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event that occurs.

DR. DRAKE: Dr. Adel man, we actually--I
think the whole commttee appreciates that you are
doing that. W also appreciate that you have done
a valiant effort to give us the informati on we
need.

What | am hearing around the table though,
and | nmust really restrict this in the future to
the conmttee, please, | want to ask the sponsor
not to come to the microphone. |If a conmittee
nmenber wants to address a specific question to the
sponsor, you have ny absolute perm ssion to do so,
but we nust allow the conmittee time for their
del i beration w thout a point-counterpoint at every
turn because nmuch of this will fall out in the
di scussi on.

| have chaired many of these comittees.
You woul d be anazed at how nuch falls out during
t he discussion of intelligent people sitting around
the tabl e thinking about it.

So | would like to continue, please, with
the conmittee deliberations. Dr. Tan?

DR. TAN. | was going to point out the
data just presented, | think, the followup data is

bi ased. | think the patients who don't respond,
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you are not going to give himal efacept again
right?

DR DRAKE: Alittle slower.

DR. STEVENS: He said the study is biased
because the people who don't respond are not given
further rounds of al efacept.

DR TAN. If the patients don't respond,
they won't get this drug again. So, therefore, if
you follow up those patients, you are al ways
studying those patients who respond. But, when you
first give the drug, the biologics, to the
patients, you don't know whether that patient is
goi ng to respond or not.

DR. DRAKE: That's right. There are no
predictors. Absolutely. That is a very good
poi nt. Thank you.

DR. EPPS: One-tenth of people were at the
fifth course than started out, 1,300 in the
begi nning, 116 were at the end. So there was quite
a bit of drop off for whatever reasons. W don't
really know.

DR DRAKE: Qher conments? Bob?

DR, SVWERLICK: | don't think you can
interpret that data necessarily that way. Those

peopl e were staggered in how | ong they had been on
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it. So some may not have been on the drug | ong
enough to be through the fifth course. Sone may
have responded and stayed cl ear.

DR EPPS: But that's what we don't know,
how many cl ear ed.

DR SWERLICK: But | think that is a
separate issue. You are tal king about efficacy
versus safety issue.

DR. EPPS: That is an inportant issue.

DR SWERLICK: In terms of the nunber of
pati ents who have undergone the fifth course, it
cones back to the sane question | asked earlier.
If we are going to set a standard, a higher
standard, is it going to be an eternally noving
one. What | amtrying to figure out is how many
patients would we have to study in order to detect
a certain frequency of adverse events and how nany
pati ents woul d need to be studied.

So, if this isn't enough, how many
pati ents woul d be enough? | don't have the
statistical background to answer that, but are we
tal ki ng about another 1,500 patients? Are we
tal ki ng about 15,000 patients? How nmany is that?

DR. DRAKE: Dr. Seigel?

DR. SEICGEL: It depends on what you are
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| ooking for, but if sonmething doesn't occur in the
background and then you study 150 people and you
don't see it, you can be pretty sure that the rate
is 2 percent or less froma statistica
per specti ve.

If you increase that to a thousand peopl e,
you can be pretty sure that it is a quarter of a
percent. So it is going to change. If it has a
background occurrence, as serious adverse events
go, as | said, it may be hard to tell no matter how
many you study whether it is real

DR SWERLICK: Because | have the sanme
anxi ety regarding this whole new cl ass of
nedi cations, but if our response to that is sinmply
to say, well, we need to study nore, we need to
study nore, again, it cones back to how nuch is
enough. It has to be reasonably defined.

DR DRAKE: Dr. Abel and then Dr. Tan.

DR. ABEL: Wy couldn't we vote to approve
it with sone Iimtations and not feel that it may
be- -

DR. DRAKE: It is certainly one of the
conmittee's prerogatives.

DR ABEL: Because cycl osporine was

approved for one year. Maybe there are some

304



© 00 N o o0 b~ W N P

N NN N NN R B R R R R R R R e
g A W N BP O © O N O O M W N P O

t hought s about multiple cycles within a certain
time period and it could be approved with
qual i fications.

DR. DRAKE: The conmittee can make any
recomendati on they want to to the agency. W are
free to make a recomendation of--here are your
options. You can turn the whole thing down and
recommend that it not be approved. W are not the
final deciding authority, you should know. W are
just an advisory body to the FDA. They w Il make
t he deci sion.

But we can recomend based upon our
del i berations that it shouldn't be approved at all
You can recomrend that it be approved but with sone
caveats; here is what we think you ought to
continue to look at. O you can say, boy, we think
it is great. Let's go. You have a range and that
is what we are here for.

W are to give the agency advice. They
wi Il make the final determinati on based upon what
t hey have heard fromthe sponsor, fromour experts
and fromyou guys. So your role here is to help
advi se the FDA staff on what they might want to
| ook for irrespective of what our recomendation is

because they do not have to abide by our
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reconmendati on.

But we certainly can nake lots of them
W have a lot of fun.

DR SEIGEL: W will appreciate all of
them Thank you.

DR TAN. | had one nore. | think this
has been brought up several times. | think, in
terns of the incidence rate, probably you want to
consider this in terms of the adverse events for
the alternative therapy as well.

DR. DRAKE: Ckay. | amgoing to make kind
of a sunmary statenment here. Wuld you all agree
that if we look at Part C under nualignancies, it
says they went fromO0.5 in placebo to 1.1 for
treated patients. | think the very same set of
guestions coul d be asked about malignancies that we
have just asked about the rest of this section.

Is it fair for me to say that we want to
transl ate al nost all of our conments fromA and B
to C? The very sanme questions about nalignancy are
going to apply. Yes?

DR. MORISON. Wth one proviso, that
infections will crop up probably early.

Mal i gnancies nay crop up late. So you could be two

years into a course of therapy and then start

306



© 00 N o o0 b~ W N P

N NN N NN R B R R R R R R R e
g A W N BP O © O N O O M W N P O

307
seei ng mal i gnanci es.

DR. DRAKE: | agree with you totally. W
need to have a longer tinme line for nonitoring for
mal i gnanci es.

DR. MORISON: To go to the extrene, you
m ght say, well, you have got to |ook at these
people for fifteen years before you start finding
nmel anomas.

DR. DRAKE: Look at PUVA. Two years was
the earliest.

DR. MORI SON: Two- and-a-hal f years.

