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PROCEEDI NGS

(8:03 a.m)

CHAI RPERSON RAPPLEY: Wl l, good
norning, and thank you to everybody for com ng
out today.

I t hi nk we' | | start wth
I ntroducti ons. Any, would you mnd if we
start on your end?

M5. CELENTO Any Cel ento, patient

representative.

DR CNAAN: Avi t al Cnaan,
statistician, Children's National Medi cal
Cent er.

DR D ANG O Car | D Angi o,

neonat ol ogi st, University of Rochester.

DR DURE: Leon Dure, child
neur ol ogi st , Uni versity of Al abanma at
Bi rm ngham

DR FARRAR Hank Farrar. ["m the
pediatric health organization representative,
and I'm a clinical pharmacol ogi st at Arkansas
Children's Hospital.
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DR GOLDSTEI N: Brahm ol dst ei n.

"' m t he phar maceut i cal I ndustry
representative. |'ma pediatric critical care
physician, and | wrk at Nova Nordisk in

Princeton, New Jersey.

DR HUDSON: Melissa  Hudson,
pediatric oncologist, St. Jude Children's
Research Hospital in Menphis.

DR KOO S Good nor ni ng. Kei t h

Kocis from the University of North Carolina,

and I'm a pediatric car di ol ogi st and
I nt ensi vi st.

DR MOTI L: Kathl een Mtil from
Bayl or Col |l ege of Medicine. I'"'m a pediatric

gastroent erol ogi st.
DR NOITERVAN Dani el Notterman
from the Departnent of Mbdlecular Biology at

Princeton University, and |'malso a pediatric

I nt ensi vi st.

CHAlI RPERSCON RAPPLEY: Mar sha
Rappl ey. I'"'m Chair of the Commttee, and ny
area IS devel opnent al and behavi or al
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pedi atri cs.

DR PENA Carl os Pena, senior
science policy analyst, FDA, and Exec. Sec. to
the Pediatric Advisory Conmttee.

DR ROSENTHAL: good norni ng. My
nane is Geoff Rosenthal. I'"'m a pediatric
cardiologist and an epidemologist from the
A evel and d i nic.

DR RAKONBKY: Good nor ni ng. My
nane is Al ex Rakowsky. |'m the IRB Chair at
Nat i onw de Children's Hospital, Colunbus Chio.

M5. VIN NG Good nor ni ng. "' m
El ai ne Vi ni ng. "' m t he consumner
representative of the Commttee.

DR HUDAK: H . ["m Mark Hudak.
I"'m a neonatologist from the University of
Fl ori da, Jacksonville.

DR LI SA NMATH S: " m Lisa Mathis.

|'m Associate Director in the Ofice of New
Drugs within CDER at the FDA for the Pediatric
and Maternal Health staff, and |I'm a general
pedi atri ci an.
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DR MJRPHY: "' m DO anne Mirphy.
I'"'m the Director of the Ofice of Pediatric
Ther apeuti cs I n t he Ofice of t he
Comm ssioner, and |I'm a pediatric infectious
di sease specialist or | was about ten years
ago before | cane to the agency.

DR BOYD: H. I'mBill Boyd. I'm
an ophthalnologist in the FDA' s D vision of
Anti-Infective and Qpht hal nol ogy Products.

DR COPE: "' m Judy Cope. I'"'m a
pedi atrician, adolescent nedicine specialist,
epidemologist in the Ofice of Pediatric
Ther apeuti cs.

CHAI RPERSON RAPPLEY: Dr. Pena has
sonme words for us.

DR PENA: Good norning to nenbers
of the Pediatric Advisory Commttee, public
attendees, and FDA staff. Vel cone to this
meeti ng.

The fol |l owi ng announcenent
addresses the issue of conflict of interest
wth regard to today's discussion, reports by
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the agency as mandated in Section 17 of the
Best Pharmaceuticals for Children Act on

adverse event reports for Betoptic, Al dara,

Lam ct al , Levaqui n, Sandost at i n, Zypr exa,
Ri sperdal, Lamsil, Tinolol, and Anbien.
The Commttee wll be provided a

witten followup report on Zyvox as requested
by the Commttee at the Novenber 16th, 2006,
Pedi atric Advisory Comm ttee neeting.

The Commttee will also be updated
on other activities, including the June 9th
and 10th, 2008, Pediatric Ethics Subcommttee
nmeeti ng.

Based on the submtted agenda for
the neeting and all financi al I nt er est
reported by the Commttee participants, it has
been determ ned that Commttee participants do
not have financial interests that present a
potential for conflict of interest at this
nmeeti ng. I n gener al , t he Comm ttee
participants are aware of the need to exclude
t hensel ves from involvenent in discussion of
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topics if their interests would be affect
and their exclusion wll be noted for
record.

W would like to note that M.

Celento is participating at the pediat

10

ed,

t he

Any

ric

health care representative. M. El aine Vining

IS participating as t he consumner

representative, and Dr. Hudak is partici pat
at a tenporary voting nenber.

W would also like to note that

i ng

Dr.

Brahm CGoldstein is participating as a non-

voting industry representative acting on
behal f of the regul ated industry.

Dr. Henry Farrar is participating
as t he non-vot i ng pediatric heal th

organi zation representative, acting on behalf

of the Anerican Acadeny of Pediatrics.

Wth respect to al | ot
participants, we ask in the interest
fairness that they address any current
previous financial involvenent with any f
whose product they may wi sh to coment upon.
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W have one open public coment
period schedul ed for approxinmately 1:30 p. m

| would just remnd all to turn on
your m crophones when you speak so that the
transcri ber can pick up all that you state and
turn them off when you're not speaking.

| also request that all neeting
at t endees turn their cel | phones and
Bl ackBerries to silent node.

Thank you.

CHAlI RPERSON RAPPLEY: Dr. WMurphy.

DR MJRPHY: First of all | wanted
to again thank everybody -- I'm afraid our IT
person is going to have to find ny slides on
here for ne -- for being here this norning and
for agreeing to the four set dates that we
have for this comng year as far as tine
commtnents on your agenda, in addition to the
ot her neetings that we've also asked this very
busy Advisory Commttee to participate in.

One of the things we're going to do
this norning is to |look at the agenda fromthe
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perspective of your new work load, and we're
going to do this because we have good news and
bad news. The good news is that children are

after a decade now of legislation and new
|l egislation that's reinforcing this approach
finally getting studied or at least they're
getting the products that are being used in
the pediatric population, are finally getting
studied, and we have a lot of activity going
on in the way of pediatric trials.

That brings wth it, of course, the
t hese

responsibilities of making sure that

trials are well designed and inplenented
ethically, and you are involved in a nunber of
t hose issues, have been in the past, wll be
in the future, and this Commttee al so being

specifically mandated to |Iook at the safety,

post marketing safety of

t hese products after

t hey have been granted their

excl usivity under

BPCA and now under

FDAAA, which gets to your

wor kl oad issue, for all of the products that
are studi ed under either BPCA or PREA, and the
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products that wll be I|abeled as the new
| egi sl ati on says, because pediatric studies
are so limted in nunber that any study done
under these initiatives wll have its results
commented on in the labeling so that the
public will be aware and the practitioners and
prescribers that at |east sone study has been
conducted and what the results of that study
are.

And | comment on that, again,
because it is unlike the adult universe at FDA
where if you have a negative study, the
I nformati on doesn't normally go in the |abel,
but for pediatrics, the outcone of a negative
or inconclusive study wll now be recorded in
t he | abel. And the labeling is what's going
to trigger your safety review.

What t he Food and Dr ug
Adm nistration's Amendnents Act are so fondly
cal l ed, FDAAA, has done for you, has expanded
your responsibilities to include, as | said,
pedi atric safety reviews for products studied
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and |abeled wunder the Pediatric
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Resear ch

Equity Act, and what this slide should say, in

addi tion to your al r eady identified
responsibilities to do such under the Best
Phar maceuticals for Children's Act.

The requiring | abel i ng about
pediatric studies perfornmed under these, as
|'ve said, wil | be specifically not ed
irrespective of the outcone or approval

status, marketing status for that product, for

t hose studies for that product.

This has nore than doubled vyour

wor kl oad, and just to hammer hone this, from

June of '03 to March of '08, there have been

79 products that have been reviewed at 13

sessions. You have basically reviewed two to

16 products per session, and the only reason

we've limted the nunber of products to two

sonetines is because you' ve had

addi ti onal

i ssues to deal with, be it an ethics issue or

a science issue or a protocol design issue at

a neeting, and so we've only had tine for a
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coupl e of products.

Q herwi se, nost of the time we're
bringing between eight to 11 products to you
at each session. W tried to bring you the
| nfanmous 16-wheeler or 16 products one tine.
There was just so nmuch information because
each  product comes wth basically five
different docunents -- you can do the math --
that you had to plow through that you asked us
to pl ease not do that again.

| told you vyesterday that we
weren't going to do it again, and then |
turned around and said, well, we really are
and it's actually going to be 19, but we're
going to do it in a different way, and we'll
get to that in a m nute.

So in five vyears you had 79
products that you reviewed. W still have 11
products remaining that need to be reviewed
from the BPCA. Si nce FDAAA has been enacted
In Septenber of 2007, we have 36 new | abels.
W have nore than that since | prepared this
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slide, but actually 36 new |l abels so that you
have 47 products that wll need to cone for
revi ew before the end of 2009.

