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PROCEEDI NGS
Call to Order and Openi ng Renarks

DR. GOCDMAN:  Good morning. This is the
Psychophar macol ogi ¢ Drugs Advisory Conmmittee. All
conmi ttee nenbers have been provided with copies of
background materials fromboth the sponsors and the
FDA, with copies of letters fromthe public that we
received. The background materials were posted on
the FDA web site yesterday norning. Copies of al
these materials are available for viewing at the
FDA desk outside this room

FDA relies on its advisory comrittee to
provi de the best possible scientific advice
avail abl e to assist themin maki ng conpl ex
deci sions. W understand that issues raised during
the neeting may easily lead to conversations over
breaks or during lunch. However, one of the
benefits of an advisory comrittee meeting is that
the di scussions take place in an open and public
forumso, in the spirit of the Federal Advisory
Comm ttee Act and the Sunshine Amendment, we

request that menbers of the comittee not engage in
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private off-record conversations on today's topic
during breaks or lunch. W also ask that the press
and t he audi ence assist the conmittee by not asking
themto participate in such conversations. W are
confident that everyone is sensitive to these

i ssues and hope you appreciate that these conments
are intended as a sinple remn nder.

We | ook forward to a productive and
interesting neeting. Today we have been asked to
render advice on a new drug application on a
transdermal delivery system for nethyl phenidate.

We are going to be asked to review i ssues of both
ef ficacy and safety.

Let me start--1 think nost of us here--by
goi ng around and introduci ng ourselves. To start
off with, I am Wayne Goodman. | am a professor at
the University of Florida College of Medicine,
Department of Psychiatry. Wy don't we start at
this end of our committee, over here, Dr. Mehta?

DR. MEHTA: | amDbDilip Mehta. | ama
retired physician. | worked with Pfizer. | amthe
i ndustry representative on the comittee.

DR. POLLOCK: Bruce Pollock. | ama
geriatric psychophar macol ogi st.

DR. VELLS: Barbara Wells. | amthe Dean
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of the School of Pharrmacy at the University of
M ssi ssi ppi .

DR LEON: | am Andrew Leon. | am
prof essor of biostatistics at Cornell University
Medi cal col |l ege.

DR PFEFFER: | am Cynthia Pfeffer. |
a professor of psychiatry at Cornell University
Medi cal Coll ege and a child psychiatrist.

DR MALONE: | am Richard Ml one, a
prof essor of psychiatry at Drexel University

Col I ege of Medicine and | ama child psychiatrist.

MS. Dokken: | am Deborah Dokken. | am

the patient fanmily representative on the FDA s
pedi atric advisory committee, and have been asked
to serve tenporarily on this comittee.

DR. REESE: Good norning. | am Cicely
Reese, executive secretary.

DR CGELLER Barbara Geller. | ama

physician, a child psychiatrist at WAshi ngton
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University in St. Louis.

DR. WANG  Phil Wang, psychiatrist and
epi dem ol ogi st at Harvard Medi cal School

DR ROBINSON: | am Del bert Robi nson. |
am a psychiatrist at the Albert Einstein Coll ege of
Medi ci ne, in New York.

DR PINE: Danny Pine, child and
adol escent psychiatrist at the NIMH I ntramnura
Resear ch Program

DR LEVIN. | am Robert Levin, medica
reviewer in the Psychiatry Division at the FDA

DR ANDREASON: Paul Andreason. | amthe
Acting Deputy Director, Division of Psychiatry
Products at the FDA.

DR LAUGHREN. Tom Laughren. | amthe
Director of the Psychiatry Products Division at
FDA.

DR. TEMPLE: Bob Tenple, Director of the
Ofice of Drug Evaluation I.

DR. GOCDMAN:  Thank you, everyone. | am
going to turn the mcrophone over to Cicely who has
an inportant statenment to read.

Conflict of Interest Statenent
DR REESE: Good norning again. | wll

read the conflict of interest statenent. The
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foll owi ng announcenent addresses the issue of
conflict of interest and is made part of the record
to preclude even the appearance of such at this
meeting. Based on the submitted agenda and all
financial interests reported by the committee
participants, it has been determ ned that all
interests in firms regulated by the Center for Drug
Eval uati on and Research present no potential for an
appearance of a conflict of interest at this
meeting with the foll owi ng exceptions:

Dr. Andrew Leon has been granted a ful
wai ver under 21 U.S.C. section 355(n)(4) for owning
stock in a competitor, valued from $5,001 to
$25,000. A waiver under 18 U.S.C. section
208(b)(3) is not required for this interest under 5
CFR 2640. 202(b) de minims exenption for matters
af fecting non-parties applies.

Dr. Bruce Pollock has been granted a ful

wai ver under 18 U.S. C. section 208(b)(3) for
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consulting on an unrelated matter for a conpetitor,
for which he receives |less than $10,001 a year, and
for serving on a speaker's bureau for a conpetitor
for which he receives |l ess than $10,001 a year

Hi s speaking is unrelated to the product at issue
and t he conpeting producs.

Dr. Wayne Goodman has been granted a ful
wai ver under 208(b)(3) for his enployer's contracts
with a conpetitor, funded between $100, 001 and
$300, 000 per year. His enployer also has a
contract with a firmthat is a sponsor and a
conpetitor, funded for |ess than $100, 000 per year

A copy of the waiver statements may be
obtained by submitting a witten request to the
agency's Freedom of Information O fice, Room 12A-30
of the Parkl awn Buil di ng.

W woul d also like to disclose that Dr.
Dilip Mehta is participating in this neeting as an
i ndustry representative, acting on behal f of
regul ated industry. Dr. Mehta's role on this
conmittee is to represent industry interests in

general and not any one particul ar conpany. Dr.
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Mehta is retired from Pfizer.

In the event that the discussions involve
any other products or firns not already on the
agenda for which an FDA participant has a financial
interest, the participants are aware of the need to
excl ude thensel ves from such invol verrent and their
exclusion will be noted for the record.

Wth respect to all other participants, we
ask in the interest of fairness that they address
any current or previous financial involvenment with
any firms whose products they may wi sh to coment
upon. Thank you

DR. GOODMAN:  Thank you, Cicely. W have
anot her menber who just joined us. | wonder if you

could introduce yourself? Use the m crophone,

pl ease.

M5. BRONSTEIN: | am Jean Bronstein.

DR. GOCDVAN:  And say sonet hi ng about
yoursel f.

M5. BRONSTEIN: | amthe consumer
representative. | ama retired psychiatric nurse.

DR. GOCDMAN:  Just to give you an overview
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of the agenda, we are going to start off this
morning with formal presentations fromthe FDA
Al though it doesn't show time for questions, that
is what | would like to do, and | think it would be
useful for the committee to have an opportunity to
ask questions of the FDA, and then probably take a
brief break. That isn't on the schedule. | find
it is better to take sone brief breaks so everybody
stays fresh, right before the set of presentations
fromthe sponsor. Al right? So, | would like to
i ntroduce Dr. Tom Laughren, who will be presenting
on behal f of the FDA
FDA | ntroductory Remarks

DR. LAUGHREN: Good nmorning. | just have
a few brief coments. | nostly want to wel cone you
back to the Washington area for this nmeeting, and
then I am going to nake a few general conments
about the topic for today's neeting. As you know,
we are going to be discussing this patch
formul ati on of methyl pheni date for the treatment of
ADHD. This is the first patch fornul ati on we have

seen for nethyl pheni date and we thought it would be
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useful to bring this to the conmrttee and have your
t houghts on this.

Now, as you will hear, this is the second
review cycle for this application. It received a
non- approval action the first time around and the
reason was primarily our concerns about
unaccept abl e adverse events with the 12-hour wear
time that was utilized in the initial program
Subsequently, the sponsor conducted a second
program using a 9-hour wear tinme and they feel that
they have denonstrated effectiveness and reasonabl e
safety using this shorter wear tine.

From FDA, you are going to hear first from
Paul Andreason, the deputy, who is going to give
you sone additional background information and
outline the issues that we would Iike you to focus
on. Then you will hear from Bob Levin, the
clinical reviewer, who is going to focus nostly on
safety issues. |In addition, there are severa
ot her nenbers from our review teamwho are here,
who wi Il not be nmaking presentations but they are

avai l abl e to answer questions that m ght cone up.
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Is Dr. Kong here? | guess he is not here. In any
case, Dr. Kavanagh and ot her menmbers fromthe
Bi opharmaceutics group are here to answer
questions. Is Dr. Zeldes here? He is here from
the control |l ed substances staff to answer questions
in that area should they cone up.

Now, in the clinical review that you
received in the package, obviously you are aware
that Dr. Levin in that review concluded that this
product is not sufficiently safe to be approved.
You are going to hear fromDr. Levin today.
bel i eve he has reconsidered that conclusion. In
any case, the point that | want to nake is that the
Di vi sion has not yet reached a concl usi on about
this application and that is why we are seeking
your advice on this.

Finally, I want to mention that we are
going to ask you to vote on the two genera
questions of efficacy and safety for this product,
but I also want to let you know that you,
obviously, are free to raise other questions and

i ssues that you think need to be discussed. As |
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poi nted out, we have sone other review staff from
ot her disciplines who are here to hel p answer those
questi ons.

Next, | would like to invite Dr. Andreason
to come up and make his comrents. Thank you

FDA Overvi ew

DR. ANDREASON: Thank you very nuch, Tom
I would l'ike to thank the conmittee for the
opportunity of speaking today. As part of ny
presentation this nmorning, | would like to go over
alittle bit of the history of methyl pheni date.
This is a drug substance that has been on the
mar ket as long as | have been alive and,
unfortunately, that is a fairly long tine.

[ Laught er]

It was approved in Decenber of 1955 for an
i ndi cati on which we know today as attention deficit
hyperactive disorder but which was called m ni nal
brain dysfunction at that point. Just to give you
alittle bit of perspective on how far drug
regul ation has cone since that tine, it was not

until 1962 that Congress anmended the Food Drug and
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Cosnetic Act to require that drugs denonstrate
ef fectiveness prior to their approval as well as
safety.

The basis of approval of the stinmulants in
general , and met hyl pheni date specifically, is that
they treat patients with an established di agnosis
of attention deficit hyperactivity disorder, and
that is by whatever the current standard m ght be.
At this point it is the DSMIV criteria.
| mprovenent on cl assroom neasures of attention and
behavi or in a doubl e-blind, random zed,
pl acebo-controlled trial, and instrunents that are
used to neasure that are comonly the SKAWMP, or the
Swanson, Kotkin, Agler, MFynn and Pel ham
| aboratory school rating scale, or another one that
is commonly used is the inattention/over-activity
wi th aggression, or | OM Conners scal e.

Over the tine that | have been alive and
prof essionally active we have seen nany changes in
t he met hyl pheni date drug formul ati ons.

Met hyl pheni date was commonly used in an i medi ate

rel ease formul ati on where children had to receive a
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dose early in the norning and then receive a second
dose at school. Since it is a Schedule |
control |l ed substance, this required that a separate
prescription be filled and kept probably in a
safe--literally a safe | ock-box at the school and
be adm ni stered by a school nurse. This also
required children to visit that school nurse at
some point during the day.

Wth the extended rel ease fornul ati ons,
this obviated the visit to the school nurse in the
m ddl e of the day and the extra prescription and
the logistical problens that were caused by this
treatnment, and it was worth doing it because, as
will comment again later, clinical trials with the
stimulants in general, and with nethyl phenidate
specifically, are uniformy positive, nost often
positive at every neasured time point and these are
not only statistically significantly better than
pl acebo but they are clinically better than
pl acebo.

Just to highlight some of the changes in

formul ati on over the years, Ritalin SR was approved
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in 1982; Concerta in 2001; Ritalin LA in 2002;
Focal i n, a dex-net hyl pheni dat e extended rel ease
formulation, in May of this year. O her
formul ati on changes for non-tablet or not
swal | owabl e tabl ets of capsules--there is the
solution that was approved in 2002 and the chewabl e
tablet in 2003. There have been sone drug
subst ance changes in that Focalin is the
dexnet hyl pheni date fornul ation, as well as Focalin
XR.

Again, studies with the stimulants in
general, and nethyl pheni date specifically, are
uni formy positive. The nmeasurable treatnent
effects are both statistically and clinically
significant. In short, the stinmulants are a very
reliable mainstay in the treatnent of ADHD.

Stimulants are al so an archetypical node
of a performance-enhancing drug. They not only
hel p people with ADHD, they pretty much hel p anyone
who takes theminprove in attention. |If these
medi cations are taken in too high a quantity, then

they can cause fairly uniformy adverse events,
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bot h psychiatric and cardi ovascul ar. Each
i ndividual may vary in their sensitivity to getting
these adverse events but, if given enough of any of
these stinulants, alnost anyone mi ght have themif
gi ven a hi gh enough anmount.

The net hyl pheni date patch that we are
nmeeting on today is a change in the route of
met hyl pheni date adm ni stration. The regul atory
history of this particular fornulation is that it
was first brought to the FDA as a new drug
application in June of 2002 and we issued a not
approved letter in April of 2003. The nmjor reason
for this decision was that we believed that it
significantly over-nedicated children at
i nappropriate tinmes of the day and led to
unaccept abl e adverse events not associated with
other once a day products available. The conplete
response to our not approved action was received in
June of 2005, and the due date for our action on
this application is Decenber 28 of this year.

Particul ar questions that | have, in

addition to the general question of is the drug
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fornul ation safe and effective as |abeled, are the
followi ng: Some of the clinical issues that we had
with the previous fornulation that we did not
approve were that efficacy was achieved at the
expense of excess drug exposure and an unacceptabl e
i nci dence of adverse events. Some of these adverse
events were insomia, anorexia and significant
weight loss in the short term

We were also afraid that the higher
exposure mght |lead to other types of adverse
events down the road that we would not necessarily
see in short-termstudies, such as growh
retardation and other long-termeffects of higher
exposure to anphetam ne or stinulant drugs. W
felt that other products approved for once a day
dosing in that popul ation were not associated with
that | evel of exposure or incident risk. W also
t hought that patients could benefit from decreasing
the wear tinme of the patch

This is the graphic. It is really not
real data. This is not a true conparative study

that we | ooked at with the 12-hour formul ation
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This was the 50 cnR patch conpared against a

hypot hetical Ritalin 10 nmg BID dose, which is in
blue, and this gives you an idea of what the peak
time was during the day. The red graph represents
the 50 cm et hyl pheni date transdernmal patch. You
will notice that the peak is at about 10 hours and
that potentially therapeutically effective doses
were in the bl oodstreamall the way out to 20 hours
after the patch was applied.

This is a graph of real data. This is the
phar macoki netic profile of Concerta at three
different sizes of the nethyl phenidate transder nal
patch. You can see fromthe | egend the | ower curve
with the boxes, the 12.5 cnR patch; the dianond 25
cn2; and the triangle, the 37.5 cn2 patch. | am
not exactly sure what that shape is. The open
boxes are the Concerta 54 ng sustained rel ease
capsul e to give you sone idea of what the tine
versus concentration function is for this drug.

I would like to also bring to your
attention that the patch should be applied 2 hours

before its intended use begins so that would bring
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the steep part of the curve for the patches cl oser
to the zero tinme point. This, again, is a single
dose pharnacokinetic profile for d-nethyl phenidate.
I would Iike to say that the human body
differentially takes up the nethyl pheni date over |

Here are the nunbers. Cmax for the 54 ngy
Concerta tablet, 24.2 ng/m, and for 37.5 cnR the
patch 27.2--not the sanme but roughly equival ent,
and you will see that the area under the curve is
slightly greater for the 54 ng capsul e at 262
versus 255 for the | argest patch--again, single
dose d- net hyl pheni date concentrati ons.

L- net hyl pheni date reaches the plasna in
measur abl e concentrations with the patch where this
is not the case with oral fornulations of any kind,
even though the oral fornulations do contain
| - met hyl pheni date, again due to our preferential
processi ng of d-nethyl pheni date--particul ar uptake,
I shoul d say.

Here are the nunbers for that. For the 54
nmg Concerta tablet concentration the maximumis 0.8

versus 17.4 for the 37.5 cnR and the area under the
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curve is about 9.5 for the Concerta tablet and
about 105 for the 37 cnR patch.

Now, for the repeat dose studies at
sanpl es that are taken 9 hours after application we
see a difference in the Concerta versus the
transdermal patch. |n these studies, these are
average Cmax val ues that are taken during the Phase
Il controlled trial. This Phase Ill controlled
trial was titrated to effect and tolerance in a
bl i nded fashion so clinicians were basically
prescribing and using these drugs as they would in
the clinic. Doing so, generated these differences
in plasma peak concentrations.

We are not exactly sure why this
difference exists. Is it a difference in
tolerability between the patch and the ora
fornmulation? 1Is it a difference in the presence of
| - nmet hyl phenidate? O, is it nerely sonmething as
sinple as the difference in the peak time
measur enent val ues? For exanple, the sanple was
drawn 9 hours after the patch was adm ni stered

The oral fornulation peak tinme occurs sonewhat
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earlier than that. So, that can also explain the
difference. What we would like to be able to
di scuss is perhaps sone of the reasons behind this
difference and, if this is a real finding, what
this mght nean for patients

Just to review, these are the nean scores
by time point after admnistration of the
met hyl pheni dat e patch, again showing that with
met hyl pheni date preparations in general, and this
one specifically, it was statistically
significantly positive at all of the predeterm ned
time points over placebo.

The differences that we see in |- and
d- met hyl pheni dat e concentrati ons are not
necessarily additive because the |-nethyl phenidate
does not particularly contribute to the efficacy of
the drug. In animal nodels of the effect of the
racemate, for exanple in rats, rats do not
met abol i ze the | -nethyl pheni date the way we do and
it is present in their circulation. |In aninal
nodel s of d-nethyl phenidate it appears that it is

3.3 tines nore potent than the |-nmethyl phenidate.
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Now, if this was just a gramfor gramdifference in
pot ency between the d and the |, the | not being
active at all, then it would only be twi ce as
potent. This author concluded that perhaps the
had some kind of inhibitory effect on the d formin
ef ficacy but one could argue that the nean val ues
here m ght not necessarily be significant.
Nonet hel ess, this is one argunent as to why its
presence might | ead to higher concentrations of
d- met hyl pheni date in regular prescribing practices.
Anot her clinical issue, which is
conpletely different, is that with the skin patch
there was a signal for possible skin sensitization
Part of the conplete response is that the sponsors
performed a skin sensitization test and in that
test it showed that somewhere between 13 and 22
percent of the patients devel oped skin
sensitization to the nethyl pheni date when using the
patch. Qur dernatol ogy consultants have
recomrended that if patients did devel op skin
sensitization to nethyl phenidate, then in the

future they would not be able to take
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met hyl pheni date by any route of admninistration

The difference in the adverse event
profile of the oral and the patch fornul ati ons are
roughly equival ent, except perhaps for tics--which
you will see towards the bottomin the second to
the | ast box under psychiatric disorders. The
bottom|ine shows that with the methyl phenidate
transdernmal patch approximately 7 percent of the
patients devel oped tics versus 1 percent for the
oral fornulation and zero for placebo.