DR. DRAKE: Two-and-a-half years was the
earliest; yes. So you will need a time line on
mal i gnanci es because they just are slower. No
matter what we do with it, you need a | onger
noni toring period for that.

| nust admit, | still ama little
concerned. The safety data that we just heard on
the animals bothers nme just a little bit. | really
think that hyperplasia of the B-cells really nust
be nmonitored to see what--it could just be
reactive, but it also needs to be in the nonitoring
portfolio to nake sure that that doesn't signa
anyt hi ng i nportant.

Now, then, Dr. Wiss and Dr. Seigel, do
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you have enough informati on on Roman nuneral | or
what ot her questions would you like to pose to us
or ask the committee?

DR. VEISS: | think you have addressed
those as well as anybody coul d.

DR DRAKE: Yes; it is alittle hard. But
we are getting there. At |least we are pulling out
some information. As far as | amconcerned, |11
and IV sort of go together because the first
guestion on IV is how safe and effective is it.

So | want to devote just a couple of
mnutes to efficacy. | want to tal k about efficacy
for just a monment and then we will do |V because
want to nake sure we get that out of the way
before--the question on Ill, on efficacy outcones,
because | think this is a quick for us, on the
out cones part, the question is--we are back to
PASI. Is it okay to suggest that perhaps we have
di scussed PASI already? Can we di spose of that
first question? Don't you have enough information
on opi nion on PASI?

DR VEISS: Yes; that's fine. It is
really nore the issue about have they shown it to
be effective and then the overall risk-benefit

i ntegration.
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DR SEIGEL: | would sinply add, however,
that the question, although asked about in the
eval uation of this product and I think we have
heard wel | about the use of this in the evaluation
of this product probably has inplications for what
sponsors seek to show for a variety of other
products that cone along in psoriasis.

So, to the extent that there mght be
suggestions, as sone have said, that the PASI 75 is
i nsensitive or too high a response rate for trials,
I think, in the interest of tinme and getting
today's job done, it would be okay to skip over
t hat .

But, if we don't come back to it, we
m ght, at some future point, want to discuss wth
this committee what are the optinmal endpoints given
what we know now for new psoriasis trials.

DR. DRAKE: | couldn't agree with you
nore. | think that we have grappled with this
i ssue on two separate conmmittee neetings al ready
and | think it wouldn't hurt to have a third one
because we have got all kinds of stuff in the
pi peline that this committee and the agency are
goi ng to consi der

So the nore well-defined we can get is
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going to help the sponsors. It is going to help
the conmttee. It is going to help you. So, Dr.
Seigel, | totally agree with you. | think that is

an extraordinarily inmportant conment. The bar of
75 percent | think is reasonably high. On the
other hand, | bet you if we had sone other slides,
we coul d show sone other folks who didn't inprove
as nuch.

I think you need to see the whol e spectrum
as you are making these decisions is what | am
trying to say. You need to see sonme of the placebo
patients to get a sense. You need to see the whole
spectrumif you are going to be naking
determ nati ons about the PASI score, | think

Let's tal k about efficacy. Let's have
just alittle bit of open discussion about efficacy
before we actually go to the vote because we
haven't discussed that. | want comment fromthe
menbers of this conmittee about efficacy of this,
whet her you use the PASI score, the physician's
gl obal assessnent, whatever you use. Wat are your
reacti ons regarding the data and the information we
have recei ved.

Dr. Abel?

DR ABEL: | think you have to | ook at al
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t hree assessnments, PASI, physician's gl oba
assessnment and the quality of life. | think that
the efficacy seens very inpressive especially in
ternms of the fact that you think of this as a
remttive therapy and that there are going to be
I ong rem ssions and we don't have any treatnents
for psoriasis that are |ike that except for PUVA
and naybe UVB.

So | think it definitely has plus.

DR. DRAKE: Dick?

DR. TAYLOR. | agree. | aminpressed with
the efficacy of this product. | think, in |ooking
at the patients that we have seen and hearing from
patients that have received it, | agree that
| ooking at all three of the paraneters for
eval uating efficacy, that they are all good. As |
said before, | think the PASI 75 is nmuch too high
and PASI 50 woul d probably be nore reasonabl e.

If you did that, then the efficacy is very
i mpressive.

DR DRAKE: As a custom| have, | like to
go around the room and nake sure everybody tal ks
when we get to this point because | want to hear
what everybody has to say about both efficacy and

additi onal conments on safety.
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Bob, would you start. Dick, you can
repeat what you have or not, but everybody in the
room be thinking about what you want to say because
| amgoing to call on everybody.

DR, SWERLICK: M inpression is that when
conpared to what | use now, this drug seens like it
will be as effective or nore effective and
potentially even safer than sone of the other
poi sons that | have to resort to using.

| had one other issue to raise.

DR DRAKE: Pl ease.

DR SWERLICK: That has to do with the
safety. This is likely to be conbined with other
bi ol ogi cs. That actually hasn't conme up yet.
Should we wait until--that has to do with the
product | abeling or--

DR DRAKE: Yes; let's wait on that. But
using it in conjunction with sonething else is a
problem no matter what we approve, or don't
approve. It is just absolutely an issue. But, for
now, | would Iike to keep it sterile. Let's assune
this is a sterile process.

| don't knowif | amgoing to invite you
again or not because you ask too hard questi ons.

I"mjust teasing, you understand. They are very
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i mportant. Do you want to conment on safety while
you are at it?

DR SVERLICK: Again, | think that it is
not if something happens to sonmebody on this drug.

It is when. But | think, conpared to the risks

associated with everyday life that this conpares

well with other therapies given the information we

have on hand now, and that the anount of additiona

study that would be required to identify the | owfrequency
cat astrophic events, the 747 goi ng down

in New York City sort of business.

The nunbers involved in that sort of study
woul d be huge you will pick it up in postmarketing.
That is ny bias.

DR. DRAKE: Dr. Taylor, please give us
your total range of thoughts.

DR TAYLOR As | said before, | think
this is a sufficiently efficacious agent to
consi der approval. | would agree that, conpared to
other treatnments that | presently use all the tineg,
this is at least equal if not better than nost.

