subtractions nmay becone also
guesti onabl e.

Next slide, please.

Again, this is about the objectivity in these
assessnents, and | am just quoting from Edwards, that the
:ye-brain systemis not very good at |inear quantitation of
vhat it sees, and both nmenory and experience will affect
judgnent of |esion severity.

Next slide, please.

There are sone attenpts with using instrunent
measurenment of the clinical signs, but we don't really have
nuch of these in the studies that we receive, in the
appl i cati ons. And even if we use instrunent neasurenent,
-here are still differences between these clinical signs in
:erms of the actual evaluability because erythena and
scaling are subject to rapid fluctuation in intensity after
-elatively mnor stinuli, and only partially reflect the
severity of psoriasis; whereas, plague thickness may be a
iore reliable indicator of the disease progress as this
varameter reflects epidermal thickness, edema, and cellul ar
infiltrate.

This leads ne to the next slide about the total
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scoring. As | said, in many applications a total score is
given by adding up the clinical signs, and sonetines also
i ncludi ng pruritus And since in the last slide you saw
that there is sone difference between these three clinical
signs in terns of their evaluability, really it is difficult
to be just using a total score without sone qualification or
wei ghti ng process.

O her issues are that the total score is a
dependent variable, subject to all the pitfalls of the
conmponents. And just |ike we may have an issue of
subtracting the scores, now adding the scores al so may
introduce a problem  Again, | have asked the question
sarlier about whether they shoul d be wei ghted.

Next slide, please.

I think both speakers previous to nmy presentation
have gone through PASI with you, and | think I will just not
spend a lot of time on this one. As Dr. Stern pointed out,
it may be really at odds with what is clinically inportant.

Anot her issue | have with this is that you are
really using a weighted scale by multiplying area with
severity, and the nultiplication may magnify these possible
axrrors, particularly because, as you know, evaluation of
area IS not very accurate, at best.

Next slide, please.

In quite a ot of applications over the last ten
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years, sponsors have been using so-called target |esions for
t he eval uati on. In other words, they select certain typical
lesions with sone mnimal criteria and give the severity
scoring and also an overall assessnent of each |esion. Thi s
is because there may be heterogeneity of these lesions in
psoriasis, and frequently a distinction is nmade between
those over the trunk, arm or |egs, versus those over bony
prom nences, which are presunably nore difficult to treat.

Next slide, please.

Nw, | amquoting again fromthe E9 docunment of
[CH. Wien the clinical effect defined by the primry
>bjective is to be neasured in nore than one way, the
>rotocol should identify one of the neasurenments as the
>rimary vari able on the basis of clinical relevance,
.hportance, objectivity, and/or other relevant
characteristics whenever such selection is feasible.

Anot her strategy that may be useful in sone
situations is to integrate or conbine the nultiple
nmeasurenments into a single or conposite variable using a
>redefined algorithm  This approach addresses the
multiplicity problem w thout requiring adjustnment for
wltiple conparisons. And the nethod of conbining the
mltiple nmeasurenents should be specified in the protocol
/ith an interpretation of the resulting scale should be
)rovided in terns of the size of a clinically relevant
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benefit.

When conposite variables are used as prinary
vari ables, the individual conponents of these variables are
often anal yzed separately, and total scores may be
considered as one of these if it is used as a prinary.

Next slide, please.

Again, | am quoting fromthe E9 docunent. In some
cases, g¢lobal assessnent variables are developed, and this
type of variable integrates objective variables and the
investigator’s overall inpression about the state or change
in the state of the subject, and it is usually a scale of
ordered categorical ratings.

Now, please note that there are two ways of doing
this. One is using the state and the other is the change in
the state. I will have nore to say about this in the next
slide, but here, the sanme slide, on these global assessnent
variables, they generally have a subjective conmponent. And
so fuller details should be included in the protocol wth
respect to the relevance of this global scale to the prinmary
objective of the trial, the basis for the validity of the
scale, and how to utilize the data collected on an
i ndi vidual subject to assign himor her to a unique category
of the gl obal assessnent scale.

Now, we will be going over these again |ater

If objective variables are considered by the
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i nvestigator when making a global assessnent, then those
obj ective variables should be considered additional primary
or at least inportant secondary vari abl es. So if we are
going to use a global as a primary, then naybe we wll take
the individual clinical signs or total scoring as an
i mportant secondary, if not another prinmary.

Next slide, please.

As | said earlier, there are two kinds of globa
assessnment . One is the static global, assessing the overal
?icture of the condition or lesion, that is, the state.
Another one is using inprovenent from baseline, or change of
state. And the next slide will give you an exanpl e of
| npr ovenent

Next slide, please.

| nprovement from baseline. You can see that
frequently these scales are given in terns of percentage
hange from baseline, and this may be done for the whole
>atient or for a single |esion. These are ordinal scores
vithout need to have uniform distance in between. As yQU
:an see, one of the scores nay be between 1 to 49 percent,
vhereas one is between 90 to 99 percent. These are
subj ective estinmates of percentage, again, with inter- and
.ntra-investigator variability.

One big drawback about this kind of scoring for

jlobal is that it is nenory-dependent, and that nay
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i ntroduce bias. It may or may not take the size of involved
area into account in considering the inprovenent.
Next slide, please.

So as you renenber, the last slide showed that

t hese i nprovenent globals require nenory. Now, in Streiner
and Norman’s book, “Health Measurenent Scales, " there is
this statenent: It seens that the nost defensible way to

assess change for estimating individual growh or treatmenc
2ffects is really to directly neasure the attribute at the
deginning of study and subsequently on one or nore

occasi ons.

Next slide, please.

This brings ne to the other kind of global or
static global, and sonme studies may call that overall
lesional severity. It is static, non-noving. W'’re | ooking
at one particular tinme point, and it is not relating to a
change from basel i ne. It’s global as it expresses the
>verall lesional severity, again, either a local lesion or
naybe the overall picture of the patient.

One exanple used in an application is shown here,
showing that the score of O or cleared, requires that the
>atient has no nore scaling or plaque elevation, but
all owi ng sone dusky red erythema; and 1 being mnimal, it
nras sonme plaque elevation, but still no scaling. And

arythema 1S allowed up to noderate.
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Nw, | amonly giving you an exanple of one of
these that we get fromtine to tinme, and they may be
different fromstudy to study, depending on the sponsor.

This kind of scale is nenory-independent, and it
i ncorporates information from the cardinal signs together.

Next slide, please.

Now, here | am conparing the two types of gl oba
according to the ICH E9 docunent. The first one, the

rel evance of the global scale to the primary objective of

the trial. | presune from the previous speakers that nost
of us do want clearing as an objective of the trial. So the
question is: If we use the inprovenent from baseline type

of assessnent, are we assessing edging up or are we also
aimng only at the clearing layer of that scale? Wereas,
if we are looking at the static global, then we are | ooking
at distinct features of different gradations of the severity
with hopefully clearing as our objective.

Second, the basis of the validity of the scale.
Again, | mentioned earlier that one big drawback of the
i nprovenment type of gl obal depends on nenory, while the
static gl obal does not.

Third, how to utilize the data collected on an
i ndi vidual subject to assign himor her to a unique category
of the global assessnent scale. Wth the static global, we

can really integrate the clinical signs fully into the
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>icture; whereas, with the inprovenent from baseline type of
jlobal, this is nore difficult.

Next slide, please.

One of the questions you will be addressing today
is about dichotonmization, and so | amgoing to say a couple
>f words, and Dr. Srinivasan will be going through this in
nore detail with you.

Essentially, we're |looking at a responder
analysis, success or failure. Nw, why do we want to
di chotomi ze? Again, |I'mquoting liberally fromthe E9
document .

D chotom zation or other categorization of
~ontinuous ordinal variables may sonetines be desirable.
I"he criteria of success, as with end response, are conmnon
axamples of dichotomes that should be specified precisely.

Cat egori zations are nost useful when they have
clear clinical relevance. The criteria for categorization
shoul d be predefine and specified in the protocol as
know edge of trial results to easily bias the choice of such
criteria.

Next slide, please.

Now, why do we want to dichotonize? This |eads
back again to what we have been discussing this norning as
what is the nost clinically relevant thing, and clearance is

unanbi guous and clinically nost rel evant.
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For non-infectious disorders, it may be acceptable
to have a nearly cleared category as a successful outcone as
well .

Now , these types of outcones help to devel op
products that provide neani ngful benefit, not just edging
up, and such data are also nore informative in the |abeling
rather than sinply giving nmean or nedian score.

Now | will turn over the podiumto Dr. Srinivasan
to di scuss nore about dichotom zation.

CHAl RMAN McGUIRE: Thank you very much. Not so
fast.

Let’s see. It’s 10:47. | think that what | would
like to do, unless | hear to the contrary, is take a break
at this point, and pick up again at 11:15 and start pronptly
at 11:15 for the renai nder of the FDA presentation. I's that
accept abl e?

[ Recess. ]

CHAl RVAN McGUIRE: Can the Advisory Committee cone
to the table, please?

Dr. Srinivasan will continue the FDA presentation..

DR SRINIVASAN: Thank you, Chairman, other
committee nmenbers. Thank you, Hen-Sum for letting ne
present statistical aspects related to the endpoints of
stabl e pl aque psori asi s.

In the beginning of Dr. Hen-Sum Ko’s presentation

M LLER REPCORTI NG coMpany, | NC

507 C Street, N.E.
washyngton, p.c. 20002




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

81
he showed a few slides where he traced the history of drugs
for psoriasis approved by the agency. I n approving those
drugs, the agency has | ooked at the primary efficacy
endpoi nt, global eval uation.

If the global evaluation has a categorical scale
and all-category conmparison is used, then we can observe a
phenonenon cal | ed edgi ng up.

First slide, please.

This is an exanple of the static global scale
ranging fromO which is clear, to 5 which is severe. Ois
no scaling, no elevation, no erythema; 1, the absence of the
first two and a dusky erythema; 2, 3, 4, and 5 are defined
accordi ngly.

Due to random zation, at baseline the distri-
butions of global evaluation scores in the two treatnent
groups are usually aligned. Suppose we observe edgi ng up,
whi ch nmeans patients fromgrade 5 to nove to grade 4 or from
grade 4 to nove to grade 3. Suppose that nore patients in
the active group show edging up than in the placebo group
Then at the end of the treatnment, we wll observe a shift
between the distributions in the treatnent groups.

|f the sanple size is large enough, a
statistically significant difference between the treatnent
groups will be observed. This statistical superiority of

the active arm over placebo may not be neaningful for the
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doctor and the patient because they are not satisfied just
by the fact that at the end of the treatnent there is a
statistically significant difference in status quo
di stribution between the treatnent groups. Wat doctor and
patient want to see in the label is that at the end of the
treatnment significantly larger proportion of patients in the
active group had clear skin. For this reason, we recomend
di chot om zati on of gl obal eval uation.

Next slide, please.

For exanple, we recommend success in the gl oba
eval uation as clear or alnost clear at the end of the
treatnment. This is just an exanpl e.

Can you put on the third slide, please? | will
cone back to the second.

For exanple, in the global evaluation scale shown
in this slide, success will nean Oor 1, and failure wll
nmean grades 2 through 5. This is just an exanple, and we
would like the conmttee menbers to help us with other
possi bl e alternative nethods of dichotom zation. Success
rate in global evaluation by investigators is being
recommended as a prinmary efficacy variabl e.

Next slide, please.

Success rate in the active treatnent group
relative to global evaluation does not have to be very high.

For exanple, there may be a 20 percent success rate in the
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treatment arm and 4 percent success rate in the placebo arm
so that is the reason | said that it does not have to be
very hi gh. So approval is only contingent on the test drug
being statistically superior to placebo.

In the label, it is nore meaningful to present the
results of clinical trials in terns of success rates. For
exanple, X percent of subjects in the treatment group were
clear or alnost clear at the end of treatment conpared with
Y percent in the placebo group.

Next slide, please

Let ne talk briefly about the statistical nethods.
Conpari son of success rates between active and placebo
groups should be perforned using Cochran-Mantel - Haent ze
procedure adjusting for investigator. | would like to
caution a little bit in this in the sense that if the
excepted cell frequencies are less than five, probably
Cochran-Mantel-Haentzel test may not be the appropriate
procedure. In such a situation, we would like to seek exact.
test procedures, and built-in in the Cochran-Mantel-Haentzel
procedure is a test called Breslow-Day test, which will show
whet her the observed rel ationship between treatnent and
success i s honobgeneous across investigators.

The division does not recommend the use of Chi
square of Fisher’s exact test because these tests do not

adj ust for investigator.
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1 will now pass the podium back to Dr. Ko for
continuation and w ap-up. Thank you.

DR HO. Thank you, Dr. Srinivasan.

I am continuing our discussion on dichotom zation
of global. Athough to use this as a primary efficacy
variable may appear to be new in a certain sense, it is not
entirely new W have usually | ooked at both global and
clinical signs together.

For di chotom zation of the global in ternms of
success and failure, it has also been used in the approval
of other drugs such as the recent approval of TPA in stroke.
And so these are not exactly new ways of |ooking at the
success of the drug.

Now, let me turn back to the discussion on where
we should have the cutoff for success. Dr. Srinivasan has
di scussed with you how the cutoff can be nade between the
different grades and the statistical methods of analyzing
them And, really, today’'s neeting, we would like you to
give us input on where the bar should be placed.

| deally, we would like the patients to have
clearing, and possibly nearly cleared, since this is really
not an infectious diseases. But maybe there are al so sone
acceptable levels that we can be confortable with, and we
woul d require your input on that.

Next slide, please.
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This is just to show you again a slide that you
have seen earlier about why we want cleared and nearly
cl ear ed. The eye-brain systemis not very good at |inear
quantitation of what it sees, and both nenory and experience
will affect judgnments of |esion severity. So if we use the
conparison with baseline kind of global, which involves
menory, this will present difficulty with menory and
experience causing bias. Again, our question to you is to
tell us what el se nay be acceptabl e.

Next slide, please.

I am not going to go through quality-of-life
eval uati on because, first, we have had discussion earlier by
two previous speakers, and we do not get nany applications
that include this kind of paraneter in the studies.
Cccasionally we get sone that include them but they are not.
used as primary or even secondary vari abl es. They | ust
present the data.

Next slide, please.

Just to end the discussion on quality of life, |
want to quote Dr. Arnstrong, who said that severe adverse
reactions that are acconpanied by clinical inprovenent my
result in a net inprovenent in the quality of l|ife as judged
by one patient and the opposite conclusion nay be reached iy
anot her patient. And that is one of the problens.

Next slide, please.
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so, to sunmarize, | would like to list the
guestions that you have in front of you.

Regarding the entry criteria, should the clinica
trials for plaque psoriasis include some mninmal criteria
for severity of the clinical signs and sone mnimal surface
area of involvenent?

Regardi ng the endpoints, we have a question on the
di chot onous outcone. We would like for you to discuss
whet her a di chotonous outconme for the global evaluation be
preferable to an all-category conparison as the prinmary
endpoint. And if you do think so, then where should we
pl ace the bar for this di chotonmous outcone?

Regardi ng the cardinal signs--plaque evaluation,
scaling, and erythema--should they carry equal weights or
carry different weights? And how should these scores be
conbi ned as anot her endpoint?

Next slide, please.

W have not really addressed area of involvenent
W would like you to discuss whether area of involvenent be
included in the analysis of outcomes. And if so, how?

Regardi ng the heterogeneity of |esions, should
there be stratification for certain |esions, for exanple,

t hose over the bony promn nences?
And, finally, to what extent can quality-of-life

assessnment be used in the evaluation of success in the
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treatment of psoriasis?

Thank you very nuch.

CHAI RVAN McGUIRE: Thank you

Are there questions that we can direct toward the
two speakers fromthe agency? Yes, Dr. Kilpatrick?

DR. KILPATRI CK: I’mnot really addressing this
necessarily only to the two speakers from FDA, but nmaybe
also to other nmenbers of the comittee in addressing these
poi nts.

It seens to nme that sonme of these questions need
to be phrased in the context of whether we are tal king about
topi cal or systemic treatnents, because it seens to ne that.
a topical treatnent, the patient can be used as his own
control; whereas, in two-arm studies, as Dr. Srinivasan
menti oned, we mght have the conventional two-arm study with
different patients assigned randomy to each of those. One
of these is quite explicit. Shoul d area be being
consi dered? That would be obvious in the first of these but
not necessarily in the second. But I would like just to
make that point before we start discussing the answers to
t hese questions.