W're going to actually do sone of
those today, but the point being there were
alnmost 80 in five years, and you' re now goi ng
to have approximately 40 in one year. So it
doesn't take very nuch to figure out you're
going to be very busy, and that these product
reviews Wwll now include biologics and
vaccines as far as the safety, and there are
addi tional responsibilities for devices, which
we revi ewed In your training session
yest er day.

W will before the end of 2009 be
bringing sone biological products to you in

vacci nes, and yesterday you received sone

additional information and training on how
those safety reviews will be different or the
sane.

W've had this issue of trying to
make this process nor e efficient and
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fundanentally the previous Conmttees have
said don't just give us the top 20 adverse
events. Gve wus the serious and life
t hreat eni ng adverse events and the deaths. W
want to see all of those reported to us.

And you have struggled wth how to
put all of this in context when you don't
really have a good nunerator or denom nator,
and we reviewed yesterday for you in your
training session the agency's approaches to
trying to provide that kind of information for
you.

Sone of that conmes in the form of
trying to put these adverse events in context,
and so we provide you a very, very succinct
and summary review of what the exclusivity
st udi es wer e, f ocusi ng on t he safety
conponent. W w Il be doing that for the PREA
studies also, pediatric studies under PREA,
again, focusing on the safety issues that may
have arisen during those control trials in
addition to the adverse events.
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W also and by law now | ook at --
we have al ways been nmandated to | ook at all of
the adverse events for adults and children,
but now the |aw al so says since nmarketing. So
we try to put in context for you the adverse
events that are pediatrics in the context of
what's been happening with the product both
for adults and since marketing. That is a big
task, and we try to condense it down for you
and pick out, again, those areas that we think
need to be focused upon, and that's why you
W ll see sonetines in these reviews the safety
reviewer who wll say we've been asked to
focus on the follow ng. It's because we get
together wwth the divisions and the pediatric
staff and the safety reviewers and tal k about
what are the issues that mght be already
existing wth these products.

It doesn't nean that you can't
bring up another topic, but that's just the
consensus wthin the agency of where we think
the i ssues m ght be.
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The other thing that we've done in

the past is we've tried to classify the

reviews, the presentations -- l|let ne correct
t hat -- t he present ati ons I nto t hree
categori es: ei t her an abbr evi at ed

presentation, a standard presentation, or an
expanded presentation.

The Committee made it very clear to
us that they were all right with us having
shorter presentations as long as they got all
of the materials to review, and that's going
to be relevant to the next process that we're
trying to inplenent.

So what we had been doing is we've
been giving you very brief presentation for
the abbreviated products, not going through
all of the exclusivity studies, not going

through all the background with them and all

| can tell you is maybe it's just hunman
nat ur e. Maybe it's that we always find it
I nt eresti ng. Qur brief presentations we're
expandi ng. W found that we really weren't
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getting a real reduction in tine and effort,
and we were spending tine on products that
didn't really have any signals and really
didn't have any issues.

So what we are now proposing is
that if we have identified a product as
abbreviated, you wll get the full package
that you always have, but we are not going to
do a presentation. These are products that
we've identified as not having any signal at
all, not even a question, not a |ot of deaths.

Sonetines there are hardly any use.

So what we will be doing is you'll
see today for the ophthal nol ogi ¢ products that
we are going to put up a slide and ask you if
you have any questions that have resulted from
your reading of the materials that we' ve sent
you for those products which have been
I dentified as abbreviat ed.

So because the law wants to nake
sure that we have public input into this, you
wi |l have an opportunity to ask questions, but
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we aren't going to do a presentation.

The other thing that is happening
Is that followup reports that you have asked
us for, if they do not have any signal or we
have no, you know -- you asked us to nonitor
to see if there were any continuing deaths or
serious adverse events and we really don't
have anything that's remarkable that we can
report back to you, we are going to do the
sane thing for those foll ow ups.

I nstead of standing up and going
through the whole history of what has
happened, we're going to provide you that
information in the package, but we are not
going to do a presentation. W wll put up a
slide and ask you if you have any questions,
and there will be an opportunity for you to
ask questions, and you wll see that we've
done that for Zyvox today.

The standard wll be the sane.
Now, we say standard or expanded. Does t hat
nmean we identify the signal? The answer is
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no. It neans that it's a conplicated review
because either the underlying disease has a
lot of deaths or a lot of conplications,
people are on a |ot of concomtant neds, there
are a lot of adverse events, there's a |ot of
use; it's just sonething we don't feel
confortable saying we don't think it needs a
publ i c presentation.

Oten you'll see the mmjority of
the products that we present to you, over 67
percent of them will have a recommendation
just to return to routine nonitoring, but we
feel that because of the conplexity of the
di sease and the adverse event reporting that
we need to at | east have a public discussion.

This is sonmething for you to be
t hi nking about because you're going to see
we're going to ask you for feedback in the
future. Is there anything that we should be
doing with the standard reviews to sonehow
reduce that type of tinme utilization?

The expanded may be a new product
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that's cone or it may be one like we have
today for octreotide where the Commttee
struggled with the issue of does this product
have any relationship to these adverse events
t hat we're seei ng In t he necroti zi ng
enterocolitis, the hypoxia.

And they said okay. There was a
good di scussi on. The Commttee really could
not conme to any conclusions and said we have
sonme recommendations about labeling at this
point, but if we do that, we want to nmake sure
that it's clear that we're not naking any
causality statenent.

And you asked wus to continue
reviewng and bring it back to you. So in an
effort to bring that discussion to sone sort
of concl usi on, we' ve br ought in a
neonatologist who is involved wth this
product to discuss what's going on out there
In neonatal nedicine and the use of this
pr oduct , and then we've given you the
background information on the discussion
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before, and we'll be asking you today for your
recommendat i ons.
So that is how we're approaching

the future. The abbreviateds are being even

nore  abbrevi at ed. There w il be no
presentations. You wll be receiving packages
for reading only from the follow ups. There
will be opportunities for comment, but we are

hoping to reduce the tinme that we are spending
and, therefore, the nunber of days of neetings
that we have to have you here because we know
there are other ways that we'd like to use
your tine.

Now, as | said, we've already asked
you to hold four dates for this year. W know
you have other things to do besides safety
review, and the approach that |'ve just
descri bed, however, helps us with sone of the
time managenent for scheduling how nmuch tine
we need you here, but in truth, it does not
decrease your work burden. You still have to
read all of the background material, you know,

NEAL R. GROSS
COURT REPORTERS AND TRANSCRIBERS
1323 RHODE ISLAND AVE., N.W.
(202) 234-4433 WASHINGTON, D.C. 20005-3701 www.nealrgross.com




10

11

12

13

14

15

16

17

18

19

20

21

22

25

look at the five different docunents that
comes for every single one, and for sone of
them that are expanded, vyou'll be getting

literature reviews. You nay be getting extra

safety reviews. You may be getting extra
materi al s. So it really doesn't reduce your
tine.

And so we are going to be asking
you after our June neeting, which you are
going to receive approximately, we think at
this tinme, around nine products wth an
abbreviated review, plus the others which wll
be sonewhere between the standard and
expanded, where we'll be asking you to be
providing us feedback as additional ways to
make this process nore effective or efficient
so that we don't undermne the intent of this,
which is that there is a focused pediatric
revi ew.

Because you saw in your training
yesterday that the adverse event reporting for
the agency is going up overall, but not for
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kids, and it's a very little, teeny part of
the adverse event reporting, and if you don't
go in and retrieve it and pull it out and | ook
at it separately, you're not going to find
signals for children.

So that's the intent of this
process. W don't want to undermne that. W
want it to be a robust process, but we have to
face the reality that you guys can't have
addi tional housing in Washington so that you
can be here all the tinme to do the safety
revi ews.

So on to today. You're going to
get the followup report only or you already
got it for Zyvox. W' || have an abbreviated
presentation for t he t wo opht hal onogi c
products, Betopic and Tinolol, and these, |I'm
not going to read the list of all the products
for a standard revi ew and one expanded updat e.

You're one of the busiest of FDA' s
Advisory Conmttees, and as you know, we
appreci ate your commtnent and expertise, and
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we figure that working together we wll solve
this problem | know wth all of the good
mnds around this table, we'll figure out a

way to nmake this a robust process that focuses
on the things that are really necessary to
f ocus upon.

And, again, we |look forward to your
di scussi on today, and thank you very much for
your timne.

Now, Judith, do we have the first
slide? Do you want to cone up and put the
slides up?

CHAI RPERSON RAPPLEY: Wile Dr.
Cope is getting ready, | just want to nake a
comment that | wll try to keep us on schedul e
and on tine in respect of everybody's tine
t oday.

Thank you.

DR COPE:  Ckay. I n your package,
you should have gotten a followup report on
Zyvox or linezolid. So as Dr. Murphy said,
we're starting the abbreviated review Thi s
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was a followup from|l believe it was Novenber
2006.

There was a guestion of
cardiotoxicity and overall there wasn't any
safety signals or concerns. So we're asking
you if you had any questions about the report.
Yes.

DR KOOS: O course I'"'magoing to
extend this fromthe beginning. So actually I
agreed wth the conclusions about the review
for the peds review and the lack of cardiac
toxicity, but then | get to the end and then |
see that the FDA is requiring a clinical trial
to ook at prolonged QI. So there set ne back

a little bit in examning the cardiac cases

that | reviewed and didn't feel there was a
signal to now. Is there information that |
need to know or will know or other information

that could change what |I'mgoing to say?

DR COPE: Ckay. W have sonebody
sitting here from the division. | think that
ny interpretation was that was all ages, but
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l"mgoing to let Dr. Boyd. Wuld you like to
cone up?