Now, in the studies of |onger wear time
with a larger patch there were no reports of tics.
However, there was a report of twitching at a rate
of 5 percent versus zero for placebo. Only one of
these patients, of 202, dropped out of the study
because of twitching. So, it is difficult to say
whet her twi tching was coded correctly, and whether
or not there were patients in there that truly had
tics or whether perhaps tics nay have been
over-coded, and we will hear a presentation on that
t oday.

Some of the points of discussion, again in
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addition to the general comments that we have about
safety or the general coments that we seek about
general safety and efficacy of this fornulation, is
that the total nethyl pheni date exposure appears to
be greater for patches. However, this may largely
be due to the presence of the |-enantionmer and we
don't know exactly what the |long-termeffects of
this mght be. Again, the difference between tics
is something that we will hear further discussion
on today and we would li ke you to coment on as a
committee.

Finally, and possibly the thing that |
have the bi ggest question about is that the patch
must be applied 2 hours before school and renoved 9
hours after the application. This nmakes it so that
if achild has a school start tine of 8:30 the
patch rmust be applied at 6:30. Then the end of the
school day with an 8:30 start tine would be 3:00.
That is 8.5 hours into the wear tinme so the patch
woul d have to be renpved at 3:30 in order to conply
with the | abel ed use. |In other words, the use is

nmore conplicated. The patch may be renoved
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prematurely either on purpose or not--when | say
"not" | don't nean accidentally but as an act of
non-conpliance, or it may be left on in error

General ly, our regulatory question is can
t he met hyl pheni date patch be safe and effective
when used as | abeled? But, in addition to that,
can the nethyl pheni date patch be used as | abeled in
the popul ation for which it is intended? Thank you
very nuch.

DR GOCDMAN:  Thank you. Dr. Levin?

FDA Presentation

DR LEVIN. | reviewed the safety issues
for both the initial two pivotal studies as well as
the new studies for the resubmi ssion. | won't have
any slides on efficacy but, as Dr. Andreason and
ot hers mentioned, we agree with the sponsor that
the pivotal studies in the resubn ssion were
clearly positive.

I will describe the initial studies. One
was study 18. This was a nulti-center, randonized,
doubl e-bl i nd, pl acebo-controlled dose titration

study in children aged 6-12 with a di agnosi s of
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ADHD. It was a 6-week study with a 4-week

doubl e-blind period and the dose initiated was 12.5
or 18.75 cn2 for the patch. dinicians could
titrate the patch size weekly and they could
titrate down as well. The range of the patch used
was between 6.25 to 50 cn2. In both the pivota
studies the wear time was 12 hours. As you w |l
see, in contrast, in the newer studies the tinme was
9 hours.

The ot her study, study 10, simlarly was a
mul ti-center, random zed, double-blind,
pl acebo-controlled trial, a dose titration study
whi ch was 3 weeks, somewhat shorter than the first
study. Again, it was the same popul ation and the
dose was started at a | ower patch size of 6.25
titrated weekly and the wear tinme was al so 12
hour s.

Again, the initial safety issues that we
had were that the patients were experiencing
excessi ve drug exposure at inappropriate tines,
meaning in the evening, and it was determ ned that

the safety profile was unacceptable. In
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particul ar, the concerns were a high proportion of
subj ects with anorexia, weight |oss, insomia,
excessive skin irritancy and the potential for skin
sensitizati on.

Here is a table that shows sone of the
common adverse events of concern in both studies 10
and 18. So, you can see that anorexia was fairly
high in study 10 and quite high in study 18, a
study of longer duration--1 amsorry, | think I had
that backwards but in both studies the proportions
were high, as were the proportion of patients with
insomia and twitching, which we will go into
|later. We had a question about whether sone of
those nmight or mght not be tics. W wll discuss
that later.

The recomendati on by the Division for the
initial studies was that the sponsor consider
decreasing the patch wear time from 12 hours, as
was done, to 9 hours. W recomended that the
sponsor conduct a cl assroom study | ooking at PK/ PD
rel ati onshi ps and study the tine course of effect

of the methyl phenidate patch in children with ADHD
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age 6-12.

Al so, it was recomended to prospectively
monitor insomia with a specific scale that woul d
be appropriate for this age group, and that was
done as we will discuss. Since there was a
possi bl e signal for skin sensitization with periods
of use longer than 6 weeks, the Division
recomrended that the sponsor conduct a skin
exposure study of longer than 6 weeks duration to
i nvestigate the potential signal. Also, another
maj or recommendati on was that the sponsor use an
active conparator in subsequent trials of the
met hyl pheni dat e pat ch.

The first new study, study 201, was a
mul ti-center, random zed, double-blind, controlled,
dose optim zation and anal og cl assroom crossover
study with 2 phases. The first was a 5-week
open-1 abel nethyl pheni date treatnent phase in which
subj ects were treated open-label with patch sizes
ranging from12.5 to 37.5. | should nmention that
in addition to the change in the wear tinme, the new

studi es used a maxi rum patch size of 37.5 as
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opposed to 50 cnR2 in the first set of pivotal
studies. The patch sizes are |listed bel ow. \War
time was 9 hours. During the studies the main
feature was assessing PK and efficacy neasures
frequently during the study.

The second new pivotal study was study
302, which was an outpatient nulti-center,
random zed, controlled trial with an active
control, Concerta. It was also a dose optim zation
study with patch sizes ranging from12.5 to 37.5
cn2 with the same wear tine. The Concerta doses
used ranged from 18 to 54.

To sumarize the safety findings, in both
new studi es there were no deaths and no serious
adverse events. There were severa
di scontinuati ons due to adverse events. |n study
201 8 percent of the open-Ilabel group and 1 percent
of the placebo group discontinued due to adverse
events, and all those patients were being treated
wi th the met hyl pheni date patch. Two of those
di scontinuations were due to tic; two due to rash

at the application site; two due to anorexia; one
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pati ent had prolonged QT interval and one had both
el evat ed bl ood pressure and mood | ability.

Here is a list of the discontinuations due
to AEs in study 302, the second study. Again,
there is one patient with tics; two with reaction
at the application site; headache and irritability,
crying and confusional state. |In the Concerta
group adverse events thought to be possibly or
probably due to Concerta were syncope, abdom na
pai n, aggression, anger and headache.

These are the adverse events comonly
reported--this is actually all the adverse events
reported in the open-label phase of 201. As in the
initial studies, anorexia or decreased appetite was
fairly high but of a | esser degree than in the
initial studies. Insomia had a fairly high
proportion of subjects, and that was 16. There was
also a simlar proportion of headache as in the
earlier studies, as well as nausea and voniting.
Again, tics were reported in 2 percent of the
subj ects in the open-label phase, as was wei ght

| oss; and there were 3 percent of patients with
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application site reactions. |n contrast, in the
pl acebo-control | ed phase of study 201, the reported
adverse event rates were relatively low. You can
see those listed bel ow

In study 302 with placebo control and
Concerta control, again, there is a fairly high
i nci dence of decreased appetite and anorexia, which
wer e higher than both Concerta and pl acebo.
Headache was roughly simlar. Insomia was
slightly higher in the nmethyl patch group than the
Concerta group. Oher than tic and possible
affective lability, the adverse event profile was
fairly simlar between nethyl patch and Concerta.

One inportant subject, as we mentioned,
was the concern about weight loss. |In both studies
201 and 302 there was a trend for weight loss in
both studies, for both the methyl patch group and
the Concerta group. At least in one of the studies
there was a trend towards increased weight for the
pl acebo group. For the methyl patch group for both
study 201 and 302 the nean decrease in wei ght was

negative 1.3 to negative 2.2 |Ibs., conparable to
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that in the Concerta group, of negative 2.1. In
addition, there are decreases in the mean z-scores
for both weight and BM. For study 201 the
decrease was from negative 0.08 to negative 0.15
For study 302, for the nethyl patch group the mean
z-score decreased fromO0.05 to negative 0.21 and in
the Concerta group it decreased from0.28 to 0.04.
Al t hough these are decreases, in a short-term study
it is difficult to interpret the inportance or
meani ng of these findings.

Anot her inportant concern by the Division
in the first set of studies for which the
appl i cation was consi dered non-approvabl e was the
fairly high proportion of subjects reporting
insomi a as adverse events. To gain further
i nformation, the Division recommended that the
sponsor use a directed scale to investigate sleep
nore thoroughly and prospectively, and they used
the well-accepted scale which is the Children's
Sl eep Habits Questionnaire. It is a directed
assessnent with 33 itens with appropriate

categories, including sleep quality, sleep |atency,
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duration, sleep disturbance, as well as other
features of sleep.

In study 201 in nost dosing groups,
meani ng nost patch size groups, sleep ratings
actually inmproved in the open-|abel and
pl acebo-control phases. So, an inprovenent of
sl eep was indicated by a decrease in the CSHQ
score. Simlarly, in study 302 the sleep ratings
improved in the nethyl patch group and the Concerta
group, as well as the placebo group

One concern | initially had was that since
there were so many itens--33 itens, sone of which
did not tap into what we night be npbst concerned
about which is sleep delay onset, sleep duration
and sl eep di sturbances, | was concerned that there
may be possibly a dilution of potential effect of
the met hyl patch or Concerta on sleep. But, in
fact, when one | ooks at the sub-scales that the
sponsor provided, the scores for bedtine
resi stance, del ayed onset of sleep--scores inproved
inall three treatnment groups so it was nore

reassuring that there was | ess of a concern with
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i nsomi a.

Anot her imnportant issue was a concern
about tics and twitching. In studies 10 and 18 the
proportion of subjects with tic is as |isted bel ow
versus none in the placebo group. As far as
remenber, | think there was one case of tic
reported in the initial studies but I amnot quite
sure. Maybe the sponsor night be able to comment
on that. In sonme cases of the twitching reported
inthe initial studies, whereas the investigator
terned these as either facial tics, buccolingua
tics and nouth novenents, those ternms were coded to
the preferred termtwitching. So, it seens at
| east possible that in sone cases--it |looks fairly
clear that in some cases what was coded as
twitching was, in fact, tics. |In study 201 the
proportion of patients with tics was 2 percent; in
study 302 it was 7 percent, and in Concerta it was
1 percent. There were several discontinuations due
totic and twitching in all four studies.

There were dermatol ogy findings in the

pivotal studies. |In the skin sensitization study,
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whi ch was actually done in adults with a 6-week
duration, sensitization occurred in 13.22 percent
of adult subjects. Thus, as Dr. Andreason

menti oned, sensitized patients should not or could
not take nethyl pheni date by any route again after
sensitization. |In studies 201 and 302

i nvestigators | ooked at dermal response, neaning
erythema or irritation or disconfort, and there was
an increase in all three types of events or
observations in the methyl pheni date group conpared
to the placebo patch group. In 201 the percentage
of subjects was 24-30 percent versus 3-6 percent in
the placebo group. |In study 302 the nean der nal
response score was hi gher than other groups at al
visits.

As Dr. Laughren mentioned, initially
recomrended that the Division take a non-approvabl e
action for the NDA for nethyl patch in the
treatment of children age 6-12 with ADHD. However,
| have reconsidered this recommendation for a
nunmber of reasons. | think that some of the sane

safety concerns remain but they seemto appear to a
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| esser degree, for exanple anorexia and i nsomni a.
Problems like tic remain. |In some cases the AEs
have occurred in reduced proportions conpared to
the initial studies and nay pose |ess of a concern

I n addition, another reason for
consi dering recommendi ng an approvable action is
that the frequency of AEs with the nmethyl patch is
roughly conparable to the active control Concerta
in one of the newtrials. Al so, all these AEs are
in |labeling for methyl pheni date products and they
are generally nmanageabl e. There were no unexpected
or unusual side effects in these trials and no
serious side effects or deaths

So, at this point | would recomrend that
the Division consider an approval action for the
met hyl patch in the treatnent of children with
ADHD.

Questions fromthe Committee

DR. GOODMAN: | wonder if you could stay
at the podiumand allow the conmittee nenbers to
ask you a few questions. Thank you. Just to

clarify, it would appear from your statenents today

file:///C)/dummy/1202PSYC.TXT (38 of 304) [12/13/2005 10:25:30 AM]



file:///Cl/dummy/1202PSY C.TXT

that you may have changed your recommendation from
what we have seen in the report.

DR LEVIN: Right.

DR. GOODVAN:  Again, could you just
expl ai n what new i nformation or considerations |ed
to your change in recomrendati ons?

DR LEVIN. Sure. Well, first let ne
expl ain the reason for recomendi ng a
non-approvable. | had the feeling and i npression
that the sane types of adverse events and safety
probl ems that were seen in the first two studies
remai ned in the second studies, not necessarily to
the degree or frequency but the sane quality of
events. \Wile there are nunerical differences in
proportion of such side effects--insomia,
anorexi a, decreased weight with nethyl patch versus
pl acebo and nethyl patch versus Concerta, on
further review, | judged that the differences in
nunbers are really not as significant as
initially had thought. They are, in fact, known
adverse events seen with use of nethyl phenidate

products. One of the primary reasons is that the
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adverse event proportions were not significantly
different fromthose of Concerta in a direct
head-to-head trial with Concerta.

DR GOCDMAN. O her nenbers of the
committee would like to ask questions? Dr.
Pfeffer, do you have your nmi ke on? No? Dr.
Pol | ock?

DR POLLOCK: The concern about the skin
sensitization, is this actually the devel opnent of
a true allergy to nethyl phenidate? This is a
reaction not just to wearing the patch but an
actual allergic phenonenon that is created by
exposure to nethyl phenidate and, therefore, it is
inthe label, if this develops, it sounds like in a
substantial nunber of individuals taking this, up
to 23 percent, that they can no | onger take
met hyl pheni dat e?

DR LEVIN. That is right.

DR POLLOCK: It is a true allergy?

DR. LEVIN. Right. This, again, was in
nornal adult outpatients.

DR POLLOCK: Right.

DR. GOCDMAN: Let ne just ask a foll ow up
to that same question. How do those rates of

sensitization conpare to other transdernal
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applications with different nmedications? | know
that is a very broad question but, again, | think
it is driving at the sane point as to how nmuch is
it specific to the drug versus just a property that
frequently occurs with these vehicles.

DR LEVIN: Yes, | amnot sure about the
sensitization question but just sticking with these
studies, a fair proportion of subjects taking the
pl acebo patch also had irritation, |oca
application site reactions. | don't know the
nunbers for that but it wasn't zero and it seened
clear that there were reactions to the placebo
patch as wel |

DR. GOCDMAN:  Dr. Leon?

DR LEON. Bob, could | ask you to clarify
the z-scores that you report for weight |oss?

Maybe the sponsor woul d have the detail --

DR LEVIN: Yes, | don't have a detai
sl i de.

DR. LEON: But it is sonewhat general--to
me it is general. Anyhow, the z-scores represent a
standardi zed deviation fromthe nmean, and it was
not clear fromeither of these docunents that we
have that it is a standardi zed devi ati on from what

mean. |Is it the baseline nmean of the pool ed
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sanpl e? And what standard devi ati on was used. Was
that, again, the baseline standard deviation? | am
not clear on that. It is difficult to interpret
this nmetric wthout knowi ng what went into the

cal cul ati on.

DR LEVIN. | actually wasn't sure either
| considered the general popul ation versus the
study popul ation and | wasn't actually clear on
what was used in this study.

DR GOCDMAN:  Dr. Laughren?

DR. LAUGHREN: The conpany can coment but
I amquite sure that it was the popul ati on nean.

It was adjusted for age and gender. That is the
standard deviation. So, you are |ooking at the
standard deviation units by subject, how much they
varied fromthat popul ati on nean.

DR. LEON: Ckay.

DR LAUGHREN: That is a way of tracking
over time what happens to a group of kids if you
| ook at their standard deviation fromthe mean

DR GOCDVAN:  Dr. Robi nson?

DR. ROBINSON: Yes, | would like to get
back to the dermatol ogi c findings because that is
the one group of side effects that obviously isn't

applicable in terns of the oral. You said now you
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deci ded that the fornul ation should be approved.
Can you talk a little nore about how, if we have a
formulation for naybe a fifth of the subjects, may
sort of not be able to take other versions of the
standard therapy for the disorder, how you sort of
factor that in versus the benefits of the patch?
DR LEVIN. Yes, that is certainly a large
concern for us. One way to look at it is that it
m ght be partially handled by |abeling. For
patients, for exanple, who do have trouble
swal l owi ng pills or have other difficulties taking
oral nedications, the product night be reserved for

use by them They still nmay be at the sane risk,
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undeterm ned risk conpared to patients taking oral
But, you are right, it is clearly a safety problem
but at least in patients who cannot take ora
formul ati ons the benefit/risk profile nmay be
favorabl e.

DR ROBINSON: So, you would see the
| abeling as for people who failed on oral only?

DR. LEVIN: That is one possibility. W
haven't discussed that internally yet but that is
one thing | have thought about.

DR. ROBINSON:  Thank you

DR. GOCDVMAN:  This issue is inportant
enough that | hope the sponsor will address it in
some detail because | think we are going to want to
go back to it. Dr. Malone?

DR. MALONE: | had one question but |
don't know how this would be handled with | abeling
because if one-fifth of the population couldn't
take a major treatment for ADHD that would be a big
concern. Wiy would you have nore allergy to
met hyl pheni dat e because it cane through a patch

than if you took it orally? |Is there any idea
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about that? | nmean, is it truly a nethyl phenidate
allergy? | nmean, it wasn't clear to ne why you
woul d deci de that.

DR LEVIN. We don't have details
currently about the mechanismbut, as | said, first
of all, the patch itself looks like it can cause
irritancy and inflammation. | guess in a sense it
is partly a conclusion that since there is a
pattern of this sensitization that it is due to
met hyl pheni dat e.

DR. GOODMAN:  Dr. Pine?