CHAl RVAN McGUIRE: Jon, if | could nake a brief--
well, go ahead with your remark, and then 1’'d like to say
sonet hi ng

DR WILKIN: Ckay. Well, | think Dr. Kilpatrick
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has raised an inportant issue that is not really clarified
in the phrasing of the questions. In Phase I11, we don't
really like to see paired conparisons, that is, one side of
the body versus the other side or one |lesion on the one arm
versus a lesion on the other arm because energing from the
Phase 11l pivotal trials, we want information not only about
efficacy but al so about safety. So we'd like to see all of
the lesions in that particular patient being treated. W
think that gives us the best. So there are parallel designs
for both topical and systemc

Per haps one of the other distinctions between
topi cal and systemic, one mght think that topical is by its
very nature nore safe and systemc |less safe, and | would
urge the committee not to adopt that view because topical
nmedi cati ons can be readily absorbed and system c nedications
may have a fairly benign side-effect profile.

So we're really tal king about the usual kinds of
psori asi s nedicati ons. | f there’s something uni que about
the safety profile, those are the kinds of issues we bring
to the committee, and often the way the committee has
suggested in the past of working with those is restricting
the entry criteria, the kinds of patients that would be
eligible. It mght be recalcitrant disease, mght be sone
ot her factor.

CHAl RVAN McGUIRE: | would like to nake a few
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comments that will--these are all truisnms so you don’t
really have to listen carefully.

[ Laughter.]

CHAl RVAN McGUIRE: But we’'re dealing with a
di sease of nanagenent. \W're not dealing wth
meni ngococceni a. W' re dealing with a chronic disorder.

And it’s a delusion on our part to think that we' re | ooking
for a cure. We're looking for durability of rem ssion

The criteria that have been listed as indicators
for severity of disease are quite treacherous. Many of you
remenber in the 1970s and 1980s when we would admt patients
Wi th extensive psoriasis to the hospital and the extensive
scal e that had been present for the last year disappeared
overnight. That was easy. And the next day the patient
said, Wat’'s going on here, |’m bright red.

Well, they were red to begin with, but you
couldn’t see it because they were covered wth scales. So
there’s this reciprocity of scale and erythenma that can be
quite m sl eadi ng. So I don’'t know how we’'re going to factor
that in, but at least in the initial clearing phases, we
have to be careful that we’'re not unveiling erythema by
removi ng scal e

It seens to ne that the two nost reliable markers
for severity of disease are area of involvenent and

t hi ckness of lesion, and | would put those two--if | had to
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take my choices, | would pick those two nmeasurenents as nore
valid indicators of the severity of the disease.

Now, the good thing about being Chairman, | can
just say that and that gives you an opportunity to tell ne
the way it really is. And | would open it up to all the
panel now. Dr. D G ovanna?

DR DiGIOVANNA: | have no intention of telling
you the way it really is. | do have a question with respect
to what would be the outconme of our suggestions to the FDA
Whet her or not if we suggest that psoriasis studied should
be done with a grading scale of a certain type, does that
nmean that that wll be a requirenent for all coners such

that if soneone wants to study psoriasis in a different way,

they will have an inpedinent to doing that? |In other words,
will we be establishing a standard to which others will be
hel d?

DR. WEINTRAUB: Ckay. Let me first tell you that.
this is an advisory conmttee, and we take your advice very
seriously, but we don’t have to follow it if we disagree.

[ Laughter.]

DR D G OVANNA: | understand that. That wasn’t
what | was asking.

DR WEINTRAUB: Right. Ckay

CHAI RVAN McGUIRE: You know, he has said this

bef or e.
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DR. WE INTRAUB: | say it every neeting once. |
had to get it in this tinme, too.

However, so what we are |ooking for is your
feeling about what are the inportant points that we should

be taking into account in asking sponsors to study

psori asis. That’s what we’'re really | ooking for.
So |l wote a note to Jon before. | said--and
basically to Karen as well, to Dr. Wiss, that we should be

witing the results of this neeting and our own thinking up
as soon as we get back, as soon as we can, just a few mles
down 270, because it will give us an opportunity to think
about these things and wite them down to communicate with
the industry.

DR. D G OVANNA: So we’re not establishing
necessarily--or you are not necessarily going to establish a
standard fromthis, is what you re telling ne.

DR WEINTRAUB: Well, | don’t know. W hope to
establish a standard.

DR. D G OVANNA: | guess what |'mreally trying o
say is that from ny perspective--and certainly based upon
what we’ve heard fromthe two excellent presentations this
nor ni ng--psoriasis is an extraordinarily variable disease.

In addition, the treatnents are of a very w de range
conpared to many other treatnents. | mean, we have, you

know, light treatnents, we have system c drugs, and we have
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topical treatnents and all sorts of things, plus a whole
variety of other issues that weren't raised. Sone of those
treatnents may require particular ways of evaluation that
are not necessarily appropriate for other treatnents, one of
whi ch has been suggested is certainly that, | think,
systemic or total body treatnments are nore appropriately
evaluated in a different way than topical treatnents which
can be evaluated just locally.

But , in addition, there are certain, let’'s say,
topicals that may have certain characteristics. A topica
retinoid nmay cause redness during the process of treatnent,
and that may confound your measurenent of redness. And
there may be issues that are specifically related to a
nodal i ty. Certainly the erythema that, you know, |ight
causes the--so | guess what |’m saying, there probably needs
to be sone kind of a sense that we--my concern was in saying
this is the way psoriasis should be eval uated and havi ng
t hat become a standard, when someone develops a treatnment in
the future that nmay be--you know.

DR. V\EI NTRAUB: Right, innovative. W're also
willing to include different treatnments and especially
i nnovative treatnments that have to be |ooked at in
innovative fashions. W’re entirely willing to do that, and
| urge--we frequently see people who conme in very early in

t he course of devel opment of medication. Bef ore they even
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file an IND, we'll talk to them and see what studies can be
used to evaluate that treatnent.

But, by and large, we are hoping to arrive at
sonet hing that we can discuss, put out to industry, have
their comments, put out to the conmttee, have your
conments, and work together to establish a standard for run-
of-the-m || psoriasis therapy. Because, | nean, we feel
t hat establishing those endpoints would be very val uabl e,
and this is the tinme to do it.

| think we’re on the threshold of--1 hope we’'re on
the threshold of a whole new series of conpounds, and they
won't be just what Hen-Sum showed you as steroids, nore
steroids.

CHAl RVAN McGUIRE: We’ll hear from Dr. Stern and
then Dr. Weiss.

DR STERN: My own belief is that what nakes a lot
>f sense would be a trichotomous evaluation, and with the
>rimary first endpoint, one of the two acceptable endpoints
seing normalization of skin as described in the slide, with
>ne inportant addition that may be hard to quantify but, in
Eact, is photographable. Wth nmany treatnents, you have nol
visible plaque in terns of erythema. You have conplete
Fl at t eni ng. But , in fact, you do not have restoration of
r1ormal skin markings. And if we are not going to get into

-he whol e busi ness of duration of remssion, in fact, the
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bi ggest surrogate predictor for me in ny experience is if
you don’t have nornalization of skin markings, you re likely
to have rapid return of disease, because that's not really
nor mal skin. [f you biopsy it, it is not normal skin in a
hi st ol ogi ¢ sense.

So | think as a primary endpoint, what you're
really trying to achieve is it's flat, it’s not pink, and it
| ooks in terns of skin markings |ike the skin adjacent to
where the plaques used to be.

I think the second is basically making skin flat
and mnimally pink and non-scaly, and | think for many
peopl e, depending on the use characteristics of the agent
and the severity of disease, that is really real clinica
benefit for those individuals.

So on where you are trying to get, to ne those are
the two reasonabl e endpoi nts. | think you have to realize
that the one conplication is you can’'t expect any agent to
do it to all of the patches, so you may also need to put in-
-and this beconmes a neasurenent problem-sone criteria of
he original psoriasis, as long as X percentage reached,
sither primary endpoint one or second endpoint, that’'s
Sufficient for being successful according to those
andpoints. | don’t think you can require an agent
reasonably to say, all right, all the patches have gotten to

>e where there’s normal skin markings, macul ar erythenma, or
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t he second endpoint | have tal ked about. So there you get
into the problem of do you just use index plaques if it’'s a
topical--if it’s any kind of therapy, and accept those,
which is one strategy; or do you--as long as you know that
you can’t have adverse selection as to the index plaques, or
do you say we're going to look at all the plaques and we’'re
yoing to nmeasure themin some way and be able to prove that
a1 certain proportion of them reached either endpoint one or
andpoint two.

CHAl RVAN McGUIRE: Rob, tell ne how you feel about
1sing durability of remssion in a chronic disorder? Do yQU
:hink that is something--

DR. STERN: | think it’s wonderful. Wat | want
:0 know about every agent is how nany people have flared
/ithin--again, it depends on the kind of agent because there
wre ways of getting around it. You can given a retinoid
/ith a half-life of weeks so the time to flare is going to
>e longer, not because you've stopped the drug but, you
mow, it’s still there and working as it decays. Sois it
‘air to conpare an oral drug with a half-life of 120 days
rith a drug with a half-life of 8 hours? |t’s certainly not
‘air unl ess you have convinced ne that there’s no toxicity
.o that tale of drug storage. So it’'s very--it’'s
conplicated, and | think when | evaluate a product, | want

.0 see what’'s the rate at 30 days and what’'s the rate at 3
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to 6 nonths.

I think if I were approving a drug, it puts up so
many nore barriers. You know, those are very conplicated,
expensive studies, and I’m not sure | feel it’s fair.
feel that that nay be raising the bar if you said as a
clinician naki ng deci sions about using an agent, especially
if it mght have some substantial risk or some substantia
cost , it’s absolutely vital information.

CHAl RVAN McGUIRE: M question had a little
different point in that if you were |ooking at a new
insulin, you wouldn’t withdraw the insulin and wait for
ketosis. And so is it reasonable, in a chronic disorder
like psoriasis, to discontinue the nedicine and wait for the
di sease to emerge.

DR. ROSENBERG  Absol utely. People go into
rem ssion, and sone treatnents are nore likely to induce
rem ssion than others. Absolutely, positively.

DR. STERN: And, in addition to that, in terns of
an agent being clinically acceptable, you have to tell ne
how often you have to use it. So if you say you have a
topical--either a risk-free oral agent that you use once a
week or a topical agent that you only need to apply once or
twice a week, which has a very good risk profile, that’s
reasonable to use it indefinitely, and every once in a while

you try stopping it to nmake sure you're not in rem ssion.
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But those are not the usual use characteristics of these
agents. If we had agents like this, we probably wouldn’t be
having this neeting right now.

1’11 just nake one nore point. | think when you
have these endpoints, you also have to think about not
thinking of all stable plaque psoriasis as the sane. For
exanple, for noderate disease, which usually neans |ess
area--for less area of involvenent, agents that get you to
the less stringent of the two endpoints that are used with
only nodest frequency for many people with noderate areas
covered are quite usable, quite clinically acceptable;
nwhereas, for people with severe disease, even if in a
zlinical trial you can safely get themto that |evel of
disease, it’s just not practical if they never nornmualize
ctheir disease. And in a sense, it’'s a bit tied up to a
question you just asked ne.

So | think you may want to think about al so having
some di vi sion of who the agent is for, at |east who your
orotocol is addressed to. You know, | don’t know exactly
che right words, but this is an agent that has been shown to
jet to this point for patients who had these entry
characteristics, and really going a little bit nore for
specifically defining how broad the indication is going to
>e Within plaque-type psoriasis in terns of extent of

lisease, | guess.
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CHAI RMAN McGUIRE: Dr. Wiss, you had a question a
long time ago.

DR. WEISS: Yes. Wll, actually, what | was going
to say earlier is sort of probably moot now, but | think
what Dr. Stern and sone of the other discussion raises lots
and lots of different questions. | was going to actually
ask a little bit already about the generalizability of a
claimthat can be made based on the patients that were
included in the Phase Ill trials, and how broadly one can
extrapolate from data in a particular patient population to
ot her populations is a little bit hard in the absence of a
real trial and real data to know.

Usual |y, questions cone up in a conmittee
di scussi on about a marketing application about the
i ndi cati on and how narrow to base the indication, and
guess | just wanted to throw that point out because that
al so inpacts on another, | guess, question | was going to
bring up with respect to extrapol ation of what you see in
the trial. In particular, the agency is noving now, as pa.t
of FDA reform towards nore enphasis on pediatric patients
and including pediatric patients or being able to
extrapol ate data from adults to get appropriate labeling in
pediatric patients.

The question | think | wanted to ask to this

conmttee with respect to pediatric patients with psoriasis
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i s how anal ogous pediatric disease is to the adult. Many
adults start out as having the disease as children. I's the
prognosis different? |s the outcone different? Wuld yQuU
be able to extrapolate if you had a trial primarily in
adults because it’s nmuch nore common? Can you extend sone
of that information down to pediatrics? O would one want
to see separate efficacy trials? And here |’ m probably
tal ki ng nore about probably topical therapies, understanding
t hat probably sone of the system c therapies night have a
| ot nmore concerns about toxicity and you may want to wait
quite a bit longer before even thinking about studies in
chi l dren.

CHAl RVAN McGUIRE: Karen, you w ||l probably get
ten answers to that question, and so the first answer wl|
come from Mark, who has been waiting to ask a question

DR. LEBWOHL: Well, that wasn’'t the reason | had
ny hand up, but ny first answer is: Even in topical
treatments, there will be different side-effect profiles in
kids than in adults. For exanple, the tendency to devel op
striae occurs in a really fairly--"narrow" may not be the
right way of phrasing it, but infants sel dom develop stretch
narks, for exanple, because their skin is nore elastic. ad
oeople have very tightly cross-linked collagens so they
don’t devel op stretch nmarks. And people in an age group of

about 8 to 40 develop stretch marks. And so kids are right
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in there, and your 50- and 60-year-olds, you can’t
extrapol ate the side effects fromthem down to Kkids.

The sane holds true for absorption of nedications.
There are several Vitamin D anal ogs avail abl e around the
wor | d. If we’re concerned about hypercal cem a, you know,
you' re going to be nore concerned in children, possibly,
than you would be in adults. So you can’'t directly
extrapolate fromadults to children even with a topical
medi cati on.

But what | wanted to say was to get back to what
you said regarding plaque thickness as being a paraneter
that is the | east affected by extraneous issues such as how
humid it is that day or how nmuch noisturizer the patient

applied that day or how hard they washed their skin that

day.

| ama little concerned if we make conplete
zlearing as our endpoint. Not to say that that is not a
Jood endpoi nt. It is a very good endpoint. But some of the

agents currently available that have done a lot for our
?atients m ght not have even been considered if we |ooked at
t hat endpoi nt.

Speaki ng of the many Vitami n D anal ogs avail abl e
around the world, if you look at the results of any of their
oublished trials, the proportion of patients that clear
completely is extrenely snall. The sane holds true with the
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topical retinoids.

| was glad to hear Dr. Stern offer a trichotonous
eval uati on because what do you call that patient who has
flattened their plaque conpletely but has residual erythema
And for the patient, that nmay be a very good outcone, but
for our evaluation, if we make conplete clearing, that is
not conplete clearing. And sone investigators mght not
even all that al nost clear.

So you're tal king about proportions of patients
that will be likely under 20 percent, and the nunbers of
study subjects required to obtain statistical significance
will be enormbus. And |I'm just concerned that we will
di ssuade the devel opnent of very good drugs if we nake our

criteria too difficult.

Nw, it is fine if we have dichotonous criteria
but that’s not the only criterion for approval. So | would
just be careful about that. And normalization of the plaque

is a very good way to eval uate psori asis. Conpl ete
elimnation of the plagque may be difficult, but it’s easier
than conplete clearing. And | think that it is very
reproduci bl e because you can feel that with your finger.
CHAl RVAN McGUIRE: That’'s a very inportant point.
I think all of us in clinical practice--1 assune that
everybody uses his hands to explain things to patients, and

you say with this Vitamn D--this is where you are and this
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is perfect and this is where I’'mgoing to take you with this
product, and then we'll have to do sonething else to get you
from here to here. And so the recognition is there up front
that we don’'t expect to get fromhere to here with that
product .

DR. ROSENBERG | want to nmake a coupl e of
conments on this norning. First, | really welcone the
agency’ s inittative in nmoving towards this dichotonous, all
clear or nearly clear. | think this is very inportant
information for the |label, for the profession, for the
patient. As the drugs get newer and stronger, | think the
regul atory response al so can demand nore. | don’t think
however, as has been said, that the bar to getting a product
approved, particularly a topical, should be at that |evel.

I think the approval could certainly well be, as
it has always been--the agency knows how to do it--as
conpared w th pl acebo. But | think getting information

about clear or all clear certainly can be demanded and

requi red and asked of applicants. | would say in ternms of
all clear or alnost clear, I'd agree with Dr. Stern that not
every |ast spot and mark necessarily has to be gone. If 85

spots are gone and there’'s one little one that just won't
quite go away, | think that is all right.
I would just--a m nor quibble. The way we treat
psoriasis patients with antibiotic, the redness is not the
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last thing to go. The scale is the last thing to go. The
redness goes first, and there’'s a little scale at the very
end. So it looks a little different, but a lot of them get
cl ear ed.