I think the other issue is that, as far as
the risk is concerned, | think many of the problens
that we have all identified will be identified in a

registry if the registry is set up well enough and
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it will be identified nuch nore rapidly
postmarketing than it will be premarketing. So |
woul d think that we are not going to get the
nunbers prenmarketing that we need to make the
decisions. So | would think that we know enough
about the risk right now to go ahead.

DR DRAKE: Dr. Abel

DR ABEL: | would agree with that. |
think it should be approved now. | think it
conpares favorably, nore than favorably, w th other
system c therapies for psoriasis. |, too, am
concerned about the risks and the repeated courses,
t he nunber of cycles, the tinme interval. | think
that we have to devel op guidelines to decrease the
risk of potential side effects and nonitor these
patients very closely long-termfor both short-term
i nfections and long-termfor infections and
mal i gnancies. And there may be sone caveats
witten into the approval.

DR. DRAKE: | amgoing to derail ny own
process here. | wanted to ask everybody a quick
opi ni on about dose. Wthout it being a tota
di scussion, | forgot we didn't address that. | am
going to go back to you three and ask you to give

nme your opinion on dose and then would the rest of
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you include that as we go around the table.

Bob, tell ne what you think about dose.

DR SWERLICK: | am confused. The
phar macoki neti cs woul d suggest that the dose is not
going to be critical, but there is enough data that
woul d suggest that there may need to be dose
adj ustment for certain subgroups of individuals
based upon size, not necessarily just wei ght but
ot her factors.

I think, again, it is one of those things
that it can be hashed out post-approval.

DR. DRAKE: Do you recommend further
studies on that?

DR SWERLI CK:  Yes.

DR. DRAKE: Dr. Tayl or

DR. TAYLOR: | have al ready given you ny
i mpression of dose earlier on. | really think it
ought to be wei ght-adjusted rather than a given
dose.

DR DRAKE: Dr. Abel?

DR ABEL: That nmakes sense to ne. W
tal ked about that early on and I would favor the
wei ght - based. But that doesn't seemto apply with
IM so if it were just IM it seens to be okay to

use the fixed dose. | amwondering about the
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options for IMversus IV. How are we to choose?
Wiy are both of these routes being offered?

If it is just the fixed dose, then maybe
IMis the ideal way for it to be given.

DR. DRAKE: Thank you. Now, Ms. Knudson
we certainly haven't heard nmuch fromyou today. As
an | RB person, you probably have quite a few
comments on safety and everything el se. So please
share them

MS. KNUDSON: My concern, of course, is
that this is a highly vul nerabl e popul ation. |
suspect that as soon as it is approved, there wll
be many, many, nmany patients who will want to take
the drug and could be followed. So |long-term
effects | think could be found with sone ease as
long as that registry is set up appropriately.

I think the safety is certainly better
than toxins that are used currently. This is
infinitely better. It seens to be at |east as
efficacious. | don't think I can conment on the
dose except | am concerned about children and size
and if children are going to be included.

DR. DRAKE: Thank you. Dr. Stevens?

DR STEVENS: Wth respect to dose, |

t hi nk we have heard the issues with respect to
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wei ght and all of that. The other side of that
observation, of course, is that if you think that
it is less effective in heavier people, then the
data woul d shake out that it would be nore

ef fective then we are thinking globally for the
Iighter people when we | ook at the entire cohort
that was studied. So | think that is a
post mar keti ng i ssue.

My renmai ning question with respect to
dosi ng goes back to what | nentioned earlier about
t he reduction of |ynphocytes at six weeks. | think
you can al ways redesi gn experinments and studies.
There are infinite variations that you can do on
these. M question, with respect to dosing, is the
t wel ve-week dosing regi nen as opposed to a shorter
one. But, again, | think that is one for
post mar ket i ng.

| amalso inpressed with efficacy, as
everyone el se has nentioned and | agree with the
conment that was nade explicitly by Dr. Tan but
reiterated by the others that the question before
us with respect to safety goes towards if we do not
allow this therapy to be available, what will these
pati ents be doi ng otherw se.

They will be using these other therapies
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t hat have been denonstrated to have safety issues.

DR DRAKE: Dr. Katz.

DR KATZ: As far as using other therapies
with safety issues, no doubt this therapy will have
safety issues also but that would have to be
acceptable. As far as safety, thus far, probably
the safety profile is fairly good. There are sone
i ndi cations, though, that there may be problens. |
feel that there is not enough people who have been
treated with these indications, with infection and
mal i gnancy, that we have to be nmuch nore cauti ous.

Al so, as far as efficacy, there is no
guestion is it very inpressively efficacious in a
smal | nunmber of patients. Now, there are people
here who treat nore psoriatics than | do, although
| have ny average patient share. But sone people
have psoriasis clinics and so they know nore than
do.

So when they say it is as efficacious as
anything, then | respect that. However, with a
PASI even of 50 which we will say is good, 24
percent over placebo--24 percent. Now | ask those
who said it is as efficacious as the others, do you
not get nore than 24 percent inprovenent with PUVA

wi th nethotrexate, 80 percent, 80 percent with
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PUVA. O course, | amtalking with Dr. Morison
here so he can address that.

Those have their risks over decades. As
physi ci ans, we have to make that judgment w th our
pati ents whether they are willing to subject
thensel ves to those risks. But | think that it
woul d be a useful alternative after nore studies
are done but, certainly, clear or alnpbst clear 9
percent over placebo, and 16 percent PASI 75
certainly shows that it is efficacious, but I
woul dn't agree with its being inpressive.

The other thing that bothers me a little
and | would admit that this nay be irrel evant,
especially with respect to what Mark said and he
couldn't differentiate it. But | wonder about the
blind being negated in part so that, really, the
efficacy is even really less than we are told here
because the sane physicians are--1 nmean, there was
a difference in | think it was 11 percent it the I M
reaction. So | have ny reservations.

DR. DRAKE: Thank you, Dr. Katz. Dr.
Mor i son?

DR. MORISON: | n addressing the three
issues, | think as far as weight is concerned,

everything | have heard today sounds confusing to
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ne. It nmakes sense to ne that a mlligram per

ki | ogram approach woul d be the best approach but
hearing all the data, | amconfused as to whether
that is going to be possible to sort out with
further studies. Certainly, to ne, it would be an
i deal approach.

So far as the PASI 75 is concerned, | sort
of take exception to the comments that have been
made to sone extent. Let's say | amin a different
canp. | amused to dealing with narrow band UvVB
and Hoover's mmin treatnents and they certainly do
exceed PASI 75. Hoover, you can clear people to 95
percent in a very consistent way.