DR BOYD. Sure. I'"'m Bill Boyd.
I"m an ophthal nologist, but I'm in the sane
division as the anti-infective folks. They're
at a different advisory neeting. Let ne try
to answer that.

| spoke with the Deputy Division
Director, and the reason that they requested
that study is the explanation was at the tine
they did the original studies for the approval
of the product, they didn't have the
nmet hodology in place to do this type of
testing. They want to be conplete. They're
not convinced that because of the severity of
illness in the population that they're
studying that they're going to be able to
determine if there's absolutely no safety
si gnal . It's part of a nechanism they prefer
to go ahead and just have the trial perforned,
but it is going to be all ages.

DR KOO S: And | just bring that
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up because any tinme you' re |ooking at sudden
in children and prolonged QI being a rare
event, it would be in the sanme light. So I'm
glad they're going to look at that and

particularly look at it in children.

DR MJURPHY: |  thought vyou all
mght ask that Dbecause again, it 1is a
confirmatory approach. It's trying to be as

t horough and gather as nuch data as they can,
but at this tine we really couldn't see any
si gnal s.

Sonebody was tal king about all of
the acronyns yesterday. Wen | was re-
reviewng that last night, you know, all of
those acronyns in the data mning are
explained in the back. So | do hope you got
to the back of that review

Ckay. Thank you.

So we, therefore, will return this
product to the Conmmttee if anything cones
from that review when those studies cone in,
because | think that's what the recomendati on
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from the OSE said, and otherwise we wll not
be bringing it back to you.

| s that acceptabl e?

CHAI RPERSON  RAPPLEY: Anybody
opposed to that?

DR GOLDSTEI N | have a quick
question and followup to Dr. Kocis. G ven
the rarity of these events, is that request
f easi bl e?

DR MJRPHY: The study vyou're
t al ki ng about ?

DR GOLDSTEIN:  Yes.

DR MJURPHY: Do you want to nake
any comments on that?

DR BOYD: My understanding wth
our QI study group is that the request is it
Is possible it wll achieve its objective. |
know that the protocol has been submtted and
Is with that group now for review. | actually
don't have nore information than that, but ny
understanding is it has the potential to
answer the question they're asking.
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CHAlI RPERSON RAPPLEY: Thank you.

Next .

DR COPE: Ckay. As Dr. Murphy
tal ked about, this is another abbreviated
slide we have in your package, are two
opht hal nol ogi ¢ products, the betaxol ol HC
opht hal nol ogi ¢ suspension, or Betopic, and the
tinolol gel formng sol ution.

And wth the reviews that vyou
received and all of the work that the team has
done, we see that FDA wIll continue its
standard ongoing safety nonitoring for these
products. That would be the FDA plan, and so
| ask you: does the Commttee concur?

CHAI RPERSON RAPPLEY: Question?

DR KOO S: Again, | just have
anot her process question on both of these
drugs, and again, | agree with the safety of
them but | was confused. | renenber talking
about this the first tine we |ooked at the
dr ugs.

Wen we talk about safety and
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efficacy, you use the phrase that efficacy has
been extrapol ated fromthe adult data for both
of these drugs, and I'mleft in |ooking at the
adult data that's shown in the package insert
where the drop in the I1OP was nmuch greater
than the data that were presented for the drop
In the intraocul ar pressure in children.

I'"'m not an ophthal nol ogi st, and |
don't know what to expect for things Iike
that, and while clearly there's a statistica
difference in intraocular pressure, in the
pediatric trials that I|ooked at this, it
wasn't of the sanme degree as it was at |east
in the charts in ny reading of the adult data.

And so |I'mconfused as to why we're
splitting efficacy and safety in children or
why we don't report the efficacy findings
under the pediatric section along with the
safety rather than deferring to the adult data
to support efficacy.

CHAl RPERSON RAPPLEY: Dr. Boyd.

DR BOYD Let me nmake sure |
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understand your question. You are asking
about the difference in the |10OP |owering
effect in children versus adults, and it is
difficult to neasure |IOP in children. | t
doesn't nean it can't be done and it doesn't
nmean it's not accurate. There's just a
trenmendous anount of information on adult |COP
| owering versus pediatric patients.

W routinely, when we have studi es,
do not specifically request that children be
excl uded. So sone of the newer trials have
far nore children than sone of the ol der

As far as why is there a difference
in the 10OP lowering anmount, | don't have a
good answer for you, other than | think it's a
statistical effect. There's no reason for ne
to suspect that there's a nechanistic reason
for the 1OP lowering effect to be different.

DR KOO S: My only point is that
when you |ook at the adult data, ny read --
"' m not an ophthal nol ogi st and | don't want to
try to interpret these, and | believe efficacy
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was proven both in adults and in children
based on t he approval process.

What |'m saying though, if you're
extrapolating pediatric efficacy based on the
adult data, ny read on the significance on the
drop in IOP and adult data is, you know, a |ot
different than what nunbers we're seeing for
the drop in IOP in children, and ny only point
would be | would say in the pediatric section
specifically what the decrease in |OP was from

these studies just because we have the data;

you know what the nunbers are. How you
interpret it as an ophthal nologist, |I'll |eave
that to you, but | don't want to mslead

pediatric practitioners that you're going to
see the sane effects in the adult studies in
the pediatric studies because at |east ny read
of the data, that's not the case, and again,
think there's lots of reasons to think that
I ncreased intraocular pressure in children,
neonates, et cetera, can be a very different
di sease than adults.

NEAL R. GROSS
COURT REPORTERS AND TRANSCRIBERS
1323 RHODE ISLAND AVE., N.W.
(202) 234-4433 WASHINGTON, D.C. 20005-3701 www.nealrgross.com




10

11

12

13

14

15

16

17

18

19

20

21

22

36

DR MJRPHY: (Ckay. So | just want
to clarify because yesterday during training
we tal ked about extrapolation. So you're not
real |y asking about the extrapolation. You're
accepting that the division said they can't
extrapol ate because the disease is simlar and
t hey often expect the sanme response.

Your question is why that response
Is different.

CHAl RPERSON RAPPLEY:  No.

DR MJURPHY: No?

CHAI RPERSON RAPPLEY: | hear Dr.
Kocis' question as we have pediatric data. So
why don't we coment on that data in the
| abel ?

DR MJRPHY: Vell, that's what |
was getting ready to say. Wiy don't we say
sonmet hing about the difference? It's not
whet her you can extrapol ate. It's that you
did extrapol ate, but you had data that showed
that the response -- renenber iIf you go
t hrough extrapolation, you neet those two
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criteria of the disease and the response or
you think it is and you do hypothesis testing
and you see that it does, which is sort of the
situation which you're describing now, and you

have differences. So why not put that in the

| abel ?
But that's your question. [It's not
a safety question. It's a |abeling question.
DR KOO S: It's specifically a

| abel ing question, and the consistency of the
safety and efficacy from the peds data being
in the peds |abel rather than splitting it and
saying, well, we're going to show efficacy
from the adult studies, but then safety from
the peds studies. It's incongruent in ny
t hi nki ng.

DR LISA MATHS: | think one thing
to be really <careful about 1is when the
pediatric studies are intended to support
extrapol ati on, they are not powered to
denonstrate the same effect as you're seeing
In adults. So it nmay be msleading to put the
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information in there in a way that seeks to
directly conpare the efficacy.

So | hear what you're saying.
Maybe next tine we'll look at this and
consider putting the data into the |abel, but
we'll have to do it in a way that doesn't
mslead clinicians and patients to believe
that there perhaps is less efficacy in the
pedi atric popul ation sinply because the
studies weren't powered to denonstrate that.

DR KOOS: | would just go back to
we have pediatric data which is rare, and when
we have it, we should include it and then
clearly we can put all of the caveats that
there's power to show this and there was a
range of effect and, you know, put it into the
clinical context, but we have the data, and it
seens less than ideal to not include it in the
| abel .

CHAI RPERSON RAPPLEY: Dr. Mathis,
when woul d be the next tinme when you referred
to next tinme?
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DR LISA MATH S: Per haps the next
tinme a product cones in. |"'m not sure if
going back and changing this |abel that was
actually done a year ago is going to provide
any clinical benefit to patients. So I'm
saying the next tinme that a product cones in
or the next tinme perhaps that this product
cones in with another application, that m ght
be a tinme to address it.

But from a workload standpoint |I'm
not sure how nmuch bang we'd get for our buck
goi ng back and changing this |abel. | don't
think that that's the intent of this Commttee
ei ther.

CHAI RPERSON RAPPLEY: Dr. Kocis, do

you feel you' ve nmade your point?

DR KOO S Yes, |'ve nade ny
poi nt .

CHAI RPERSON RAPPLEY: Thank you.

DR KOO'S: You know, the pediatric
| abeling, | know that that's our focus to
strengthen that part, and | think we can
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strengthen it in these two drugs.

CHAl RPERSON RAPPLEY:  Yes.

DR MJRPHY: | guess the nessage
back to the division fromthe Commttee, if I
can summarize, is that in light of the intent
to get information in the |abel, even when you
are extrapolating, if there's a way when you
see differences like that in that part where
you're doing, again, | «call it hypothesis
testing that you can extrapolate and you have
the data; if there's a way to put it in the
| abel so that physicians understand because |
think Lisa's point is really critical that
it's not that it was inferior. It's just that
It was limted data, and it had an effect,
okay, and this is the range of the effects.

That woul d be the recommendati on of
the Commttee for future approaches to the
| abel i ng of these products.

CHAI RPERSON RAPPLEY: Maybe any
time we have pediatric data we would like to
be able to refer to it wth all of its
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limtations clearly described.