Wth Dr. Stern here, we just have to say sonething
about Phase |V aspects of this, or if not Phase 1V,
prol onged foll ow up. Everybody here is grateful for the
pool of study and everything about it, and no less | think
should be required in a way, or sonewhat |ess, perhaps, but
of new agents.

First, | think the durability of rem ssion, as
everybody has said, is what patients really want. You know,
they ask you, Should | go to the Dead Sea? The first
question, they say, You get clear. | said, Yes, you get
clear. They say, How |ong do you stay clear? | say about
six nonths. And that’'s the second question they ask is how
| ong you stay clear fromthe Dead Sea. That’ s how | ong you
used to stay clear if you went to Mayo’s for the
Geckerman(?) . Three weeks in and six nonths off was about
t he standard.

So these are very real things, and the safety has
to be done for a long tinme. | mean, with agents that affect
i mmune response system | have said to people and tel
patients, when | started in dernmatol ogy, we were just over

the era of treating psoriasis wth Fowler’s solution and
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organic arsenic. And the older clinicians said that it’'s
really an excellent treatnment, Fowler’s solution, it makes
the psoriasis go away, and it stays away for a very |ong.
There was only one problemw th Fowler’s solution, and that
was 25 years later the patients, sone of them got cancer
And so it was taught that if either the patient or the
physi cian were over the age of 65, it was not a bad
treatnent for psoriasis.

[ Laughter.]

DR. ROSENBERG I think we have to think that way,
and | think there should be a special category of assessnent
for sonething that is alnbst as good as skin cap that can
get sone special rating.

Thank you.

CHAIRMAN McGU RE: Well, 1'mglad you didn’t say
anything inflammtory this tine, Bill.

[ Laughter.]

CHAI RMAN McGUIRE: Let’'s see. \Wo's next? Eva,
are you next?

DR SI MMONS- O BRI EN: Dr. Stern, how would an
i nvestigator actually--how would nornalization be defined?
Are you tal king about clinical as well as histologic
confirmation?

DR. STERN: I woul d avoid histol ogic. " m tal ki ng
about clinical, and I'm a firm believer in photography. I

M LLER REPORTI NG COVPANY, | NC

507 C Street, N.E.
Washi ngton, b.c. 20002




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

105
t hi nk that having--although I don’t think a treatnment should
be judged by index plaques alone and | trust investigators
to tell nme how nmuch index plaques are typical or not typica
of what’'s going on, one can very easily take good
phot ographs that can be reviewed and determ ned whet her
they, in fact, represent normalization of skin. So | think
you don’t have to do anything invasive, anything nore
i nvasive than a flash canera.

DR, SI MMONS- O BRI EN: Because |’ m just thinking
about sone of those patients who retain pernmanently post-
i nfl ammat ory hyper pi gnentation, but the lesion is gone.

DR STERN: And that’'s sonmething else | think you
can assess photographically, and | think patients--that is,
unfortunately for people who are predisposed in that way,
that is--you can’'t expect any agent not to do that, and I
t hi nk peopl e who have nornal skin markings and
hyper pi gnentation, that's still a very good outcone for
those individuals. You obviously have to tell them that

when your psoriasis is clear, you may have hyper pi gnentation

t here.

CHAl RVAN McGUIRE: Dr. Kilpatrick?

DR KILPATRICK: Thank you, sir.

I’ve got two reactions to the conversations and
the presentations today. One, 1'd like to cone back to Dr.

Stern and revisit the suggestion that both the patient and
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t he physician may want to give a global assessnent of the
condition after treatnent.

In your experience, sir, how coherent were those
eval uations? Cbviously they are nediated by different
concerns, but is there a strong association or are they
totally disparate?

DR. STERN:  Well, | think a lot of it depends on
now controlled the situation is and both of those are
subject to both observer bias on the one hand and patient
Expectations on the other. So, for exanple, in just
>linical practice, how you approach the patient, whether you
j:ave a smle on your face and |ook like things are going
retty well and then you ask the patient how you are doing,
:hat gets you an entirely different response than if you
rome in and you sort of have this slightly worried | ook on
rour face about how are you doi ng.

So | think those are highly subjective. In ny

ractice, probably ny patient’s evaluation of how they're

loing probably depends on how well | slept the night before
;0 as much of an extent as the therapeutic effect. And in
.erms of clinical trials--1 nean, after all, what we're

‘eally about when | treat patients with psoriasis is getting
hemto a point where they' re confortable with it w thout ny
wisting their arm
But | am concerned about those Kkinds of
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evaluations in clinical trials because it usually is very
clear who is getting placebo and who is getting drug. Anti
then the anount of sw shiness is very |arge.

CHAl RVAN McGUIRE: Dr. Wilkin?

DR KILPATRICK: | have a second question

CHAl RVAN McGUIRE: (nh. Have your second question.

DR KILPATRICK: Okay. And this conmes back to Dr.
Rosenberg’s enphasis of the dichotonous outcone in terns of
clearance, and | wanted to ask Dr. Srinivasan: From a
statistical point of view, are we not losing information if
we had an ordinal response which we could always degrade to
a di chot onous response? WII| you have that information or
will we not have that information?

DR SRINIVASAN: | know, Dr. Kilpatrick, where you
are comng from You see that you are getting nore degrees
of clearing when you ook at the distribution. Well, what
does it matter to the patient or the doctor? He wants to
see conpl ete clearing. What is the information that you are

carrying on by conparing the distribution to the patient?

DR KILPATRICK: Again, |I'’mtrying to reduce
sample size and increase the power of the test. Agai n, we
nave had these types of discussions before, | know, and |’ve

always--
DR WILKIN: W'’re getting all the categories.
All the categories are being reported to us. W' re just
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taking the top two categories and defining that as a
successful outcone.

What we want to know, especially we want to know
the very bottom one, which typically is the patient got
wor se. That is inmportant information for us.

CHAI RMVAN McGUI RE: Do you have any comment?

DR WILKIN: Actually, | had a question. | was
wonderi ng how the photography was working? Are you
describing like epilum nescence or sonmething to |look at skin
mar ki ngs? Because it sounded |like that induration, plaque
thickness, is really the key elenent, that when that goes
away, then you can have this al nmost clear patient. That
woul d define the subset. And the question is: How does
phot ography hel p discrimnate between that group and the
group just below it that has a mninmally pal pable--1 nean
that seens to be where the dividing line is, and |’ m not

sure how phot ography helps it.

DR. STERN: In macul ar | esions, when you | ook--at
least it’s ny belief that when | look at them closely, as I
would with, say, a macro lens, | can tell when the skin

marki ngs are nore |ike the adjacent normal skin than when
they are not usual skin markings. And it’'s been ny

i npression, although |’'ve never studied it systematically,
that taking close-up pictures, | can look, is there a

gradation other than pignentation between the surrounding
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normal skin and that patch, and say yes, no, and | think
that’s doabl e.

DR WILKIN: Yes. So in other words, the
photography is to pick up the superficial skin markings.

DR. STERN: Exactly.

DR WILKIN: Thanks .

CHAl RVAN McGUIRE: Dr. Rosenberg, you had
sonet hi ng?

DR.  ROSENBERG | just said, there’'s a paper by
Steve Feldman from Foman(?) Gray, published in the last two
years, in which he found quite a good correl ati on between
patients’ assessnment of how they were doing and how he
t hought they were doing. And it turns out to be, I think, a
very useful addition to the work. I haven’t read the paper
for along time, but I’ve heard himgive the talk, and I
believe it’s been--1’ve seen it published.

CHAl RVAN McGUIRE: Dr. Drake is going to have the
| ast question of the norning. W’'re going to break after
her question and reconvene at 1:00 p.m There will be at
| east one presentation in the open hearing before we proceed
with the questions.

Dr. Drake?

DR. DRAKE: One of the things, Jon, | wanted to
comment on the photograph. You know, at Mass. General in

the clinical investigations, you know, we’ve done a ton of
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work on different types of photography, including polarized
phot ography and fl uorescent photography. And what's very
interesting--and this work is published, nost of it’'s
publ i shed, but one of the very interesting things on
psoriasis is that if you use polarizing filters, you can
renove the scale and see what’'s going on underneath the
scal e i nstant aneously.

Furtben even though the |esion may appear
clinically clear, with polarized photos you can often see
lots of stelangectasias (?) still remaining, or papillary
tips. You know, the little vessels in the papillary tips
are just quite visible. So there are very sophisticated--|I
don’t want to say very sophisticated. It’s a matter of
putting pol ari zed | enses on. Now it’s comercially
avail able, by the way, so anybody now can buy these canera
set - ups.

But it’s very useful in evaluating psoriasis to
1se pol arized photos because if you use the perpendicular--
Lf you use the filters parallel to each other, you
iccentuate the surface markings, i.e, scale, and so you can
creally get a better visualization of scale. I f you put the
>olarizers perpendicular to each other, you actually erase,
vhat you' re doing is erasing the reflected |ight. So t hen
rou get what’'s underneath the scal e because the scale

>asically is a reflection, and sonme of the light also gets
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attenuated by being absorbed by the chromophores. So by
using the polarizers, you really elimnate the Iimtations
on the canera.

And if you stop and think about it for a nonent,
when you evaluate a patient, we all use polarizing--we all
use light. W manipulate the optics of the skin because we
| ook this way and we | ook that way and we | ook up and down
and we have our magnifying lenses. All we’'re doing is
mani pul ating the optics on the skin. And now that can be
done basically with commercial photography. Those systens
are available. They can be purchased, and they' re very
hel pful particular in evaluating psoriasis because by which
you orient the filters, you can collect a lot of information
that’ s reproduci bl e. So | wanted to point that out.

The second thing--and this relates to Dr. Hen-Sum
Ko’s comment--1 think you said that the eye--1 wote it
down, actually--the eye-brain is not good. In fact, we have
al so published this work. W’ ve also devel oped a technique
at Mass. General using diffuse reflectant spectroscopy as a
nmeasure of erythema, and we did all the validation studies
on this. So it’s work that’'s been totally validated,
published in the Journal of Investigative Dermatology in
1994, But nuch to our surprise, what we |earned is that
this new diffuse reflectant spectroscopy is very good at

measuring erythena. It gives you an objective, quantitative
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measur e. It can al so neasure nelanin. And what was
particular interesting to us, though, is it correlated
linearly with visual observations both clinically and it
al so correlated with doppler neasures.

So what we learned is that, although the diffuse
reflectant spectroscopy is actually nore sensitive because
it can neasures--it’s nore sensitive than what the eye can
do. Once you get into the range where the eye can see it,
the clinical evaluations of erythema correlated linearly
with this objective nunerical neasures. So there are sone
new tools out there.

And then just finally, I wanted to nake one
coment, and this has to do when we’'re | ooking at the
eval uation of patients with some of the newer, very potent
i Mmunosuppressives that are now comng down the line. |
think the a la Rob Stern type followup work is absolutely
mandat ory, because if we don’'t do followup on sone of these
pot ent i mrunosuppressives, we're not going to have data on.
are there new cancers, are there new infections, are there
new everyt hi ng. Because |'m very concerned that we’ve got a
disease that won’t necessarily kill them and we may kill
themwith the treatnment for the disease that won't Kkill
t hem So | think you have to have long-term foll owup on
some of the potent oral i mmunosuppressives.

Thank you, sir.
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CHAI RVAN McGUIRE: Ckay. That’s a good place to

on the norning s business,

1 o' clock in the open session.

[ Luncheon recess. ]
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AFTERNOON SESSI ON

[1:12 p.m]

CHAIRMAN McGUIRE: Good afternoon. We are ready
to start with the last session of Advisory Committee #49 of
the Dernmatol ogy-c and Ophthalmic Drugs Advisory Conmttee.

W were to have had sone testinmony in the open
oublic hearing, but | think that has been canceled. Is
anyone here to speak in the open hearing? |s Gil Z nmernman
lere?

[No response.]

CHAI RVAN McGUIRE: G(kay. Then if | can have the
ittention of the conmittee, we can go directly to the
juestions. | am optimistic that we can nove through these
expeditiously now that | understand terns |ike “edge up” and
re invented--1 think we invented "trichotomous" this
worning, which has been extinct for--

DR STERN. | didn't want to use “trinity.”

CHAl RVAN McGUIRE: "Trichotomous" has been extinct
or over 60 mllion years.

[ Laughter. ]

CHAIRMAN McGUIRE: Wll, let’s put our shoul ders
o it and help the agency.

Questions regarding clinical trials for stable
laque psoriasis, entry criteria: Shoul d entry criteria

equire sone mnimal severity of the clinical signs? g ’
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the answer to that obviously is yes, but | think they really
want to know what the minimal entry conditions will be.

Wio would like to deal with that? Dr. Lebwohl?

DR LEBWOHL: W’ve already addressed the hazards
of scal e and erythenma. Moderately severe plaque thickness,
what ever the scale. On the Oto 8 scale it would be 4. On
the Oto 3 scale, it would be 2. So noderately severe
pl aque thickness.

CHAl RVAN McGUIRE: Area?

DR, LEBWOHL: M nimal area, | would vote against
requiring mnimal area. If you have a 4 plaque thickness,
you have to have sone area that can be | ooked at for
afficacy, and | think the best exanple |I can show you is
chat el bow | showed you, which is less than 1 percent body
surface area, but obviously disfiguring for the patient who
nad it, and easy to assess whether that would respond to
:herapy or not.

CHAl RVAN McGUIRE: (kay.

DR DiGIOVANNA: Wen you say plaque rather than
bapillae, you ve already established at |east one snal
ninimal area. We're talking probably not less than a
zentimeter.

DR. LEBWOHL: Right.

CHAI RVAN McGUIRE: You’re pushing.

[ Laughter. ]
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DR. DiG OVANNA: That’s the way it is.

CHAI RMAN McGUIRE: Dr. Mller?

DR M LLER I think that as long as you define
your criteria, the mninmal part of the severity could be as
low as you want it, because |I think what we’ve seen today
and what we’ve seen in our studies is that nost of these
products do not |lead to conplete clearing. That’ s obvi ously
our goal, but they don't lead to that. And what you see is
you see that dramatic | oss of scale, and you see sone
reduction of erythema, and you see sone decrease in plaque
size. And then things just seemto |level off, and you're
left with sonme activity. So that it’s conceivable that you
vould have a preparation that you say we want to go in and
ve want to take sonmething that is alnpbst nornmalized, but you
s5till don't have normalization of skin lines. You know,
:hat woul d be an acid test.

So there mght not be a mninmal severity, but as
Long as you define what you're | ooking at.

CHAI RVAN McGUIRE: (kay. I think you re sort of
2asing into endpoints, and we're talking about entry right.

0w .,

Dr. Wilkin?
DR WILKIN: | think what we're asking for is to
yet the indication of psoriasis. Conceptual ly, a sponsor

zould conme in and ask for a subset of psoriasis that they
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woul d define as being very mnimal, and we could craft that
into the language in the indications section in the
| abel i ng. So the question today really is nore for the
usual ki nd of psoriasis.

DR STERN: | probably shouldn’t say this, but as
always, | will. | nmean, one of the problens is, in fact,
you know, there are criteria for atopic dermatitis. There
are, in fact, no published criteria for what makes psoriasis
as opposed to seborrheic dermatitis, for exanple. And, in
fact, there is a group working on trying to come up with a
clinically useful definition of psoriasis that m ght be
applicable to clinical trials as well as epidem ol ogic
st udi es. So | think one of the things you have to think
about is, first, what nmakes psoriasis as a disease, what are
the clinical--the signs and synptons that are sufficient to
nake you reasonably confident that an individual has
osoriasis and not |ichen sinplex chronicus and not
seborrheic dermatitis and maybe not mycosis fungoi des or
vhatever. So that’s nunber one, and | think maybe the
agency heeds to perhaps be in touch with this group or other
groups and really come to a definition which--when | was
approached about this, | was amazed. You know, that’s
right, there’s no real workable definition of plaque-type
?soriasi s.

The second is | think for clinical studies, you
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know, it’s one thing to say what should be the m ninum that
you can use an agent for an individual if you are reasonably
confident because they have two pits in their nail, two
smal | plaques on their elbows, and pinking around their
gluteal cleft, and you say, boy, this sure |ooks |ike
psoriasis to ne. It’s one thing to say when m ght you use
an agent. It’s another thing to say for purposes of
enrol lment in a clinical study, what is a reasonable degree
or type of psoriasis. And there |I think you want to get
above mi ni muns. Because one of the problens is if you start
with very little, it's hard to nmeasure change. And also
very little--you know, you ask a patient, and they say, oh,
yeah, it’'s been like that for a while, but, in fact, this
could be psoriasis that is regressing. Little bits are nuch
nore likely, in nmy experience, especially small patches,
often are much nore likely to respond to other things. So
it confounds the whol e eval uation.