I think you can clear 90 percent of
patients with PUVA and UVB to 95 percent clear
So, certainly, those treatnments have a hi gher
st andar d.

Having said that, | would 100 percent
agree with everybody's conments that we need nore
agents because certainly | have patients who are in
trouble, end stage, can't get in for treatnment and
| would | ove some nore agents to use to treat
psoriasis because certainly the ones we have now,
net hot rexat e and Sori atane, and cycl ospori ne have

| ots of drawbacks.
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The final point is my only real concern is
safety. | think we are sort of launching into a
bi ol ogi ¢ experinent where | amnot quite sure we
are headed. Wwen | say that is the one concern |
have is malignancy because the psoriasis popul ation
is a unique population, quite different from
rheumatoid arthritis patients and such |ike.

This is a group of patients who spend a
maxi mal amount of tinme down at Ccean City. They
have had a maxi mal exposure to UVB and many of them
had a | ot of exposure to PUVA. They are all prined
for the devel opnent of skin cancer. Alnopst the
whol e severe group of patients with psoriasis are
primed to devel op skin cancer. It is sonething
that is going to take a few years to devel op.

We have already seen it with cycl osporine.
| hope we don't see it with this particular agent.
That is why | think that we need a very solid
follow up to detect it as early as possible.

DR. DRAKE: Thank you, Dr. Morison. Dr.
Epps?

DR EPPS: Thank you. | think |I have made
sone of ny inpressions known. O course, we all
wi sh we had nore agents to use. | would have hoped

that statistically and otherwise it would be
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stronger in support of this medication even though
| do tend to think beyond just the nine nonths of
i mprovenent. Even a twenty-year-old could have a
Iife-expectancy of fifty nmore years. And we just
don't know.

O course, we are not going to wait fifty
years, but ny point is that even if, in this brief
peri od, there was nalignancy potential, | think we
need to think very seriously about it even as Dr.
Mori son has al ready alluded to, PUVA exposure, UVB
exposure and al so natural -1ight exposure.

The other signal is infection. Sonetines,
it is not the opportunists that we see. It is the
severe conmmon infection. It is the ones that we
see all the tine which are nore severe or act
differently that we need to watch for.

Shoul d we get to the dosing, perhaps a
body- nass index may be a better way to |look at it
rather than just kilos. There have certainly been
a lot of things in the nedia recently about
overwei ght of Anericans and other ways to | ook at
that, but BM nay be one way of dose as opposed to
just straight kil ograns.

DR. DRAKE: Dr. Epps, thank you. Dr.

Ki ng?
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DR. KING | amstruck by the three
di fferent ways of neasuring effectiveness but ny
not her was a busi ness woman and she al ways sai d
that, "You may have it, but the custoner may not
buy it." So PASI always remi nded ne that the
physician and the patient were |ooking at the sane
thing. You could agree on how much you have. The
physi ci an gl obal was what the doctor thought was
there, but the quality of life is what the patient
per cei ves.

So | have always put nore enphasis on how
nmuch did the person perceive that | had done for
them how rmuch did their psoriasis inprove.

Soneti mes, people go away happy with, say, 50
percent or even a snmall patch that was on her face
and yet they could cover up the rest of it.

So | amstruck that this is efficacious.
It nmay not be the total body cure, but there are
| ots of fol ks who have not only no access to a
psoriasis daycare center, they have no access to a
der mat ol ogi st .

So | cone down on the side of a unit dose
and access where people can inject thensel ves under
t he supervision of the dermatol ogist, et cetera, so

they don't have to figure it out. They are not
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going to give thenselves IV this drug or any other
drug. Having taken insulin shots, nyself, | wll
tell you |I would nuch rather have a fixed dose than
trying to cal cul ate what | was supposed to take

So | cone down on the side this is
efficacious as a nice alternative. It doesn't
interfere with the liver or kidney and you have a
certain population of patients that just can't take
these. So, for a honme-therapy unit dose,
ef fi caci ous nmay be not the barn burner, then | cone
down on the side of approval of this drug with
appropriate nonitoring. | would worry | ots about,
as | counted in this recent review on biologica
therapy for psoriasis, there are already twelve
agents in the pipeline so you we have to be carefu
what we say for the first agent like this in this
category that we don't give either the FDA or the
manuf act urers unreasonabl e expectations and too
high a bar so that it won't becone available to
patients.

DR. DRAKE: Thank you, Dr. King. Dr. Tan?

DR. TAN. | do consider that the agent is
ef ficacious with inpressive duration of renission.
But | don't think there is sufficient data to

suggest whether it should adjust for the weight
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| evel , whether or not it needs to be further
st udi ed.

DR. DRAKE: Thank you. Dr. Rainer.

DR. RAIMER. As has been brought out by
several individuals, we certainly do need nore
treatnment options for psoriasis. Fortunately, nost
of the ones we have, their side effects don't occur
until we have given them several nonths of
treatment. So | would sort of really Iike having
this as another option to rotate people onto as
anot her treatnent.

Qoviously, all of us have patients who are
sort of out of options. They can no |onger take
net hotrexate. They don't respond to other drugs
and we do need another drug to be able to treat
t hese severe patients who are out of options.

My main concern also is with the potentia
of malignancy eventually developing. | amnot as
worried about skin cancers even though that is not
i nsignificant because we can watch the skin. [|f we
follow these patients closely, we can renove these
| esi ons when they are snall before they are a
probl em

I think internal malignancy is nore of a

worry, but these are probably not going to show up
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for years, maybe. So | would be in favor of doing
post marketing studies to watch for nmalignancies
rather than holding the drug up at this point in
tine.

Finally, | would be for a standardi zed
test also with nore studies | ooking at patients on
the heavy and |ight end, maybe | ooking to see if
doses need to be adjusted for those patients. Sone
nore studies for heavy and light folks, but | would
be in favor of a standardized for the majority of
fol ks.

DR. DRAKE: Terrific. | amready to cal
for a vote on Question Roman nuneral IV if Dr.
Seigel and Dr. Wiss have no objection. 1s there
anything el se you want ne to get on the table
before I call for a vote? It is okay?