DR PINE: | guess two issues, one, in
that the patch itself, it seens, in the placebo
group had sone desensitization, that really--I
nmean, that couldn't be attributed to
met hyl pheni date so | don't know how you cane up
with these big nunmbers for nethyl phenidate
al | ergies.

DR GOCDMAN: My sense is that | think you
are not the only one with lingering questions and
that is why | was suggesting to return to this

after the sponsor, hopefully, will give us sone
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nmore details. | agree too, | want to discrininate
bet ween how nuch of it has to do with the vehicle
and the drug reaction and how clinically
significant it is. Dr. Celler?

DR. CELLER: | have a practical question
The reason that the | ong-acting stinulant
medi cati ons were so sought after by clinicians and
fam lies was that you could do sonething once a day
in the norning and then you were done with it.
Here the patch has to cone off. If it is given two
hours before school it neans it is given at 6:30 or
7:00 in the norning, at the latest. N ne hours
later it conmes out in the afternoon when parents
are at work. So, it is not clear to ne who is
there to take the patch off. And, can you address
what happens if it is left on? Does it then act as
if it is the 12-hour patch? And, are you then
havi ng the problens that were of concern when the
12- hour patch came through?

DR. LEVIN: In the PK studies of children
taking the patch, even when it was renoved at nine

hours for at | east several hours there were
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consi derabl e exposures to the drug. It certainly
did not drop off quickly. Theoretically, yes, it
is possible that continued exposure could increase
the risk of insomia and the other adverse events.

DR. GOCDMAN:  Dr. Andreason?

DR ANDREASON: | think you are exactly
correct, if the 9-hour patch is left on for 12
hours it will |ook exactly like the 12-hour patch
because it is basically the sane patch--snaller
size; shorter wear tinme. So, if left on longer it
wi Il produce the sane results as the 12-hour patch
if it isleft on for 12 hours.

DR. GOCDMAN:  Deborah Dokken?

M5. DOKKEN: This may be a question for
|ater with the sponsor too but | amcurious, if one
of the principal reasons or advantages of the patch
is for those children who cannot easily take other
fornmul ations, | nmean, what is the size of that
popul ation? |If you answer it later, that is fine.

DR. LEVIN: Yes, | amnot sure of the
nunbers. For sone reason | amthinking of the

nunber 10-15 percent but naybe that occurs to ne
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from sone source

DR GOCDVAN:.  Dr. Poll ock?

DR POLLOCK: This may be nore properly a
question for the controll ed substances people but |
was concerned if you had had a concern, further to
Dr. Celler's point, that if all these kids are
taking their patches off in school at 3:30 what the
di sposal of these patches is, and if there is a
concern of diversion fromthat.

DR LEVIN. Let ne give it a shot here.
Oovi ously, the recommendations in | abeling
currently are for the child caregiver to renove the
patch, fold it and flush it. That is the idea with
the standard recommendation. Dr. Zeldes, would you
have a chance to discuss that? |Is Dr. Zeldes
present ?

DR. GOCDMAN: | need you to come to a
m crophone, and pl ease introduce yourself.

DR ZELDES: | amDr. Zeldes. | ama
medi cal officer with the controlled substance
staff. W agree with Dr. Levin that if the patch

is removed according to the | abeling and di sposed
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of properly it should not be a problem

DR. POLLOCK: But if it is not flushed,
then there is still an awful lot of drug left in
these patches after 9 hours of exposure, or is
t here?

DR ZELDES: There would be but even if
the patch was picked up and put on by anot her
child, or sonething, there would then be that
2-hour lead-in tine. So, we didn't really think it
woul d be a problem The formul ation of the patch
is such that the drug itself--and the sponsor can
answer this nore fully--is actually attached to the
adhesi ve properties so there is no reservoir
component at all.

DR GOCDVAN:  Dr. Mal one?

DR MALONE: It seened fromwhat | read in
the packet that instead of putting it back on you
could just put it in your nmouth and you woul d have
a better absorption tine.

DR. ZELDES: The sponsor did a study and I
will let themanswer that.

DR. GOCDVAN:  Maybe we can return to that
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|ater then. Dr. Pine?

DR. PINE: | guess three points very
quickly. One is the issue that cane up a coupl e of
ti mes about, you know, is there really a need and,
again just speaking as a clinician, there are a | ot
of kids who either can't or won't swallow pills and
who hate to orally take stimulants. So, | do think
that there is a legitimte need, number on.

Nunber two, like a | ot of other people
have said, this whole issue of sensitization in
general but specifically the idea that even if it
is 13 percent of the kids who take this could
potentially no | onger be suitabl e candidates for
other forns of methyl phenidate, that is a very big
i ssue obviously.

Then, nunber three, | also got the sense
interms of ny reading of the materials, the
presentation of the data and your final comments
that you are backing off sonewhat fromthe tic
i ssue as well and that you are not really concerned
about the 7 versus 1 percent. |Is that right, that

you think there really isn't a difference in terns

file:///C)/dummy/1202PSYC.TXT (50 of 304) [12/13/2005 10:25:30 AM]



file:///Cl/dummy/1202PSY C.TXT

of potential to either produce or exacerbate tics
with the patch versus Concerta?

DR LEVIN. In the study, as you
menti oned, the proportion was 7 percent to 1
percent. We first asked ourselves was there a
relatively high proportion of tics reported in the
initial studies. CQur answer was no until we
recently noticed the difference in tw tches, some
of which--1 am saying roughly hal f--nmay have been
nm s-coded and shoul d have been considered tics.
Maybe the best answer to that question is, well,
there is concern definitely but it is not an
unexpect ed, unknown adverse event with
met hyl pheni date products and it is in |abeling as
wel | .

DR GOCDMAN. Dr. Tenple?

DR. TEMPLE: Considering that the initial
concerns with this drug were about side effects,
one ni ght have thought there would be sone attenpt
to define dose response, but this program appears
to be devoid of any dose-response information

Nonet hel ess, one might have taken the data that
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they produced and | ooked to see whether side
effects were related to the dose they were titrated
to. Did you or the sponsor do that?

DR LEVIN: Yes, there were tables. As
you said, there were no fixed dose studies so
think it would be hard to interpret the adverse
event profile for each individual dose but, yes,
woul d have |iked to have had those here but | don't
have them and don't recall them

DR TEMPLE: Maybe the sponsor could show
it. You are right, they are not random zed to
those doses but it mght provide some infornmation

DR LEVIN. Yes, | think it woul d.

DR. GOCDMAN:  Dr. Levin, you said earlier
that you were in agreenment with the sponsor in
their concl usions about the efficacy but | renmenber
reading in one of these reports--it night not have
been prepared by you--that there were sone
questions about the crossover study and sone of the
difficulties in the statistical analysis because
there wasn't a baseline to co-vary for. | wondered

if you would just coment on that and whet her you
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have conme to sone resolution on that issue and no
| onger recognize it as a concern

DR LEVIN. It was a relative concern but
not enough to reach a different concl usion about
efficacy. Yes, you are right. The issue was that
in study 201 there was no adjustnment for baseline
score before the placebo-controlled crossover
period. W thought that that was not enough of a
concern to determne that the study was not
ef fi caci ous.

DR. GOCDMAN:  Dr. Wang?

DR. WANG Yes, ny questions are also
about what potential benefit you see relative to,
say, Concerta both in terns of a popul ation that
m ght particularly benefit, but also, I think it
was trial 302, there was a difference. Did you see
that difference as reduction in the ADHD rating
scal e between Concerta and the patch to be
clinically inportant? |s there an additiona
ef fi cacy advantage to this?

DR LEVIN. Not obviously. It is not easy

to extrapolate fromthe statistical significance to
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clinical. | don't think it was a really huge
difference in effect size. Again, it is hard to
know what the equival ent doses are between Concerta
and the patch, and being flexible dose studies it
isalittle bit nore difficult--it is an additiona
conplication in trying to make concl usi ons about

t hat .

DR. GOOCDMAN: Dr. Tenpl e?

DR. TEMPLE: | thought that question was
about the small nunerical advantage that the patch
had but obviously it is not statistically
significant. It is very small and you don't really
know whether it is real or not.

DR. GOCDMAN: I f there are no other
pressing questions at this tinme, | would like to
take a short, less than ten-mnute break. Renenber
the rules of engagenent and let's reconvene and we
will be ready to hear fromthe sponsor for their
present ati on.

[Brief recess]

DR GOCDMAN: W are about to reconvene.

W will be hearing fromthe sponsor for nost of the

file:///C)/dummy/1202PSYC.TXT (54 of 304) [12/13/2005 10:25:30 AM]



file:///Cl/dummy/1202PSY C.TXT

remai nder of this norning, and the committee wll
have an opportunity to ask questions at the
concl usi on of those presentations. | would ask the
conmittee nenbers to refrain from aski ng questions
unl ess they are for clarification purposes because
I think otherwise it nmay disrupt sone of the flow,
and | am sure that the sponsor has a cohesive
presentation that will anticipate a nunber of our
questions. Wth that in mnd, our first speaker is
Dr. Dougl as Hay, Senior Vice President of d obal
Regul atory Affairs at Shire Pharmaceuti cal s.
Sponsor Presentation
I ntroduction

DR. HAY: Thank you, Dr. Goodman. Good
nmor ni ng, nenbers of the Psychophar macol ogi ¢ Drugs
Advi sory Conmittee, Dr. Tenple, Dr. Laughren,
| adi es and gentlenen. M nane is Douglas Hay. |
| ead the regulatory function at Shire
Pharmaceuticals and it is ny pleasure to present
our data in support of the nethyl phenidate
transdermal system for which we have proposed the

trade nanme of Daytrana. As was previously
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mentioned, it is also known as nethyl patch but
Daytrana is the proposed trade nane.

For today's presentation we refer to the
full generic nanme, nethyl phenidate transdernal
systemor sinply its abbreviation MIS. MIS was
ori gi nated by Noven Pharmaceuticals. It has been
co-devel oped with Shire and subnmitted for the
treatment of children with attention deficit
hyperactivity di sorder, representing an inportant
alternative in ADHD therapy for those patients and
their caregivers that can benefit fromthe
transdernmal application of nethyl phenidate.

Wth us today we have several externa
consultants. Let me briefly reviewtheir
backgrounds and their expertise: Dr. Stephen
Faraone is a professor of psychiatry and director
of child and adol escent psychiatric research with
the SUNY system Upstate Medical University. His
expertise is in drug effects on growth in ADHD.

Dr. Marc Lerner, fromthe University of
California at Irvine is a clinical professor of

pediatrics. H's expertise is devel opnent al
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pedi atrics and ADHD.

Dr. Judith Onens, associate professor of
pedi atrics at Brown University School of Medicine.
Dr. Omens has expertise in sleep disorders in ADHD.

Dr. Sharon Wgal, associate clinical
prof essor of pediatrics with UC, Irvine. Dr.
Wagal's expertise is clinical trials in ADHD.

Dr. David Heal, director of RenaSci
Consul tancy, who has expertise in nethyl phenidate
phar macol ogy; Dr. Jack Henningfield, an adjunct
pr of essor of behavi oral biology at Johns Hopkins,
al so vice president of Pinney Associates and an
expert in risk managenent.

To briefly review our agenda for our
presentation following ny introduction, Dr. Marc
Lerner, of UCI, will present a brief overview of
ADHD and its current treatnent. Dr. Liza Squires,
of Shire, will reviewthe clinical data on the
efficacy of MISin treatnent of ADHD. Dr. Raynond
Pratt, of Shire, will provide an overview of the
clinical safety. Dr. Sharon Wgal, of University

of California at Irvine, will then give us a
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clinical perspective of MIS and its use in the
clinical environment. Dr. Pratt will then return
to summari ze with the benefit/risk of MIS. Again,
with the Chairman's agreenment and the committee's
agreenment, we ask that you keep your clarifying
questions to the end of each presentation

The rational e for devel opnment of MIS was
to provide an effective and well-tol erated therapy
that could potentially address several concerns for
ADHD patients and their caregivers. As has already
been nentioned, an obvious alternative would be
provided for those that have difficulty with ora
medi cations and particularly difficulty with
swal lowing. The literature of this concern is not
wel | devel oped. Qur own narket research suggests
that sonmething on the order of 15 percent of
patients have extrenme difficulty or high difficulty
in swallowing, and this is froma survey of 250
nmot hers of ADHD pati ents.

The transdermal drug delivery al so avoids
the food effects present with many of the narketed

oral ADHD treatnments. A patch could provide a
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means of visible conpliance, inportant in a hectic
environment getting kids off to school. A
sust ai ned transdernmal net hyl pheni date rel ease coul d
al so supply adequate drug therapy for control of
clinical synptoms throughout the daily period,
where the need is nost necessary, w thout the need
for supplemental nedication. Finally, a patch
could be useful in altering, and particularly at
times abbreviating, the | ength of exposure and
peri od of treatnent.

MIS is fornulated for the transdernmal once
daily extended delivery of nethyl phenidate.
Pl acebo sanpl es of the patch have been passed out
to the committee prior to the presentations. You
have in front of you a patch with its protective
covering and wapping, as well as an open patch
The patch consists of three |ayers. The outer
surface is an occlusive lamnate filmbacking. The
inner surface is a polyester liner which, upon
renoval , exposes the mddle | ayer which consists of
Noven's proprietary DOT Matrix technol ogy, a

silicone and acrylic based pressure-sensitive and
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adhesive mixture that is in direct contact with the
skin. The nethyl phenidate is concentrated in
acrylic cells that are dispersed in the matrix of
silicone. The sane technology is used in two
mar ket ed second-generati on hornone repl acenent
pat ches

The MIS patch is both thin and
transparent. The proprietary DOT Matrix technol ogy
provi des concentrated drug and consi sted drug
delivery in a reasonably small patch, without the
need for penetration enhancers that can be in
thenselves irritating to the skin. The patch has
excel | ent adhesi on performance upon first
application. W wll give you data on that |ater
in the presentations.

The patch is manufactured in four sizes.
These are the recommended sizes for the nmarket.
These patches, over a 9-hour wear tine, targeted
9- hour wear tinme, deliver noninal nethyl phenidate
doses of 10, 16, 20 and 27 ngy based on the anount
of nmet hyl pheni date remnai ning after 9-hour use.

This is a range of doses that is therapeutically
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simlar to marketed sustained oral fornulations of
met hyl pheni dat e.

The NDA, as you have heard, was originally
submitted by Noven in June of 2002. In April, 2003
the FDA issued an action letter which, while
acknow edgi ng the effectiveness of MIS therapy, did
identify that there was an unacceptabl e incidence
of insomia and decreased appetite in particul ar.
Clinical investigation of a shorter wear tinme was
recomended. Following this action letter, Noven
and Shire worked with FDA to identify further
clinical devel opnment that woul d address the issues
in the action letter. These studies were included
in a resubnission of the NDA submitted in June of
this year.

The NDA includes 12 studies that
i nvestigate the pharnacokinetics and
bi opharnaceutics of the MIS patch, including four
studies in patients, and these studies investigate
several different endpoints but, inmportantly, dose
proportionality is included, pharnmacokinetics with

different wear tines, and the potential for skin
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irritation as well as skin sensitization and,
finally, abuse potential. Initial dose-ranging
studies were investigated in the early Noven
fornmulation. The core of this subnission then is
in the controlled Phase Il and Ill trials of the
MIS in its final fornulation

These include studies investigating, as
you have heard, 12-hour target wear times as well
as 9-hour target wear tines. The presentations
that follow will focus on the highlighted studies.
These are SPD-201 and 302. These studies
investigate the 9-hour target wear tine which is
bei ng proposed in labeling. Finally, severa
| ong-term open-| abel studies were also included in
the NDA. These include investigation of both
12-hour wear time and 9-hour wear tine. The 9-hour

wear time 303 study is ongoing.

At this tinme | would like to introduce Dr.

Marc Lerner, of UCI, who will provide an overview
of ADHD and its current therapy. Dr. Lerner?
ADHD: Current Treat nment

DR LERNER Thank you, Dr. Hay. It is a
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pl easure to be here to address the committee. By

means of self introduction, | ama pediatrician at
the University of California, Irvine and, although
| do devel opnent on behavior pediatrics, | also do
general pediatrics actually for the mgjority of ny
time.

I wanted to discuss a little bit about
attention deficit hyperactivity disorder as an
orientation to this inmportant condition from our
view as pediatricians. ADHD is an issue which
really affects nearly every classroom Typically,
there will be one to two children in each classroom
who have a concern in this area. Oten children
are di agnosed when they get to school age because
it becones clear that they are having difficulties
meeting the expectations for their perfornance for
creating work or for neeting the behavior
requi renents of a classroom

There is a tendency for boys to be
di agnosed nmore conmonly with ADHD, although we have
concerns in part that this is due to the nom nation

process that teachers and parents may be willing to
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nom nate the kinds of ways that boys show
difficulty with hyperactivity or attention in a
fashi on somewhat nore quickly than their sisters
who may have ADHD as wel | .

In a primary care setting we see nany
children with ADHD. |If we | ook at the nmpbst common
reasons for children to pediatric offices, ADHD is
in the top ten diagnoses that lead to pediatric
office visits. In fact, it and asthna are the two
nmost conmon chronic health conditions that bring
children into pediatric care. It is inmportant to
recognize that this is a condition, again, which is
going to be seen often over many years so we have
to be prepared to manage with the issues of an
ongoing or chronic illness in distinction to an
acute nedi cal condition.

On the next slide you can see sonme of the
risks that are associated with attention deficit
hyperactivity disorder. | wanted to enphasize the
last "D' and ADHD. Again, this is a disorder so we
are tal king about significant inpairnment. This

i mpai rment inpacts children in a variety of
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settings. Again concentrating on school, we see
that there is clearly a difference in the nature of
the academ c perfornance that these children are
produci ng al though their capabilities my be at a
hi gher level. This often then interacts with
behavi oral expectations in the classroomand these
children nmay be suspended or even expelled from
school much nore commonly than their peers.
Overall, this can lead to a | ower |evel of acadenic
attainnent as children reach the end of their
formal schooling.

Children not only have problens with the
academic curriculum but they are at risk in
regards to the social experiences in school as
well. We hear about this at school as we ask how
their behavior is perceived by their class nates
and certainly by their teachers. Alternatively, we
hear about it at home fromtheir siblings and their
parents. Children with ADHD often grow up to becone
adults with ADHD, and their inportant rel ationships
can be negatively inpacted at that tine as well.