So it’s one thing to say, you know, can you use--
if something is approved for mld to noderate psoriasis, can
you use it on mnuscule psoriasis? Sure, if you think it’'s
wor t hwhi | e. But | think when you' re designing clinica
trials and want to interpret them | would set the bar
somewhat hi gher than has been suggested with respect to
sone--and | have no advance--you know, | can't give you
nunbers in terns of size and nunber, but | would set it in
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terms of certain mninuns, either conbinations of sizes and

nunbers of lesions synmmetrically distributed, and | think
you need to think about that. But | wouldn’t say if you had
two patches this small that you're an appropriate candidate
for a clinical trial for a prescription nedicine. And I

think you want to think about what you need.

CHAl RMVAN McGUIRE: Well, you're really touching on
the area, again, and | think the agency would like to know
how strongly we feel about area. It’s true that an
i ndi vidual could have a very snall area involved and be
gquite disturbed by it and be strongly notivated to therapy.
But that m ght not be a good subject for a clinical trial.

DR. STERN. That's exactly ny point, yes.

CHAl RVAN McGUIRE: | thought that’s what you said.

Can we nove to endpoints, Jon?

DR. WLKIN:  Yes.

CHAI RMAN McGUIRE: Good . Wuld a dichotonous
outcone for global evaluation be preferable to an all-
category conparison (“edge up”) as the prinmary endpoint?

Vell, you see, | didn't understand that question
earlier today, and | think | do now. And then the issue is
whet her there should be an ordinal evaluation or whether
it’s going to be a yes or no. And | think what | heard this
norning was that the data would be collected, and then it

could be dealt with in a dichotonmpbus fashion if that were
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I's that what you heard, Jon?

DR WILKIN: | think so. In other words, in terns
of global, we would have all of the categories, but we would
only use the top two to find success.

In addition to that, we could have scoring for the
three cardinal signs: erythemn, plaque thickness, and
scal i ng.

CHAl RVAN McGUIRE: And area.

DR WILKIN: And--well, that’s one of the further

juestions down, how to craft area into this. | gather it’'s
che commttee’'s view-1 know it’'s your view-that the nore
Llesions sonebody has, they are likely not to respond as well
if someone has one or two |esions. That was in one of your
2arly slides, extent of involvement. And so really, one
vould have to stratify if we use lots of different areas.

[s that fair or--

DR. STERN:  That's right. I think there’s an
issociation between extent of disease and difficulty of
rlearing, so it isn't a fair test to conpare two patches of
:he sane size, one on an individual who has dozens or
wndreds of such patches, and another on an individual who
1as a solitary patch. You know, it’s sonmething that’s

rorrelated. |It’s not always the case, obviously.

DR LIM But the other factor along that |ine
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also is the anatonmic |ocation, Which has been nentioned
sefore. |'mthinking specifically about the scalp, for
sxample. |f you have treatnent for scalp psoriasis, clearly
the area is not going to be--it’s going to be nuch smaller,
and that has to be taken into consideration. The response
could be very, very different because of the anatomc site.

CHAl RVAN McGUIRE: Dr. Kilpatrick, Yyou spoke to
-he issue of the ordinal evaluation versus dichotonous, and
I know you’ ve spoken on that issue before. Mybe you d like
-O--

DR. KILPATRICK: |'d like to cone back to that,
Toe, if | nmay. I’d like to return to what | now understand
is the design of the trial. W now agree that it's a two-
arm study, and it seens to ne that we still wll have a
cefore and after conparison. Clearing is one way to do
that, so we have a conparison between clearing in one arm
and clearing in another arm But | would suggest that if we
yo for other types of evaluation, we may have, in effect, a
difference of differences, before to after in one arm to
before minus after in the other arm So it gets a little
bit nmore conplicated, and in that sense nore robust.

But in ny discussions with Dr. Srinivasan and
others, | amcontent to accept a di chotonous outcone. I"'m

not content to accept that clearing is the best nodality for
t he di chot onous out cone.
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CHAI RMAN McGUIRE: Well, there was discussion this
norning that 75 percent would be a nunber that m ght be
identified as a successful outcone. Do you want to speak to
that ?

DR. ROSENBERG No, that's wasn’t--

DR LEBWOHL: Well, | did suggest that.

CHAI RMVAN McGUI RE: Coul d you speak to that, Mark?

DR LEBWOHL: Yes. You know, | am concerned--if |
can suggest a hypothetical drug to you, if we have an oral
or topical agent that does not clear psoriasis but results
in what every investigator would call dramatic inprovenent,
75 percent--and 75 percent is not edgi ng up. Edgi ng up
nmeans you' re going from plaque of noderate severity to mild
severity or severe to noderate. Seventy-five percent is
severe to mld or severe to clear. So that’s not edgi ng up.

And | am concerned that if we have a drug that
results in no clearing but is clearly beneficial for
patients with psoriasis, that drug will never see the |ight
of day if it’s an absolute requirenment that even a tiny
percentage clear.

Nw, in the dichotonobus eval uation, you know, you
can look at two different categories of response, but if it
is an absolute requirenent that a proportion of patients
clear, we will end up finding ourselves wthout some drugs

t hat woul d have ot herwi se been very hel pful to our patients.
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CHAl RVAN McGUIRE: You could imagine a situation
in which Agent A totally cleared 10 percent of the patient
popul ati on and a vehicle only cleared 3 percent. But it’s
still not worth it. You' d far rather have Agent C that
cleared 90 percent of the patients 75 percent, if | think
we’re on the sane track.

Dr. Rosenberg?

DR ROSENBERG No, | don’t think so. [ think
that the speakers this nmorning nade it clear, Dr. Stern
oarticularly. Patients really want to be all better, that
it’s all gone. That’'s a very big difference, and it’s worth
shooting for. And things we know about psoriasis--and this
is in print for alnpst a hundred years now. I f you can
succeed in getting the patient totally, absolutely, utterly
zlear, which usually involves getting them better and then
sending themto the beach and so forth, so that you | ook at
chem, they | ook at them nobody can see where it was,
they’re much nore likely to stay clear for a |engthy period-
-1 didn’t say cured--than if you get them nuch better

It’s worthwhile getting that last little bit to go
away. This is discussed, this is clinical wisdom and it’'s
true. I think we ought to retain this clear or nearly clear
as an entity. You don't need to require it to pass the bar
>f approval, but--

CHAI RVAN McGUIRE: Bill, that’s in your practice
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where you're using three agents or four agents and
everything you have. And if we’'re tal king about a sponsor
with a single agent that wasn’t to be tested, those nay not

be the right hoops for himto junp through.

DR. DRAKE: But just a clarification. | don’t
think--Bill., help me with this, but | don't think he’'s
saying that totally clear is the bar. | think he's saying

that information is useful to collect, but it’s not
necessarily the bar. Is that what you were sayi ng?

DR ROSENBERG Exactly. I think if it’s better
t han pl acebo and edges up, that’'s with everything el se out
there, much of what else out there is. | don't think it
should be held, certainly topicals, to a nmuch nore stringent
standard than presently approved things. Maybe--1 don’t
know t hat . If it’s better than placebo, | think that’s the
regul ati on that they have to follow But |’ m saying the
information on clear changes things, and | think we ought to
know it.

| think it’s not that crucial. If you're going to

approve them anyway, if a conpany’s got sonething that’'s

good enough to clear people, we’'ll do sone Phase |V studies
and let the world know about it. But , still, it would be
nice to know up front. And | think it relates also to

deci si ons about safety when you’'re constructing your

equation and risk.
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CHAIRMAN McGUIRE: Dr. D G ovanna?

DR. DiGIOVANNA: | just want to clarify one issue
in ny own mnd. By clear, we nmean that a treated |esion or
a pair or sets of lesions are clear? O are we talking
about with a systemc treatnment that the patient is clear of
all lesions?

DR WILKIN: Yes.

[ Laughter.]

DR. Di G OVANNA:  Thank you.

DR WILKIN: | thought that was a good FDA answer.

Really, you're free to define that. | really
t hi nk we’ ve heard two settings. One would be a certain
percent of lesions would need to fall into the win category,
and then | think we’ve heard the other view that all would
need to neet sone sort of mninmumthat m ght be a | ower bar,
if you will,

What Hen-Sum of course, had in his presentation,
what we’ve currently been thinking about, is having a
conplete clear category and reporting it in the clinica
studies section of the l|abeling, and al so an al nost clear,
but that’s the one that we’'re having difficulty wth. How
does one actually define alnost clear? And 75 percent, we
have struggled with that internally in the agency. W don’t
really know what that neans.

DR DiGIOVANNA: That's good.
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DR. WLKIN. W were hoping for--and | think also
you were tal king about induration, plaque thickness, nay be
the nost inportant elenent. Maybe that could be used to
define the almost clear category. But if we could have
sonmething like that that would be the sanme from one
investigator to the next--

CHAIRMAN McGUIRE: Dr. Stern and then Dr. Lebwohl.

DR. LSTERN: I think we have to separate out how
we're using percentages. To nme, alnost clear neans flat but
essentially non-pal pable, not appreciably scaly, but it’s
not normal skin. It has pink. It has not normal skin
mar ki ngs.

And | think that to nme is alnost clear and is
what--if an agent doesn’t get you to that, it’s really not
doing very much. And that to ne is there. Then you--how I
like to | ook at percentages, | don't think it’s fair to say,
all right, of the treated lesions, did they all get to that
criteria? M criteria, when | talk about percentage, is to
say of the treated areas for topical agents, or for a
system ¢ agent of all areas, did a certain proportion of the

areas we would have expected to have been exposed to the

agent, in fact, reach this. | don’t think you can expect
that every patch is going to get better. We’ve tal ked about
anatom c differences. There’'s going to be application

differences, et cetera, et cetera. But of the index
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pat ches, can you say, yes, you know, 75 or 80 percent of
those areas that were treated, in fact, reached this |eve
or, in fact, having no nore level, now being on the |evel
and only differing in ternms of color and texture, not scale
and not being very scaly. So that’s how | | ook at al nost
clear, but | don’t think you can say, gee, every single
patch is absolutely flat. O the body area, what proportion
of them have gotten to that area?

CHAl RVAN McGUIRE: Rob, that’s still stringent,
because we don’t have very nmany nonot herapies that carry us
to that point.

Mark, you, and then John, and then, Bill, do you
want to--

DR. ROSENBERG  Yes, just one question

DR. LEBWOHL: My question woul d be: How is the
agency going to use it? |Is it going to use it as a
requi rement for approval or as a source of information for
physi ci ans and patients? |It’'s a very useful source of
information for physicians and patients, which is what Bill
Rosenberg said, and | agree. And sone of the data that’s
out there can confuse you about how much to expect out of a
drug, and if this information is available, it wll be
hel pf ul

On the other hand, if we are going to require

clear or alnost clear for approval, a lot of drugs we have
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now won’'t do that. A lot of drugs that are approved today
do not do that.

CHAl RVAN McGUIRE: John, does that deal with--

DR DiGIOVANNA: Well, no, | agree with that, but
that still doesn’t deal with ny issue. I want to get back
to Rob for a second. I’mnot quite sure what you're talking
about . I think we're still muddling the issue if we haven’'t
defi ned what we nean by cl ear. | think that you need to
| ook upon a grading systemto define what is required for
approval in a different way, whether you' re talking about a
system c treatnent or whether you' re tal king about a topica
local treatment. And if you're talking about one |esion and
that |lesion has to be clear, that’s one issue. If you're
tal ki ng about a total body treatnment, then how do you come
up with a grading scale that incorporates how many of those
| esions are going to be near clear and how many have to be,
and how are you going to standardi ze that across different
centers. I think you have to do that in a different way.

Do you understand what |’ m aski ng?

DR. STERN: I think so. | think the criteria for-
-and let’s not use the word “clear. " Let’'s use the word

“substantial clinical inmprovenent. Criteria for nme is a
flat patch. That’'s a substantial clinical inprovenent.

DR DiGIOVANNA: | understand what you’' re saying
with respect to one lesion. Wat | don't understand is how
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you take into account or how you quantify with a systemc
treatment an individual who has 60 |esions and several of
those lesions are clear and several of those |esions haven' t
noved as nmuch as you woul d have |iked. How do you--
sonething is clear, if you look at that one lesion, but--

DR, STERN: And that’'s where percent cones in.

DR DiGIOVANNA: --if a patient was clear, 90
percent of those--

DR. STERN: That's where | think about percent.

O the original areas that you thought your agent m ght have
an effect on, given either where it was applied, how it was
used, what proportion of the original |esions reached

nmeani ngful clinical inprovenment. And that’'s an area issue,
and it has all the problens of area neasurenent It’'s

anot her reason why photographs are perhaps sonething you
want to use or perhaps index areas or index |esions so that

t hose can be neasured nore accurately.

But , in fact, at the end of time, the one problem
is if you don’'t have baseline photographs, if sone skin is
conpletely normalized, you underestinate the extent of
effect, but for the nore usual treatnment that doesn’t
conpletely clear you, you can see which patches are flat and
which aren’t flat. And you can do a rough proportion of
t hose who reached essentially substantial clinical

i mprovement versus the proportion that didn't. And that’'s
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t he percent 1’ mtalking about.

CHAI RVAN McGUIRE: | think you have--no. | was
going to say you' ve nmade it clear, but that’s not--you’ ve
made it--1 understand what you' re saying. And Dr. Rosenberg
has been very patient.

DR ROSENBERG  Thank you. I think the
conparisons and so forth now are what golf was like, you
know, when Scotsnmen had tree linbs and would hit the bal
and cone back and say, | hit a long one, right into the
hol e, and then they started putting nunbers on and we coul d
find out who the best players were. And sone treatnents are
better than others, and, you know, 1’'d be perfectly happy
with the Karnofsky scale, grade O no signs, no synptons, no
prescription, no return appointnent; grade 1, no signs, no
synptons, prescription and appointnment; grade 2 and so
forth, so forth. | mean, let’s do it. There are treatnents
that are that good, And if the other treatnents aren’t that
good, we ought to know that, too.

| mnot inventing this. Thi s has been around.

CHAl RVAN McGUIRE: Dr. Kilpatrick?

DR KILPATRICK: | want to come back to Dr.

Stern’s recommendati on for physician evaluation, in effect,
and go away from percentages as such to just what Bill is
saying, to an ordinal ranking of good, better, best, and al

the rest of it. That seens to nme, even though it’s
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subj ective and given that it’s based on standardized
phot ographs before and after, that seens to ne the better
way to go than the percentage. MNO? You disagree?

DR. STERN: | disagree because traditionally it
has not been photographic by a blind observer, and in nost
of these trials, it’s fairly clear in a high proportion of
patients who's on active and who's on placebo, and there’s
so much potential observer bias that 1 think it’s hard--it’s
very hard to do it.

I think you have | ess bias when you force people
to say has it net a certain criteria that’'s reasonably
objective; and if so, how nmuch of it has net these criteria.

DR. ROSENBERG How do yQU know who's on the
active--

CHAl RVAN McGUIRE: Bill, speak into the
m cr ophone.

DR. ROSENBERG  How do you tell who's on the
active?

DR. STERN: Well, certainly placebo, if things
have any activity--there’s a difference between patients,
but nost of these agents--first of all, it depends what
kinds of agents. You know, we have unbinding from
irritancy with topical retinoids and Dovonox. W have
differential effects on inflammation. You can tell in a

hi gh proportion of patients. And with effective drugs you
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can tell right away because they’'re really working.

DR WILKIN: Dr. McGuire?

CHAl RMAN McGUIRE: Dr. Wilkin?

DR WILKIN: |It’s in all the dermatol ogy textbooks
that psoriasis cones and goes and there are certainly
spont aneous reni ssi ons. But, you know, the nunber of
patients who have achieved conplete clearing while they’ ve
been on pl acebo during the study is mnuscule. | nean, it’s
very, very tiny. So we're really not tal king about a |arge
proportion of the patients who are on active need to achieve
conplete clearing or that |esser category. It’s that that
proportion just needs to be statistically superior to the-

CHAl RMAN McGUIRE: | agree, but one of the points
that’s being made is that the patients who are on active
agent do not achieve 100 percent clearing if we' re talking
about return to normal skin markings, |oss of discoloration.
There are no footprints left. It’s gone. That’'s unusua
for nonot herapy.

DR WILKIN: And that’s why Hen-Sum had in his
overheads the notion of going to a |esser category where
there really is not conplete clearing. That would resonate
best, you know, with the reviewers in the division. This is
not an infectious disease. It’s--okay. Dr. Rosenberg
rai sed his eyebrows on that.

CHAI RVAN McGUIRE: Did he raise his hand?
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Dr. Drake?
DR. DRAKE: Well, Jon, | think I have to agree
vith you. I think that if there is conplete clearing, it

should be noted on the case report formso that data can be
collected, because it's interesting and it would be fun to
<now and it would inportant to know.