Dr. Swerlick, we are sorry. You have been
so hel pful but you can't vote. What | would |ike
is to vote--1 think I will put themtogether
because, if we recommend approval, the safety and
ef fectiveness go together. That is the FDA's
primary mission, is it safe and effective. So we
are going to put themtogether.

I would |ike a show of hands from voting

nmenbers on--oh; we have to do each one? Ckay,
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fine. W are going to go around the table with a
vote. This question that you are voting on is has
t he sponsor shown that this biologic is safe and
effective for use in adults for chronic plaque
psori asi s.

DR KING Wait, wait, wait. You didn't
address the issue of candidates for or there is
sonet hing--they failed out of nethotrexate,
what ever. You are just saying naive patients who
have never been treated with anything el se.

DR VEISS.: | guess the first question is
do people believe it should be recommended for an
approval and then we can get to potentially what
popul ati on.

DR. DRAKE: Lloyd, what | thought we were
going to is--

DR. KING | was just bringing that
guesti on up.

DR. DRAKE: Once we get to that, then we
are going to--actually, | amgoing to have you go
to that and to children and to other popul ations
and to labeling; all right.

DR KING Right.

DR. DRAKE: But is everybody clear on the

vote? Please identify your name and your vote
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DR. TAYLOR: Richard Taylor. | vote
positive for approval.

DR. ABEL: Elizabeth Abel. | vote yes,
for approval.

MS. KNUDSON: Paul a Knudson. | vote yes,
for approval.

DR STEVENS: Seth Stevens. | vote for
approval .

DR KATZ: Robert Katz. | vote for
nonapproval at this tine.

DR MORI SON:  Warwick Mrison. | vote for
approval .

DR EPPS: Roselyn Epps. | vote against
approval at this tine.

DR. KING Lloyd King. | vote for
approval at this time with the appropriate registry
and directed by the FDA

DR. TAN. Mng Tan. Vote for approva

with caution on the second course.

DR RAIMER  Sharon Raimer. | vote for
approval .

DR DRAKE: The Chair records a vote of
ei ght for and two opposed. |Is that correct? Does

everybody agree?

DR SEIGEL: | would just like to point
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out - - because we have a |l ot of confusion on and
during and after these advisory conmmittees. Wat
we ask for is a vote as to whether this is safe and
effective in terms of neeting the clinica
standards for approval.

DR DRAKE: | stand corrected.

DR SEICGEL: | assune that is the vote we
received and that's fine. The only reason
hi ghlight that is because, as was nmentioned and is
not a subject for discussion, there are issues
regardi ng the manufacturing this product and neking
sure it meets other standards that are not on the
tabl e now that we are not putting forward right now
to this conmmittee.

So | take those votes for approval as
indicating that, with regard to safety and
efficacy, it neets appropriate standards for
approval .

DR. DRAKE: | totally--1 misstated that
al t hough I thought | had covered--1 did cover it
earlier but | should have restated it. W are not
approvi ng or disapproving. W are giving our
recommendation to further the approval process to
the FDA, that we think this would be a nice drug to

get on the market with certain foll ow up
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registries, et cetera. That is the vote of the

conmi ttee.

DR SEIGEL: Right.

DR. DRAKE: And that is reflected eight to
two. Fair enough? As the Chair, | didn't vote.

tend to vote when it is a tie. And one abstention.
| try to remain neutral so that | facilitate and
don't bias. So | try very hard not to hias the
conmi ttee.

I want to tell you that | apol ogize. |
have got to leave. | have a nomthat is ill and |
just can't not get home tonight so | apol ogi ze nost
sincerely to the conmittee. But Dr. King has very
graciously agreed to take over with respect to the
foll owi ng comrents and questi ons.

| want to conplinent the sponsor and the
agency and the commttee because we have
acconplished a yeoman's job in a fairly finite
period of time. So thank you for your cooperation
with ny kind of rules here but it is the only way
we can get through sone of this stuff rapidly.
Thank you very rmuch.

Dr. King?

DR KING | would like for the FDA to

tell us the remaining questions they want gui ded
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and so on so that it refocuses the conmittee at
this point. W have now voted in favor of the
efficacy provided all the other paraneters that the
FDA consi ders such as straight nmanufacturing, et
cetera, are net.

The issues to ne have to do with the
product | abeling. |Is that the issue you want to
deal with next?

DR WEISS: Yes.

DR KING W wll start around. Dr.
Swerlick, you can't vote but you can sure talk. So
junp in.

DR SWERLICK: \What are we specifically
tal ki ng about at this point?

DR. KING Product |abeling, nunber V.
What woul d we want on the |label to say that this
beconmes an approved product. W have to issue a
product | abel saying this is how we would Iike for
it to be used and what group, et cetera.

DR VEISS: Eventually, we would
specifically like V(1) addressed.

DR. KING So Roman nureral V, product
| abel , No. 1; should the indicated patient
popul ation be limted to people who have failed or

had an i nadequate response to phot ot herapy or
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system c therapy rather than candi dates for
candi dates for such as other therapies, which is
why | said when we did V(1) candi dates for.

DR. SWERLICK: The drug was not linited to
this population in terns of its--

DR SElIGEL: The studies were for patients
who were candidates for. Some, as you saw data
broken down in sonme cases, by those who had had
prior therapy and those who had not. Sonetines,
based on a risk-benefit or unknown risk or
what ever, we approve drugs as second-|ine therapies
within a class and sonetines not.

So Question 1 in this section is getting
at whether the indication should be as the studies
were, the broad popul ation of the studies
candi dates, or whether it should be those who have
failed or had inadequate response perhaps to other
alternatives avail abl e.

DR. SWERLICK: | don't see any particul ar
reason to limt it to a population, or deny a
popul ation that was actually--it was tested on
which is they are candi dates for other therapies,
it should be an option for patients to elect not to
t ake cycl osporine or nmethotrexate or not to be

exposed to W light therapy if they feel as though
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that represents a higher risk.

DR. KING Dr. Taylor.

DR. TAYLOR. | agree. | don't think it
should be linmted to previous treatnents.

DR KING Dr. Abel?

DR ABEL: | agree. | think it should be
open, open indication, because there are problens
with other treatnents. Patients mght not be able
to go a PUVA center. They mght not be able to
t ake met hotrexate because they have liver disease.
Pregnancy issues; we haven't tal ked about that
whet her or not there is a contraindication. But,
certainly, they can't take retinoids or all of the
others if they are pregnant. So | would not limt

it.