DR BOYD: For whatever reason when
people study IOP lowering drugs, it's very
common to see one or two mllineters of
decrease even in people who receive the
pl acebo all the tine. So that's sone of what
you're seeing with the pediatric data. There
just aren't as many patients, but | understand
what you've brought up today, and I1'll take
that back to the division.

CHAl RPERSON  RAPPLEY: So the
question before wus then for these two
medi cations, that is, betaxolol and tinolol,
the statenent s FDA wll continue its
standard ongoing safety nonitoring for these
products. Does the Commttee concur?

| s anyone opposed?

So there is consensus on the
Comm tt ee.

DR COPE. Thank you.

CHAlI RPERSON RAPPLEY: Thank you.

Qur next s R sperdal and Dr.
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Col l'i ns.

DR MJRPHY: Just before we go
forward, Lisa made a point which I think we
brought it out yesterday, but let's put it in
the public realm since we did nention it
yest erday about the opportunity now. W have
with FDAAA for review ng | abeling. Do you
want to address that, Lisa?

DR LISA NMATH S: W do have the
Pediatric Review Commttee now So we do | ook
at labeling prior to approval, and so there
will be nore opportunity to provide feedback
to the divisions before approval occurs, and |
think that we actually are trying to nake sure
that data does get into labeling if we have
it.

So we'll address that in the
future. | just want you to know that we have
nore opportunity to do that now

DR MJURPHY: And, Marsha, because
actually we failed, neaning FDA failed, to ask
to do this one tine and it resulted in the
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Commttee not being aware, the people at the
table, I wanted to nake sure that when we have
the different people cone up for the different
products that we're introducing the speaker,
but I'd also like to have the people at the
table fromthe division who are here to pl ease
I ntroduce thensel ves.

DR LAUGHREN: ["m Tom Laughren.
I'm the Director at the Psychiatry Products
Di vi si on.

DR M TCHELL MATHI S: And |I'm
Mtchell WMathis, the Deputy Director of that
sane di vi sion.

DR MJRPHY: Tom would you just
tell them your background?

DR LAUGHREN: I|"m a psychiatrist
by training, and |'ve been wth FDA roughly 25
years.

DR M TCHELL MATH S: I'm a
psychi atri st and famly practitioner by
training, and |'ve been with FDA for about
ei ght years.
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DR MJRPHY: Felicia, would you
I ntroduce yoursel f, please?

DR CCLLI NS: Sur e. Good nor ni ng,
everyone. M/ nane is Dr. Felicia Collins. I
am a general pediatrician within the Pediatric
and Maternal Health staff with the clinical
practice area exclusively in adol escent
medi ci ne.

And this norning |I'm pleased to be
able to present to you the one-year, post
exclusivity adver se event revi ew for
ri speridone.

Oral R sperdal, or risperidone, is
an atypical antipsychotic for which Janssen is
the drug sponsor. Oiginal mnarket approval
occurred on Decenber 29th, 1993, and pediatric
exclusivity was granted on February 28th,
2007.

Prior to the pediatric exclusivity
studies, oral Respirdal was indicated for the
treatnment of schizophrenia in adults, the
short-term treatnment of acute manic or m xed
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epi sodes associated with Bipolar | D sorder in
adults, and the treatnment of irritability
associated wth autistic disorder in children
and adol escent s.

The next t wo sl i des provi de
information about the use of risperidone in
out -patient settings. Seven, point, eight
mllion oral risperidone prescriptions were
di spensed for all age groups during the 12-
nonth pre and post exclusivity period. Ten
percent of these prescriptions were for
adol escents, 13 to 17 years old, and 15.5
percent were for children zero to 12 years
ol d.

There was a two percent increase in
prescriptions for all age groups between the
12-nmonth pre and post exclusivity period and a
ten percent I ncrease for the pediatric
popul ati on. Psychi atry was t he top
prescri bi ng specialty during t he post
exclusivity peri od. Al l psychiatrists
prescri bed 53.4 per cent of al | oral
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ri speridone prescriptions. Child
psychiatrists prescribed 11.4 percent of all
prescriptions. Pedi atricians prescribed 3.6
per cent of al | prescriptions and child
neurol ogi sts prescribed one percent of all
prescriptions.

The top diagnosis codes associ ated
with oral risperidone use by children zero to
17 years old were infantile autism and
attention deficit disorder.

On Novenber 25th, 2002, the FDA
Issued a witten request for studies of ora
ri speridone in t he acute treatnent of
schi zophrenia in pediatric patients 13 to 17
years old and in the acute treatnent of mania
and Bipolar | D sorder in pediatric patients
ten to 17 years ol d.

The resulting pediatric exclusivity
st udi es I ncl uded five st udi es: one
phar macoki netic study, three efficacy and
safety studi es, and one safety study.

The results of the submtted
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pediatric exclusivity studies indicated that
risperidone is effective and reasonably safe
for the studied indications in pediatric
patients.

The followng two slides list all
of the labeling sections that were changed
based on the results of the ©pediatric
exclusivity studies. Changes were nade to the
I ndications and usage section, dosage and
adm ni stration secti on, adver se reaction
subsection on comonly observed adverse
reactions in placebo controlled clinical
trials on discontinuations due to adverse
reactions and on changes in ECG to the use in
the specific popul ation section, pediatric use
subsection, and to the clinical study section.

The next five slides wll provide
details of selected I|abeling changes. The
I ndi cation and usage section was changed to
ext end t he schi zophreni a I ndi cation to
adol escents 13 to 17 years old, and to extend
the bipolar mania indication to children and
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adol escents ten to 17 years ol d.

The dosage and adm ni stration
section was changed to note that no additional
benefit was seen above three mlligrans per
day in the schizophrenia studies or above 2.5
mlligrans per day 1in the bipolar nmania
st udi es.

In addition, this section notes
that for both indications higher doses were
associated wth nore adverse events.

The adver se reaction secti on,
di scontinuations due to adverse reaction
subsection was changed to note that for the
schi zophrenia studies approximtely seven
per cent of patients discontinued in the
ri speridone group versus four percent in the
pl acebo group.

Adverse reactions associated wth
study discontinuation in the risperidone group
I ncluded sommol ence, di zzi ness, anor exi a,
ataxia, hypotension, and palpitation. Thi s
subsection also was changed to note that for
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the bipolar nmania studies 12 percent of
patients discontinued in the risperidone group
versus seven percent in the placebo group.
Adverse reactions associated wth study
di scontinuation in the risperidone group
I ncluded somol ence, nausea, abdom nal pain,
and vom ti ng.

The wuse and specific population
section, pediatric use subsection was changed
to note that for the schizophrenia studies 14
percent reported a weight increase and open
| abel studies, and there was a nean weight
I ncrease of nine kilograns after eight nonths
of treatnent in 103 adol escents.

For the bipolar mania studies, it
was noted that increased body weight was
higher in the risperidone group than the
pl acebo group, although not dose rel ated.

Thi s subsection al so was changed to
note that somolence was the nost commonly
observed adver se event In pediatric
schi zophreni a and bi polar disorder trials. In
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addi tion, the subsection notes that in
controlled pediatric schizophrenia or bipolar
disorder trials, hyperprolactinema was seen
in 82 to 87 percent of children and
adol escents in the risperidone group versus
three to seven percent in the placebo group.

Moving now from the exclusivity
studies to post mnmarketing reporting, this
table describes the adverse event reports
since marketing approval. For pediatric
patients there were 1,535 adverse event
reports which conprise 7.5 percent of the
total reports.

O these reports, there were 48
death reports wth 33 being U S. cases. 0]

the 48 crude count pediatric death reports

Identified since marketing approval, 17 of
these were duplicates. O the 31 unique
pediatric cases, f our I nvol ved an

I ndeterm nate cause of death, and the 27
remai ning cases involved ten nervous system
nine cardiac system and eight mscellaneous
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cases.

After reviewing the 31 unique
pedi atric death cases, the safety reviewer did
not identify any new safety concerns. There
are multiple sections of the drug |abeling
that are relevant to the pediatric death
cases. The warnings and precautions section
of the drug labeling include subsections on
sei zures, neurol eptic  nalignant syndr one,
hyperglycema, and diabetes nellitus wth
Wor seni ng gl ucose control, orthostatic
hypert ensi on, and sui ci de.

The adverse reaction section of the
drug | abel i ng i ncl udes arrhythm a,
hypot ensi on, pul nonary enbol i sm and
cardi opul nonary arrest.

The next several slides provide
nore details for the 27 death cases, and you
will note that wunlabeled events have been
under | i ned. O the ten nervous system cases,
five cases involve adol escents who died after
a seizure or related conplication while on
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ri speridone.

Two cases involve patients wth a
history of epilepsy and one additional case
I nvol ved concom tant paroxetine use, which has
a | abel ed sei zure associ ati on.

The sixth case involved a seven
year ol d who experi enced encephalitis,
hypot ension, arrythma, and cerebral edens,
and died two days after risperidone therapy.

There were three cases involving
children who died of neuroleptic malignant
syndr one, or NM5-like synptons while on
ri speridone. O note, one case involved
concomtant nedications with a |abeled NV5
associ ati on.

And the |ast nervous system case
involved a nine year old who died due to a
cavernous angioma 12 days after initiating
ri speridone therapy.

For the cardiac cases, two cases
I nvol ved children who died from cardi ac arrest
while on risperidone wthout concom t ant
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medi cations, but these <case reports |ack
significant details.

And two additional cases involve
children with congenital heart disease who
died due to cardiac arrythma or sudden death
whil e on risperidone.