Part of the work of childhood is to becone
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prepared to be able to handl e adult
responsibilities and to be productive as an adult,
and when we take a | ook at how adults wi th ADHD
function we see that there are differences in
regards to their ability to be successful in the
wor kpl ace. These individuals are comonly
unenpl oyed; have nore frequent job changes.
Sonetimes that affects the inter-generationa
i mpact of ADHD where a parent with ADHD i s taken
fromtheir workplace to nanage the acadeni c and
behavi or concerns of their children when we | ook at
trying to then say, gosh, your child is having a
probl em at school; we need to have neetings; we
need to start to set up programs to inmpact the
children. An additional inmportant burden are the
co-existing conditions or the co-norbidities that
may i nvol ve aspects of behavior or nood for
i ndi vi dual s wi th ADHD.

We have the opportunity to turn to sone of
the gui dance that has been offered us as practicing
clinicians by our national organizations,

specifically the American Acadeny of Pediatrics,
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the Anmerican Acadeny of Child and Adol escent
Psychiatry, as we attenpt to organize a treatnent
pl an on behal f of these children. This slide
presents a nunber of the comments fromthese
general standards.

We sonetinmes will pick out target
outconmes. W want to not only treat a child's
activity level but we really want to say what are
the struggles that a child is having within the
context of their life, their classroom their day.
And, we want to try and chall enge any treatnment we
give themto inprove those specific targets.

The treatnent guidelines state that
stimul ant medi cation shoul d be consi dered one of
our first-line options along with behaviora
therapy. So, it is up to the clinician and to the
famly and to the individual to sort out the
priorities for a starting point in treatnent. But
we then | ook to see how that starting treatnent
works to inmprove the behavior and functiona
challenges, and if it is not helpful we nove on to
ot her treatments.

As you have heard in a series of the
present ati ons, nethyl pheni date does reduce the

inattention, inmpulsivity and hyperactivity |inked
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to ADHD. Typically, any individual stinmulant
preparation that is chosen will positively inpact
approxi mately 70 percent of the group of patients
for whomwe start treatnment. But it is very
important to me as a practicing clinician to
address that remmining 30 percent. So, | can turn
to the literature which shows me that many children
who fail to respond to ny first treatnent may, in
fact, have a positive response when | change to
anot her treatnment.

The treatnent guidelines suggest that
stimulants are generally safe and well tol erated.
So, what | amtrying to acconplish is to reach a
t herapeutic goal inmportant inprovenment in
addr essi ng behavi or problens and attentiona
probl ems, to show good efficacy and to have few or
manageabl e side effects

| believe the last slide was a series of
references that | will skip.

Agai n, the American Academny of Pediatrics,
in 2001, specifically addressed treatnent
guidelines for this condition, and these are some
of the inmportant issues in those guidelines.

First, that stinulants are generally considered

safe nedications, with few contrai ndications to
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their use. It is ny job as a pediatrician to nmake
sure an individual child doesn't have one of those
uncomon contraindications and that is one of the
areas that | have to address.

Second, that side effects occur comonly
early in treatnent and tend to be mld or
short-lived. Next, the conmon side effects are
some of those that you heard about in the earlier
present ati ons--agai n, decreased appetite, or
st omachache, or del ayed sl eep onset. Wat we do in
our offices is we nonitor for those as part of our
ongoing care. W bring children in, for exanple,
and check how they are doing with their weight; how
they are doing with their height. That allows us
to nake decisions for the adjustnent of treatnent
as appropriate for an individual child.

Again staying with our pediatric
gui delines, children who fail to show positive
effects or who have intolerable side effects, we
are encouraged then to seek an alternative nedica
treatnment. We can, in fact, try a different
stimulant. The guidelines go on to state that even
children who fail two stinulant nedications can be
tried on a third.

There are specific coments in the area of
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habit novenents. Wereas a substantial ninority of
children are recognized to have notor tics,
pedi atricians see this in children who don't have
ADHD, al though to a sonmewhat | esser degree. And,
when children are being treated with nedications
commonly we see that these habit novenents are
transient. Children who have habit novenents
linked to their ADHD medi cal treatment generally do
not have a big functional inmpairnent linked to
those habit novenents, and there is a tendency for
many patients to show i nprovenment over the course
of treatment through a series of years or decades.

Thus, the guidelines state the presence of tics
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before or during nedical nmanagenent of ADHD is not
an absol ute contraindication to the use of
stimul ants.

| amtrying to do well for all of ny
patients and | do still see that there are gaps in
the available ADHD treatnents. | amcertainly
happy to have sone of the new tools that have been
approved by the FDA that are available to me and to
my famlies, but | think there are still sonme gaps.
I think that we are looking to try to neet the
requirenents of particular children and particul ar
famlies and flexibility helps us in that regard.

Some of the areas woul d include
opportunities to provide famlies to address the
issue early in the day. Another would be to be
able to have an ability to shorten afternoon
function. If a child s inpairment is really only
an i ssue in school and there is no honework that
night, there may not be a requirenent for |ater
treatment. Children have different days based on
their schedule, their academ c and social schedul e

of the week. In fact, managing that variability
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| eads me and many other physicians to put fanilies
in a circunstance of having nultiple different
stimulant prescriptions in their hone and then to
try and match the prescription to the day or
multiple prescriptions to the day. This adds
conplexity as well as price in terns of nmultiple
co- pays.

An important consideration for any
managenent of a chronic condition is issues of
conpliance or adherence to treatnent. The | east
ef fecti ve ADHD medi ci ne, of course, is the one that
doesn't get used. So, again, | feel it is very
inportant that | be able to reach a high |evel of
satisfaction as | work with famlies, not only
addressing efficacy in terns of sone of ny clinica
targets but working with families' perceptions of
acceptability of treatnent because it allows
famlies to use the nedicines nore regularly.

These are sone of the concerns that | hear
still in regards to treatnment conpliance from sone
i ndividual famlies. Some of the kids are

complaining "I don't like the taste of the
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medicine." | even hear that sonetines fromkids
who are taking a sprinkle preparation where a
capsul e is opened and put into apple sauce and ki ds
conpl ai n about these tiny sprinkles but sonme of the
kids are sensitive, or kids who say | don't I|ike
taking nedicine, or taking nedicine orally. W see
refusals. W see children who gag when taking the
medi cine. Sometines this reflects the child's
behavi or disorder, their oppositional behavior and
a variety of other concerns. But all of this,
again, can sonmetines lead to a battle between the
child and the parent in the norning.

So, in conclusion, attention deficit
hyperactivity disorder is an inportant impairing
disorder with potential long-terminplications at
home, at school and in the comunity.

Met hyl pheni date as a treating compound is clearly a
first-line treatnent for ADHD. Sone patients
respond preferentially to one in conparison to

anot her ADHD treatment, and having different
treatnents offers ne flexibility to be able to help

the largest portion of families. It is nmy view
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that currently there is still a group of patients
that are not receiving optimal therapy and fanilies
woul d benefit from new therapeutic options.

Next | will be introducing Liza Squires
who wi Il be discussing the clinical efficacy of the
MIS in children with ADHD. Thank you

Clinical Efficacy of MIS in Children with ADHD

DR. SQUI RES: Thank you, Dr. Lerner. Good
morning. | will be presenting the efficacy data
fromour two clinical studies which utilized the
9- hour MIS wear tine.

Study 201, the analog or |aboratory
cl assroom study, denonstrates the efficacy of MIS
and characterizes the onset and duration of
therapeutic effect. Study 301, the pivotal trial,
denonstrated the efficacy of MIS in an outpatient
setting.

The rationale for the 9-hour wear tinme was
based in part on pharmacokinetic study 101. This
was a 4-arm single dose, crossover PK study which
used an internedi ate dose of MIS 25 cnR and an

i ntermedi ate dose of Concerta 36 ng. The 25 cnR
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patch was worn for 6, 8 or 10 hours. Twenty-four
children with ADHD between the ages of 6 and 12
participated in this study.

This is the concentration time curve, with
concentration of d-nethyl phenidate on the Y axis
and tine on the X axis. It is inportant to note
that this was not a bioequival ence study and, in
fact, the PK curves for Concerta and MIS, whether
worn for 6, 8 or 10 hours, do | ook quite different.
The Trmax for Concerta, in orange, occurs earlier
than that for the MIS system and the MIS wear time
Tmax occurs at the point of patch renoval, 6, 8 and
10 hours respectively.

Looking at the latter part of the curve or
the of fset part of the curve, MIS worn for 10 hours
showed slightly higher |evels of d-methyl phenidate
when conpared to Concerta. The MIS worn for 8
hours showed slightly |ower |evels of
d- met hyl pheni dat e when conpared to Concerta. And,
because we were interested in approximting the
of fset tine and obtaining nore informati on on

of fset tine, we thought that the 9-hour MIS patch
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wear tinme would approximate the offset tinme of
Concerta or |ong-acting methyl pheni date products.

The 9-hour patch wear tinme was
investigated in the | aboratory classroom study.
This is a simulated cl assroom setting in which the
children were assessed at multiple tine points
t hroughout the day. The goal of the study was to
assess the efficacy as well as the tinme course of
treat nent.

Two of the primary efficacy outcones that
were nmeasured in the study were the SKAMP
Deportnment scal e, nentioned by Dr. Andreason, and
the PERMP or math productivity test. Both of these
assessnents were devel oped for use in the
| aboratory classroom setting. The SKAMP Deport nent
scal e is a nmeasurenent of ADHD cl assroom behavi ors
and is rated by trained observers. The PERWP or
mat h productivity score is a pencil and paper test
which is given at an ability appropriate |level for
each child. It is atimed test and children are
asked to answer as many questions as possible, and

they are scored on the nunber of problens they
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answer correctly, as well as the nunber of problens
that they attenpt. This is considered an objective
measure of the child's ability to concentrate and
stay on task. The study was designed as a

doubl e-bl i nd, pl acebo-controlled, crossover study
and 93 children with ADHD between the ages of 6 and
12 were enroll ed.

This is a diagram of the 201 study
schedul e. Fol | owi ng screeni ng and washout of prior
ADHD medi cations, the children entered a 5-week
open-1| abel dose optim zation period. Al children
were initiated at the | owest dosage of path, 12.5
cm and were eval uated weekly for tolerability and
efficacy. Efficacy was determ ned based upon the
ADHD rating scale scores. Children whose ADHD
scores had not decreased by a threshold of 25
percent were titrated to the next highest dose or
patch size. Children who had denonstrated 25
percent or greater inprovenent in their ADHD rating
scores were maintained at their current patch size,
however, they were allowed to be titrated upwards

if the clinician felt that they could gain
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addi tional therapeutic benefit.

Fol I owi ng the 5-week dose optim zation
period, children participated in a practice
cl assroom session while being treated with their
optimal patch size. This classroom session gave
the children an opportunity to become famliar with
the cl assroom schedul e and for teachers and
students to becone famliar with one another.

Fol | owi ng the practice cl assroom sessi on,
children were random zed with respect to treatnent
sequence for the 2-week doubl e-blind | aboratory
cl assroom period. There was a |l aboratory classroom
assessnent done at the end of each week during the
2-week cl assroom period, and the children who
conpl eted the 7-week study were eligible to enter
an open-1|abel follow on study.

This is an exanple of the daily schedul e
of a laboratory classroom As you can see, the
children have a long day. They arrive at 6:15 in
the morning and are dismssed at 8:00 p.m at
night. The classroom schedule is a repetitive

cycle of class tine, free time and neals, and
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physi cal assessnents including vital signs and
bl ood work. There are 9 anal og cl assroom peri ods
within the day. The first one is a baseline prior
to nedication dosing. The subsequent 8 cl assroom
sessions occur at 60-90 minute intervals.

The primary efficacy outcone for this
study was the nean SKAMP Deportnment score for the 9
hours of patch wear time. For SKAMP Deport ment
scores, the |ower scores indicate fewer
observations of ADHD behavi ors and hi gher scores
i ndi cate nore observations of ADHD behaviors. The
mean score for the MIS-treated subjects was 3.2
conpared to 8.0 for the placebo-treated subjects.
This difference of 4.8 was highly statistically
significant.

This is a graph already shown by Dr.
Andr eason that denonstrates the SKAMP Deport nent
score during the anal og cl assroom day. The nean
score is on the Y axis and tinme in hours is on the
X axis. The MIS subjects are represented in
yellow. The MIS-treated subjects show an

i mprovenent in SKAMP Deportnment scores at every
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post baseline assessnent and this difference was
statistically significant when conpared to pl acebo.

The MIS-treated subjects al so showed an
i nprovenent in their PERMP or math performance
score. This graph shows the nmean nunmber of math
problens on the Y axis and tinme again in the anal og
classroomon the X axis. The MIS subjects,
demonstrated in yell ow, show an inprovenent in both
the nunber of math problens attenpted, with the
dashed line, and the number of math probl ens
answered correctly, with the solid line. This
di fference beconmes significant when conpared to
pl acebo at the 3-hour time point and then conti nues
t hroughout the remai nder of the post baseline
assessnents.

DR. GOODMAN: | have a question of
clarification. | wonder if you could go back to
the previous slide. Have you conbined or pool ed
the data from both phases of the crossover in this
slide?

DR SQUI RES: Yes, we have.

DR. GOODVMAN:  Would it look any different
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if you separated it out?

DR. SQU RES: W did an analysis for
treatment sequence and there was no difference
not ed.

DR. TEMPLE: Before you | eave that, that
usual ly nmeans that there is no statistically
significant difference but they m ght | ook
different.

DR SQUIRES: They don't |ook different.

DR GOCDVAN:  Dr. Leon?

DR. LEON: Can we see the slide of that,
of the two separate sequences?

DR, SQUIRES: Oher secondary efficacy
endpoints in study 201 included assessnents by the
clinician with the ADHD rating scale; the Conners
parent rating scale and gl obal assessnent scal es
done by both parents and clinicians. The
MIS-treat ed subjects showed significant inprovenent
when conpared to placebo on all secondary efficacy
endpoi nts and their sub-scales.

In summary, study 201 denonstrates the

overal |l efficacy of MIS in reduci ng ADHD synpt ons
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and this inprovenment was apparent to trained
observers, clinicians and parents. Statistically
significant inprovenent was denonstrated for al
primary and secondary efficacy endpoints. The
9-hour target wear time shows an onset of effect
within 2 hours of application and a duration of
ef fect through the 12-hour anal og cl assroom day.

I will now nmove to study 302, which was
the pivotal outpatient trial. The role of the
study was to evaluate the efficacy of MIS when
compared to placebo and did include a reference arm
to Concerta. This is a Phase Ill random zed,
doubl e-bl i nd, pl acebo-controlled study and 38
centers throughout the United States parti ci pated
and 274 children with ADHD between the ages of 6
and 12 were enroll ed.

This is a diagram of the 302 study design
Fol | owi ng screeni ng and washout of prior ADHD
nedi cations, the children were randoni zed for a
7-week double-blind study. The first 5 weeks were
dose optim zation and the second 2 weeks were a

dose nmi ntenance period. The study utilized a
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doubl e-dunmmy design in which each child, whether
assigned to placebo, MIS or Concerta, received a
patch and a pill every day. Subjects were
initiated at the | owest doses of MIS and Concerta
and were titrated weekly based on clinica
response, simlar to that described for study 201
Fol | owi ng week 5, subjects entered a 2-week dose
mai nt enance period. Subjects who had conpl eted
through at | east week 5 were eligible to enter into
an open-1|abel follow on study.

The primary efficacy outconme nmeasure for
study 302 is the clinician-rated ADHD rating scal e
score. Secondary outconme neasures included
assessnents by teachers with the Conners teaching
rating scale score and, in this case, this is the
child' s regular classroomteacher; the Conners
parent rating scale scores, which were assessed on
the weekend hours; and gl obal assessnent scal es
including the clinical global inpression in
i mprovenent conpleted by the clinician and the
parent gl obal assessnent reported by the parent.

The chil dren who participated in study 302
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are rather typical for an ADHD child. The nean age
was between 8.5 and 9 years of age, and the
majority of subjects were male. Mst subjects were
Caucasi an, however, there was a fair representation
of African-Anerican and ot her races.

The primary efficacy endpoint for study
302 was the ADHD rating scal e score change from
baseline to endpoint. For all 3 groups the
basel i ne scores were above 40, suggesting that
these children had noderate to noderately severe
ADHD. The MIS group denonstrated a 24 point change
in ADHD rating scal e score conpared to a 10.3
change for placebo. This 13.9 point difference was
highly statistically significant.

This is a plot of the ADHD rating scale
change score on the Y axis and the study visit week
on the X axis. The MIS group, denonstrated in
yel | ow, shows an inprovenent in ADHD rating scale
scores at each post baseline assessnent, and this
difference is statistically significant when
conpared to placebo, beginning at week 2 and

continui ng through each subsequent post baseline
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visit.

You will note that for the placebo group
bet ween weeks 5 and 6 there is a significant
i mprovenent, or inprovenent is noted in the ADHD
rating scale scores. This was the tinme in which
children were eligible to enter into the open-I|abe
foll owon study and al nost half of the
pl acebo-treated patients opted into the open-I|abe
followon at that point in tine, suggesting that
perhaps the | ess affected children were remaining
in the study. However, statistical significance
was nmi ntained for the MIS group versus the placebo
group for the final 2 weeks of the study in the
mai nt enance phase.

Secondary efficacy endpoints for study 302
i ncluded the teacher-rated Conners teacher rating
scal e and the parent-rated Conners parent rating
scale. Both of these scales and their sub-scales
showed that MIS patients had inprovenents in
behavi or which were statistically significant when
conpared to placebo

d obal assessnment scales, reported by the
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clinician, showed that 72 percent of MIS-treated
patients were rated as nmuch or very nuch inproved
by their clinician conpared to 24 percent of
pl acebo-treated patients.

Parents of MIS-treated subjects rated
their children as nmuch or very much inproved 68
percent of the tine conpared to 25 percent of the
time in the placebo group.

To summari ze study 302, MIS, worn for 9
hours, reduces synptons of ADHD based on
assessnents by clinicians, teachers and parents.
Statistically significant inprovenents in al
primary and prespecified secondary efficacy
endpoi nts were achi eved.

I'n conclusion, MIS, with the 9-hour target
wear time, denonstrates significant efficacy in the
| aboratory cl assroom and out patient settings.

I nprovenents in behavior are present within 2 hours
of patch application and persist for 3 hours after
patch removal . | nprovenents in ADHD synptons and
behavi or are reported by trained observers,
teachers, parents and clinicians.