2

KING M. Knudson?

o]

KNUDSON: | agree. | would not limt
it, either.

DR KING Dr. Stevens?

DR. STEVENS: Yes; | agree. | would not
limt it and | would al so add the thought that one
of our concerns about cutaneous malignancies--it
may be, in fact, that phototherapy followed by this
product may not be the optinmal way to treatnent

psoriasis patients. So | would just add that as
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another reason not to limt it to phototherapy
failures.

DR KING Dr. Katz?

DR KATZ: Once it is available, | see no
reason to limt it. People of |ess severe
psoriasis will limt it, thenselves.

DR KING Dr. Mrison?

DR. MORI SON. | agree.

DR KING Dr. Epps?

DR EPPS: | agree. Dr. Tan?

DR. TAN. It should be the sane popul ation
the study was, so it is not limted.

DR. RAIMER | agree.

DR. KING | think that is pretty clear
for the FDA. Do you want us to vote on that, too?

DR SEIGEL: No; that's fine.

DR VEISS: Could | just ask another
guestion a little bit along these lines. | guess
there are a | ot unknowns. Dr. Stevens, you already
nmentioned naybe that giving this following PUVA is
not necessarily ideal. Are there any specific
concerns that maybe shoul d be addressed perhaps in
post marketing of using this followi ng certain types
of other therapies, any potential concerns about

accelerating the rate of either malignancies or
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some ot her types of imunol ogical effects that
m ght have sone clinical consequences that we
shoul d be particularly cognizant of?

DR. KING | would open it up to anyone on
t he panel

DR. STEVENS: | would just say the
phot ot herapy. | would say that--and | also have to
| eave in a nmonent--1 would just say that we do have
to nonitor these effects. It is a new type of
therapy and | think, in the registry, which | think
needs to be fairly rigorous, prior therapies and
durati ons and responses need to be followed wth
the eventual analysis towards trying to identify
people at |ow and high risk of adverse events.

DR KING Dr. Abel?

DR ABEL: | agree that special caution
shoul d be taken in those patients at high risk for
mal i gnanci es i ncludi ng those who have had PUVA
t herapy and cycl osporine, in particular

DR KING Dr. Morison?

DR. MORISON: As far as cyclosporine is
concerned, we are already forewarned because we had
the transnit group and we had that they had
problens in terns of devel oping skin cancer. So we

knew t hat cycl osporine was not going to be a snart
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idea with PUVA and it is just a matter of
col l ecting data.

Really, it is only extrapolating fromthat
observation that you are concerned in this
particular situation. So | don't think you should
say it shouldn't be used. | think we have got to
get sone data.

DR KING Dr. Katz?

DR KATZ: | don't think that it should be
restricted.

DR. KING Dr. Epps? The FDA is asking
for should we restrict it? Are there any kinds of
i nformation, the prior treatnents, and so forth?
How do you address the issue of what we are going
to tell them the patients, the special
popul ati ons.

DR EPPS: Certainly, there will be
speci al popul ations, and they estimate that it is
as many as 1.5 nillion people with noderate to
severe. CObviously, a lot of themwould have had
treatments and that is quite a bit of nonitoring on
the FDA's part, especially if there is a registry.
So, good | uck.

DR KING Dr. Tan or Dr. Rainer?

DR TAN. | think it should be restricted
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to noderate or severe

DR. KING Actually, we have | eaped ahead
to the noderate to severe. | amnot sure we have
covered exactly what you want to know, but the
answer is not really.

DR VEISS: Gkay. Thank you. That's
good.

DR. KING W wll go back around to the
should it be restricted to noderate and severe
whi ch ought to be real quick, | think, going around
the bl ock here.

DR SWERLI CK:  Yes.

DR. TAYLOR  No.

DR. ABEL: Yes, as with any other systemc

t her apy.

M5. KNUDSON:  Yes.

DR KATZ: | don't think that it should be
| abel ed that way. | don't think people with one

patch of psoriasis are going to want to go on
weekly shots, so that will [imt it.

DR KING But that is a difference. It
will be the doctor reading the PDR

DR KATZ: That's correct.

DR KING Dr. Morison?

DR MORISON: It should be limted to
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noderate to severe psoriasis.

DR EPPS: Limted.

DR. TAN. Wat was just said.

DR RAIMER | think it should be |abeled
that way, actually.

DR KING What other issues do we have
here left? No. 3; please discuss recomendati ons
that should be included in the | abel regarding
| ynphocyte nonitoring and subsequent dosi ng.
Specifically, should the | abel state that
| ynphocyte counts and CD4 counts be foll owed for
all subjects as was perforned in the clinical
st udi es.

DR SWERLICK: Yes. | think it basically
shoul d be handl ed the sane way. These are
comercially avail abl e and have the sane stopping
rules, essentially the same guidelines, that if the
CD4 count drops bel ow 250, you hold the dose.

DR KING Dr. Taylor?

DR. TAYLOR | agree.

DR KING Dr. Abel?

DR. ABEL: Yes; | would agree. And then
if it hasn't recovered, no repeat course should be
gi ven.

DR. KING Ms. Knudson?
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KNUDSON: | absol utely agree.
KING Dr. Katz?

KATZ:  Yes.

KING Dr. Morison?

MORI SON:  Yes.

KING Dr. Epps?

EPPS:  Yes.

KING Dr. Tan?

TAN.  Yes.

KING Dr. Rainmer?

8332333333305

RAI MER:  Yes.

Py

KING No. 4, please coment on the
types of information to include in the warnings
regardi ng the risks of infection and malignancy.
We have beat this pretty well, so what would you
like finally to say, Dr. Swerlick?

DR, SWERLICK: | would say put on the
| abel there is a theoretical concern and that
pati ents shoul d be followed closely for the
devel opnent of infections or nalignancies.
KING Dr. Taylor

TAYLOR. That seens reasonabl e.

383

KING Dr. Abel?
DR ABEL: You mght also include the

geriatric patients or patients with concomnitant
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nmedi cal illnesses who might be inmmunosuppressed.

DR KING M. Knudson?

MS. KNUDSON: | agree; yes.

DR KING Dr. Katz?

DR. KATZ: | agree to include that
cauti on.

DR KING Dr. Mrison?

DR. MORI SON:  Yes.