The fifth cardiac case involved an
11 year old female who died of nyocarditis one
nonth after initiating risperidone therapy.

A sixth case involved a seven year
old male who experienced QIc prolongation and
died due to a heart attack after initiating
therapy with risperidone.

The seventh case involved a 16 year
old male with a famly history of Protein S
defici ency who experi enced an upper
respiratory infection and a presuned pul nonary
enbolism and di ed t hree nont hs after
initiating therapy wth risperidone.

And the last two cardiac cases
I nvolve an 11 year old and a 16 year old on
ri speridone who died possibly due to left
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ventricul ar hypertrophy.

The last eight death cases are
summarized on this slide. Six of the eight
cases involved a single report for an adverse
event and n o patterns were identified. The
cases include a 14 year old who had a vira
i nfection and cardiorespiratory arrest prior
to death and while on risperidone; a 14 and a
12 year old who died from suicide which is
| abel ed associ ation; a 13 year old on
ri speridone who had pneunonia, septicem a,
congestive heart failure, and cardiac arrest
and died; an eight year old with di abetes who
had a hypogl ycem c seizure and died while on
ri speridone; a six year old who died after an
accidental ingestion of nultiple nedications,
including risperidone; a five year old who
died after a near drowning wthin three nonths
of initiating risperidone therapy; and a one
year old who died of suffocation after
recei ving her nother's risperidone.

Now, going back to the table
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describing adverse events since marketing
approval, for pediatric patients, there were
1,207 pediatric serious adverse event reports
with 860 of these being U S cases. You wll
note that the definition of a serious adverse
event that was used when identifying these
cases is provided in the footnote.

Now, | ooki ng at t he post
exclusivity period for pediatric patients
there were 131 serious adverse event report
with 42 of these being U S. reports.

O the crude count, 131 pediatric
serious adverse event reports identified
during the post exclusivity period, 15 reports
were excluded because they were duplicates.
O the 116 renmaining unique pediatric cases,
no new safety concerns were identified.

The safety reviewer gave particul ar
attention to 35 cases involving |abeled
met abol i ¢ extrapyram dal and gyneconastia and
hyper prol actinema events to see if there was
a qualitative or quantitative difference in
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the reports for pediatric patients conpared to
adul ts.

Again, there are multiple sections
in the drug labeling that are relevant to
these selected serious adverse events. The
war ni ngs and precautions section of the drug
| abeling i1nclude subsections on hyperglycem a
and di abetes nellitus, tardive dyskinesia, and
hyper prol acti nem a.

The adverse reaction section of the
drug | abeling nentions extrapyram dal synptons
and gyneconasti a.

The 15 netabolic effect cases
I ncluded cases of increased weight, diabetes
mel |itus, di abetic ket oaci dosi s and/ or
gl ycosuri a. The 14 extrapyram dal cases
I ncluded three tardive dyskinesia and 11 other
extrapyram dal effect cases.

Lastly, there are four gyneconastia
cases and two cases of hyperprolactinem a.
Agai n, these events are consistent wth
current | abeli ng.
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This chart describes the various
conbinations of netabolic serious adverse
events that were reported in pediatric
patients. You will note that there were three
groups of reports for diabetes alone or
di abetes conbined wth another netabolic
adverse event.

O the 81 other pediatric serious
adver se event cases during t he post
exclusivity peri od, the safety revi ewer
provided case counts according to the
categories listed on this slide. There were
29 cases with | abel ed events and 53 cases wth
unl abel ed events.

The drug | abeling sections rel evant

to these other serious adverse events are the

contraindications section, whi ch i ncl udes
hypersensitivity reactions, I ncl udi ng
angi oedena, the warnings and precaution
secti on, whi ch i ncl udes cer ebrovascul ar
events, I ncl udi ng stroke and transi ent
I schem c attack, neur ol eptic mal i gnant
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syndrone, tardive dyskinesia, hyperglycema
and diabetes nellitus with worsening glucose
control, hyper prol acti nem a, orthostatic
hypot ensi on, sei zures, and sui ci de.

The adver se reaction section
controlled clinical trials subsection nentions
arrythm a, br adycardi a, and tachycardi a,
| eukopenia, anxiety, trenor, increased SGOT
and SGPT, edenma, and vom ti ng.

The post mar ket i ng experience

subsecti on I ncl udes pul nonary enbol i sm
car di opul nonary arrest, t hr onbocyt openi a,
precoci ous puberty, angi oedena, and

pancreatitis, and the drug interaction section
di scusses how risperidone use can result in
I ncreased val proate plasnma concentrati ons.

O the 53 unl abel ed events, no new
safety concerns were identified. There were
30 non-therapeutic uses, including accidenta
exposures, intentional m suse or overdose and
poi soning of food, 14 events that involved a
single case report, and seven other adverse
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event types reported in tw to four cases.

O not e, the four cases  of
agitation during the switch from risperidone
to net hyl pheni date are suggestive of off-I abel
use for attention deficit hyperactivity
disorder in which agitation can be part of
t hat di sorder.

Lastly, sone of the remaining
serious adverse events are consistent wth
schi zophrenia or Bipolar | disorder, such as
hal | uci nati ons, aggression, and self-injurious
behavi or. However, these events also can be
seen in children and adol escents w thout these
psychi atric di agnoses.

This conpletes the one-year post
exclusivity adverse event reporting. The
safety review did not reveal any new safety
concerns for oral ri speridone as t he
identified adverse events were qualitatively
simlar to those currently found in the
product |abeling and described in the adult
popul ati on.
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Therefore, FDA wll continue its
standard ongoing safety nonitoring for oral
ri speridone. And then the question to you is:

does the Advisory Commttee concur?

And in closing | just would like to
acknow edge the assistance | received in
preparing for this presentation from nunerous
FDA staff in the Ofice of Surveillance and
Epi dem ol ogy, the Dvision of Psychi atry
Products, the Ofice of dinical Pharnmacol ogy,
the Ofice of Pediatric Therapeutics, and the
Pediatric and Maternal Health staff.

Thank you.

CHAlI RPERSON RAPPLEY: Thank you.

W' re open to questions.

DR RAKOWNBKY: | have a question
for Dr. Laughren, please.

W have a very nice report fromDr.
CGovernal e | ooking at the use of Risperdal over
the last three years. In | ooking at the zero
to 12 age range there's been basically a
stable wuse in that age range, but the
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percentage of change allowed to have the
diagnosis or the coding of infantile autism
Is that a code that will be used only for
children less than two or is that a diagnosis
code that you would use for any pediatric age?

In other words, the question is are
we seeing nore use in off l|abel, in other
words, less than five year olds, based on what
we're seeing in the use data.

DR LAUGHREN: Yes, | don't have an
answer to that question. You know, in the

division we're not the ones who collect the

data on use. Maybe, Felicia, you could
comment on that code infantile autism l's
that |1 CD 9?

DR COLLINS: Actually I would need
to defer to someone in the Ofice of
Surveil | ance and Epi dem ol ogy.

CHAlI RPERSON  RAPPLEY: Pl ease use
the mc.

DR BORDERS- HEMPHI LL: " m sorry.
"' m Vi cky Borders-Henphill.
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That is an ICD-9 code that we use,
and we only | ooked at age groups zero to 12.

DR RAKOABKY: Wuld the infantile
autism ICD-9 code basically be used for any
child with autism less than 12, for exanple,
and still be ternmed infantile autism or is
that just a subset of younger children of
autismthat this is being used for?

DR BORDERS- HEMPHI LL: Vell, we
also saw it as an I1CD-9 code for 13 to 17 year
ol ds as well.

DR RAKOWBKY: So probably nore of
a broad range.

DR BORDERS- HEMPHI LL: Right.

DR RAKOABKY: (Ckay.

CHAl RPERSON RAPPLEY: Dr. Dure.

DR DURE: Yes. | have a question
for the psychiatry products group, t 00,
because |I'm a child neurologist, and | have a
bi as that extrapyram dal syndrones are really
under-recogni zed wth the use of these agents,
and | would be concerned or ny question is:
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I's enough being done because to try to at
| east educate people or do you have a concern
about that on your panel ?

It didn't take long for nme to find
out about di abet es mel litus and
hyperprolactinema wth these agents a few
years ago. | heard about that very quickly,
but neurol eptic malignant syndrones, serotonin
syndrones and akathisia, things |like that.
There is a lot of concern in the literature
about people's ability to recognize this.

Do you f eel l'i ke, in your
Commttee, do you feel |ike enough is being
done to keep the public and the practitioners
awar e?

DR LAUGHREN: VWll, we think this
drug is reasonably adequately |labeled wth
regard to extrapyramdal side effect. You
know, it's not really probably FDA's primary
responsibility to go beyond that to educate
the community.

| think it really falls nore to the
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vari ous practice associations to educate their
menbers, but you know, we're open to
suggesti ons about what you think we mght be
able to do to further educate.

CHAlI RPERSON RAPPLEY: Dr. Farrar.

DR FARRAR | would like to follow
up on that because | agree. | think one of
the things that | have seen is a lot of very

hard to define novenent disorders in kids who
are being treated off label with this, and
this is just ny experience in the clinical
setting, and | don't have any hard nunbers to
real ly say what that neans.

And so | thought it was interesting
that of the novenent disorders, 11 of them
were described as other extrapyramdal, and so
it sounds like there's kind of this general
tendency out there for people to have a hard
time deciding what it is. These kids are not
fitting really typical patterns it doesn't
sound | i ke.

Again, |'m not sure what other
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studi es need to be done.