That concludes the efficacy portion of our
presentation. | would now like to turn the podi um

over to Dr. Ray Pratt who will present our safety
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dat a.
MIS Saf ety Eval uations
DR PRATT: Thank you, Dr. Squires
Menbers of the conmittee, | would like to cover the

saf ety eval uations that we conducted during the MIS
prograns, and discuss sone of the issues that you
have al ready heard about.

The safety evaluations that were conducted
were conducted at each of the clinic visits when
patients canme into the clinic for their visits and
assessnents in both the | aboratory classroom study,
as well as in the large outpatient study. Overall,
in the entire programthere were no deaths reported
and very few serious adverse events in the whol e
program so we won't discuss those any further
today as those have been revi ewed adequately
previously by the agency.

However, we did collect both spontaneous

and elicited adverse events at each visit. W also
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collected clinical |aboratory eval uations, physica
exam nations, vital signs and ECGs. There were no
relevant findings in children at any of the tine
points here, so we also will not be discussing
those during this presentation

What we did note, as you have al ready
seen, is that the adverse event pattern was simlar
in the 2 9-hour wear tine studies, studies 201 and
302, that occurred, and the predom nant effects
that were observed were net hyl pheni date rel at ed.
amprimarily going to concern nyself with the
description of the events and what was happening in
study 302 today because it was a |l arge
doubl e-bl i nd, placebo-controlled trial, conducted
with a doubl e-dummy design and it actually had an
active conparator group of Concerta included in the
desi gn.

Finally, I would like to return in part of
my di scussion to sonme of the |ong-term observations
that we have made in study N-021, which is a
| ong-term open-1| abel followup of patients who were

treated with the MIS systemfor up to 3 years
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This is a very inportant study which actually

all ows us to make some assessnments on the exposure
and the patients receiving MIS for |ong-termon
their growmh effects that were observed

The structure of ny talk is that | am
going to go back and overview a coupl e of things
about the adverse event profile in the 12-hour
studi es, which you have already seen. Then | am
going to turn to an overview of the 9-hour wear
time study 302, and pay particular attention to a
little bit nore detail concerning individua
adverse events that we have listed here. Then |
will come back at the end and deal with a little
bit of the dermal evaluations that were conducted
during the course of the study.

As we have seen before, this is the
adverse event table in the 12-hour nethyl phenidate
studies. Inportantly, Noven used the COSTART
dictionary for coding terns in that study. It is
important to note that there is no COSTART term for
tic. So, tics that occurred during the early

studies were coded to twitching just sinply by
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virtue of the COSTART dictionary termthat was
used.

We took the opportunity of actually
recodi ng these into MedDRA whi ch we were
subsequently using and nost of the industry is
usi ng now for coding adverse events, and we find
that, again, while there is a higher incidence of
anorexia, the inmportant difference between MedDRA
and COSTART here is the recognition that anorexia
is considered as a different termthan decreased
appetite and probably reflects nore severity to the
decreased appetite perhaps in terns of the
term nology that is used by the investigator

So, what you can see here is that there
are still increased nunbers of decreased appetite
as well as anorexia that are reported al ong the
way, and the nunber of tics actually, when you
recode themusing the verbatimtermin MedDRA, is
exactly the sane as the nunbers that were presented
earlier.

To turn to the 9-hour wear tinme study,

agai n, you have seen this graph before which shows
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that in the 9-hour 302 study the percentage of
subj ects reporting any of the adverse events--and
we define them here as the nobst common being 5
percent in the nethyl phenidate transdermal system
group conpared to placebo and occurring at | east
twice the rate of placebo to elimnate the
background of chil dhood illnesses and adverse
events that may be typically picked up during the
course of the study. The majority of these events
that we are reporting are nethyl pheni date-rel ated
adverse events and, as has already been alluded to,
there is a slight nunerical increase in the nunber
of adverse events in the MIS group conpared to the
Concerta group.

I nportantly again, we see the incidence of
tic being reported as 7 percent conpared to 1
percent, and we will turn to that alittle bit
later in the course of this talk.

Looki ng at the discontinuations, we have
al ready seen that 7 percent of the patients
di sconti nued due to adverse events in the MIS

group; 3 percent in the Concerta group and 1 in the
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pl acebo group. Again, we have already alluded to
the reason for patients |eaving the placebo group
in the study due to the availability of an
open-| abel followon after 5 weeks of participation
in the 302 study.

Inportantly, these are again the
i ndi vi dual patients who discontinued to adverse
events in our 302 study. As you can see, 2 of
them on the top, are patients who had vira
infections with no pl ausibl e biol ogica
relationship to the treatnent. W have 2
application site reactions which were nmld erythem
that were reported by the investigator who deci ded
to remove the subject fromthe study. Then, there
were 3 patients in the MIS group that discontinued
due to adverse events that could be related to
met hyl pheni date and 3 patients in the Concerta
group that discontinued due to adverse events that
coul d have been related to nethyl phenidate, and 1
patient in the placebo group who di scontinued was
coded as an adverse event because their synptons of

ADHD changed during the course of participation in
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t he study.

I amgoing to go through very quickly a
couple of the mnor issues of adverse events but |
think it is inportant for us to realize that, again
as Dr. Lerner has alluded to, the incidence of
adverse events may not necessarily tell the ful
story concerning what is happening with these
subj ects and patients. This slide will sort of
cover all the remainder slides that we have for
i ndi vi dual adverse events.

What we have presented here is for each of
the MIS, Concerta and pl acebo groups the nunber of
subj ects who experienced that event; the nunber of
events that were actually experienced because sone
of these subjects ny have experienced nore than one
event during participation; the nunber of subjects
whose events were ongoing at the end of the study,
and t hese coul d have been ongoing for one day or
one week at the end of the study but they were
present at the end of the study and were,
therefore, considered as ongoi ng when the patients

finished their controlled trial; again, the nmean
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duration of the adverse events that resolved in
days, again, indicating that nost of these events
that we are | ooking at are going to be short-Ilived
over tine.

For abdoni nal pain, vomiting and nausea,
you can see that again in sone cases there is an
i ncreased nunber of subjects in the MIS group that
experienced these events, but the number of events
that were ongoing at the end of the study, the ones
that clinicians nmay be concerned about for |ong
termwith patients, are the same whether you are in
the Concerta group or the MIS arm of the study, and
these are both slightly higher than observed in the
pl acebo popul ati on.

Agai n, headache and affect lability and
other CNS-related are sinilar. |In this case, the
nunber of events in the MIS and Concerta group for
headache are similar. Mst of themare transient,
as woul d be expected for headaches occurring in the
chi | dhood popul ation and | ast not a very long tine.
Affect lability, again an issue that canme up at

twice the rate of occurrence in the MIS group
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conpared to the Concerta group, there were 6
subj ects versus 3 subjects. The mgjority of them
were short-lived, for a short period of tine, and
very few were ongoing at the end of the day and
these, again, may have been synptons related to the
underlying condition of ADHD.

W would like to nowturn to the issue of
tics. Again, there was a nention made about the
i ssue of the coding terns for tics. These terns
were coded prior to breaking the blind of the
study, an evaluation in a totally blinded fashion
when we reviewed the safety findings in the study.
A deci sion was nmade by us to code abnormal novenent
di sorders whether they were classically defined as
tics or any other type of treatnent energent
disorder as tics. However, | think it is inportant
to |l ook at what the verbatimternms and what the
out cone of the patients who experienced these tics
in this study actually are.

VWhat we see is that of the 7 patients in
the MIS group and the 1 patient in the Concerta

group that had tics, 5 of themin the MIS group had
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actually either mscellaneous type of nouth
movenents that occurred or other events that could
be coded to conpul sion or stereotypy. Repetitive
tongue novenents--and as we heard fromDr. Lerner
some of these things are conmonly observed in the
pedi atric popul ati on whether they are treated or
not. Again, nost of these resolved within a short
period of tine. There were a very few of themthat
were ongoi ng. However, the ones that were ongoing
did not result in any change in nedication
adm nistration and they were typically mld in
intensity and did not interfere in the patient's
activities.

These are the 3 cases where actually the
termtic was used, which indicted that there was a
nmot or di sturbance that arose during the course of
the treatment and participation in the clinica
study. There is 1 patient in the Concerta group
who devel oped a tongue tic, as described by the
investigators; 1 patient in the study who devel oped
a notor tick and was discontinued fromthe study.

The interesting fact about this patient is that
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after he was discontinued fromthe study his

behavi oral probl ens persisted and he was started
again on an alternative stinmulant nedication, an
anphet am ne- based product, and his tic did continue
and did not abate even on the anphetam ne-based
product but his behavior certainly did, and his tic
was ongoi ng at 30 days after discontinuing fromthe
study. The other subject in the MIS group who
experienced the tic had it resolved after 9 days
and no effects on dosing were noted.

Now, what | would like to do is put the
inci dence of tics in the context of what we know
about tic disorders, and | borrowed this forest
pl ot fromour friends in evidence-based nmedicine to
try to present a |large volune of data in a very
short, single graphic. These are studies that are
controlled clinical trials enmploying ora
met hyl pheni date products and our two studies which
used the MIS system both the MIS product and the
ORCS Concerta group of that.

Plotted here are the nunber of subjects in

each group who experienced tic on each of the
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doses, whether it be MPH or placebo, and it is
experienced as a rate difference which, for those
of you who are not famliar with the way these
things go, is sinply the difference in proportions
of the patients in the MIS group conpared to the

pl acebo group experiencing the nunber and it is
expressed as the decimal equivalent. If you would
like it as a percent, just multiply it by 100 and
you will get there. So, the scale ranges from 0-50
percent increase or decrease in tics.

As you can see, with all of these studies
tics are not an uncommon phenonenon. |In fact,
overall it is about 6 percent incidence of tics
occurring in methyl pheni date-treated groups in the
controlled clinical studies, and there is about 4
percent occurring in the patients in the placebo
groups. Again, the MIS group there--again being a
little bit higher and we are still counting all the
nmovement di sorders as tics here--shows that we are
simlar in frequency across the way. The bars
i ndicate the 95 percent confidence intervals around
the estimates for these disorders.

Again, in the open-label studies tics are
a frequent observance that is observed. |f you

| ook at the Concerta package insert, there are 2
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studies that are referred to which are long-term
open-1 abel follow up studies which provide
important safety information. And, tics occur at a
very widely differing rate in those studies. There
is no control group to nake an absol ute compari son,
however, the rate ranges from1.3 to 8 percent over
a period of tine of about 8-10 nonths.

In Wl ens 2005 paper which | ooked at 400
subj ects treated open-label Concerta, he found an
i nci dence of 9.8 percent of tics throughout his
followup of the patients. |If we |ook at our
| ong-term 021 study which followed patients for up
to 3 years, we have about a 1 percent incidence of
tics that energed during the course of that study,
as well as in our ongoing 303 study which is a
9-hour wear time study that enrolled all the
patients who were willing to followup into an
open-1 abel followon period 2 percent of tics

actually occurred in this followup with durations
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up to approximately 8 nonths.

So, | think that for the adverse events
coded as tics, they do occur. Most of the MIS
events were transient and 4/7 actually resol ved
with continuing therapy with MIS. Only one patient
di scontinued fromthe study, and the synptons were
mld and, again, typically did not interfere with
activity. The verbatimdescriptions were not all
clearly tics, however, they were coded that way
because of the conservative nature of trying to
descri be and put a | abel together that woul d
expl ain what type of disorders you m ght see during
the course of therapy with MIS. And, the overal
frequency of the tics in our MIS studies is
actually consistent with the published data for not
only met hyl pheni date products but other stimulants.
Again, as we have heard fromDr. Lerner, tic is not
a contraindication to stimnulant therapy.

I would like to now turn to the other
i ssues which is of extreme concern, particularly
for pediatricians and people follow ng these

patients, which is the effects of nethyl phenidate,
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and particularly MIS, on appetite, and then we wll
follow that up with effects on weight and grow h.
Again, this is a simlar graph that
indi cates the effect of anorexia, decreased
appetite and wei ght | oss during our clinica
program There were very few events that were
ongoing at the end of the study. Mst of themwere
short term resolved on continued therapy, and did
not |lead to discontinuations due to adverse events.
Again, there were simlar nunbers of patients in
both of the active treatnment groups that continued
to have the adverse event at the end of the study.
Turning to the effects on weight and
growt h, again, this is the effects on weight |oss
that we have already heard alluded to in our study
302. On the left-hand part of the graph is the
overall effects in the study popul ati on, show ng
that over the 7-week participation in the study
pl acebo patients tended to gain a little bit of
wei ght and patients who were treated with either
Concerta or MIS net hyl pheni date delivery systens

lost alittle bit of weight. Wen you | ook at the
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patients who experienced any appetite-rel ated AE,
there was, again, a slightly | arger weight decrease
but really no difference between the group of MIS
or receiving Concerta.

Again, if you | ooked at those patients who
reported anorexia, which we would consider as a
nmore severe form of appetite decrease, there was a
slightly greater decrease in weight in the MIS
patients but, again, within the same range that we
have observed overall in the study and, again,
patients who had decreased appropriately tended to
have approxi mately the same type of weight |oss
experienced and, again, it was mld over the course
of the short termof this study.

I think it is always useful to | ook at
i ndividual patient data to get an idea of exactly
where patients fall in the course of the study and
whi ch groups of patients actually |ose the nost
weight. | think this is very inportant. As we can
see here, on the Y axis here we have the change in
patient weight by individual patients so this is a

change over the course of the study. On the X axis
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is the weight at which the patient started the
trial.

So, what we can see is that patients who
were the small est ones, on the far left-side of the
graph, while they do lose a little bit of weight,
they don't |ose proportionately a greater degree of
their body weight. Wereas, the patients who are
at the heavier weight tend to be the ones
experiencing the nost weight loss. This, again, is
very sinilar to what has conme out of the stinmulant
literature for weight loss in general and is
observed also within all the other classes of
stimulants that are on the market today for ADHD

Looki ng at the incidence of anorexia in
the control |l ed net hyl pheni date studies, we see that
anorexia, as a conplication where it is listed,
occurs not infrequently in these studies, and in
decreased appetite, again, being a not infrequent
occurrence in reporting overall in controlled
clinical trials with various rates, dependi ng on
the ascertainnent bias that is present in the
study, again, being present.

So, to conclude on issues of appetite and
wei ght, we did have a hi gher observed nunber of

appetite-rel ated adverse events, however, nost of
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these were nild and transient; did not persist; and
the nunber of ongoi ng adverse events was simlar in
both the Concerta as well as the MIS groups. The
actual weight |oss was, again, sinlar and the
effects are, again, typical for other ora
met hyl pheni date products on the market today.

I think inmportantly, what are the
consequences, possibl e consequences of the
|l ong-termuse of this drug? For that, we have to
go to study N-021, which was a study started by
Noven and actually enrolled patients who had
participated in the 010 and the 018 study, and
enpl oyed the 12-hour target wear tine and, again,
the larger patch size, the 50 cnR patch size. So,
these had patients that were experienced to higher
patch sizes, as well as |longer durations of study.
Patients were followed for up to 3 years during
this tinme frane. This was an inportant study to

assess the continuous use of MIS on growth
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paraneters .

I will summarize what we found and then |
wi Il show you a couple of slides that illustrate
the findings we have, and we do have Dr. Steve
Far aone here, who actually conducted these, who can
address sone of the issues during the question and
answer period. But we did find that subjects who
were treated with MIS over the 3 years of follow up
did continue to grow during treatnment. There were
sonme grow h deficits present, and growh deficits
were defined as the observed wei ght or height that
we actually recorded conpared to those that would
be expected fromthe CDC tables that were put out
in 2000 for the popul ation on normative data for
the United States.

The deficits were small after 3 years. In
the short termwe did have weight deficits
predom nantly related to the dose that was
admi ni stered. However, these did not persist over
the long term-

DR GOCDMVAN:  Excuse ne, | think Dr. Leon
has a questi on.

DR. PRATT: Yes, sir?

DR LEON. To provide a little bit of

context, you said this is followup up to 3 years.

file:///C)/dummy/1202PSYC.TXT (105 of 304) [12/13/2005 10:25:30 AM]



file:///Cl/dummy/1202PSY C.TXT

106

Well, can you tell us nore about that? Maybe what
is the nedian or what some of the quartiles were?
Because. no doubt, not all of them got followed up.

DR. PRATT: No, not all of them got
foll owed up. We had approximately 50 patients that
continued on in the study for the 3-year period of
time, and we actually analyzed the data, which I
will show you in the next slide, by bins in terns
of how |l ong patients were actually followed. So,
we are not just |ooking at one group that is a
smal | nunmber that |ooks at the time. W are
| ooking at all the data over the period of tine.
W can have Dr. Faraone address that in the
question and answer period a little bit nore
specifically to answer your question

Again, prior stinmulant therapy--patients
who were previously treated with stimulants tended
to have snmaller deficits over the tine than

patients who were starting therapy for the first
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time and were followed for a sinmilar time, although
the difference was not great. These results,
again, were simlar to those reported for other
stimul ants.

This is just a graph of the actual growth
that we observed in the various bins. The nunbers
of patients in each of these bins changes over
time. However, when you | ook at the nean height,
wei ght and body nass unit index of the patients who
were participating in the study for 6, 12, 18 or 36
mont hs of foll owup, you do see that the patients
grow. Actually, the population itself actually
continues to gain weight and there is not nuch
change in the BM, which indicates that the growh
that is occurring is probably proportional

I think when you ook at this as growth
velocity, the short-termeffects as well as the
|l ong-termeffects of how nuch you had grown in a
year over how much you woul d be expected to grow in
a year, when you |l ook at the groups that look at it
across the half years in the study, we see again

the typical pattern with the short-termeffects on
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body nmass index and wei ght being apparent in the
first 6 nonths of the study. However, by the
second, third, fourth and fifth for the groups that
are there the weight velocity tends to catch up and
actually exceeds that, and there are very little
effects on growth velocity as expressed as hei ght
reported over the time frame of the patients
followed in this study.

Agai n, how does this conpare to other
products that are on the market where |ong-term
studi es have been conducted? This is a listing of
a nunber of different studies that have been
presented with both anphetam ne-rel ated products,
met hyl pheni dat e and anphet am ne treat ment of
patients, as well as nethyl phenidate, and you can
see that nmales and fenales for one, two, three
years of followup study the results that we are
showi ng here for height in our patient group are
very sinmilar to what has been expressed. These
nunbers here, in terns of mean z-score deficits
translate into very, very small actual growth
deficits.