On the other hand, |1’ve done too many studies;
it’s unusual to see patients get conpletely clear, but you
-an have a lot of patients who get a lot better. And |
chink that happens in just everyday practice. You have
?atients you play around with. You do this for a while and
sou do that for a while, and the gane is to try to keep them
setter. | don’t think anybody who treats very psoriatic
?atients uses a nonotherapy. | think we all mx and match a
little bit to try to get them better.

So | think we can try to get nunbers fixed so
ideally that we bog down in that and forget the big picture.
and the big picture, |Is the patient getting better and is
che patient happy? | guess that’'s where | would cone from

CHAI RMAN McGUIRE: Jonat han?

DR WILKIN: Actually, part of it nmay be that
we’' re confusing two points. One of it is the kind of
information we want to craft into the labeling we think will
be useful, and the other is the bar to get to approval. And

just to nmention what we do with antifungal, we have what we
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think of as regressing subsets. The |argest nunber that
woul d be reported in the clinical studies section for an
antifungal would be that proportion of patients who had
mycol ogi cal cure, negative KOH, negative culture. The next
subset, which would be smaller, because they would have to
nycol ogi cal cure, but they also would have either clinica
cure--that is, no signs or synptonms, or just very |ow grade
signs and synptons, scores of |-plus, 2-plus, 3-plus, that
sort of thing. And then the tiniest subset, which is in the
m ddle, those are the people who are conpletely clear
clinically and al so have nycol ogi cal cure.

Nw, in terms of tinea pedis, we're willing to go
down and include the first two categories, those who have,
you know, the clinical cure plus nycological cure; the
second category, those that have just a couple of residua
signs and nycol ogi cal cure. But we don’t count nycol ogi cal
cure towards giving approval.

In the case of psoriasis, what we were thinking is
we would list in the clinical studies section that
proportion of patients who had conplete clearing, and then
we would also list the proportion of those who didn't have
conplete clearing, but we would define what that second
category was, hopefully in norphologic terns rather than
percents, and it mght even have sone sort of tag with it

that said at least half of the lesions, or sonething |ike
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that, achieved this kind of norphol ogic endpoint. And al
of that, both of those groups together would be useful for
approval, but we could separate them out for information
purposes for the patient and the clinician in the clinical
study section of the |abeling.

CHAl RMAN McGUIRE: Dr. Kilpatrick?

DR KILPATRICK: Dr. Wilkin has gone sone way
towards answering ny problem which is purely statistical
and the FDA statisticians may care to respond to it.

I’m comng back to the issue of using as primary
endpoi nt the percentage of patients which clear, by whatever
definition. Dr. Wilkin has said that under the inactive or
pl acebo treatnent, virtually nil, O percentage will clear
and if a tiny percentage like 5 percent in the active arm
clear, then we’'re conparing 5 percent to O percent. That
requires a nuch |arger sanple size because of a phenonenon
of the binomal distribution, a nmuch larger sanple size than
to conpare a 5 percent difference at the 50 percent |evel,
that is, between so percent and 45 percent. So | don't
know-that’s one of ny concerns. Srini or Jon?

DR WILKIN: That actually would be true if we
were only thinking of conplete clearing.

DR KILPATRICK: That’'s true.

DR WILKIN: But the proportions are a little

| arger when we include the al nbst clear, and--
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CHAI RMAN McGUIRE: Yes, | don't think at a
practical standpoint, | don't think a sponsor wll be
dealing with an agent that has 5 percent clearing. | mean,

I don’t think it’s going to be a headache for us.

DR SRINIVASAN: | was planning to say the sane
thing that Dr. wWilkin said. W can go |ower down and add
t he nunbers, and then conpare them

CHAl RVAN McGUIRE: (Ckay. I think we have slipped
t hrough 2. 2. 2.1 was, Whuld a dichotonmus outcone for
gl obal evaluation be preferable to an all-category
conparison (“edge up”) as the primary endpoint? Then 2.2
was, |f the answer is yes to question 2.1, what should the
successful outconme be in a dichotonous gl obal eval uation?
And there we tal ked about percentage of |esions achieving
sonme acceptable |evel of inprovenent.

Shoul d the three cardinal signs--whenever you read
a question like this, you know that the answer is no.

[ Laughter. ]

CHAl RVAN McGUIRE: It worked on the SATS. That' s
all I--

[ Laughter.1

CHAl RVAN McGUIRE: Should the three cardina
signs--plaque elevation, scaling, and erythema--carry equal
or different weights? How should their scores be conbined

as another primary endpoint?
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Fred, why don’t you hit that? Eye contact.

DR. MLLER Eye contact. | think there’'s been a
| ot of discussion about this, and | think the first thing is
the scaling can certainly be elimnated with very sinple
t echni ques. It’s been observed with Vaseline or whatever.
So it's difficult to assess that a major weight.

Erythema varies from day to day and fromtines
within the day, so that we’'re pretty nmuch left wth plaque
el evation, which is the gold standard. You know, how nuch
is the plague reduced? How rapidly is it reduced? And is
it flattened conpletely and is there normalization of skin
nar ki ngs?

CHAl RMAN McGUIRE: | agree with that. Is there
di sagreenent on--yes, Eva?

DR, SI MMONS- O BRI EN: No di sagreenent. | agree
vith Dr. MIller, and | just wanted to nmake this point.
chink that--and |I'’m always telling the residents--erythem
is relative. First, | agree with Dr. Lebwohl’s conment on
Jetting rid of the scale. You can sonetinmes mask the
arythema or even enhance it because you’ ve gotten rid of the
scal es. So that becones very tricky. But erythema i s--nost
>f ny residents think bright red/pink, and | would argue
hat depending on the patient’s skin type, that mght vary
o be violaceous brown-purple. But it's still erythena
And unless you' re used to seeing that and you' re used to
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judging how that particular erythema resolves in that
particular skin type, that can be very skewed.

So you can't really hang your hat on erythema too
much because it’s such a broad spectrum

CHAl RMAN McGUIRE: What | have heard is that we’ ve
downgraded scal e because it’s so easy to deal with, and we
have put erythema in a category of--it’s sonewhat
treacherous because it can be reveal ed by the reduction of
scale, and so we are depending greatly upon the thickness cf
pl ague, which | eads us into: How should their scores be
conbi ned as another primary endpoint? |t sounds like we' re
putting nost of our weight on plaque el evation.

DR KILPATRICK: Joe?

CHAIRMAN McGUIRE:  Yes, Dr. Kilpatrick?

DR KILPATRICK: 1’'d like to ask a question
There are multivariate statistical techniques which enable
us to optinmally weight different categories to discrimnate
between different classes of patients, for exanple. Has
this ever been done for psoriasis in terns of finding an
optimal weighting system so that PASI is not just--you just
don’t add everything together but you actually conbine these
in an optiml way to discriminate between this type of
patient and that type of patient?

DR, STERN: What's the dependent variable?

DR KILPATRICK: There is no dependent variable
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here. It’s like a principal conponents analysis or
sonething |like that where you can find an optinal--

di scrim native function analysis, something |ike that.
Srini, do you want to pick up?
DR.  SRI NI VASAN: | have not heard of it.
CHAI RVAN McGUIRE: Dr. Drake?

DR DRAKE: This is nore of a question. You know,

I--
DR KILPATRICK: Wiere did nmy answer go?
DR. DRAKE: [”m not answering it. You want--
DR KILPATRICK: | want an answer.

DR. DRAKE: Well, then, |et sonebody answer it
first, and then 1' 11 ask ny questi on.

DR KILPATRICK: There’'s nothing in the literature
with regard to this?

CHAI RVAN McGUIRE: | think no one cared to answer
your question.

[ Laughter. ]

DR. DRAKE: Because we didn’t know it.

CHAl RMAN McGUIRE: Dr. Drake?

DR DRAKE: Wen we say that everybody sort of

zeroed in on plaque as the gold standard, | think that’s
fine. | guess this question assumes that you ve got plaque-
type psoriasis. In fact, if you're dealing with

erythroderm c psoriasis or if you re dealing wth hands,
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like that picture that either Mark or Rob showed with just
the hand, there’'s no plaque, and yet that patient is nore
severely disabled than anybody with 4-plus plaque.

I guess this whole thing remnds ne of trying to
herd cats here today. You know, you keep trying to--the
gquestions keep trying to herd us to get us to give you an
answer, and, well, yeah, this is true, but three cats go
this way and the fourth cat pops out this way, and it’s just
har d.

I think you have to define the types of psoriasis

before you determ ne what the cardinal sign that you monitor

is. In other words, if it’s erythrodermc psoriasis, then
what you' ve got to nonitor is erythroderna. If it’s a
| ocational psoriasis, | think you have the nonitor the

| ocation and the primary feature that occurs at that
| ocati on.

CHAl RMAN McGUIRE: | thought that was our charge,
to deal with chronic plaque psoriasis. | thought that’s
what you were giving us.

DR. DRAKE: \Well, okay.

CHAl RVAN McGUIRE: So we're not dealing with
counting the nunber of pustules on a palm

DR DRAKE: Well, but not necessarily, because the
very next question says--on bony prom nences. Now, a lot of

the stuff on bony promnences is not a plaque, and that’s

M LLER REPCRTI NG COVPANY, | NC
507 C Street, N.E.
Washi ngton, D.c. 20002

ftAnnN rar rre-




g

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

141
why | assunmed we weren’'t just--

CHAI RMAN McGUIRE: You missed one.

DR. DRAKE: But , | nean, on 2.5. If you go down
to 2.5, you're saying, Should there be a stratification for
certain lesions? Wll, very frankly, over bony prom nences,
it’s not a plague. Over bony prom nences, it can be
eryt hem. You can have a |l ot of scale.

| guess I'mstill confused over what we’re doing
here, then, obviously.

CHAl RVAN McGUIRE: Well, okay. But let’s deal
with 2.5 when we get to it, and let’s deal with 2.4, since
that is the next one.

DR. DRAKE: The answer is yes.

CHAl RVAN McGUIRE: (kay

DR KILPATRICK: |’'d like to return to 2.3.

CHAl RVAN McGUIRE: Now, wait a mnute, Jim

[ Laughter.]

CHAl RVAN McGUIRE: (kay. Return to it but let’s--

DR.  KILPATRICK:  Again, how should the scores be
conbi ned as another primary endpoint? | want to cone back
to PASI because one of the speakers nade the point about the
i nequi val ence of changes at one |evel of PASI score and
anot her | evel of PASI score. Again, there are
transformations . You can make transformati ons of a score

like that to make those approxi mately equal. Basi cal |y,
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again, |1’m tal king about mathematical manipul ation of a
conbi nati on of scores |ike PASI.

Mark, do you want to--

DR LEBWOHL: Yes, well, several of the
alternatives that | showed do precisely that. I n ot her
words, instead of incorporating entire body area
cal cul ations, which are what we have in a PASI score, you
can have either target lesions or a limted nunber of
| esions that constitute your baseline, and then you eval uate
those on either Oto 8 scales or Oto 3 scales, and you cone
up with your ordinal, with your line, degree of inprovenent.
so you can have 50 percent inprovenent and quantify that, or
you can have 75 percent and quantify that.

That is subject to some of the criticisns that
were raised earlier in that there is an eye-brain di sconnect
where you don’t remenber what the patient started out with,

There are sone solutions to that. You suggested
one of them which is a bilateral conparison trial, which we
don‘t do in Phase Il trials. That’ s an excel |l ent sol ution,
by the way.

Phot ography is an excellent solution as well,
where you have a photo of the baseline, so you re not
relying on your nenory as much. There are flaws with that
as well, such as getting your photo back in tinme.

But the point is that there are nodifications of
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PASI that we currently use that, frankly, | find vastly
preferable to PASI scores.

CHAl RVAN McGUIRE: Yes, | think no one is
satisfied with the clinical fidelity of PASI, and sonething
el se needs to be engineered. And what we heard in Mark’s
presentation this norning was different instrunments that
have been designed to do just that.

Are we finished with 2.3, Jin®

DR KILPATRICK: Thank you, sir.

CHAl RVAN McGUIRE: God . Dr. Drake tells ne that
the answer to 2.4 is yes. [f SO how?

Who would like to speak to that?

DR. LEBWOHL: Il will say--you know, soneone asked
earlier today if we have to do doubl e-blind placebo
controlled trials, and this is the reason, because you' re
counting on, if you have 200 patients and one of the
patients you treat has only inverse psoriasis, has axillary
| esions, those clear very quickly and very easily, even wth
pl acebo. And you’'re counting on having |arge enough nunbers
of patients that that separates out, so that the sane nunber
of placebo axillary |esions would be the sane nunber of
active axillary | esions.

One of the real hazards of the conplete clearing
is you can clear axillary psoriasis with petrolatum. And,

again, |I’'mgetting back to that worry about us ending up
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with--if you're using that for informational purposes, that
is excellent and will add to the value of what you're doing
for the last consuner, which is the patient and the
physi ci an who prescribes that drug, But - -

CHAI RVAN McGUIRE: You know what? It just
occurred to me that English is such a treacherous | anguage.
| read 2.4 as should the area, in terns of square
mllimeters, of involvenment be included in the analysis, and
you' re reading area as |ocation.

DR LEBWOHL: Ch, you're absolutely right . ['m
sorry.

CHAl RVAN McGUIRE: That’'s a funny--

DR. DRAKE: | read it the sane way you did.

DR WILKIN: Dr. McGuire?

CHAI RVAN McGUIRE: Yes?

DR WILKIN: W were hoping to capture anatom c
regionality, which--

[ Laughter.1

DR WILKIN: |In 2.5, the next one

CHAl RVAN McGUIRE: That's what | perceived.

DR WILKIN: And so area of involvenent here, it
would have been better if we had body surface, you know,
percent body surface area involvenent, sonething |ike that.

DR. STERN: The answer is still yes.

CHAl RVAN McGUIRE: So in 2.4, “area” is being used
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in the traditional sense. And then the question is: How do
we factor it in? And it’s got to be factored in. " m not
sure if we can settle that right now

Henry?

DR LIM Yes, |I'mnot sure whether | could answer
that conpletely, but | think the answer is | would agree
that absolutely we have to factor it in as to how big an
area of involvenent it is. But assumi ng that, again, we are
dealing with only stable plaque psoriasis, guttate
psoriasis, are we supposed to consider that, for exanple,
because that is conpletely different. So as long as we are
dealing with stable plaque-type psoriasis, sure, | think it
has to be incl uded.

DR KILPATRICK: Yes, but it cannot be considered
only on its own, surely. Surely location is the point--

DR LIM  Oh, no. I’m answering only specifically
2.4, area in terns of centineters squared.

CHAI RVAN McGUIRE: (kay. So the answer to 2.4 is
yes. W’'re not sure what the coefficient should be, but it
clearly is inportant. And we’'re now at 2.5, Should there be
stratification for |esions according to their |ocation,
according to anatomc site?

DR KILPATRICK: My | have a definition of
stratification? Wat does stratification nean? It neans

sonething to ne as a statistician, which may not nean--is
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t hat what we nean?

DR. SRINIVASAN: By anatonic |esions.

DR STERN: Or separate consideration, is that
what you nean?

DR. KILPATRICK: Are we neaning matching patient
in one armwith a patient in another armwth the sanme type
of axilla involvenent, or what? |s that stratification?

DR, LEBWOHL: There are certain areas--1"m sorry.
| shouldn’t use the word “area.” There are certain sites
that respond much nore readily than other sites. And if you
treat intertriginous sites, you wll achieve clearing,
soneti mes even with pl acebo.

On the other hand, if you treat el bows and knees
or shins, which are notoriously difficult to treat, it is
much nmore difficult to clear patients.

DR KILPATRICK: Then, to follow up, we're
tal king--1"m com ng back to the design again. W
conventionally talk about randomy allocating patients to
one armor the other arm But are you saying, sir, that we
may need to natch patient with patient in terns of |ocation?

DR. STERN:  But random zation should take care of
that, and | guess what should take care of the probl em of
anatomc site is | think intertriginous and facial psoriasis
shoul d probably be considered, for stable plaque psoriasis,

sites not of interest for nost of these products. So that’s
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sort of an exclusion.

| think one shoul d--personally, you know, when I
think about treating psoriasis and success, another
exemption | sort of give nyself is el bows, knees, and |ower
sacral plaques, because | don’t expect response there. |
think you don't necessarily want to wite that into the
pr ot ocol . | think any conpany that does a study where they
concentrate on el bows, knees, and sacral plaques have hired
the wong consultants. But random zation should take care
>f nost of the other problenms. And | think you can say that
specifically if you can exclude certain areas in your
assessment of inprovenent because we know that these are
chere, simlarly you can’t get credit for certain areas
>ecause we know anything nakes these better.And that’'s how
[ deal with this, that and the power of nunbers and
random zation, how | would deal with this problem

DR. Kl LPATRI CK: | would just like to add to that
vhile | conpletely agree that we don't--they’'re not nutually
:xclusive. W can have both stratification or matching and
random zation, block assignnent

DR STERN: | don’t think we have to go to
stratification.