One of the other things that | was
interested in when | 1ooked through this is
that although from | ooking at the prescribing
on page 125, vyes, bipolar and schizophrenia
are the nost common di agnoses for which these
drugs are prescribed, but all others is 99, 000
or alnost half of the use of this.

Again, you all can't set policy.
You all can't tell doctors how to prescribe
drugs, and so | think you're caught a little
bit here, but these drugs are being used, and
plus that's in the zero to 12 year group, and
so just the data |ooks |Ilike there's a
trenmendous anount of off-label use of these
drugs goi ng on out there.

"' m not sure. | agree there's not
much you can do wth the label right now
because qualitatively what you're seen in your
reports and the data you have | ooks |ike what
you tal k about in the label, but | don't know.

|'"'m not sure if we can nake a recomendati on
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or what this Commttee can do to try to
encour age nor e st udy of t hese dr ugs,
especially in children, because | t hi nk
there's a lot of off label use and | think
there are a lot of side effects that are not
fitting into the normal categories very well.

CHAlI RPERSON RAPPLEY: Dr.
Gol dst ei n.

DR GOLDSTEIN.  Again, this is not
ny area of expertise, but in reading through
the data there clearly is a statenent that
there's a dose response effect regarding
safety, and there's also repeatedly in the
| abel that there is no control data to support
| ong-term use either in schizophrenia, bipolar
mania, or the irritability associated autistic
I ndi cati ons.

So given that there are significant
metabolic effects, OCNS effects and cardiac
effects, and especially the netabolic effects
whi ch one woul d assune woul d accrue over tine,
ny questions are, not being a practicing
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psychi atrist: what's the typical Ilength of
treat nent ? Do we have any data on the |ong-
termuse fromthe adverse event reporting? |Is
there any way to ferret that out? |Is there a
cumul ative or is there the possibility that
there's a cunul ati ve dose effect?

And then ny last question is that
when you |ook at the |[abel statenents
regarding extended periods, the statenent
under schizophrenia i1s different than that
under bipolar mania and autistic. The
statenent for schizophrenia just cautions the
physician who wuses Risperdal for extended
periods of tine to periodically reevaluate the
| ong-term useful ness, whereas the statenents
for bipolar mania and irritability associated
with autistic disorder caution to reevaluate
| ong-termrisk and benefits.

DR LAUGHREN: Vell, in terns of
the first question about Ilong-term safety,
it's very difficult to get good, systematic,
|l ong-term safety data in anyone, but in kids
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in particular. The | abeling describes the
data that we have, and those are, you know,
from open | abel extensions, and we give sone
descriptive nunbers of what happens. You
can't really get long-term control data. I n
other words, you couldn't do a year |long
pl acebo controlled trial and systematically
| ook at the cumulative effects. You can only
| ook at a cohort.

And those are suggestive that there
are sonme cunulative effects, and we've
reported that in the |abeling, but you know,
we agree that these drugs, this drug included
anong the atypicals, have netabolic burden.
You know, they increase weight. They alter
lipid profiles. They have effects on gl ucose,
and we think that's inportant for prescribers
to know, and we think the |abeling, you know,
clearly expresses that concern.

CHAI RPERSON RAPPLEY: Dr.
Notterman, then Dr. Kosic, and we have two
others in the w ngs.
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DR GOLDSTEI N l"m sorry. Wiy is
there a difference in the recommendations to
t he physician for schizophrenia as conpared to
t he other two?

DR LAUGHREN: Can you again say
exactly what you're referring to?

DR GOLDSTEIN. It's on page 152 of
ny booklet under schizophrenia, the [ast
statenent, the first paragraph at the top of
t he page. The physician who elects to use
Ri sperdal for extended periods in adol escents
W th schi zophreni a shoul d periodically
reevaluate the long-term usefulness of the
drug for the individual patient.

DR LAUGHREN. Ckay.

DR GOLDSTEI N: But then on page
153 and again on 154 under the bipolar and the
autistic sections, the l|last paragraph on page
153 -- I'msorry -- the second paragraph, the
| ast sentence on page 153, it says, The
physician who elects to use Risperdal for
ext ended peri ods shoul d periodically
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reeval uate the long-termrisks and benefits of
the drug for the individual patient.

And that sanme sentence is used for
the autistic. So ny question is that it just
| ooks like efficacy is being reconmended for
fol | ow up under schi zophreni a, wher eas
efficacy and safety is being recommended for
the other two conditions.

It just seens to be inconsistent.

DR LAUGHREN: |'m sure that was
| nadvertent, you know. It certainly wasn't
intended that one wouldn't |ook at both
efficacy and safety long term So it's
sonet hi ng we can consi der fixing.

CHAI RPERSON RAPPLEY: Dr.
Not t er man.

DR NOTTERVAN: A review of the
prescribing indications shows that there's a
substantial amount of prescribing for ADD in
the under 12 group, 16.8 percent in the |atest
dat es. And | wonder if in light of sone of
the toxicities and adverse effects that you' ve
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acknowl edged are significant, the netabolic
burden, we have given substantially enough
wei ght to these adverse events in light of the
off label indications for which the drug is
bei ng prescri bed.

So by that | nean in balancing the
benefit and risk of the drug and the burden of
the drug, the balance seens clearly in favor
when used for a disorder such as schizophrenia
or anot her psychotic ill ness.

However, it doesn't seem to favor
the use of this agent in certain unlabeled
I ndications, in particular for ADD, and so |
guess ny question is whether sone other
action, for exanple, a notice to prescribers
regarding the use in ADD is worth considering
in the future.

DR LAUGHREN:  You know, it's hard
to tease out from the data exactly what the
drug is being prescribed for in kids wth
ADHD. | suspect what it is is being used for
co-norbid either oppositional defined disorder
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or conduct disorder since that's in child
psychiatry probably the nost wdely used
di agnosi s. You can't really tease that out
fromthese data.

But to your question about, you
know, what can FDA do in terns of off |abel
prescribing, again, you ve heard this many
tines, but we don't regulate the practice of
medi ci ne. Once we put a drug out there, we
can clearly say in the label what it 1is
i ndicated for, you know, what the appropriate
use is from our standpoint for those approved
I ndi cati ons.

Again, we're open to suggestions,
but it's not clear what you would want FDA to
do to try and influence the way the drug is
used in the comunity.

DR NOTTERMAN: Wll, | do agree
that sonme of the use at least that |'m aware
of is for oppositional defined disorder, but I
think there's also substantial use for ADD
wi t hout those characteristics.
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And as for what | think FDA should
consider, it is the evaluation of the adverse
effects in light of the actual use of the
drug, and in particular, to consider whether
-- and it may be that there isn't and it nmay
be that you're right and this is msleading
coding, but to consider whether there 1is
substantial use by practitioners for this
indication in the context of a significant
met abol i ¢ burden.

| also have one other question
related to that, and that is whether or not
there's data on QIc prolongation for this
agent when used in nonot herapy.

DR LAUGHREN: If you look at the
| abel i ng under ECG there were changes nade on
the basis of the new data that cane out of
t hese studies, which basically says that there
weren't any inportant changes noted other than
a slight increase in pulse rate.

DR NOTTERVAN: So do you know if
Qlc was specifically I ncl uded in that

NEAL R. GROSS
COURT REPORTERS AND TRANSCRIBERS
1323 RHODE ISLAND AVE., N.W.
(202) 234-4433 WASHINGTON, D.C. 20005-3701 www.nealrgross.com




10

11

12

13

14

15

16

17

18

19

20

21

22

74

surveill ance?

DR LAUGHREN: Vell, ECG were
collected, but of course, this is in the
context of a typical clinical trial rather
than a thorough QI study. So, you know, it's
true that you can't take quite as much away
from that as you could from a thorough QI
study, but this conpound risperidone has been
| ooked at a lot for QI, and it doesn't appear
to have much of a signal.

DR NOTTERVAN:  Thanks.

CHAlI RPERSON RAPPLEY: Dr. Kocis.

DR KOO'S: In looking at this drug
conpared to many of the drugs that we're going

to review or have reviewed over the few years

that |'ve been here, this is sonewhat unique
in that it's being used in -- 25 percent of
Its use has been in pediatrics. It's a drug

that has many effects, sone that are serious,
and | would disagree with your assessnent that
the FDA is passive in this thing and what they
can do.
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My sense of reading this, there are
some very serious signals and ny read on the
| abeling is that it's inadequate to those
signals that you' ve known about, we've known
about, and it doesn't enphasize the Ilife
t hreateni ng side effects.

So for ne when | read through this
-- and, again, | don't use these drugs nyself.

So it's sinply naive as | read through these
things -- that | think it's inadequate in

| abeling for seizures in the sense that it

doesn't include -- there are seizures and then
there is -- epileptic that's leading to
sei zures and death. There's the netabolic

effects where we talk about hypoglycema and
di abetes, but there's al so di abetic
ket oacidosis that's not enphasized. "' m not
sure if that led to death.

And then the <cardiac toxicities
were reviewed and apparently they brought in a
consultant to review that, and it ties
sonewhat into the QI studies, and |'m curious
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about that, if you acquire the EKGs, why QI

studies weren't -- or | don't know the
resul ts. Maybe they were done. | don't know
what that inpact was, but |'m curious as to

what the consultant found and reviewed to see
iIf there's additional things we need to
noni t or.

And then the final comment is on
behal f of the sponsor, in the |abeling when
they talk about the long-term effects of
Ri sperdal on growh and sexual maturation have
not been fully evaluated, | find that |acking
in the sense that we know it has profound
| npact on prolactin and ot her endocrine things
that | believe should require them to study
this in children who are undergoing sexual
mat ur ati on.