DR KING Dr. Epps?

DR EPPS: | think that should be

i ncluded. You could say sonething to the effect of
it has been reported during trials or in
experinental animals or sonething like that.

DR KING Dr. Tan?

DR TAN.  Yes, included.
DR KING Dr. Rainer?
DR RAIMER | think it should be included

al so.

DR KING |Is that sufficient? No. b5;
what, if any, information regarding the DLQ
out cones woul d be useful to provide in the product
l abeling? Dr. Swerlick?

DR, SWERLICK: | think you include the
i nfornmati on on the PASI score, the global physician

assessment and the DLQ .
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KING The whol e schnear.
SWERLI CK:  Ri ght.

S

KING Dr. Taylor

DR. TAYLOR: | don't see any reason to
i ncl ude any of those in the | abel

DR ABEL: What is the usual? What is the
standar d?

DR SEIGEL: We usually include critica
efficacy data to the extent we think it is usefu
in guiding therapy. There is a lot of public
di scussion and conversation and conflict about the
extent to which quality-of-life data are included
because, in sonme cases, they sinply reflect the
sanme thing that the clinical data do. The patient
di sease is better so they feel better.

In other cases, they provide additiona
i nfornati on and are probably usefully informative
if presented in an appropriate nanner. So we don't
have a single uniform consistent approach there.

DR ABEL: Then | don't think it is
necessary. | think you could provide references.

DR KING M. Knudson?

MS. KNUDSON: | amworried about putting
inthe quality-of-life neasures. It seens to ne

that they could be easily msinterpreted by
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patients if they saw them and by physicians al so.

DR KING Dr. Katz?

DR KATZ: | would not include that. The
other thing is the statistical difference was not
very great in that so that would be--

DR. KING Confusing.

Dr. Morison?

DR. MORISON: | agree with that commrent.
I think the PASI score is quite enough. | don't
t hi nk you need that.

DR. KING So you don't want any
i nformation?

DR. MORISON: | think apart from people
who are actually interested in psoriasis, they
don't really understand that particular score in
any case.

DR. KING kay. Dr. Epps?

DR EPPS: No; | don't think it should be
i ncluded unless it is some generalized sentence,
one sentence.

DR KING Dr. Tan?

DR TAN. Yes; | think it should be
i ncluded. You especially want to spell out the
primary outcones is the PASI 75.

DR. KING Dr. Rainer?
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DR. RAIMER: | don't have any specia
feelings either way.

DR KING | think we have two who woul d
like to include sonething and those who say it nay
be confusing and not add anyt hi ng.

Do you want to go ahead with VI, adults
with other form of psoriasis?

DR VWEISS: Please

DR KING Dr. Swerlick? Should the
sponsor evaluate the safety and efficacy of
al efacept in people who have other forns of
psoriasis since we are really dealing with the
i ssue of chronic plaque psoriasis. So what shoul d
they do? Wat nust they do?

I amjust rem nded that you are the
consul ting eunuch so be sure you just talk and we
don't vote

DR SEIGEL: W are not really asking for
votes here.

DR. KING You notice | did not have any
yesses or nos, hands up. You can talk and say what
you want .

DR SWERLICK: | would like to see that
st udy done.

DR. KING Dr. Taylor

343



© 00 N o o0 b~ W N P

N NN N NN R B R R R R R R R e
g A W N BP O © O N O O M W N P O

DR TAYLOR | think it should be done.

DR KING Dr. Abel?

DR ABEL: | think there should be studies
particularly with erythroderm a pal mar, plantar and
pustul ar, not necessarily guttate, which has a
better prognosis.

DR KING M. Knudson?

MS. KNUDSON: | amnot a physician and |
amnot a scientist. So | really don't know the
answer to that.

DR KING Dr. Katz?

DR KATZ: Yes; | think they should be

done.

DR KING Dr. Morison?

DR MORISON: | guess | ama little nore
selective. | would be in favor of |ooking at

pustular psoriasis and erythrodernia psoriasis to
see whether there are any particul ar advant ages
there. But marching through all those is going to
be done by people in any case.

DR. KING Are you saying that the chronic
pl agel i ke psoriasis often evolves in erythroderm
and pustul ar psoriasis and so they should keep with
that as a severe adverse event or are you just

sayi ng they should follow it anyway?
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DR. MORISON:  No; | am saying a separate
study of erythroderm a and pustul ar psoriasis woul d
be very hel pful.

DR KING Dr. Epps?

DR EPPS: Yes; other forns should be
st udi ed.

DR KING Dr. Tan?

DR TAN. Yes; | think it should be
eval uat ed

DR RAIMER | particularly would like to
see pustul ar psoriasis studied.

DR, KI NG We are providing a nonbinding,
non-vote, opinion.

VI (B), children. | think it cones down
to we nay not be able to deal with this in a rea
time frame we have here, but if you wish us to give
a sentinent, we can do that on 1, 2 and 3. |Is that
what you would like for us to do?

DR VEISS: Yes.

DR. KING Sentiment only. Dr. Swerlick,
shoul d al efacept be studied in pediatric patients
with psoriasis. |If so, what is the timng of the
studi es, premarketing, postnarketing. |f we have
approved it, what should the registry do about the

children with psoriasis and al ef acept?
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DR. SWERLICK: | think you need a
controlled trial within the pediatric popul ation.
The endpoints would be simlar to the endpoints
associated with adult psoriasis. There is a
particular issue with chil dhood i muni zati ons and
that whol e issue that needs to be addressed that is
sonewhat distinct fromthe adult popul ation

DR. KING So you actually did No. 1, 2
and 3 altogether. Dr. Taylor?

DR TAYLOR | amin a nedical center that
has a pediatric dermatol ogist, so | don't see
patients with psoriasis who are pediatric age. It
is hard for ne to have nuch of a feel for this. So
| amnot going to comment.

DR. KING Abstain; right

DR. TAYLOR  Yes.

DR KING Dr. Abel?

DR ABEL: | believe we should wait for
accunul ati on of postnarketing safety data in adults
before we proceed to studies in children. Unlike,
however, atopic dernmatitis, we are not dealing with
infants so much as | believe ol der school -age
children.

DR. KING Dr. Knudson, do you want to

pass?
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MS. KNUDSON:  No.

DR. KING Actually, | wanted your input
as soneone who deals with this all the tine.