CHAl RVAN McGUIRE: (kay. Question 2.6, To what
axtent can quality-of-life assessnent be used in the

swvaluation of success in the treatnment of psoriasis?
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Bill, I was going to ask you to speak on that.

DR ROSENBERG Thank you. Quality of life, of
course, 1is especially all its own. W have authorities in
the roomwith it, but I think it would be sinpler--1 would
suggest that perhaps as an alternative the agency woul d
consider just the patient’s assessnent of the efficacy of
treat ment. But | think that’s crucial, what the patient
t hi nks of how well the treatnment worked on sone kind of a
wonderful, good, fair, disappointing scale, sonething |ike
t hat .

CHAI RVAN McGUIRE: | think that the instrunents
that have--1 think you re right, but I think there are nore
precise instrunents for measuring self-esteem and- -

DR. ROSENBERG  That's different.

CHAl RVAN McGUIRE: --and socialization--well, it

has to do with quality of life.

DR. ROSENBERG I know, but--

CHAI RVMAN  McGUIRE: | nean, quality of |ife neans
nore than just how do you feel about the treatnent. It
neans : Are you going back to work? Are you going to the
oeach? You know, patients say, “l’m wearing short-sleeve
shirts, " and it never occurred to me that wearing a short-
sleeve shirt was a big deal. But to that person, it’s a big
jeal .

| don’t know how you score short-sleeve shirts,
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but there are a lot of issues around that.

Mark, you’ ve thought a |ot about this, and you’ ve
tried to--you beat your head against that wall a |ot.

DR. LEBWOHL: Well, you know, | amvery cautious
about including it as a criterion for approval, and |’ m not
even sure if we should yet be doing it as a criterion for
eval uati on. | have dealt with this with great difficulty.
Most of the studies that have tried to line up pretty
effective treatnents versus quality of life have yiel ded
negative results. Most of them have. And, in fact, Dr.
Stern has published one study which | ooked at that, and some
of the best treatnents we have did not affect quality of
life even though they are clearly dramatically effective
treatnents.

I’m not sure that the fault yet is with the
treatment, but with the way we |look at quality of life. And
aven though we have sonme pretty good ways of | ooking,
chey’re not good enough yet.

CHAl RVAN McGUIRE: And it has to do with
expect ati on.

DR, LEBWOHL:  That’'s right.

CHAI RMAN McGUIRE: Rob ?

DR STERN: I obviously think, since |’ve spent
some time thinking about quality of life and doing sonme work

init, that it’s an inportant area. | think at this point |
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have sonme substantial concerns about using for this disease
quality-of-life outcome nmeasures as an endpoint either for
approval or even for |abeling. | think on the other hand
t he agency can encourage conpanies that this is not from an
approval point of view but, clearly, this is sonething that
is out there in the public eye, out there fromthe
st andpoi nt of the people who are now paying for drugs and
deci di ng mhether to add another psoriasis drug to their
formulary, that | would hope one woul d encourage inprovenent
of this.

One of ny greatest concerns is--and | notice we
had this package about conflict of interest--of all of the
areas where | think it’s possible to gane w thout dishonesty
outcomes, because it’s in its infancy--and the fornmer chief
of medicine at Georgetown who's now with the Federa
Government | think showed this very well, that one has to
be--that the chances of being able to gane this through
design and anal ysis and have a favorabl e outcone are greater
than even in the relatively subjectivel/objective nmeasures we
have been tal ki ng about.

So | think quality of life is something that needs
to be addressed. W need to learn a |ot nore. It needs to
be done in a nore rigorous, |ess comercial way, but it
shouldn’t be part of approval or package inserts at this

point .
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CHAl RVAN McGUIRE: Dr. Kilpatrick?

DR KILPATRICK: Well, 1 want to cone back to
quality of life in one sense and reflect ny opinion of these
questions that they do not--they |eave sonething out, which
| consider to be quite serious, and that is, in referring to
the two experts’ presentations this norning, we heard about
the need for followup, the need for duration, and we
haven't tal ked about those at all.

Quality of life is not an instantaneous thing.

It"s over some period. So | don't know whether, Jon, you
want to bring that into the approval process or the |abeling
process, but | would like to hear sone discussion about the
duration of therapy, of efficacious therapy, and follow up.

DR WILKIN: There are the other aspects, just
getting into one of the two successful categories, complete
clearing or near clearing. Shoul d there be an additiona
hurdle in terns of if they get to that stage, should they
have X nunber of weeks or nonths that they stay in
rem ssion? And we would be very receptive to hearing from
the commttee on that.

| would say we enjoy being able to put that into
the clinical studies section. | f the sponsor has adequately
designed a trial in which they |ook at duration of

remssion, we would want that information in.

But the question that should conme back to the
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conmittee is: One, is it a requirement that they woul d neet
a mninmumremssion period of--1 forget what--1 think you
had one you suggest ed. O should it be a requirenent that
they do the study and report it and it comes out in the

| abel i ng?

Those m ght be your reconmendati ons.

CHAl RVAN McGUIRE: Dr. Wilkin, | think that you
and Dr. Kilpatrick may be tal king about slightly different
i ssues. You' re tal king about durability of rem ssion
Quality of life is a nore conplex, nmuch nore gl obal issue.
Do you want to talk about durability of rem ssion?

DR WILKIN: | thought he had indicated we were
now off the question list, so he has transcended Question
2.6 But, you know, if you are talking about quality of
life, 1 think that, even though we’ve heard sone negative
t hi ngs about quality of life, I think we would still be very
zager to hear fromthe sponsor, vyou know, how they m ght
vant to |l ook at quality of life and how they woul d propose
to assess it.

CHAIRMAN McGUIRE: Dr. Drake had a conment.

DR DRAKE: Well, you know, 1’ve been doing a |ot
>f quality-of-life work, too, and that is thanks--or un-
chanks--to Dr. Wilkin, who got ne into this about five years
ago, With nail disease. And, in fact, there is no question
hat nail disease has a significant inpact on quality of
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life. It interferes with their social interactions, their

prof essional interactions, their enployability. It

interferes with their function, and it interferes--1 nean
another factor of quality of life can be cost. Al these
t hi ngs i npact.

W have done the kind of necessary work that you.
r1ave to do for ne to be able to say that. W’ ve done the
ralidation of studies in the U S , plus we even did an
international study, and we did the internationa
har nmoni zati on and validation of the questionnaires.

You can use traditional instruments, such as the
3F form or the personal well-being form and collect basic
information. But when you get into disease-specific
[uestions, then you really need a validated instrunent.

| can tell you that with respect to nail disease,
hich psoriasis also inmpacts, it wll inpact your quality-
f-1ife score.

Now, | think psoriasis may even be worse about
ffecting your quality of |life because not only do you have
ail involvenment, in many patients with psoriasis, which I
an say unequivocally has an inpact on quality of life, |
hi nk, Mark, you showed the picture of the guy with the
lood seeping through his white shirt. You can't tell nme
hat his quality of life--with a properly designed
nstrunment that pulls out the proper questions--1 mnean
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you’' ve got to have I CC coefficients that are correct.
You've got to have alpha (?) box score, and you ve got to
have all that stuff. You’ ve got to have a validated
i nstrunent . But once you do it, |’m absolutely convinced
you're going to find that psoriasis has significant inpact
on quality of life. Now-the first part of the question.

B, should it be part of the mandatory requirenent
for drug approval? | would say probably not at this point
because, in ny opinion, we don’t have the sophisticated
di sease-specific instrunment to that point yet. Plus | think
quality-of-life studies are really hard to do and do well.
And, frankly, the n-value that you' ve got to have, often the
power requirenments of a study are such that if you add the
| evel of sophistication that's required for quality of life,
it mght nmake the cost of doing the study prohibitive for
t he sponsor.

So | would suggest that you may want to separate
out quality of life into separate conponents where, you
know, if sonebody wants to do it, that would be fine. |
agree with Dr. Rosenberg’ s assessnent, though. You can get
a lot of the--you “could use personal well-being scales with
t hese studies that are not actual quality of life, the total
instrunent, but, you know, are standardized and woul d
provi de useful information.

So | don’t think you have to have quality-of-life
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studies as part of the approval process because |'m afraid
it would preclude sone conpani es naybe from getting into it
with good drugs. On the other hand, | think as a separate
issue, it should continue to be pursued.

CHAl RVAN McGUIRE: Dr. Simons-O Brien?

DR SI MMONS- O BRI EN: | agree with Dr. Drake. |
was just sitting here thinking that patient self-assessnent,
almost |ike well-being during the study, | think would be
very hel pful and useful information. Mbst of ny patients
vith psoriasis first--and maybe |I'm just seeing a skewed
oopulation, but they first want relief--

DR DRAKE: Yes, they’'re m serable.

DR SI MMONS- O BRI EN: --from pain, burning,
itching, bleedings. Then they want to see it start to go
away. Then they want it ultimately gone or want it to stay
jone for a while. But they're usually in pain of sone sort.
30 1 think that when a patient is in a trial, for that
>atient to be able to grade sonehow alleviation of synptons
>r how they’'re feeling better physically is hel pful
information, because we have plenty of nedications that we
1se topically for.other conditions that nake patients worse
>efore they get better, even systenmic treatments. And this
.s not a population, | would think, that would tolerate
yetting worse before they got better. However, |’'msure

:here are some people who would be willing to get worse if
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t hey knew that they were going to get better.

So | think it’s helpful to have patient self-
assessnent scores.

CHAIRMAN McGUIRE: But you propose that those be
criteria for a study?

DR. SIMMONS-OBRIEN : Well, | don’t know. | thi:nk
it would be useful information, and | guess ny only concern
would be if there is a topical agent down the road--and now
that we’'re getting into imunologic treatnments, | think it
would be real inportant for patients to know who are going
to be using that nedication, that they mght, in fact, get
nuch worse before they start to see inprovenent.

CHAl RVAN McGUIRE: So this could even--

DR SIMMONS-O BRIEN:  Wthout us telling them-you
¢now, finding out on our owmn when we treat patients, oops,
out, yes, you will get better in a few weeks.

CHAl RVAN McGUIRE: But that coul d happen post-
narketing.

DR SI MMONS- O BRI EN: Yes.

CHAl RVAN McGUIRE: Dr. Wilkin?

DR WILKIN: Well, | thought | heard in the
di scussion, especially when Dr. Rosenberg earlier was
:alking, about patient assessnent. | had the idea that you
neant nore just patient assessnment of how their psoriasis

lmproved. | think there's a difference. And one is, how
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has your life inproved with this treatnent? The other is,
how has your psoriasis inproved? And we would be, you know,
happy to accept as a secondary endpoint, neani ng sonething

that could be crafted into labeling, a well-structure

patient global at the end. | mean, it could be a visual
anal og scal e. It could be categorical, sonething |like that.

DR. DRAKE: That's great. I"d reconmend that. |
l'i ke that.

DR WILKIN: But back onto the quality of life, we
re-read the paper in the British Journal of Dernatol ogy, and
then shortly after that, Mark had a very nice editorial in
The Lancet where that was the focus. And I’'Il not steal
your thunder if you want to give the...

DR. LEBWOHL: Well, you know, | will say that they
used sonme pretty sophisticated and very well validated
st udi es. They did | ook at the psoriasis stress life
inventory, the psoriasis disability index. Treat nents
weren’t great at changing those.

Nw, if we're not naking it a requirenent, the
val ue of having those studies is that--you know, Lynn
nentioned that patient | showed with the bl ood com ng
through his shirt. The nost useful piece of information, as
you | ook at each of these indices, is what the patients
srite in their comments. And for every patient it ends up

c>eing something different. One guy just wants to be able to
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wear white shirts. Another patient wants to be able to get
undressed in front of his or her spouse without having to be
enbarrassed about skin lesions. And you can’t inagine the
range of different itens.

| think you have to ask yourself: Wy then don’t
we have one that when we clear a patient with therapy, the
guality-of-life index that we' re using shows that we're
improving that patient’s quality of life? Because, so far,
every time it’s been done--go | ook at the publications.
Hardly ever inpacts in a positive way on the patient’s
Juality-of-1life questionnaires that they fill out for us.

The value of having it is that we ought to be able
o have one that is better. If you nmade it a requirenent,
you can be absolutely sure that the pharmaceutical industry
would scurry to nmake a better quality-of-life questionnaire
Eor us. But right now we don’t have it.

CHAl RVAN McGUIRE: Dr. Rosenberg?

DR. ROSENBERG ~ Anot her questi on. O are we stil
nn this?

CHAl RVAN McGUIRE: | think this question is pretty
nuch- -

DR ROSENBERG ~ Anot her questi on. | think we
should consider capturing some information about joints,
vhether they hurt. | don’t want to get into--1’m not

gualified to do a rheumatological exam nation. | don't
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check that bullet on the code. But | do ask how they feel,
and depending on the treatnment, particularly the systemc
ones, this is inportant information. And | think we ought
to at least consider, while we sit here today, whether we
want to be asking for that on studies.

CHAI RVAN McGUIRE: Vll, | won't answer for the
agency because it’s not appropriate. But if we begin
dealing W th system c inmunotherapy, we will be asking lots
and | ots of questions. | mean, that’s going to be a very
complex tracking.

M ke, do you or Jon want to respond to that?

[No response. ]

CHAIRMAN McGUIRE: |I’'ma little concerned that
ve’ve tal ked about duration of remssion, but we' ve sort of
et--it’s sort of been |ost. s the agency interested in
hat?

DR WILKIN: | think we would be very keen to, at
v mninum craft it into the |abeling. The question that
:he commttee could take up is whether it should be a
requirenent to follow patients out a mninum period of tine
.o find out what that m ght be. You could recomend that or
.t could be optional. It could be an incentive that if a
iponsor thought they had a nedication that would provide for
. substantial remssion, then it would show up in the

'linical studi es section.
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CHAl RVAN McGUIRE: Well, | don’t think any of us
wants to do anything that’s not good nedical practice, and.
what we do at a practical level is treat until there is a
near remssion or a remssion and then reduce treatnent and
reduce treatnment and see when disease recurs.

That’s hard to do in a very fornmal way, to make
stringent recomendations for a sponsor to do that, because
you' re doing sonmething that’s not--1 wouldn’'t be confortable
with nedic--but 1'd be happy to hear what other people have
to say about it.

DR. KO M. Chairman?

CHAl RVAN McGUIRE: Dr. Ko?

DR KO I can nake a conment on this because |
have seen sone applications where they | ooked at this.

One problemin this kind of data is that the
studi es do not have the good placebo armto conpare,
because, as you know, rem ssion rarely occurs with the
pl acebo arm So they are really having the treatnent,
active treatment armgiving a certain duration with the data
on tinme to relapse after cessation of therapy. They need to
follow themup for a certain period of tine. But it is very
hard to interpret that kind of data because the disease
itself may fluctuate in intensity.

so, really, even if you get the data, it is hard

to interpret.
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CHAl RVAN McGUIRE: Dr. Wilkin-?

DR WILKIN: Yes, and the comment, actually, Joe,
that you nade just before that, | think you were getting
into the notion that in Phase IIl we are really not
replicating what happens in the dermatol ogist’s clinic.

Nhat we're really trying to do is we're trying to tease out
the effect of the active. That’ s the goal . The
dermatol ogi st is nore successful than the percentage that
vould energe froma Phase |1l study, because you sel dom do
e thing. You will be talking to people about the soaps
:hey use and enollients and these sorts of things, and often
hat is not part of a Phase Il trial.

CHAl RVAN McGUIRE: Yes, Rob ?

DR. STERN: I think Dr. Ko’s point is an excellent
ne in terns of time-to-flare studies have to be random zed
>r they’ re neani ngl ess. However, | think if you |ook at the
'up as three-quarters enpty, | think there is sone
.nformation that one can obtain fromfoll owup of people who
1ave said to have reached whatever this magic level is, that
£ it’s not durable for sone mninum period of tine, it sure
1s heck is--in patients with stable plaque-type psoriasis,
t’s sure not very inpressive. So as opposed to trying to
jet to say sonme positive statenment that conpared to people
.nduced Wi th other agents or who used other things, this did

>etter or worse long term a statenment of the proportion of
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peopl e who bounced back within a relatively short period nay
have sone inportant information for the clinician about
either how the drug needs to be used or whether this is
anything really dynamte. And that’s nmuch nore anenable to
anal ysi s.

So if you tell ne within 30 days of stopping
treatnent 80 percent of people had reoccurrence of their
patches, | would say so it works, but you got to keep on
using it forever, | guess. And that’s an inportant clinica
pi ece of information.

CHAIRMAN McGUIRE: Dr. Rosenberg?

DR. ROSENBERG W used to treat acne on and on
you know, and then Acutane cane out and that’s the thing
W th Acutane. You take it, and for a high percentage of
patients, they don't have to take--there’s no nore need to
treat their acne. And |I think we are talking about
nmedi ci nes that are going to be high-powered, sone of them
and very good, we hope. And if we can get an Acutane, why,
it would be nice to know it, although |I guess when that
happens we could soon find it out and get that information.