DR LAUGHREN: Vell, I'ma little
puzzl ed about your statenent that |abeling is
I nadequate wth regard to sonme of these
serious risks. These are all war ni ng
statenents, very prom nent warning statenents.
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You know, the statenent on hyperglycem a

tal ks abo

ut the possibility of ketoacidosis,

al though | nmust say that what you're dealing

wth are

I ndi vi dual reports, spont aneous

reports of children devel opi ng what in many of

these ca

di abet es.

to see

ses of ketoacidosis is Type 1

The kind of diabetes that we expect

with a drug |I|ike an atypical

anti psychotic which induces weight gain and

lipid changes and hyperglycema is Type 2

di abet es.

hyper osnol

The end stage of that would be

ar cona. You see ketoacidosis with

Type 1 di abetes.

bel i eve
di abet es.

you know,

There's no particular reason to
that this drug induces Type 1
Mre likely what you' re seeing are,

the natural occurrence in this age

group where it's the peak onset of Type 1

di abet es.

(202) 234-4433

So again, |I'mpuzzled by --
CHAlI RPERSON RAPPLEY: Excuse ne.
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To that point, | believe |'ve read in the
material that vyou' ve conpiled for wus that
there have been spontaneous reports of
hyper osnol ar ketoaci dosis, and that, in fact,
people do recognize and accept the risk of
Type 2 diabetes with the netabolic syndrone,
have been part of the netabolic syndrone.

So | wouldn't want to dimnish that
as a risk factor because children are also
devel opi ng Type 1.

DR LAUGHREN. | totally agree, but
again, |'m anxious to hear suggestions about,
you know, what nore we can do in |Iabeling.
It's already very promnently | abel ed. The
sane with seizures.

CHAI RPERSON RAPPLEY: I'd like to
allow Dr. Rosenthal, Dr. Cnaan and Ms. Celento
to speak. Dr. Rosenthal.

DR ROSENTHAL: Thank you.

| actually am just reflecting on
the very high incidence of hyperprolactinema
in the pediatric population. |I'msitting here
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wondering what is the effect of that over the
years in which these nedications are going to
be used.

| think the |abel effectively calls
out that high occurrence, but | think ny
question may relate sonewhat to Dr. Kocis'
question, and that is if these nedications are
used to a significant degree in the pediatric
popul ation, and there is information regarding
the effects of the nedication on the neural
endocrine access. |Is it reasonable to ask the
guestion of what is the long-term effect on
growt h and devel opnent in these areas.

DR LAUGHREN. That's always a good
gquestion to ask. The difficulty, of course,
Is in trying to figure out how you're going to
get an answer to that question. How are you
going to nmount a trial that allows you to
follow a cohort for the years and years that
you would need to to gather that information,
especially if you wanted to have sone kind of
a control? It's a challenge.
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DR ROSENTHAL: So | guess |I'm not
asking the agency to design the study, but I'm
wondering whether there aren't sone nechani sns
even through the |abeling process where
particular attention can be drawn to this
poi nt, which mght then stinmulate research in
this area.

You know, the we don't think of the
| abel as being used in this way, but I'm
thinking outside the box, and maybe if
particular attention is drawn to the very high
occurrence of hyperprolactinema in the |abel,
that wll raise enough eyebrows that the
studies will get done.

CHAl RPERSON RAPPLEY: Dr. Cnaan.

DR CNAAN: In the interest of
tine, ny guestion nostly m m cs Dr.
Notterman's question. | am very concerned
when | look at the second nobst prescribed

I ndi cation being ADHD, as was pointed out in
Slide No. 5, and the cumulative effect of
everything that everybody has said here. | t
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Is not about the labeling, but if there is
anything that the agency can do to decrease,
at least, off Ilabel wuse for nore mld
indication, | think I would greatly appreciate
it.

CHAlI RPERSON RAPPLEY: Ms. Cel ento.

M5. CELENTO. | second Dr. Cnaan's
comments, and really the comments of everyone
el se. And | will say that, you know, maybe
iIt's the Google generation and people stopped
readi ng at page one. | don't feel that the
met abolic indications or the netabolic effects
are highlighted in the label, and | realize
there's a standard format for the |abel, but I
don't think those concerns are really broadly

raised here for the parent of a pediatric

patient.

And, again, sone of these drugs are
being -- this drug is being used naybe for
indications that are off Ilabel, and there

m ght be other options.
DR LAUGHREN. Yes, with regard to
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the netabolic issue, | can say that there's a
review ongoing within the agency right now
| ooki ng extensively at the netabolic effects
for all of the atypicals. W' ve pretty nuch
conpleted our review for the other drug that
you're going to talk about here this norning,
Zyprexa, and the labeling for that drug, |
think, better reflects the netabolic risks.

You know, we expect over the next
couple of years to inprove the highlighting of
the netabolic profile for this drug and the
ot her atypicals, but that review is ongoing.

CHAI RPERSON RAPPLEY: I'd like to
make an observation that of the 31 deaths that
were described here by ny reckoning, 11 of
those were associated with off |abel wuse.
Eleven of those had no diagnosis clearly
associated wth use, at | east in the
information avail able, and six were associ ated
with on | abel use.

It's also an observation, and |
know there's not a really rigorous -- there's
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no evidence to be gleaned, but just a signa
perhaps. N ne of these deaths were associ ated
with SSRI concomtant use, and 12, including
t hat ni ne, wer e associ at ed with
ant i depr essants.
So | wonder | f there isn't
sonet hing that we should be | ooking at there.
| do think we have an avenue
per haps around our shared concern about off
| abel use and the rapid increase in use. You
described to us a ten percent increase in use
for children zero to 17 within the |ast year.
What was present ed to t he Best
Pharmaceuticals Conmttee -- am | saying that
right? Wat's the nane of that group that we
did in June? No, no, the Best Pharnaceuticals
Act for Children -- the Best Pharmaceuticals
Children's Act. That commttee net in June
and risperidone was one of their itens of
concern, was one of their nedications that
they asked to be reviewed, and | was assigned
to review that as a participant in that
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comm ttee.

There was information presented
there that based on data in seven states in
both Medicaid wutilization and conmmerci al
I nsurance utilization, that risperidone, in
particular, was used by nore than 16 or had a
prevalence of nore than 16 anong Medicaid
youth and a preval ence of approximtely four
anong those in comercial insurance.

Now, that data cones from 2001 and
2004. So we all have a sense that this
I ncrease that you describe over the |ast year
has actually been cunul ative since 2000, those
of us in practice.

So | think we share a concern about

off |abel use and a very rapid increase in use

of this nedication. | say this wth the
caveat that | think it's a very effective
medi cati on, and it iIs a very powerful
medi cati on. | use the word powerful because

It has brought an inproved quality of life to
many, many children who could not experience
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t hat previously.

But because of that, it Iends
itself to off l|abel wuse, and | think that
per haps we've not in the past viewed the |abel
or the agency as a tool to influence practice,

but we do have a request from the Best

Phar maceuti cal s for Children's Act to
recomrend - -

DR MJURPHY: This 1is an NH
comm ttee.

CHAI RPERSON RAPPLEY:  Yes.

DR MJRPHY: This is the NH
commttee, just so everybody is on the sane
page as Marsha, that |ooks at the off -- well,
actually they're not just |ooking at --

CHAI RPERSON RAPPLEY: They' re
aski ng what should be future research

DR MJRPHY: Not | ooking just off
patent, right.

CHAlI RPERSON RAPPLEY: Wiere shoul d
research for children and pharnmaceuticals
focus?
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DR MJURPHY: Right.

CHAI RPERSON RAPPLEY: And | think
we coul d take the concern of this Commttee to
them W could convey to them that we have a
concern about off [abel use; that we have a
concern about long-term effects; and that we
have a concern about extrapyramdal effects in
this very wdely used and increasingly used
medi cati on.

And that could then be added to the
many people who spoke about the inportance of
studying this particular nedication and this
particul ar class of medications in children.

DR, MJURPHY: And | think in that
situation you mght want to articulate at the
end here what are the groups that you think,
because |'ve heard a nunber, you know, of the
proactinem a, the endocrine effects, the, you
know, |ong-term effects, maybe the differences
in the nmetabolic effects going through
puberty.

| rmean, those are sone of the
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things that |1've heard you say, and, Tom |
think what they're saying is they recognize
the agency doesn't really have a nechanism to
get those things done unless, you know, this
probably came in wth a supplenent for
sonething that would sonehow avail itself to
that, but otherwise they're trying to search
for other ways to get this done.

| think though the one other thing
that we need to nake sure, and people have
been careful about this, is that your concern
-- and we've seen this before wth other
products -- is that the large off |abel use in
a population that has not been docunented to
receive any benefit from this product is the
concern fundanentally | think [I'm hearing
expressed.

And | don't know if there's a way.

Let me just put it this way. W would not go

and put in a label, Don't use this for ADHD
| nmean, we can't start doing that. [t's not
what we woul d do.
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| f t here wer e sone way of
enhanci ng, you know, the do not use any other
way -- | can't think of, Tom -- then you
already put in here. You've said if you're
going to use it long term vyou really need to
reassess it and they'll fix the difference
that was brought up for that, but don't use
it.

| guess the question |I'"mhearing is
Is there a way to say if you're using it for
anything other than the indications, you need
to sonehow reassess what you're doing. You
know, | don't know if --

CHAl RPERSON RAPPLEY: Can | suggest
a sentence and then you tell nme if it would be
reasonable or not? You know, |'m not asking
the agency to step outside its bounds.