Sl eep effects was another issue that was
noted in the original NDA which we attenpted to

evaluate. W evaluated themin two ways. W took
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our traditional spontaneous reporting of events by
parents and patients conming into visit, and if they
had insomia it was recorded as an adverse event.
Again, we saw that there was a slightly increased
nunber of subjects in the MIS group that
experienced the sleep-related i nsormia. There were
a few nore events than in the Concerta group.
However, nost of these, again, were short-Ilived;
resol ved; were typically mld and didn't interfere
with activity.

Agai n, |ooking at the overall effects of
sl eep reported in controlled clinical trials with
met hyl pheni date, we see a similar pattern as we
have seen in other studies. There is a w de range
of differences in terms of effects on insomia
reported in clinical trials fromsone patients who
actually get inprovenents to some studies that
actually show fairly large effects on insomi a,

dependi ng on the size of the study. Again, these
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are very common events that occur in this patient
popul ati on.

We used the Children's Sleep Habits
Questionnaire, not as an adverse event reporting
tool, but as a tool to assess the effects of sleep
in the population. The Children's Sleep Habits
Questionnaire is a questionnaire that is useful for
children ages 4-12, the exact group that we were
trying to study, and it asks the parents to assess
t he behavi ors and sl eep habits that occurred in the
previ ous week that the patient was there. It
assesses a nunber of different scales, as was
already alluded to by Dr. Levin. It consists of 33
questions which receive a score of 1-3 on each
question, and 1 basically is a frequency count in
terns of has this occurred rarely or never in the
one week, or has this occurred 5 or nore tines or
conti nuousl y?

Al so, there is one other interesting
aspect to this study, that it does ask a subjective
question for each of these sleep-related frequency

counts that the parents are asked to fill out.

file:///C)/dummy/1202PSYC.TXT (110 of 304) [12/13/2005 10:25:30 AM]



file:///Cl/dummy/1202PSY C.TXT

111
That is, whether you scored 1 or 3 on the frequency
count, do you consider that this behavior was a
problem for your child during that tinme? So,
again, it gives both an objective as well as a
subj ective assessnent of the popul ation's effect.

Surprisingly, as has already been shown
here, when you | ook at the overall total scores on
the CSHQ by the time in which patients are
foll owed, we see no differences from placebo and no
separation of effects of patients receiving either
form of nethyl pheni date on the CSHQ and, agai n,
simlar results were seen when we actual ly | ooked
at the nunber of sleep problens. There tended to
be a slight decrease in the nunber of problens
identified by parents over the course of the study,
but that was the sane in all of the groups.

So, | think to summarize our sleep-related
findings, insomia is known to be associated with
met hyl pheni date. The observed inci dence was hi gher
in the nethyl pheni date-treated group but, again,
the events were transient and they resol ved on

continuing treatment. We really didn't have any
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di scontinuations or dose changes due to these
adverse events in the short term and the MIS and
Concerta have been denonstrated, using the CSHQ as
having little effect on sleep habits overall

Finally, I would like to turn alittle bit
to the dermal evaluations that we conducted at each
of the visits. At each of the visits the patient
comng in was assessed by the clinician using 3
separate scal es: an adhesion scal e which was
referenced to how well is the patch attached to the
child. In other words, is the patch, you know,
sitting on there very well with alittle bit of
edge coming up or dirt around the edge, or is it
al most conpl etely detached? W al so asked themto
assess the dermal response scale which actually is
one that | ooks at primary skin reactions and is the
one that is the nost evident for skin irritation
Finally, there is a dermal disconfort scale in
whi ch you ask the subject is this unconfortable?
VWhat are you experiencing at the time that you have
this patch on?

This is different fromthe sensitization
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study that was conducted, which was an entirely
different study and an entirely different
popul ation, which we will return to in the question
and answer period to present sone of that
information and clarify some of the thoughts on
t hat .

Now, these are the results. The results
were pretty simlar across all of the weeks so
chose week 7 of the 302 study because this is where
pati ents had been wearing patches for 7 weeks
continuously. The recommendati on was that they
alternate the patch site every day, and this
assessnent included the nunber of the patch that
was worn on the site at the day that they cane into
the clinic. Inportantly, on the adhesion system
scores of 0-1 indicate very, very good adhesion
with just little bits of the edges of the patch
coming up fromthe skin. Mst of the subjects fel
into the category of scores of 0-1. Very few
pati ents had di sconnection of the patch fromthe
skin during the course of the study. There was no

di fference between the patients who had the active
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MIS patch, which is in yellow, or the placebo MIS
pat ches, which are in the orange and the white
bars.

Now, as alluded to earlier, there was a
hi gher incidence of minimal to definite erythema
that was observed at the time that this patch was
exanmined in the clinic and over 50 percent of the
patients had evidence of mnimal to definite
erythema. Very few individuals had nore than just
sinmply erythema that was noted on the patch site.
There was a very small nunber in the active group,
actually one patient, | believe, that had erythem
and papules in the study at the site that was
observed. There were very few patients who
withdrew fromthe study. Again, this is very
consistent. It is only seen in the active MIS
group and is not seen in the placebo group and may
be actually related to the known effects of
met hyl phenidate itself as a nild skinirritant.

The experience of disconfort that was
expressed by the patients at each of the tines,

again, showed very little disconfort that was
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experienced at the tinme that the patient was
wearing the patch and, again, these nunmbers didn't
change much over the course of the study. The
majority of patients experienced no disconfort at
all. Those who experienced any disconfort
typically said it was mld, and the worst conplaint
we got was that it was typically itching. There
were very few severe or noderate but tol erable
effects that occurred.

So, | think in our dermal assessnent
scales--and we will return to the sensitization
i ssue during the question and answer period--MS
was associated with slight to mnimal erythena that
was present in about 50 percent of the patients
and, again is a known effect of nethyl phenidate as
amld skinirritant itself. Mst subjects
experienced no disconfort. The ones who did
typically experienced mld itching. There were
excel I ent adhesi on properties of the patch to the
child, which is inportant for an active child going
swiming and participating in sports. And, there

were few di scontinuations overall in the program
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due to application site reactions.

So, | think that we can conclude for our
approach to the MIS safety conclusions that the
patch was generally well tolerated and there were
no rel ated serious adverse events that occurred.

W did have a few di scontinuations due to adverse
events and those were typically due to

met hyl pheni dat e-rel at ed adverse events. The common
adverse events that we observed, again, were due to
the stimulant effects. They were mld and
transient. They tended to occur early during the
course of treatnment and there were very few
persisting adverse events during the course of the
study. CQur target wear time of 9 hours appeared to
reduce the incidence of the two adverse events that
coul d be considered as related to time of wearing
the patch, which are anorexia and i nsomia. The
skin reactions that we observed were nmild, and the
| ong- and short-termgrowmh effects were really
simlar to those observed with other stinulants on
the market today. Again, the results of our

studi es here are consistent with those of other
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approved net hyl pheni dat e products.

I would like to now call Dr. Sharon W gal

up. Dr. Wgal was the director of our child

cl assroom study but she is going to talk today a

little bit about the clinical perspective and use

of the MIS patch. Dr. Wgal ?

MIS: dinical Perspective

DR. WGAL: Thank you. It is a pleasure

to be here today and speak with the conmmittee.

should say that in ny position at the University of

California, Irvine, | have opportunity to direct a

nunber of clinical trials, typically in the

pediatric age group and typically in ADHD. During

the last 12 or so years | have worked with my

col l eagues in the devel opnent of a nunber of

di fferent neasures, as well as extensions to the

| aboratory school protocol, and | appreciate Dr.

Andreason as well as Dr. Squires speaking to sone

of those data.

Today | will give alittle bit different
talk and that is that | won't be presenting actua

scientific data to you. Really what | would like
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to do is give you sone of ny observations from ny
experience with MIS over these few studies and give
you sone of the clinical perspective.

As far as how we enrolled patients in
these studi es, obviously we go through an
institutional review board for recruitnment and our
recruiting is through el ectronic adverti sing,
through the web, e-mail, newspaper print, fliers,
as well as radio advertising, and | just thought it
m ght be hel pful to have the actual |anguage that
we use for these studies: an investigationa
medi ci nal patch to treat ADHD. Again, this was in
6-12 year-olds. The sorts of fanilies that
responded to this through phone calls were those
with treatment-naive children as well as those who
had prior exposure to stinmulant treatment. |
should say that | really thought that we would see
predom nantly kids who had trouble with swall ow ng.
Actual ly, we had about one child who fit into that
category. A number of the other famlies were
sinmply | ooking for other treatnents that m ght be

beneficial to their child whether or not they had
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been exposed to treatnment in the past.

So, some of the experience in this nove
| aboratory school environnent | thought nmay be
hel pful in ternms of howthe MISis applied, its
renoval and those kinds of issues. Wat we
typically will do--you saw this schedul e
earlier--is bring these children in at the sane

time and we are actually simultaneously dosing the

kids. So, you can inmmgine a |large roomwhere there

are screens for privacy, and we actually invol ve

the parents in the dosing because they are actually

the experts on doing this, having gone through dose

optinmization clinic visits and having al ready

| earned how to apply the patch.

| don't think it was nentioned that it is

actually applied to the hip area and that was
rotated each day. Pressure would be applied for
about 30 seconds. So, once our nedical director

woul d give the signal parents would apply the

patch. It was already cut open. You have sanpl es.

I don't know if anyone tried to actually apply it,

but they would apply it to the child and the
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children oftentinmes actually assisted in the
process and they would hold it for that 30-second
interval. Then we allow the parents to exit. They
didn't stick around for the renpval of the MIS. W
actually had our nursing staff involved with that.
It is very sinple and pretty much |ike renoving a
band-aid and just noments to renobve. So, parents
did comrent in the clinic visits as well as during
the study that it was very easy to put on; very
easy to renove; no struggle with their child to do
that, and for those hectic nornings of getting
their child out in the nmorning to school, they
found it very easy to use.

VWhat | would like to do is go through sone
of the comments fromthe parents. They were sort
of direct informants in these visits. As you may
know, with ADHD it really requires that there be
synptons that are severe in at |least two settings,
so the hone setting and one other setting. Wen we
are tal king about school age kids, typically that
other setting is the school setting. So, we have

here the parents sort of relaying coments from
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teachers during these clinic visits.

One such coment is, "the teacher reports
the change is like night and day." That is not an
unusual comment for methyl phenidate type treatnent.
We have heard that actually for years. For these
famlies it was sonething new. Sone of their kids
may have been on other preparations prior to the
study, whether they were short-acting,

i ntermedi ate-acting and al so other |onger-acting
preparations.

We al so heard, "his teacher noticed a big
difference...like a different kid." Then, finally,
"much nore focused and acconplishes work." You
know, for school age kids that is their job. They
are supposed to be perfornming their school work;
paying attention to the details in their day. So,
we thought it was really critical to have this
conment .

At honme we heard parents renmark,
"everybody comments on her inprovenent." Again, to
sort of visit an ADHD famly, which is what we do

in our clinic, what we find is that oftentines a
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parent nay neet with a ot of resistance from other
famly menbers as far as seeking not only a
di agnosi s but treatnent for their child. So,
everybody in this particular case referred to a
spouse, siblings, even grandparents who nay provide
after-care for kids when parents are worKking.

"My child listens, follows through on
directions.” On first hearing this you m ght
think, well, what is so special about that comment?
You know, if you are a parent that is what your
expectation is for your kids the majority of the
time. But for parents of ADHD kids, they are not
seeing this without this sort of treatnment or sone
sort of treatnment that is effective. So, what they
find is that the kids are actually show ng these
hal | mark synptons on a regul ar basis of not

l'istening, not foll ow ng through.

Then, "I can tell when the meds wear off
because" --this is the child s nane--"pesters her
brother." | think it is really inportant to note

not just that the nmedication works but also that |

think for parents it is consoling that they have
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recognition as to when does the nedicine seemto
stop working. Wether it is behaviorally or
attentionally, they want to know that infornation.
I will say that the parents that we work with--it
has changed over time--they are getting nmore and
nore savvy, nore and nore articulate and nore and
nmor e educat ed about what their expectation is not
only about a treatnment but how it should work and
how it should help individually for their kids.
think a lot of that may be due to the fact that
vari ous conpani es have put a lot into educationa
resources for famlies so they cone to a doctor's
visit or appointnent really armed, know ng
i nformati on and knowi ng what they want for their
child. Maybe not knowi ng what nedi cations they
want, but knowi ng what kind of relief from synptons
their expectation is.

So, | have a quote here that is quite
I engthy but | thought it was val uabl e because
think it really does highlight for you sonme of that
ri sk/benefit type analysis that parents go through,

as well as that they are partnering not only with
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their child but whoever it is that they are seeing
in the office as far as what they expect from
treat nent.

This is fromthe | ong-term usage study, so
the one-year follow up study: "The three side
effects that | have noted, |oss of appetite,
sl eepl essness and skin irritation, have all been
acceptable trade offs... After several weeks, his
appetite returned in the evening either by
acclinmation or by nodifying our renoval tinme to
3:30 p.m"

I will pause there for a nmoment. W filed
a research protocol where it was outlined with 7:00
a.m, for instance, application time of the MIS and
the renoval time 9 hours afterwards would actually
be at 4:00 p.m So, this parent took it upon
thensel ves to adjust that renoval tinme during the
week or during clinic visits, not actually during
any sort of lab school type study day.

"The earlier rempval time also assisted in
eradi cating sl eeplessness at bedtine. Lastly,

have noticed far |ess reddening of skin, barely
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any, as time has passed and have not had any
complaints of skinirritation for some time."

So, to conclude, fromthese studies what |
have seen is that MISis a viable treatnent option
for kids with ADHD. It is very easy in terms of
its use. The fanmlies are conpliant to the
treatnment. W saw the Hi ppocrates quote that Dr.
Lerner used in his presentation about adherence.
You might think one nore nmedication to treat ADHD?
Wiy? But if famlies and the children aren't
really being conpliant with nedication treatnent,
then it doesn't nmatter how many treatnents are out
there, and if this a treatment that parents wll
adhere to its use, which is what we have seen in
our studies, | think that really is significant.

We saw a positive parent perception, and
will tell you that as far as entering the study
parents weren't necessarily respondi ng because of
the novelty of the MIS. | went back and | ooked at
our data and our phone screens, and that wasn't
necessarily the reason but by the end of the study

we saw a nunber of parents who were very, very
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receptive to the use of the patch and wanting to
see it as a treatnent, and thinking that this is
actually sonething that is preferential for sone
kids for oral nedication

I nmentioned that we didn't have that many
ki ds who had probl enms swal |l owi ng taking the MS,
but for sone reasons sone of the parents who hadn't
had their kids on treatnent before, stinulant
treatnment, they were actually less reticent about
usi ng a transdernmal systemthan using an ora
system Sonehow, they saw it as being nore
holistic in sonme way, and those are the conmments

that we heard from parents.

I will say for nyself that | was actually
a skeptic going into this research. | live in
southern California. It is a heavy beach

communi ty--sw nm ng, water polo and swimteam that
sort of thing with your kids, and exercise is
really pronoted heavily in the schools, playing
baseball. | mean, sit at a |ot of baseball ganes
for one child, and a lot of our kids in this

environment are very heavily into physical fitness.
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So, | really thought that between the outer
el ements, and sweat, and all these things, how are
these kids ever going to keep a patch system on?
It was real interesting seeing that we had no
problemwith that in the study as far as kids
activity levels or their normal engagenent in terns
of sports during the week. It didn't inpact the
patch and its adherence. So, | thought that was
very significant.

Then, the flexibility of the treatnent
period, the fact that fanmilies coul d adjust what
time they actually put the MIS systemon. | know
there was a coment nmde earlier about not seeing
it work' what do you do early in the nmorning if it
is not working for at least two hours? You have to
keep in mind that these data are fromthe |ab
school setting, which | do val ue because | am part
of that creation, but when we | ooked at other
met hyl pheni date type products as well as
anphet am ne products in that setting, we typically
don't see a positive significant effect for about

60-90 minutes after dosing. That is not to say the
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medi cation is not working, but as far as seeing the
significance, we are not seeing it until that tine
period. Parents do remark for the flexibility in
terns of renoval tine as well.

In terms of side effects, you have seen
that the side effects can be nanageabl e, and
think that parents, again, are very astute as far
as being a practitioner or paraprofessional at
honme, working with their Kkids.

Thank you for your tine, and Dr. Pratt is
going to cone back to tal k about the benefit/risk
sunmary.

Benefit/Ri sk Summary

DR. PRATT: Thank you, Dr. Wgal. | would
like to briefly just sunmarize what we believe to
be the benefits and the risks associated with this,
and then, with the Chairman's permn ssion, after
finish this, we do have a couple of additiona
things. We would like to answer sone of the
questions that have been left hanging at the
monent. So, with your permission, | will go into
t hat next.

I think for the benefits of the MIS system
we have seen that a once daily application, which

i ndi cates a behavi oral response occurring wthin
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two hours of applying the patch, and clinica
benefits persisting for over three hours of patch
renoval is the prime efficacy paraneter that we
have investigated both in our |aboratory classroom
study, as well as the data overall fromthe 302
st udy.

The benefits of the transdernmal dosing
system-again, there is no oral dosing involved so,
agai n, perhaps for those patients who have
difficulty or resist taking nmedications in the
morning this mght be a very useful alternative and
aid in conpliance.

We di d have excel |l ent adhesi on properties
of the patch. It stayed on during the day when it
shoul d have. There was minimal irritation that was
noted and, again, very few individuals had to
di scontinue the study due to application site
reactions.

The 9- hour net hyl pheni date exposure
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through the MIS systemin the single dose study
resulted in simlar exposure to other ora
met hyl pheni dat e products, and you can control the
exposure of this conpound by two paraneters instead
of the usual adm nistration of a pill and then
taki ng the consequences of the pharnmacoki netics of
the pill as it occurs during the day. You can
mani pul ate the patch size and you can nani pul at e
the wear tine. As we have heard, drug delivery
does stop upon renoval of the patch. So, if there
is an adverse event that perhaps is occurring or is
time dependent that is recognized by the parent or
clinician and adjustment in terns of patch renoval,
as we have heard Dr. Wgal allude to, may be a very
useful property for a patch that is not present
with a pill.