M5. KNUDSON: Right. | very much would
l'i ke to know what the incidence is in children
The binodal figures that were given indicated from
16 to sonething and | didn't get any figure | ess
than age 16. | have not sense of how often this
occurs.

DR. KING Dr. Katz, you know about this.

DR. KATZ: | don't see that many children
with psoriasis, but it rmust be done premarketing
not postmarketing. So | should think it should be
restricted studies.

DR. KING So you want to focus specific
study on children addressing all these issues 1, 2
and 3. |Is that the sense?

DR KATZ: | would wait until further
post marketing occurred and then only do it in
chil dren prenarketing.

DR KING Dr. Morison?

DR MORISON: | wouldn't be confortable
advocating doing a study like this in children at
this point intinme until | had nore information of

what is happening in adults. The reason | say that
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i s because nost children, and | do see a lot of
children with psoriasis, not a huge nunber but
quite a significant nunber, nost of themare in
their teens. It is extrenely rare that they do not
respond to, say, narrowband UVB. | can't renenber
the last tine | had to put a person on a systemc
agent .

So these peopl e are reasonabl e cared for
at this point intime. To turn around and ask the
conpany to do a study with their present know edge
in a group of children is sort of like--well, |
woul dn't be confortable with it.

DR KING Dr. Epps?

DR EPPS: | would wait until there was
nore data in adults. |If you are going to select a
pedi atric population, | would be nore interested in

the ones with--whether or not it would be hel pfu
with the psoriatic arthritis and psoriasis patient
group because they are often on nmethotrexate. They
are often on other nedications.

If it would benefit other--their arthritis
as well as their skin or if it had some kind of
effect there, that would be wonderful because the
arthritis is particularly disabling. So, as far as

efficacy in the others, | agree. It should be
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premarketing so, at this point, not approved for
children.

DR KING Dr. Tan?

DR. TAN. Yes; | think the study for the
pedi atric patients should be del ayed and wait for
further data on adults.

DR. KING Dr. Rainer?

DR. RAIMER. | agree. | would not fee
confortable treating children at this point in
time. Possibly revisiting the issue a couple of
years after the drug has been on the narket m ght
be a reasonable thing to do.

DR. KING | think the issue is quite
sinple that they don't want to do it right now If
there is going to be a target population, it would
probably be psoriatic arthritis, extrenely rare.
The sponsor may have difficulty getting those
patients and they certainly respond differently to
a |l ot of therapies.

Can we then skip to concomtant HV
infections? Gven the effect on | ynphocyte
depl etion, please discuss whether patients with
concomitant HIV infections should be studied. Dr.
Swer | i ck?

DR. SWERLICK: That is a tough one. It
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seens to ne that those patients would be at a
particularly high risk of opportunistic infections.
However, they probably represent a subpopul ati on of
pati ents who have nuch higher risk, in fact, from
usi ng ot her inmunosuppressive nedications. So |
don't think I would be particularly averse to the
trial that is a separate trial to treat patients
with HV disease, but | certainly wouldn't
recomrend it on the |abel.

DR. KING Wat would you put on the
| abel ?  Contrai ndi cat ed?

DR SWERLI CK:  Yes.

DR. KING Just trying to pin you down
because | think that is what they want to know.

DR SWERLI CK:  Yes.

DR. KING Dr. Taylor

DR. TAYLOR. | agree this is kind of a
tough issue. | would think that, once it is on the
mar ket, that those people who take care of people
with HV infections are going to study it one way
or the other. You will have sonme know edge about
it ina fairly short period of tine.

| don't know that you should |abel it as
prohi bited for those patients. Maybe sonething

that is a warning.
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DR KING Do you want it in a black box?

DR SEIGEL: | just want to say, as a
matter of practice here, that for theoretica
concerns that haven't been studied, our tendency is
not to wite sonething like this as a
contraindication. First of all, it nakes it very
hard to study it because of liability concerns. So
often a warning sinply that there are not data and
there are real concerns works better in ternms of
alerting people, allowi ng people to do the studies
or consider the options.

DR. KING W understand. That is why we
are trying to get it out there. |If you just put it
inin the warning box, then you alert the
appropriate people as to what nmay happen

Dr. Abel ?

DR ABEL: | think it has to be in there
that H'V infection was an exclusion criterion in
the clinical trial so that we have no data on that.

That shoul d be a warning.

MS. KNUDSON: | concur, absolutely.

DR KING Dr. Katz?

DR KATZ: | agree with that.

DR KING Dr. Morison?

DR. MORISON: | sort of agree with it and,
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al so, | guess we haven't addressed the issue of
what you are going to screen for before you put a
patient on this drug. W haven't discussed that
issue. | personally would be doing--1 treat a | ot
of HI V-positive patients who have psoriasis. |
woul d, nyself, be doing an H V test before | put
themon this just as | do with the few people | put
on cycl ospori ne.

DR. KING So that is your recommendation,
that, before you deplete the T-cells, you would
i ke to know what their baseline is and whether
they have H V positivity?

DR MORI SON: Yes. But we haven't really
di scussed that issue.

DR. KING No; we haven't. That is why I
was trying to bring it up for the FDA--

DR MORISON: | would screen them for
hepatitis. | would screen themfor H YV before |
put themon a drug like that.

DR EPPS: | agree with Dr. Abel, a
sentence to the effect that it was an exclusion
criterion and it was not tested in patients with
H V.

DR KING Dr. Tan and Dr. Rainer?

DR. TAN. Yes; | agree it should just
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refl ect the peopl e--have the caution there.

DR RAIMER | agree.

DR. KING At this point, | am supposed
to, | think, ask the FDA who can ask whatever
guestion they want remmining. | don't know about
aski ng the sponsors because, as a substitute
driver, I amnot sure what racetrack we are on
here.

DR SEICGEL: That was, | think, a
remar kabl e j ob of providing outstanding advice on a
broad variety of issues. | think at this point,
there is still, obviously, work ahead as advi sed by
the conmittee but we are quite satisfied with what
we have heard today and we thank you very nuch.

DR KING | have turned it back over to
the Executive Secretary of her to declare where we
are and what we are going to do next.

M5. TEMPLETON- SOVERS: | think we are
done. Thank you very nuch for com ng

[ Wher eupon, at 4:15 p.m, the neeting was

adj our ned. ]