But would it be reasonable to say
caution shoul d be t aken and car ef ul
consideration of risk of known side effects
with perceived benefit in any off |abel use?
Sonething like that on that first page where
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it's --

DR MJURPHY: Vell, I'm sure | can
tell you right now --

CHAI RPERSON  RAPPLEY: That won't
wor k?

DR MJRPHY: -- the lawers would
not let us do that, and they always get upset
when we physicians start to practice |aw
But, | nean, there's no way they would allow
us to put sonething about off |abel use.

CHAI RPERSON RAPPLEY: Well, | guess
we do have other ways that we can bring to
light concerns about off |abel use of any
medication and the kind of I ncreasi ng
preval ence that we see wth this one.

W do have other people who woul d
like to comment on this. Are these new
comments or are they reinforcing?

DR DURE: Vell, | was asked for
any suggestions, and that was a while ago, but
| mean, under the use in special populations,
the only novenent disorder you nentioned is
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tardi ve dyskinesia, which alnost never gets
described, yet 20 percent of children in the
pedi atric studies have sone conbination of a
novenent disorder, distonia, akethisia, et
cetera.

| mean, | would echo that that's
| nadequat e because they can be serious side
effects, and | would also take issue. | nean,
again, |'ve heard this, that the FDA does not
regul ate the practice of nedicine, and |'m not
suggesting a black box warning, but that is
what is done.

And so | think this Commttee is a
little frustrated because we are trying to
figure out a way that we can accommobdate this
concern of ours, and it's a well founded
concern that we have.

CHAl RPERSON RAPPLEY: W do need to
take a vote on this question. Can you put the
question back up on the screen?

DR MJURPHY: And, Marsha, at the
end would you summari ze the recommendati ons of
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the Commttee because that's the thing we're
supposed to get fromthis Commttee.

CHAI RPERSON RAPPLEY: Yes, | wll
try to do so, and you all can nonitor that.

Dr. Notterman is very much wanting
to make another comment. So one |ast comment.

DR NOTTERNMAN: | just wanted to
ask a process question. It seens to ne that
part of the concern is that what actually is
subsunmed under or wthin the penunbrae of
attenti onal deficit di sorder and ot her
enot i onal di seases of childhood and all
ot hers, what's subsuned under that nakes many
of us unconfortable. It may be that there's a
| arge nucleus of labeled indications or at
| east serious illness that's subsuned there,
and that wuld at Jleast nake ne nore
confortable in evaluating the serious nature
of these side effects, particularly the
extrapyram dal reactions and netabolic burden
and perhaps the cardiac toxicity.

So is it possible for the agency to
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learn nore about the actual prescri bi ng
practices over the next year or so and then
report back to us and other commttees?

CHAI RPERSON RAPPLEY: So you woul d
be considering followp information would be
I mportant to the Commttee.

DR NOTTERVAN On the actual
I ndications with nore precision perhaps in a
prospecti ve way.

DR LAUGHREN: W can go back to
our colleagues in Ofice of Surveillance and
Epi dem ol ogy, the people who collect data on
use, and see if they can get nore precise
about the uses and the nunbers and so forth.

DR MJURPHY: I think that's
actually a very helpful way to try to nove
f orward, iIs to  better understand that
popul ation, and you heard yesterday about the
new dat abases. Sone of them they really have
not del ved I nto to under st and their
functionality as well, and so we can give them
an opportunity, as they like to say here, to
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maybe try out sone of these new systens and
dat abases.

CHAl RPERSON  RAPPLEY: So the
Commttee then needs to vote on the question
that one year post exclusivity was conpleted,
and the safety review did not reveal any new
safety concerns; that the FDA wll continue
Its standard ongoing safety nonitoring for
oral risperidone.

So we need to vote on that
questi on, and t hen I wi | summari ze
recommendations fromthe Commttee and you can
edit ny sunmary.

So the vote will be the FDA wl
conti nue its standard ongoi ng safety
nmonitoring for oral risperidone. How many on
the Commttee support that?

(No response.)

CHAI RPERSON RAPPLEY: So | am not
seei ng any hands rai sed.

Yes.

M5. CELENTG | think the chall enge
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Is that, you know, there are sone of us that
are thinking, and nore, and so how do you
answer yes to this question?

CHAI RPERSON RAPPLEY: So would you
like me to summarize our recommendations first
before we vote? Ckay.

So a sunmmary t hen of t he
recommendations that have arisen from our
di scussion today is that, one, the Commttee
would like followp information regarding
actual use in light of concern for extensive
and rapidly increasing off [|abel wuse of
ri speridone.

Nunber two, that we would express
concern and like to see further information
and further encouragenent of investigation of
|l ong-term effects of this medi cat i on,
including the netabolic syndronme, the other
endocri ne effects, in particul ar,
hyperprol actinema, effects on growh and
sexual maturation;

That we would also like to see
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encouragenent of further investigation and
what ever followp information can be gl eaned
over t he next peri od of tinme about
extrapyram dal side effects.

Additions to that summary?

DR MJURPHY: | just want to nmake
sure that when you said the followp for the
actual use, you want nore than a -- | think we
need a little nore specificity on that because
| want to nake sure that it 1s addressing the
I ssue that Dr. Notterman is definite the ADHD
popul ation, having nore information about that
popul ati on.

CHAI RPERSON RAPPLEY: So we would
i ke nore information about how the nedication
Is actually used and for what indications it
S prescri bed in as gr eat det ai | or
specificity as you're able to glean from your
data sets.

DR FARRAR | would like to add
that, you know, we're going to have this sane
di scussion in just a couple of m nutes.
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CHAI RPERSON RAPPLEY: Well, that's
correct.

DR FARRAR And we'll have it
probably every tinme, and there's a bunch of
these drugs, and they're starting to cone out.

Is there a nechanismto do a class of drugs
study where you would | ook at this whole class
of drugs wth these questions in m nd?

Because we're going to be asking
this question over and over again. Movenent
di sorders, netabolic diseases have all been
identified with, | think, all of these drugs.

W're seeing it a lot with risperidone now
just because it was the first to market and we
have the nost data on it, but as tinme goes on
you're going to see it over and over again
with a lot of other drugs, and | don't know if
there's a nechanism for doing that or if that
needs to be considered as part of the
reconmendat i on.

CHAI RPERSON RAPPLEY: So correct ne
if I'm wong, but | think that would be a
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recommendation that could go to the Best
Pharmaceuticals for Children's Act Commttee
at NIH to look at investigating a class of
nmedi cations as a priority for the nation.

But for us at the FDA, we have to
go product by product; is that correct?

DR MJRPHY: Vell, you know,
think that's an efficient way to approach it
because you do know you're right, Mrsha, that
we do have to go product by product. But when
you do that, you can say we're concerned about
the class, and that Lisa and Dr. Rodriguez who
works with the Commttee also wll mnmake sure
that we bring back this as an issue to that

group, the NI H group, yes.

CHAI RPERSON RAPPLEY: Ckay. So
then I wll ask Dr. Pena to read the summary
that | just gave and so that we can think

about it again before we vote.

DR PENA: (kay. So PAC would like
foll owup on extensive off |abel use. It would
|ike further information on long-term effects
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for this nedication on netabolic syndrone
gr ow h, sexual maturation; would Ilike a
fol | owup report on ext rapyram dal si de
effects; would like nore information on its
use in prescribing information; and recomends
potentially a class of nedications review at a
fol |l owup neeting.

CHAI RPERSON RAPPLEY: And | would
add specifically hypoprolactinema under the
area where you say sexual maturation and
gr ow h.

Yes.

DR KQA S: One other thing.
Yesterday we |earned about sonme of the new
dat abases that allow for |ooking not only at
single drug use but conbination drug use. I
don't know if those databases are up and
running in such a fashion that we can also
glean sonme |ook at concomtant nultiples.
You' ve heard SSRI's, antidepressives, even sone
of the hyperglycem c agents and stuff.

But | think that would also be an
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I nteresting question.

CHAl RPERSON RAPPLEY: Dr. Pena j ust
added that. So thank you.

So given that t hat wi | be
recommendations of this Commttee to the
agency, we now also need to vote on the
question of FDA. So the statenent is FDA wll
conti nue its st andard ongoi ng safety
nmonitoring for oral risperidone.

|"msorry?

And the additional itens that we
described in that sumary, yes. D scussion?

DR NOITERVAN l'"'m not sure.
Per haps you can enlighten ne. The conti nui ng
of standard ongoing safety and taking under
consi deration these extensive reconmendations
are conpati ble statenents

DR MJRPHY: | guess |I'm sitting
here thinking | think you said no. | think
you've said we think there are additional
pieces of information that we would like to
have, and what we have to --
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CHAI RPERSON RAPPLEY: Excuse ne.
How about in addition to standard ongoing
safety nonitoring?

DR GOLDSTEI N: O you could just
say you expand its standard ongoing safety
monitoring for oral risperidone and then to
I ncl ude the follow ng.

DR MJRPHY: Vell, what this is
saying is that there's really nothing nore
that you want. Ckay. That's what this is
sayi ng.

CHAI RPERSON RAPPLEY: And we don't
agree wth that. That's correct.

DR MJRPHY: |  know you're not
agreeing wth that statenent.

CHAl RPERSON RAPPLEY:  Yes.

DR MJRPHY: Ckay. You' re saying
that we're not finished with looking at the
adver se effects of t hese product s,
particularly this product, in the pediatric
popul ation. W have additional concerns. W
understand the agency can't require sone of
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