CHAI RMAN McGUIRE: Dr. Liwm?

DR LIM I think it’s also a piece of infornmation
that is inportant to have. | don’t think that should be the
one that is needed for approval, but |I think it is a piece
of information that is inportant for us to have and also for
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practicing dermatol ogi sts to know about.

The next step, then, you know, what we have to
define and what is considered to be recurrence, and how nany
percent of the original |esion would have to cone back, |
think that would be another aspect that has to be
consi der ed. But | think it is another piece of information
that is good to have.

DR. ROSENBERG ~ You know, if Acutane only |asted
for two and a half nonths, nobody would want it either. If
we just stopped the Acutane study the day they finished the
treatnent and didn’'t know that it was all going to cone
back, there would be no point in having Acutane. So | think
t he approval of Acutane is based on the fact that it's a
jolt, but then you get a long ride fromit. Enough of that.

CHAl RVAN McGUI RE: Dr. Weintraub and Dr. Wilkin,
have we answered your questions?

DR MARZELLA: I wanted to ask a question about--

CHAl RVAN McGUIRE: Dr. Marzella?

DR MARZELLA: Thank you. I wanted to ask a
question about entry criteria. Sonetinmes in designing a
particular clinical trial, because of risk/benefit
considerations, it nay be inportant to allow for entry of
only patients that have noderately severe or severe
osoriasis. And | was wondering if the commttee could
?rovi de sonme gui dance about what criteria could be used to
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define those subsets of patients.

CHAI RVAN McGUIRE: | thought things were w nding
down.

[ Laughter.]

DR ROSENBERG Ithink it should be |ike Acutane.
You shouldn’t take Acutane unless you have severe disease,

W th modulo-cystic disease, scarring that could not be
controlled with tetracycline or other antibiotics. That’ s
reasonabl e. And | think conparable statenents can be drawn
for psoriasis in terns of the description of it and its
failure to be controlled with nore standard, known to be
safe, reasonable agents.

CHAI RMAN McGUIRE: | think we’'re about finished.
Let nme bring up a fewitens. First, Jon and Mark and Rob,

t hanks very much for giving us your day. It’s been
axtremely valuable. W couldn’'t have gotten through it
vithout you.

Seynmour is on his feet. \Wat have you to tell us?

DR RAND: Am | allowed to nake a comment?

CHAl RVAN McGUIRE: Yes, you may.

DR. RAND:  Ckay. My nanme is Seynour Rand. ["m a
dermatol ogi st from Arlington, Virginia, and | have been
involved in the drug regulatory and al so drug devel opnent
>usiness for several years.

| did want to ask--
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CHAI RVAN McGUIRE: Are you here for a sponsor or
just to speak for yourself?

DR RAND: I’"’m here by nyself, and there is no
conflict of interest.

I wanted to ask a general type question, which was
addressed earlier on the clear or alnost clear treatnent
success criteria, because |, too, was involved in the
onychomycosis guidelines a few years ago, and certainly |
anderstand when you have a prinmary infection, you certainly
do want to have a clear or alnost clear condition, as well
ag eradi cation of the organi sm

However, in dermatol ogy--and | am a practicing
lermatologist--most of the conditions we treat for which
irugs are available are inflamatory diseases for which a
zlear or alnost clear outcone is not usually possible.

Now, having worked at the FDA, 1, you know,
respect the guidelines and respect the agency as well as the
livision, and | just am asking the question now fromthe
7riewpoint of a practicing dermatol ogist who would like to
see drugs get approved and nade available to the practicing
der mat ol ogi st .

Recently, in the past year, the agency has
ipproved two drugs for nale pattern androgenic al opecia, and
:hose approvals were not based on the clear or alnost clear

rondition, which would be the equivalent of growng all your
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hair back or alnost growing all your hair back, but, rather,
they were approved with increases in hair counts of only 15
percent over baseline as well as the majority of patients
only getting a mld inmprovenent in their condition.

So the question | just pose, if you think it
shoul d be discussed further, is: Are we being consistent as
physi ci ans and drug devel opnent people to expect for
psori asis, mhiph is a nuch nore severe disease, | think
than nmal e pattern androgenic alopecia, is it fair to expect
co get a clear or alnost clear result?

Then | would like to say this: Wen | was a
?resenter at the onychomycosis neeting four years ago, we
iid take a vote on the questions that we asked the panel of
\dvisory Conmittee nenbers. And I’m just wondering if that
wvould be considered here, too, for a vote on the clear,
al nost clear question that has been posed in, | think,
Juestion 2.1

Those are ny comments, and thank you for your
ime.

CHAIRMAN McGUIRE: Thank you. Those are inportant
>oints. | think Dr. Wilkin has enphasi zed the difference
>etween this kind of a study and an onychonycosis study.
ind it was nmy feeling that we had di scussed the val ue of
rlear and the difficulty of achieving clear in psoriasis,

ind we had to ook for an endpoint that was short of clear.
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W were | ooking at sonething |ike 75 percent.

Conparing this with--1 really don't want to get
into a polemc conparing this with Propecia or Rogai ne.
There were a nunber of different issues involved, | think,
with nal e pattern bal dness. Wul d anyone from the agency
like to respond to that? Mke, would you like to say
anything?

DR WEINTRAUB: | wanted to thank Dr. Rand for
oringing up those issues, and it brings up a variety of
hings |'d like to discuss.

First of all, we're a little earlier in this
rocess than perhaps we were in the onychomycosis process.

3o that’s the first thing. Yet if we do create a guidance--
ind | hope we do--it will have to be witten in the Federa
legister, presented again to this conmttee for comment, for
lelp, in case we went wong.

The second thing is that we are al so--so |
'ouldn’t worry about it, Seymour.  vyou'|| have plenty of
‘hances to discuss this.

And then, two, when we publish a guidance, it
eally is a guidance. The industry doesn’t have to pay--it
oesn’t have to do it the way we tell themto. |pgjther we
or the industry is really bound by a guidance, and that’s
not her very inportant thing to realize.

So by the time we get to a guidance, | hope it
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will be refined. W’IIl have thought through all these
i ssues that were presented here today. | know it’s been
very valuable for nme, and there will be a chance for the

wi der community to comment on it, and then a guidance is a

gui dance.

CHAI RVAN McGUIRE: Thank you, M chael

W have sonething that is not spelled out very
well in your agenda, and if the consultants want to remmin,
we’ d | ove to have you. If you want to catch a plane, catch
a pl ane.

John Treaty, who is the Director of the Advisors
and Consultants Staff, is going to give you a brief overview

o>f the agency fromthe standpoint of how we interact wth
t he agency, certain issues about the FDA Modernization Act,
vhere PDUFA is and where we are with conflict of interest.

MR TREACY: Joe, thank you for the introduction
dy name is John Treaty. I"mwith the Advisors and
consultants Staff. |"ve got ny phone nunber up here, and if
anything else in the rest of this neeting, there’ s one
nessage | have, and that nessage is call ne.

W' re going to cover a lot of things, and it’'s
just inpossible for anyone to renenber all of the nuances
-hat are involved. But , please, call ne anytine. cCall ne
it hone. Call ne anypl ace. It doesn’'t nmatter.

This next slide serves two purposes: one, this is
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what ny job description is sonetines as a result of
neeti ngs. It’s also what Joe said was going to happen to ne
if I went too long today on it.

I was going to stop here because Joe asked ne to
cover a couple of issues that | don’t have slides for, and
they’ re real inmportant. The first is dealing with the
oress. | know |’ve dealt with the press a nunber of tines,

I was just wondering how many of our nenbers have dealt with
che press on their Advisory Committee.

[ A show of hands.]

MR TREACY: Joe and a few others. Geat

Let ne just go over that a little bit. First and
foremost, the press is really inportant in our country.

[t’s real inportant to FDA. W have a Press Ofice that
1elps us get out information we need to get out. So | don't
vant to discourage any interactions with the press.

But having said that, | need to give you your
>ptions that you have, and you' ve got nmany options. One of
hemis not to deal with the press at all, refer themall to
Joe or to the Executive Secretary or to me or to Mke or
Jon. That’'s clearly one of your options.

If you do choose to deal with the press, I have a
rouple of suggestions only. This is a free country, so
rou're free to deal with the press any way you' d like. One

is we really prefer that you not talk to the press before
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nmeet i ngs. They’'re going to cone to you perhaps and ask you
about what’s going to happen, and we really prefer that you
wait until you come to the neeting, hear all of the
evi dence, hear what your co-nmenbers have to say before you
really go on record of what you think. So that’s one thing

that | woul d advise you strongly.

Second, if you are going to deal with the press
back at your primary job, | do have a suggesti on. e, if
they’'re going to talk to you, | would say ask themfirst to

fax over what kind of questions they' re going to ask you,
ake tinme to read them and then call them back. This gives
you a chance. You' re caught off guard when they call vyou.
fou‘re dealing with patients. You’'re worried about other
:hings, and they catch you off guard. If you get themto
send you the questions, you get a chance to | ook at them
look them over, feel confortable with them You get to sit
lown and call them back on your terns. It really hel ps out
t remendousl y. So those are two strong hints | have for you
lealing with the press. One is don’t do it beforehand, and,
', take advantage of getting the questions and thinking
ibout them before you speak. And, of course, we have a
ress O fice. If the press needs information on sonething,
:hey’11 arrange to talk to Joe or Mke or Jon, or whatever
5o there’s really no need, and you feel free. So this is a

service we do for you. \Whatever you'd like to do in that
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area, you’re welcome to.

The second thing not on the slides that Joe wanted
me to talk about had to do with protection of confidenti al
i nformation. Sonetimes you will get background information
worth tens of mllions of dollars. Particularly with small,
start-up corporations, the value of their stock can change
overni ght trenendously, and we’ve had that happen. And a
ot has to do with the basis of their clinical trials. So
you' re looking at sinple information and the results of the
clinical trial. To people on Wall Street, that can be worth
cens of mllions of dollars, particularly if the trial shows
it’s a breakthrough drug or if the trial shows that it
Joesn’t work at all. Lots of tinmes that’s very inportant.

And getting back to the press part, sonetines
rou’ll get calls fromfolks who say they're fromthe press
>r they’'re with such-and-such newsletter, and it turns out
vhat it is, it’s a stock brokerage firm and his newsletter
joes to the other stock brokers atthe particular
institution. So you' Il get calls beforehand. Be
particularly careful then when you' re dealing wth folks.

Al so, you should have alocking file cabinet to

store these things in, and we will buy you one if you don't
lave it. One of the few nice things we do for you. And, of
rourse, | guess | don’t have to tell you about--well, maybe

. do. The broken record technique which I find very useful.
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when peopl e

do you have any information on such-and-

| can’t divul ge
| can’t divulge that. | can't divulge that. So

t hose ot her

brothers-in-law and all
i nformati on.

for your

Any questions about

informati on, anything along those

Ckay.

protecting confidentia
and the main

lines?

G eat.

So I'I'l get

nessage, if | can

rem nd you again,

back to ny main job then,
is call ne

with what we do.

if you have

7

18

19
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21 foods |,

2

23 and our

touch base a

any questions whatsoever
with FDA

wasn’'t sure--1 wanted to just
i nteract

about the big picture, how you
| did, FDA would

little bit
but if

have an organization chart,
there would be six centers underneath it.

don’t
we're the biggest--and

oeatthe top and
of course,

The others have to do with
t oxi col ogy, which was

Ne’re human drugs, and,

che best--of all six centers.
veterinary nedicines,
bef ore our

devi ces,
Presi dent was el ect ed,

2 in Little Rock, Arkansas,
for Biologic Research and Eval uation, our

Cent er
They | ook at vaccines and drug products and

24 rlosest sister

25 >ther issues.

M LLER REPORTI NG COVPANY, | NC.
507 C Street, N.E.

nnnnnn




N

e

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

173

CDER i s about the size of two nmedi umsize nedical .
school s. We have about 1,700 enpl oyees; roughly about 200
of them are Mds, and last | checked, about 55 to 60 percent:
were MDs or PhDs. So we really do already have a | ot of
scientists, but we still need your input. And we now have
18 advi sory conmittees.

Within where | am-you ve heard this--Advisors and
Consul tants, we're independent from Mke and Jon to help
protect your independence, and we report direction to deputy
center director, and you don’'t need to know all that stuff.

A key question is: Why do we spend all this tine
and effort on Advisory Conmittees? Cee, with all those MDs
and all those scientists, don’'t we have enough already?
Nell, we don’t really--we think we can do it, but it’s nuch
better with Advisory Committees. W need to supplenent, to
conplenent, to augnment our internal scientific expertise.
But you really add a lot of credibility to our decisions.
The fact that we go out wth a decision on a drug, the
academ ¢ comunity, the nmedical comunity, they know that we
have already taken this decision to a group of outsiders
such as yourself, and it just adds nore credibility to what,
we do.

It also serves another purpose, which is to open
Up our decision-naking processes to the public. Most of the

tine we’'re a bl ack box behind doors. These are one of the
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few occasions they can see what we’re thinking about, what’s
acceptabl e, what’'s going on. It really serves a very
i nportant function, and also getting public input. I think
going back to the Thalidom de neeting, you can think about
the inmportant public input we got on that neeting. So these
nmeetings serve a trenmendously inmportant function.

| put this chart up here--and PDUFA, that's the
bureaucratic @ord for the Prescription Drug User Fee Act
that started five years ago, and it’s just been renewed.
And if you follow the papers, we’'ve just done a trenendous
job, if | do say so nyself, in speeding up drug approvals
and everything else.

DR WEINTRAUB: | wonder if you could nove a
little bit to your left.

MR TREACY: Ckay.

DR, V\EI NTRAUB: My left.

MR TREACY: My right, okay.

DR KILPATRICK: |’'m wondering, could you nove a
little bit to the right?

[ Laughter.]

MR, TREACY: |Is this all right? Ckay.

PDUFA is the bureaucratic--but you can see, wth
the start of PDUFA that’s when we went from 32 neetings a
year to 50 a year, and we continue to do them And one of

the reasons, we think it really hel ps speed up the process.
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And | can see how putting together a group of smart
i ndividuals fromthe outside along with the internal experts
at FDA, along with the sponsor, and having your tine for a
full day really hel ps make the decision nuch faster.

PDUFA has sone strict tinme frames, and one of the
things you re probably aware of is it’s led to a |lot of
schedul i ng problens, and you can see we now schedul e and
cancel as many neetings as we hold. So we really ask your
forbearance on this. A lot of these neetings are schedul ed.
The sponsor is not ready or sonething happens, and we have
to go ahead and cancel that.

| was going to talk a little bit about conflict of
interest, too. This is really inportant. | n your handout s-
-1 don't have a slide of it--there’'s an article that was
-he Wall Street Journal, and it’s based on an article
issume you’ ve already read in the New England Journal of
ledicine about the possibility of bias reaching into
research. So that’s an inportant reason that we do | ook gt
ronflict of interest. That article received a |ot of
ittention.

I don’t know how you can define conflict of
nterest. It could be anything to anyone. But we’ve got
‘our people who've told us what conflict of interest is.
me is Congress, in the |law what they said it is. The

'resident, having seen what Congress said, nade sone
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changes, added a few things to it. The recent FDA
Moder ni zati on Act adds another part to conflict of interest,
and then we at FDA go ahead on our own, add some nore
aspects of conflict of interest, which 1'11 touch on really
qui ckly.

I"mgoing to, as | said, nove fairly quickly here.

Congress defined conflict of interest as applying
to you, your spouse, your mnor children, your enployer
organi zati ons you serve as director, and other things. So
it covers a lot, particularly the word “your enployer. ”

Most of you work at |arge research institutes, and,
unfortunately, their financial interest are inmputed to you,
and that causes a |lot of work.

There’s no dollar threshold involved, so if it’'s
$1 or $10 mllion, it still counts.

There’s also sone limtations on it. It only
applies to current financial interests, so the day that your
grant ends, your financial interest ends, according to
Congr ess.

DR. M LLER What’s 18 U.S.C. 208?

MR, TREACY: Oh, that’'s the U S. Code of
Regul ati ons, which actually is where the law is printed. so
if you look at 18 U.S.C. Section 208, it gives you what the
conflict of interest |laws are.

The President--1 think it was President N xon,
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actually, at the time--when he saw that, he nade sone
additional requirements, and these aren’t by |aw These are
by administrative order. And what they did is he tal ked
about besides avoiding what Congress said, you ve got to
avoid this because the President has told you you need to do
it. So he expanded it to tal k about appearance of
inmpartiality.

For example, where previously the Congress said if
you’re negotiating enploynent, that counts as if you have a
financial interest in the conpany. The President’s
Executive Order said, gee, if you're also negotiating a
contract wWith someone, you' ve got to avoid that appearance
>f conflict.

MS. RILEY : I think that may be a contradictory
statenent. | think you want to avoid the appearance of
>artiality.