Finally, there is a decreased risk of
acci dental ingestion of overdose. | hope sone of
you have tried to open up those packets that we
have had in front of you. The primary packaging is
very child resistant. It is very difficult for a

child. You know, again, with the issue of younger
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children in the household who nay find patches that
are not secured, the ability to get into those
pat ches and actually apply themis very difficult.
You need to have at |east a period of tine of
pressure to put on there to actually get naximal
adhesion. So, we believe that the patch in this
situation may actually decrease the risk of
acci dental ingestion or overdose.

Pl us, the patch being present actually

rem nds the parent that perhaps the therapy was

given. In the hectic time of getting kids to
school in the norning, | don't know how nmany peopl e
have experienced, you know, did | give the pill or

did | not give the pill? Didthe child take the
pill? Wat is going on? And, you don't want to

i nadvertently overdose with two or three pills in
the morning. Wth this one, you can always check

on the patch. So, again, it may be a benefit for
sonme patients in this situation.

The risks of the MIS system-again, we are

predom nantly tal king about the adverse events with

MIS and they are the sane as those with oral
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met hyl pheni date products. The MIS wear tines, if
you wear them for greater than 9 hours it m ght
| ead to a higher incidence of insomia and
anorexia. However, as Dr. Lerner had alluded to,
most of these events occur early in the course of
treatnent and that is what we saw when we | ooked at
the pattern distribution of when npst of these
adverse events occurred in our short-term and
long-termclinical trials. They all occurred
during the tinme when the patients were being
titrated up. Once they were titrated to the
effective dose and mai ntai ned on that, the nunber
of the adverse events incidences decreased over
time.

There are longer-termeffects of MIS on
growt h paraneters, but these are sinilar to those
wi th ot her approved psychostinul ants on the market
for ADHD today. We will come back a little bit to
tal k about the potential for sensitization and
irritation with MIS. Needless to say, it does
exi st, however those sensitization studies were

conducted with a very unusual wear tine paradi gm
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They were patients who wore the patch for 21
consecutive days in the same |location, at the

hi ghest patch size so that it was a very, very
unusual exposure. \hen patients wore the patch by
the typical reconmendation by alternating sites
during the course of our clinical trials and
renoval s we did not see quite as nmuch of the
effects on irritation predom nantly and/or
sensitization.

Finally, this is a controlled substance.
We recogni ze that, and it does have a potential for
abuse and di version and we have a conprehensive
ri sk managenent plan that we are planning to put
into place to deal with these issues that may
potentially arise.

So, to conclude, | think the MIS, the
met hyl pheni date transdermal systemis a new and
effective delivery systemfor the once daily
treatnment of patients with ADHD with
met hyl pheni date. The onset of effect that we have
seen when patients apply the patch is within two

hours of application and, inportantly, the duration
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of the effect covers the school day and al so covers
time into the early eveni ng when homework woul d be
particularly inmportant.

There is a potential for further
custom zation of treatnent. W do believe a
positive benefit/risk balance occurs, and the
i nci dence of adverse events is sinmilar to those of
ot her net hyl pheni date products. Thank you very
much for your tinme and attention

Questions fromthe Conmittee to the FDA and Sponsor

DR. GOCDMAN:  If you would start with the
sensitization issue, | would appreciate it.

DR PRATT: Sure. | think we will do
that. Can | have the slides on the results of the
sensitization study? The study, as | said, was
conducted in adults. There were two studies. They
wer e conducted according to the guidances fromthe
FDA devel opi ng skin sensitization. These were
adult subjects. They were brought in and they wore
the patch, and it started out with a 50 cnR2 patch
that was applied to a site in the back, with a

control patch that was a placebo patch, as well as
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a saline thin chanber that was put on the back as
sort of an irritant control which used SDS.

The patients cane in. They wore the
patches for three days or two days at a time. They
were changed every two or three days dependi ng on
whether it was a weekend. The patch was reapplied
to the same place, and they were doing this for 21
days. After the first week in the study, the
| at est study that was done, we had to cut down the
patch size to 25 cm because too many patients were
experienci ng met hyl pheni dat e-rel at ed adverse events
in terms of the euphoria that they got from having
the patch on for such a |ong period of tine
continuously. So, the study was done with the 25
cm patch size for the remai nder of tine.

When patients cane back after the
i nduction period, therapy was stopped for a 2-week
period of tinme. Then patients were brought back
for a primary challenge. The active patch was
applied to a different site again for a 72-hour
period and the assessnent at that tine was done for
irritation as well as for potential sensitization

Potential sensitization was scored as the
presence of erythema and edenma or worse at the

site. In other words, you had to have at | east
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those two conponents in order to be scored for
potential sensitization. Again, the irritation
| evel s were al so scored

This is the result of the irritation
anal ysis that was done in this study. Again,
| ooking at the negative saline controls, you can
see that the nmean score that was done was very,
very low for that; that the MIS group had a higher
score of irritation overall in the patient
popul ation, and the placebo transdermal system
while a little bit greater than the negative saline
control, again was still higher than the negative
saline control

Now, these are the results of the actua
sensitization analysis that was conducted. W had
133 patients who actually went through this 21-day
i nduction period. O those patients, based on the
original challenge, only one patient was detern ned

to have sensitization. However, because of the
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hi gh nunmber and hi gh anount of irritation that was
noted, and the difficulty in attenpting to
establish whether there really was a sensitization
signal or not, 36 patients were brought back for
anot her chal l enge two weeks later than that. So, a
third site was chosen to apply the patch. O those
36 patients who participated in the rechallenge
period, 16 of themhad only irritation that was
present in that rechallenge period. So, the tota
nunmber of patients who had sensitization based on
the chal | enge and rechal | enge periods were 17
subj ects overall out of the 133.

Now, there was a potential sensitization
that was noted in 8 patients who needed rechal | enge
but they didn't come back to participate in the
rechal | enge period. They nmust have had enough with
the exposure that they did have. But, again, there
was one other subject with sensitization based on
an i nconpl ete chal |l enge peri od.

So, if you look at the percentages here
you have 17 out of 133 patients potentially being

able to be sensitized under these extrene
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conditions of wear. Now, how does that translate
into our clinical programhere? Again, as you have
seen fromDr. Hay's presentation over the entire
Noven programas well as our clinical program we
have probably over 900 subjects that have been
exposed to various tinme franmes of wearing the
met hyl pheni dat e patches. W have found one subj ect
only that has devel oped what coul d be consi dered an
allergic reaction to nmethyl phenidate. This was a
child who participated in one of our studies for
approxi mately three weeks and devel oped a rash; was
di sconti nued; was started on oral nethyl pheni date.
The rash actually recurred at the site where the
pat ch had been applied so it was determ ned that
this patient had an allergy and was started on
anot her stimnul ant product.

DR. GOODMAN:  Dr. Pine?

DR PINE: | ama little confused, given
how i nportant this issue is, why a study was done
where the paraneters of exposure, at |east based on
what you just said, are not really relevant to the

paraneters of exposure that would occur when the
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agent is clinically used, nunber one.

Nunber two, at the least it would be nice
to see data froma study that did use the
appropriate paraneters, simlarly to what you just
presented for an exposure duration that was not
appropri at e.

DR PRATT: Perhaps Dr. Andreason would
like to answer that question

DR. ANDREASON: W consulted this to our
dermat ol ogy staff who suggested the design of the
study since the nunmber of patients needed to detect
a signal and the anount of wear tine needs to be
hi gher--well, let ne start the sentence over. In
order to detect a signal with standard wear time,
they anticipated you woul d need nany nore subjects.
As a matter of fact, for this type of study they
said that you woul d need a m ni mum of 200 patients
in order to detect a signal, if the signal was
there, with this design of wear tine. That nunber
was not reached in the study, however, they were
abl e to assess the sensitization in the study
because the signal was present.

DR. PINE: So, the rationale there was
that this extrene acute exposure was supposed to

mrror a nore chronic exposure that woul d occur?

file:///C)/dummy/1202PSYC.TXT (139 of 304) [12/13/2005 10:25:30 AM]



file:///Cl/dummy/1202PSY C.TXT

DR. ANDREASON: No, the extreme exposure
i s supposed to be able to detect a signal for skin
sensitization if one exists. This percentage is
not necessarily representative of usual wear tine
but it does say that there is a potential for skin
sensitization. Wat that rate would be with nornal

wear tinme is not known.

DR. PRATT: And, again, there are rare but

confirmed reports of nethyl phenidate allergies that
do occur in individuals adm nistered ora
met hyl pheni dat e products as wel .

DR. PINE: One nore question--

DR. PRATT: Sure.

DR. PINE: So, basically the concl usion
fromthis is that there is a potential for skin
sensitization. W have no idea what the point
estimate is with regular use, let alone a
confidence interval around that point estinmate.

DR. ANDREASON: No. No, not necessarily.
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What we can report on are the results of the study.
That study says that compared to the placebo system
there were somewhere between 13 and | think 22
percent of patients who had a skin sensitization
reaction. It is hard to say, you know, if those 8
other patients would represent the difference
bet ween 13 and 22 because they didn't return and
that was a signal that this was not just skin
redness; that it actually represented a contact
sensitization above just the patch itself.

DR. GOCDMAN:  For further clarification
then, how many of those subjects showed evi dence of
systemic reaction? | think you said it but | just
want to hear it again and understand how you woul d
define it.

DR. PRATT: | amnot sure whether you
mean, you know, by a systemic reaction. | nean,
did they exhibit signs of being exposed to
met hyl phenidate in terms of the effects that were
observed, or systemic reactions that occurred--they
were not rechallenged with oral nethyl phenidate, if
that is the question that you are asking.

DR. GOCDMAN:  That is one of the
questions. So, your definition of sensitization is

that it is defined by the reaction at the |oca
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site, qualitative and quantitative changes at the

site of contact?

DR PRATT: At the site of contact only.

DR. GOCDMAN:  But you didn't see any ot her

evi dence of a rash el sewhere on the body?

DR PRATT: Not that was reported in this

study, | believe.

DR. GOCDMAN:  Dr. Laughren?

DR LAUGHREN: Yes, | think it mght be of

some inportance to figure out what the right
denoni nator here is for the clinical program
mentioned, as | recall, one instance of
sensitization--

DR PRATT: Yes.

DR LAUGHREN: --out of 900.

DR. PRATT: W would have to | ook at the

total nunber of patients, adults and children that

wer e exposed over the tine.

DR LAUCHREN. Right. The question is of
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those 900, how many were exposed for a reasonable
period of tine to have expected the possibility of
sensitization? | nean, obviously it is a smaller
nunber than 900.

DR. PRATT: Yes, it is. | mean, if you
just look at it in ternms of the nunber of patients
who participated in the large controlled clinica
trials, it is sonewhere probably in the range of up
to 500 who have been exposed for that period. |
don't have the exact nunmbers at the top of ny
tongue here but it is sonewhere in that range. You
know, about 200 in the Noven 12-hour wear tinme
studi es; about 100 in our studies here but then,
agai n, we have another nunber of patients
participating for |onger periods of tine in
open-1abel followup that could be exposed.

DR. LAUGHREN: Then one fol |l ow up
question, our consultants in dermatol ogy
recomrended that if sensitization did occur, that
i ndi vi dual shoul d never be exposed to
met hyl phenidate in any form Do you agree with
t hat ?

DR. PRATT: | think that that is a very
| ogical followup for a general statement. |

believe that, again, when you | ook at the
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literature for nethyl phenidate allergies, sparse

though it may be, when you | ook at the individua

cases that are reported, the majority of themare

actually very mld and, again, that one patient

that we experienced developed this mld rash; was

given a dose of nethyl phenidate and the rash

returned at the site. The doctor discontinued the

therapy and switched themto another one. | think

that is a very reasonabl e recomrendati on

DR GOCDMAN:. Dr. Tenple?

DR. TEMPLE: Are you going to be able to
explain to people the difference between a little
local irritation and sensitization?

DR. PRATT: Well, | think that may be a
little difficult. Again, the definition of
sensitization was erythema plus edena at the site.
As you see, our scales there indicate that we did
have pl aces where you could actually report

eryt hema, edenm, papul es, extension beyond the
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site. | think, again, for |abeling that woul d just
have to be clarified with | anguage with the agency.

DR TEMPLE: Yes, but it is a matter of
sone inportance. You wouldn't want ten percent of
the people who get this drug never be able to get
met hyl pheni dat e.

DR PRATT: No, of course not.

DR TEMPLE: That woul d be a disaster.

DR PRATT: O course. Again, | think the
severity of the reactions needs to be consi dered.
We are certainly willing to work with the agency on
defining | anguage to define this.

DR. GOODMAN: Do you have any phot ographs
of these cases for us to see?

DR PRATT: W don't have any cases of
desensitization to show you. The pictures were not
done of these individuals at the site.

DR GOCDMAN:  Dr. Pollock?

DR POLLOCK: Yes, if you could clarify
how many individuals in your open follow up--Iike,
what the | ength of exposure is; how many peopl e;

because your trials were, like, 4-6 weeks in the
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pi votal studies so we know that is the I ength, you
know, anong several hundred peopl e that
participated. But how nany peopl e have gone beyond
that 6-week period?

DR. PRATT: | think perhaps one way to
sort of address two questions would be to give you
the number of patients in one of the long-term
open-1 abel studies that we followed, as well as to
per haps address one of Dr. Tenple's questions
earlier about the incidence of adverse events
across the way with tine on exposure.

May | have the slide that actually | ooks
at our open-label, the | ong-term open-I|abel adverse
event profile?

DR POLLOCK: For further clarification to
Dr. Laughren's point, what is the denomi nator for
real exposure? W can't say it is 900.

DR PRATT: No, it isn't.

DR POLLOCK: It is maybe a few hundred.

DR PRATT: If you will give me nmaybe one

second here--in the interest of tinme, how about if
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| take that off and answer that question at the end
of the period here when we can actually get you a
reasonabl e nunber--here we go, this is one that I
think will help you out.

Again, this is the nunber of patients that
are followed--this is a portion of themin our
| ong-term pediatric population. So, for patients
that participated for greater than 6 nonths on
therapy we had 117, starting up fromthe 322 that
were originally enrolled. W do have an ongoing
open-1 abel study right now that has enrolled
approxi mately, | would have to say, about 300
patients that are being followed for at |least a
year or as long as they want to participate in the
study. So, we can have sone nunbers that cone
t oget her.

DR POLLOCK: The bottomline here, the 18
out of 117 had sone formof reaction at the site
whi ch may, you know, |ead to them not taking
met hyl pheni dat e- -

DR PRATT: Well, no, again, these are

studi es that have not enployed the dernal
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eval uation scale so this is 18 out of the 117 that
had some type of irritation response. It doesn't
mean that they stopped therapy. It doesn't qualify
the extent of the injury.

DR. GOCDMAN:  Dr. Robi nson?

DR ROBINSON: Yes, if you could go back
to the slide that we have in our handout, nunber
85, which was week 7 dermal response eval uation?

DR PRATT: Sure. |1Is that the graph?

DR. ROBINSON: Yes, it is the graph.

DR. PRATT: Yes, sir?

DR, ROBINSON: | amtrying to understand
what your recomrendations for clinicians would be.
At what |evel on this scale would you want to tel
themthat they should stop the treatnment? Is it 1,
2, 3 or greater than 37

DR. PRATT: It would probably be greater
than 3 and when the reactions occurred. Because it
is a transparent patch you can see sone erythema at
the tinme that it is there. Wen you renove it, the
erythema typically dissipates very quickly. |[If the

erythema is persisting the next day or it is
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concerning to the parents, or if you have reactions
that are nmore than just sinply the erythema so you
have papul es, vesicles, edemm that is present at
the patch site, those should be brought to the
attention of the clinician for potential
evaluation. Again, there are certain children out
there that do have sensitive skin and certain
adults al so that do have sensitive skin and these
need to be taken into consideration also. This may
not be the appropriate product for sonebody who has
other topical sensitivities that have already been
mani f est .

DR. ROBINSON: Well, let nme just make sure
| understand. So, even at a level of 3 you would
say that clinicians could continue the person on
MTS?

DR. PRATT: Yes, because, again, you
should be rotating the sites and only if they are
persisting perhaps for |onger periods of tine and
not abating would that be a problem Again, that
has to be left to individual clinician judgnent
across the way.

DR. ROBINSON: Also on this scale, at what
| evel of this response would clinicians have to

take it off and say | amal so not going to give
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this child nethyl phenidate oral ?

DR. PRATT: Well, if you look at the
definition of what contact sensitization was, it
i ncl uded erythenma plus edema and/or papul es. So,
that is a score of 5 on this dermal response scale.

DR GOCDVAN: Wiy wouldn't it be 47

DR. PRATT: You could have it 4. Again,
it would have to be observed directly in terns of
being there at the patch site.

DR. POLLOCK: Could you just elaborate
because it mght be relevant to the warning--oh,
sorry.

DR. ROBINSON: | amsorry, but did anybody
have a score of 4 at all?

DR PRATT: Not in the 302 study that we
had and | don't believe that we had scores of 4 in
any of the others, but I would have to | ook that
up. | don't have that infornmation

DR GOCDVMAN:  Dr. Leon?

DR. LEON: This is a week 7 slide, if you
coul d keep that up.

DR PRATT: Certainly.

DR. LEON: It is just week 7.

DR PRATT: Yes.

DR. LEON. So, | nean, no one during the
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course of the prior 6 weeks, including those who
m ght have dropped out, had a higher score than 3?

DR PRATT: No, that is why we chose to
show the week 7 data because it had the | ongest
time in which patients were participating in the
study and woul d have had the highest potential for
showi ng an effect.

DR. LEON: What was the N here? How many
peopl e dropped out from baseline until they got to
this point?

DR. PRATT: At week 7, again, | would have
to go back to the slide but, again, in the
met hyl pheni date-treated group we had about 70
percent of the patients who were conpleting at the
end of that tine frane.

DR. TEMPLE: No, he is asking how nmany
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peopl e dropped out for dermal reactions before week
7

DR PRATT: Two patients.

DR LEON. Thanks.

DR. PRATT: But they were, again, very
mld dermal reactions.

DR GOCDVAN:  Dr. Wang?

DR. WANG Are you saying erythema is sort
of generally non-specific and just due to having a
patch on and it resol ves when you renove it?

DR. PRATT: Actually, methyl phenidate
itself is classified as a mld skinirritant. So,
you know, if you took an oral methyl phenidate or
met hyl pheni date solution and put it on your skin
you mght actually get sonme irritation fromit.

So, as you can see, the orange and the white |lines
here are actually the patients who received the
pl acebo patch with no nethyl phenidate in it.

DR. WANG That was ny point because if it
is a non-specific patch effect you have a definite
difference in the percent achieving a score of 2--

DR PRATT: Correct.