MR, TREACY : Yes. Thank you very nuch, Tracy. T
vas going to irregardless of what | had done. But the
ippearance of partiality is what we--thanks. And it
axtended--for exanple, | said that your financial interest
vhen your grant or contract ended. The Presidentia
ixecutive Order extends it out to one year afterwards. So
rou have certain [imtations on it.

The nost recent FDA Mdernization Act that just
vent into effect February 19th applies only to voting, and
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it says you can’t be granted a waiver if you re going to
revi ew your own worKk.

"1l just nmove on a little bit here in terns of
FDA policies, what we do. We extend conflict of interest to
all our guests who conme here who may not be Federal
enpl oyees and consultants because we think that’s inportant.
W ask the public who cone and speak to disclose their
financial interests, and we have always had this rul e about
you can’t review one’s own work that Congress just codified.

As you figured out, we spend a lot of tine on
conflict of interest, and | hope this sets the context. It
really is a dilema. W seek out the best scientists, those
that work at large research institutes, who are active
researchers, and obviously you're the folks that nost |ikely
nave conflicts. And the normal governnent solutions that
apply to nme and Jon and M ke don’t apply to you. W can’t
zell you to quit your other job to come to work for us two
lays a year. O we can't say, hey, that’s great, just never
vork for us on these issues. It just doesn’'t work. And
Zongress recogni zed that, and they added a provision under
208, which you now know is the U S. Code, that allows us to
grant waivers. Wwen we feel that the need for you to serve
on the commttee outweighs that appearance of conflict of
interest or the conflict of interest, we can go ahead and

grant you wai vers. So we spend a lot of tine on that.
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The Ofice of Governnent Ethics, which is the part
of the U S. CGovernnent that oversees ethics, just passed
some regulations that nmake it a little bit easier for us to
deal with this. They recognized the robustness of the
Advi sory Committee system in their regulations. They use a
lot of FDA Advisory Conmittee exanples in their regulations
that they have granted. And they have gone ahead and
granted these broad exenptions to all Federal Governnent
Advisory Committee nenbers for whenever you deal with a
natter of broad applicability, having to deal with basically
juidelines for drug devel opnent. And their exanple they use
is an FDA Committee where we could be allowed to have
actually nenbers from industry, enployed by industry serving
>ur commttees when they did deal with those issues.

I’m going to nmove on to another related issue.

Any questions about conflict of interest? | tried to skim
>ver it really fast, renenbering the nunber one thing is to
rall me if you have any questions on it.

Anot her issue that conmes up from tine to tinme, you
olks are active researchers developing drugs on your own or
:hrough your wuniversities, and often you nay be asked by a
sponsor to represent them at a neeting before FDA before
:his Advisory Committee, sonething that we wouldn't allow
3ut the answer is you may or nmay not be allowed to represent

t hat sponsor, and we have a witten docunent that |ays out
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our policy on it. It’s called the MAPP, and it’s the last
four pages of your handout. Key to it, you should really
| et us know when you're asked to do it by a sponsor, and we
can get you an answer whether you will be allowed to do it..

Some representational activities are just illegal
you can’t do them | f you ve ever worked for us on a
particul ar application, you can never work--you have a
lifetinme ban on representing soneone el se.

O her cases, we just wouldn’t allow it. W
wouldn’t allow you to represent a sponsor before your own
conmttee . W'd just say you can’t do it.

But there m ght be occasions, if you were the
orincipal investigator in devel opnment of the drug and you
nad a neeting in the Review D vision, we mght consider
hat, especially if it’s in a different division than the
>ne associated wth this commttee.

DR DiGIOVANNA: Could you maybe just define for
ne representation? By representation, you nmean not being an

I nvestigation on a study but actually either presenting--

CHAl RVAN McGUIRE: John, | don’t think anybody can
1ear you. See if your mke is one.

DR. DiGIOVANNA: | asked for an expansion or
definition of what representation mneans. Does it nmean

shysically representing or in word or deed representing? Or

loes it also include issues such as being investigators on--
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MR TREACY: It’s a very narrow definition. [t’s
actually being with the sponsor talking to FDA about the
appl i cation. You can do all the work behind the scenes that
you want. That’ s not a problem But you can't be there.
And there is a slight expansion of sone case | aw. The fact
that you don’t say anything doesn’'t matter. As long asyou
cone in and are sitting with the sponsor, you can’'t whisper
sonething to himto speak to FDA, So that’s a good point.
You can continue to do all your research. |It’s just that
you won't be able to present it to the commttee or perhaps
not be able to present it to the Review Division. And
that’s typically by law, or the one dealing with the
commi ttee. W just think it’s too strong a conflict to
actually have you sitting here one day and the next day
representing a sponsor. It’s something we wouldn’t all ow

DR LIM Wsat if you are a menber of, say, a data
andpoint review conmttee for a study that the sponsor is
ioing, and then that particular product and the sponsor cone
ip to the commttee? Should you excuse yourself from
reviewi ng that particular application?

MR, TREACY: Possibly. This would say you can’t
>e there with the sponsor to give the information. Many of
>ur fol ks are on data boards, and probably you would be
axcluded. But there nmay be circunstances--we have this

rapability to weigh the need for you versus the conflict of
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i nterest. So | can’t give you a specific answer on that,
but you definitely would not be able to represent the
sponsor before FDA.

Any ot her questions about that? Ckay.

I see | skipped a couple charts. This gives the
context of why we neet the way we neet here. In 1972, for
t hose fol ks who may renmenber Watergate, this is 1972 when
there was a I9t of concern about cl osed-door governnent, and
t hey passed the Federal Advisory Conmittee Act that really
opened up our ability to deal with outside experts. Thi ngs
were no | onger nade behind cl osed doors. It required things
such as advance notice. W’'ve got to publish at |east 15
days in advance that these neetings are comng. They' ve got
to be open to the public. W have to allow nedia coverage.
There’s got to be opportunity for public participation. W
set aside one hour at every neeting, at least, for fol ks who
would |i ke to cone and speak.

There’s a requirenment for fair balance in terns of

nmenbership on the committee. W handle it by trying to have

the right balance of folks on it. W have a statistician, a
consumer representative, as well as our ophthal nologists and
our dernmatol ogists. And it’'s really inportant that we have

all side presented to you.
Now, a key part of what goes on is your

i ndependence, and this is really critical to us. Never give
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us the answer you think we’d like to have. You' re not doing
us a service. The way we help try to give you your
i ndependence to tell us exactly what you feel is that you' re
sel ected by the conm ssioner based typically on the
recommendation of the Review D vision, but you're here for a
fixed term I know Joel was saying do we ever rate the
nenbers here to see how they’ re doing. The answer is we
don‘t. Part of it is the only way you can really get kicked
>ff the committee is if you don't show up for a few years or
you do sonething truly outrageous.

But you're here. W have to put up with you no
natter what you say for the terns you' re on, either three or
lour years, or whatever. So that’s one way we guarantee
rour | ndependence .

You' re supposed to receive material input fromall
sides. You get a sponsor package, get a package from FDA
‘oucan listen to the public. You get all inputs from all
iides, and that tries to do this.

There’s a large role played by the Chair by
regulation. Once we start, the Chair gets to run the
reeting. Mke or Jon or nyself, we can’t tell himwhat to
lo. | think once--he’s got to allow to have that one hour
»f public hearing, but otherwise, he's allowed to run the
leeting as he sees fit, and there’'s nothing we can do to
stop him basical ly. That’ s another part of this commttee
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i ndependence.

W spend a lot of tinme on conflict of interest and
bias, but that really adds a lot of credibility. | know
it’s a lot of work on your part, but having a conmittee
that’s been screened for conflict of interest really adds
more credibility to what you fol ks are doing.

So those are a little bit--1 promised to finish
quickly, and 1’11 finish, again, with nmy job description
and | would say | want it to be ny job description, not
necessarily your job description. So anytine you have any
question, please let us know, particularly about a conflict
>f interest or other stuff.

| will say you make very inportant decisions that
ni ght involve--1 mentioned earlier noney. Sone of our
Jecisions do involve tens and hundreds of mllions of
dollars. |If a conpany is unhappy w th what happened, they
vill go to great lengths to try to undermne the credibility
>f the decision of the conmttee, and one of the things they
look at frequently is conflict of interest. So,
infortunately, | think it’s one of the bigger conplaints |
yet fromyou folks, but it’s sonething that we have to deal
vith all the time.

I guess | don’t have to ask you--the nost
i mportant thing about ny presentation today is call ne if

sou have any questions about anyt hing.
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Wth that, if there are any questions, 1’11 be
ready to go.

CHAI RVAN McGUIRE: W can have questions from the
Advi sory Conmittee. John, | appreciate you taking the tine
to come over, and | know that you have put together a day-
and-a-half training session for Advisory Committee memnbers.

MR TREACY: Yes, sure.

CHAI RMAN McGUIRE: It’s nmy understanding that that
is going to be a requirenent for new appoi ntnents.

MR TREACY: Rght . The new legislation includes
a requirement that we train all our Advisory Committee
menber s. Twi ce a year we have a day-and-a-half training set

aside. W have sone background material we should be

sendi ng you. It’s a great opportunity for one-on-one
i nteractions. Qur Chair can help train you and with Tracy,
our Executive Secretaries. Any questions you have we’'ll be

happy to hel p you .

Henry?

DR LIM On that one day and a half, if one has
beentrained previously at another Federal branch on
conflict of interest, do we still have to attend the day and
a half?

MR TREACY: The day-and-a-half training, only
oart of it is on conflict of interest. A lot has to do--a

hal f-day is spent in the Review Division. You get an
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overvi ew. We have typically Mke Friednman cones down,
soneone from our Consuner Affairs Ofice comes down. &' ve
got a lot of folks to cone to |listen to what you have to say
as well as tell you what we’'re | ooking for, what standards
we use in the approval of drugs. So it focuses mainly on
ot her things besides conflict of interest.

But | woul d encourage everyone to cone. Joe, |
know you have attended two of our sessions, | think one for
t he nenbers and one for our Chairs. W al so have an annual
training session for our Chairs. One woul d think they
didn't need it, but they actually turn out to be sone of our
best sessions. W learn nore fromthe Chairs, | think, than
they learn from us.

CHAI RVAN McGUIRE: That is a renedial session

[ Laughter.]

DR KILPATRICK: | have to ask a question. Dr.
McGuire, did you pass that exam nation?

[ Laughter.]

CHAIRMAN McGUIRE: Yes. You just had to be there.

MR TREACY: As | said, we’'ve checked into this,
py the way, several tines. It is not possible to fire Joe.
W’ ve | ooked at it.

[ Laughter.]

CHAl RVAN McGUIRE: There were two other things |

wanted to nention. One is that at the Council of Chairs,
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one of the vice presidents for R&D at Procter & Ganble
spoke, and | intended to send every nenber copies of his
over heads, and | hope you got them

The sponsors take this event very, very seriously.
They prepare for it. It is financially extrenely inportant
for them And they want to know that we take the process
seriously. It hurts themto believe that we did all of our
homework on the plane flying in. They rehearse, and they
rehearse with people representing John D G ovanna. | don't
know where they find them but they have sonebody who woul d
answer questions the way that John answers questions or asks
guestions the way John does. They have some person, |
guess, who is a McQire and who asks questions that are ny
kind of questions. And they go through this and they
rehearse and rehearse and rehearse.

Wien you sit at one of these neetings and you said
| have a question about such-and-such and the presenter says
Carousel 3, No. 32, that nmeans that that question has
already been asked at their rehearsal. And so they do not
want one of us to donminate the neeting. They don't want the
Chair to dominate the neeting. They want equal
partici pation. They hate to be scheduled in the afternoon
because they know that people start peeling off in the
afternoon to catch flights to the coast.

If you didn't |ook at those overheads, and if you
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haven’t thrown them away, take a |ook at them because that
really was the best expression of what industry’ s interest
are. And he was quite, quite clear on those points.

Anot her point cane up in the Mdernization Act
that John didn't have time to cover, but in the |anguage,
there will ke disease advocates, disease representatives,
and there wll also be representatives from industry. And
it was not clear from the |anguage whether those people
woul d have votes on the conmttee or not. And it’'s looking

like industry does not want to have a vote on the conmittee,

and, in fact, industry is not quite sure that they got what.
they politicked for. But the language is there. So |
assume we'll start seeing representatives from industry on

this comittee.

There is also an FDA home page, and you can |og
into that, and you can get the--ny office is so chaotic that
whenever | call John, | go to the hone page and | ook up his
aumbe r. You know, | reinvent it every tine. But it's easy
to do, and they are putting nore and nore information on the
1ome page.

What John has promised us is that there will be--
chey will work out sone sort of access, privileged access,
and each of us will have codes to log on and to get
i nformation about drugs that are being noved through the

obrocess. And that sounds easy. It’'s conplicated, but--
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MR TREACY: R ght. It’s going to invol ve perhaps
encryption software that you will have to have, and we will
have to have on our systemor arranging for a dial-up for
you. And we're trying to work out the details of that.

Ri ght now any mail you send via e-mail is not
protected information, so we can’t just do it sinply by
e-mai |

CHAl RVAN McGUIRE: Questions?

DR MINDEL: Could we, as a perk, be offered a
copy of the transcript of the neetings that we participate
in?

MR TREACY: Yes. As a matter of fact, they wll.
oe on our hone page. Ri ght now many of our transcripts are
on, and as soon as we get permssion to put our hone page
ip, we Wi ll have all of the transcripts since, | think, 1996
when we started to get themelectronically in sonme form SO0
if you'd like a transcript, we'll be happy to send it to
you., O shortly you'll be able to get it right off the hone
?age.

Separately, we are also--one of the frequently
requested FOI docunents are your CVs by these conpani es who
are getting ready for neetings. So | think we’ve sent out
asking you if you' d |like--we have one on record, but we've
asked you if you' d like to send a repl acenent in. That will

>robably al so be put on the honme page soon. So those are
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some of the frequently requested information.

DR. DRAKE: What if we don’t want our CV on the
hone page? Can we decline if we’'re a nenber of this
conmi ttee?

MR TREACY: No. Unfortunately, if you give us a
Cv that you’d like us to put on, we can, but you don’t have
an option on this. Just as ny CV is available under Freedom
of Infornatiog, that’s just part of the government record.
Nhen you agree to serve on the commttee, unfortunately,
that was one of the requirenents, that aCV be available for
you. So if you have a CV that you'd like us to put on in
b>lace of your current one, we will go ahead and elimnate
chings such as your Social Security nunmber and children and
>ersonal things |ike that. But we’ve given everyone the
opportunity if you d like us to put on a briefer one, we'll.
>e happy to do that for you.

CHAl RVAN McGUIRE: John, thanks again for your

Oh Fred?

DR MLLER  Joe, when is the next training
neeting? Is that com ng up?

MR TREACY: May 14th and 15th, and the next one
ifter that is in July. July 16th.

DR. DRAKE: Is that required, did you say, for all

>£ us or new nenbers or--
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MR. TREACY: Well, the current--

DR. DRAKE: | obviously would like to cone, but
I’mjust trying to figure out if we can.

MR. TREACY: What the |aw says now is we have to
train you. Now, it doesn't say what--today you could
consider a training session, if you so chose to do it. But
we have set in place--we have a video that will soon be
coming out in which some of you--1'"m not sure if anyone from
this conmttee is on it. They’' || be going out. V¢ have a
yuide for nenbers. And we do hold these periodic training
sessions avail able for folks. So the law is noot on it.

CHAl RVAN McGUIRE: |’d forgotten about that. They
1ave a video of a neeting of us--fortunately, not us
>recisely, but us. And there are people yawni ng and
scratching and picking and rolling around on the floor, and
.t’s a great training film

[ Laughter.]

CHAl RMVAN McGUIRE: You only have to see it once.

DR MLLER One and a half days, that’s in
iddition to any filnms or anything that we mght see; is that
right? The physical presence is required?

CHAI RVAN McGUIRE: No, you see the film at that
:raining session.

MR. TREACY: There is no--there really--we woul d

.ike you to conme to this neeting. And you' ve all agreed to
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Then today, | wasreally inpressed with the

that they had lots to tell us about psoriasis that

by the committee. It seened t

everyone had the sane kind of experienc

e.

took away three Cs out of it. Rob Stern

common, and everyone talked about it's

folks talked about the expense involved

ch

hat generally

And I think |

tal ked about it's
ronic, and many

it's costly.

Common, chronic, costly. And so it was a very relevant

topic for

shoul d be

us to try to think through what

the strategy

for deciding what the bar should be for approval,

and also elenents that we can craft int

will be truly informational to the pati

physi ci an.

adj our ned. ]

(0]

ent

the |abeling that

and the

And | think you' ve helped us a lot on that

Thanks.

CHAl RVAN McGUIRE: W' re adjourned.

[ Wher eupon, at 3:09 p.m, the neeting was
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