WANG  --between the pl acebo patches

PRATT: Yes, yes.

3 3 3

GOODIVAN: Dr. Pfeffer?
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DR. PFEFFER. Wiile we are tal king about
the benefits of the patch, and it is easy and
children who can't swall ow m ght be able to do
this, do you have data on children's perceptions of
wearing the patch; children's conpliance with
wearing the patch; children's cooperation in
appl ying the patch; children coming home stil
weari ng the patch?

DR PRATT: Well, obviously we don't have
any data particularly on the satisfaction. What we
do know is that we had very good conpliance in our
clinical trials programwi th patch wearing. Again,
patch conpliance can be defined in two paraneters
here, not just how many patches were actually
appl i ed and/or returned to us but how |l ong were the
pat ches actually worn. One of the things which we
actually did was we sent a diary hone with the
parents at each visit that they had and we

coll ected those diaries at the end of each week,
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and we tried to |l ook at how | ong were the patches
actual |l y appli ed.

Can | have that slide, please? This is an
exanpl e of the mean patch wear time in our safety
popul ation that we found over the tine, again by
the size of patch and by the visit, and we are very
close to the 9-hour nmean patch wear tine as
determned by the diary data that was returned to
us. Gven that it was diary data, we have no way
of absolutely checking, we did not have patch
policy going out and exam ning these children
outside of the clinic, but the parent reported that
they wore them and there was enough variation and
enough diaries returned that actually gave it.

This is an exanple of a diary that we
actual |y enpl oyed, and which is also going to be
part of any nmarketed product that we are actually
putting out because we found it very good. The
parents were very pleased with using it. It
rem nded themthat they actually had it; rem nded
themthat they actually had to take it off; and

sort of allowed themto keep track of where it was
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applied, at what tine during the week; and, again,
the di sposal nessage. Again, it is inportant to
make sure you secure these patches and di spose of
them properly. Yes?

DR. GOODMAN: Renmind ne, if you will, how
you were nonitoring any possible rash at the site
of the patch, how systenmatic that was, who was
observing it and, finally, can you actually see any
probl ens through the patch itself.

DR PRATT: The answer to that is that the
clinician evaluated the patients' patch sites when
they cane into clinic visits so that we had a
doctor | ooking at themat all the tines.

Yes, if i could go back to that one
picture, | think it is probably worthwhile--a
picture may be worth a thousand words here. W do
have a coupl e of patients who conplied and actually
all owed us to take a picture of their patch so we
do have one here that | think we can denpbnstrate to
you.

This is an exanple of a child who had what

appeared to be a definite erythema, if you | ook at
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it. Again, you can see that there is no
i nvol venent of the surrounding area but you can see
right through the patch and you can see that it is
there. When it is renoved the erythema typically
di ssipates in a short period of time. This was the
smal | est size patch that the patient was wearing
here, the 12.5 cnR patch

DR. GOCDVAN:  Deborah Dokken?

MS. DOKKEN: Dr. Pfeffer, to nme, went
beyond the dermal reactions to the broader issue of
compliance, and | would like to go out a bit
further to the issue of benefit because | can only
speak fromthe point of view of a consuner, not a
clinician, but it seems to me that the debate about
ADHD treatnment has al ways been about risk and
benefit, and there is no treatment that doesn't
carry risks with it and parents are always juggling
t hat .

But as | have sat here this nobrning, | am
getting confused--1 often get confused about sone
of the highly technical information but right now I

am confused about how benefit is being described,
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and to whom woul d this patch be particularly
recommended? It feels tonme alittle like the
description of benefit is evolving. Dr. Lerner's
slide on conpliance cane back to that issue of
difficulty in swallowing and the difficulty with
oral nedications. But Dr. Wgal tal ked about only
one parent who reported that as why they thought
this would be effective for their child and, in
fact, really other parents were coming up with
their own definition of benefit, namely, that it
woul d be nmore holistic to have a patch.

So, | would |ike soneone, probably from
the sponsor, to say who is the target of children
with ADHD and to whomwoul d it be marketed? Are
you tal king about the kids with the swall ow ng
issues, or is it beconming nore broad and it is,
well, this is another thing we could try but it is
non-specific to audi ence?

DR LERNER | thought | would start the
response, if | could, to first think about when you
tal k about the benefit who was seeing the positive

change. What are the targets? What are the things
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that are a challenge for a particular child? In
these studi es we have reports fromthe clinicians
who were seeing the children as part of their
eval uations in double-blind, as well as continuing
treatment; the parent reports; in the anal og
cl assroom so those are specially trained teachers
who work with children with ADHD all the tine; but
then teachers in the comunity who were the regul ar
teachers that worked with these kids Mnday through
Friday. So, we are hearing, fromthe various
environnments where children with ADHD struggl e,
positive, statistically significant and clinically
significant changes. These children are doing
better.

What is interesting in all of that is how
much do the kids notice the change? And, it is
fairly common that young children don't pay
attention to their own attention. They just do
things. It depends on the individual child and the
age. Many teenagers, for exanple, start to becone
aware not whether or not they are in trouble but

whet her their focus changes. So, | would say the
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i nformati on here was from parents and fromteachers
in a variety of settings, as well as from
clinicians, saying this was changi ng ADHD behavi or
That nmay or may not be addressing the issue of why
this should be used in distinction to a pill. |
think that is the second question

MS. DOKKEN: The second question was mny

question. | amnot asking whether children with
ADHD shoul d be treated. | don't think that is what
we are addressing today. | amtalking about the

specific formul ation or vehicle. So, nmy question
was the second one which hasn't been answered yet.
DR. PRATT: | think the question is what
pati ent popul ati ons do you think would be nost
benefited, how would you, in your clinica
practice, enploy this patch as opposed to a pill?
Is that the question in terns of where do you think
this would be the npost useful ? Because | don't
have any data that says, you know, what the child's
perception of the treatnent is, other than that we
have very good conpliance and they seemto enjoy

participating in this, just fromwhat we have

file:///C)/dummy/1202PSYC.TXT (159 of 304) [12/13/2005 10:25:30 AM]



file:///Cl/dummy/1202PSY C.TXT

160
heard, but we didn't collect any specific data
concerni ng that.

DR GOCDVMAN: | think we can probably go
back to this discussion. This point is a very
i mportant one and we can take it up as a conmittee
in our discussion this afternoon. | want to nmake a
comment first but | have a |ist of people, Pfeffer,
Pol I ock, Mehta, Pine and WAng so you are on ny
Iist.

Goi ng back to the skin sensitization issue
for a nonent, it seens clinically sensible that if
you are seeing evidence of urticaria at the site
you are going to worry about sensitization and
deci de not to give oral nethyl pheni date because of
the concern that you are going to have a systenic
reaction. | want to know from sonmebody who knows
better than I how well founded is that risk.
Basically, it is a skintest, as | see it. It is
an allergy skin test. How well founded is that as
a predictor of systemic reaction? No one knows?
Dr. Tenpl e knows.

DR. TEMPLE: No, | don't know, but the
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contention is that you can get sone sense of
irritation just because the drug is a |loca
irritant so that not everybody that gets a little
red is sensitized in that sense. But | share your
concern, how are you going to know and how are you
goi ng to comuni cate to a non-der mat ol ogi st
popul ation just howto figure this out? And, m ght
you make an unacceptably |arge nunber of people
ineligible for the treatnment? Maybe you need to
show pictures or--1 don't know | think that is a
very good questi on.

DR GOCDMAN:  Now we have Dr. Pol |l ock and
then Drs. Mehta, Pine, Wang and Pfeffer.

DR POLLOCK: Yes, there was a coment
that kind of flew by. You said that, well, you

shoul dn't perhaps use this in kids who are

sensitive to atopic reactions. | wondered if that
could be better defined. | nean, kids with asthm,
ki ds who are sensitive to environnental --1 nean,

how | arge a group are we tal king about? Wuld
there be specific warnings about that?

DR PRATT: Well, | think | can answer the
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question fromour clinical trials perspective. W
excl uded patients fromparticipati on who had known
dermatol ogi c reactions to topical--those patients
who had sensitive skin syndrone already. You know,
it didn't make any sense to put a potentia
irritant on a child who already was show ng events
of other non-specific irritations that occur. W
had many subjects in our studies here who did
experience nmuch in the line of allergic type
reactions otherwise, a lot of patients with asthms,
a lot of patients with seasonal allergic rhinitis
that didn't seemto inpact on the reactions that
were there or their continued participation in the
study. Again, these were conducted during the
school year tine so we had it during allergy tines
and we had a lot of allergic rhinitis that was
reported al so.

DR GOCDVAN:  Dr. Mehta?

DR. MEHTA: Actually, this is a question
for Dr. Pine. The solution of methyl phenidate has
been on the market and it is given to young and

ol der children, and when you try to give anything
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to a young child al nost invariably things go around
the mouth and there will be local irritation. Has
that been a problenf? |If so, how significant is it?
In any case, that exposure would be in severa

t housand or several hundred thousand chil dren
conpared to the few hundred with the MIS system

DR GOCDVMAN:.  Dr. Pine?

DR. PINE: Are you asking ne to speak to
their data because | can't speak to their data.

DR PRATT: We don't have a solution that
i s marketed.

DR. MEHTA: | amasking in general, you
know, as a safety review officer, would you know
anyt hi ng about the solution problens of skin
irritation around the nouth with children given
met hyl pheni dat e sol uti on?

DR PINE: | have never seen that. | have
never seen irritation around the nouth and, you
know, | don't know how nmany children | have
seen--nore than 500, so for what that is worth.

DR, GOCDMAN:  Dr. Wang?

DR WANG | actually want to follow up on
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M ss Dokken's conmment. We need to sort of
understand or it would hel p ne understand what the
ki nd of conplete accounting of what the potentia
benefits nmight be. Then | have a coupl e of
questions about a couple of risks that maybe you
could just put to rest.

Actually, Dr. Levin's comment was that one
of the potential advantages is that there is no
food interaction that you see with an oral, and
t hought the sponsor was going to coment on that.
VWhat is the food interaction with oral agents?

What is it? |Is this a potential subgroup that
m ght benefit from the patch?

DR PRATT: Well, there are food effects
that are recorded in the package insert of a nunber
of both net hyl pheni date as wel |l as anphetam ne
products. They tend to be either affecting the
time to Crax if you are giving the drug with a
typical high fat nmeal or with breakfast. There is
a potential advantage. Mst of themare just aware
that there are these potential food effects and,

again, they need to be taken into account when you
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are prescribing but don't tend to affect the
ef fi cacy overall

DR. WANG So you could just overcone them
by dose?

DR. PRATT: You can overcone them by dose
or just adjusting the tine at which you adm nister
the drug before breakfast or a little bit after
br eakfast, etc.

DR. WANG Thank you. The question about
risk, just to sort of get a conplete accounting,
someone nmentioned that this is the same matrix
delivery system as hornone repl acenent therapy, and
| recall a story in the news a few weeks ago,

t hi nk, about HRT havi ng sone infrequent breakdown
and people getting |arge boluses of doses. 1Is this
the same systen? And, is there some reason to
believe it is not affected--again, | don't know
what that problemwas but it sounded like it night
be sonmet hing that woul d be sort of generalized to
this kind of delivery system

DR PRATT: To answer that question, Dr.

Mantel | e from Noven Pharnmaceuticals can at | east
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help clarify some of this for you

DR. MANTELLE: Good norning. The two
products that are involved with this particular
matrix formul ation are Revel doc [?] and Conbi Pat ch
None of those has been involved in the press that
you have heard. The press that you have heard
about is primarily on the birth control product,
and it is atotally different matrix adhesive
system

DR GOCDMAN:. Dr. Tenple?

DR TEMPLE: There have been sone stories
about nore delivery of hornone than had originally
been thought with the existing product. It isn't a
sudden burst of activity, it is just a larger area
under the curve.

DR. WANT: kay. The third thing, just to
put this to rest, is did you assess for energence
of suicidality and is it potentially in that affect
of lability?

DR. PRATT: Yes, as part of a request by
the agency to all sponsors of products for ADHD

with stinmulants, we did go back into our database.
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W don't have as extensive a database on MIS
because we don't have it on the market so we don't
have the | ong post-nmarketing surveillance, but when
you | ook at our programthat we have conduct ed,
this slide actually summari zes the events that cane
out of interest with that request al ong the way.

This covers the entire program including
the 021 study which followed patients for a | onger
period of tine. For those of you who can't see,
down at the bottomit breaks it down by what arm of
the study they actually were in, and the events
they were interested in were events of psychosis
and nania that were reported, suicidal events, and
the one event that occurred in the 021 study was a
sui cidal ideation, not actually a suicide attenpt
but they were classified together, and then the
events of aggression overall. This, again, shows
that with our programhere, at least to date with
the linmted followup that we do have in exposure,
we don't have very many of these events that have
ener ged.

DR. GOODVMAN:  Dr. Pine?

DR. PINE: This conment relates a little
bit to the question of need but then also howit

relates to the issue of skin sensitization. So, in
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terms of need and what would the role of a conpound
like this be, clearly it is the case that there is
a group of kids who just cannot take nedications or
won't take nedications. On the one hand, it is not
a large issue. The conpany gave a figure of 15
percent. | could believe 15 percent. | don't
think it is any bigger than 15 percent, but there
clearly is that group of kids.

The problemreally has kind of two forns.
There are sonme kids who just will not take any
medi cine or stinulant at all, and then there are
sonme kids who will take |iquid nedicines or
medi ci nes that you crunch up. 1In the first case,
kids couldn't get any stinulant whatsoever because
it is just not feasible to get it into their
bodies. In the second case, they can't take
| ong-acting forns because the | ong-acting forns
have to be chewed. Again, it is not a big group of

kids but it clearly is a group of kids that
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clinicians see.

On the other hand, as a | ot of people have
said, it is a big deal if you would not be able to
tell for kids who were taking this product if they
woul d be disqualified fromever getting
met hyl pheni date. So, maybe the way to think about
it is, you know, how relevant is it for kids who
woul d have no other way of getting methyl pheni date
because they just could not take it orally, and the
choi ce there woul d be doing nothing, or trying
anot her therapy which is not effective, or waiting
three, four, five years until kids can swall ow.

So, for me, the thing | amstruggling with
isif that is really the niche or if that is really
the group of kids, again, the group of kids who
cannot take it orally what is the better thing, to
have a conmpound like this available where there is
a risk that we haven't really quantified yet, or to
have a child who just cannot take nethyl phenidate,
period, or has to take nethyl phenidate multiple
times a day which often neans that they are not
going to take it?

DR GOCDVAN. Dr. Pfeffer?

DR PFEFFER? My question has to do

think more with the pharmacokinetics. | amvery
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interested in the graphs you have shown in terns of
the onset of the MIS patch where it takes about two
hours, you feel, before you begin to see an effect
or blood level effect. Gven that, | am wondering
about the metabolism because one of the other
coments was that a value of this is that it avoids
digestion. Yet, the onset seens to be faster in
terns of getting a blood |l evel for those taken
orally, for the Concerta at |east taken orally,
than use of the patch. So, | was curious if you
can explain a little bit nore about the onset of
bl ood | evel s using the patch

DR PRATT: Well, | think that there are
two aspects to that. Wat we showed were the
singl e dose studies in which children had been
washed out conpletely. They did not have any
evi dence of nethyl phenidate previous to that. In
that case there was a lag tinme of approximately two

hours before you got a detectable blood |Ievel along
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t he way.

Now, in the multiple dosing study, it is
interesting that the lag time--again, this was the
PK graph which you are referring to and where we
actual ly saw the d-net hyl pheni date, and this
happens to be in our Caucasi an popul ati on here,
where you actual |y have detectable levels within an
hour of that going up. Again, you see it is a
difference. The oral formulation of Concerta is a
different formulation. It has a coating on the
outside that is inmediate rel ease, foll owed by
sustained release on the inside. It is interesting
that we find statistical onset of effect in the
cl assroom study to be approximately two hours.

Now, that was the first tine point at which we
actually neasured the statistical effect. As we
heard fromDr. Wgal, statistical effect does not
necessarily always correlate 100 percent with when
the parent or observer is going to be seeing a
behavi oral effect. It is just that that is the
time we actually chose

I think that in the multiple dosing study
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the lag tinme tended to disappear as patients were
dosed on a daily basis to steady state. As you see
here, at the 24-hour tine point, at which point you
woul d be getting ready to apply a new patch, there
are low but still detectable |evels of
met hyl pheni date that are present. So, with tine
you may get a little reservoir within the skin that
actually elimnates that and probably accounts for
sonme of the changes that we see in our nultiple
dosi ng as opposed to our single dosing.

DR. PFEFFER Does it make a difference
also inrelation to children who were drug-naive
when they started the study? | wonder if you have
data on differences between those children versus
chil dren who m ght have been al ready on sone
versi on of nethyl pheni date?

DR. PRATT: Actually, it turns out that in
the studi es we conducted that about 60 percent of
the patients were actually drug-naive; 40 percent
had been on other stinulants or other treatments
bef orehand. W did not do separate anal yses on the

response of one group versus the other group. W
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could do those eventually but we did not do them
for this deternination because all subjects were
withdrawn if they were on a previous therapy.
kay? They were withdrawn and washed out for that
therapy for at |east one week, if not |onger,
before they were actually enrolled in the study so,
to all intents and purposes, they were back down to
their base | evel of what response they m ght get.

DR GOCDVAN: A rel ated question about the
delivery systemversus oral ingestion, if I
under stood correctly, Dr. Andreason, you nentioned
earlier that there would be nore of the
| -enantionmer with the transdernal application
Were there any clinical safety inplications of
havi ng a high proportion of that enantioner versus
what you might see with oral ingestion? Either of
you can answer.

DR. ANDREASON: The only clinica
implications that we would be able to see would be
those seen in the short-termtrials versus the ora
preparati on where the |-enantiomer would not be

present. The differences that we saw coul d be due
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to dose or, you know, theoretically could be due to
the | -enantioner, for exanple tics. | don't
necessarily think that that is true but we don't
know. As far as aninmal studies go, if you | ook at
the animal studies the d- and | -enantioners are
there and in tox. studies, carcinogenicity studies
that |-enantiomer has been evaluated in aninmals
even though the d is what is seen usually by
humans. So, that is why we didn't necessarily need
new data from ani nal s.

DR GOCDMAN. Dr. Wells?

DR VELLS: M question is about slide
nunber 27, which is a plasma concentration tine
curve. It shows a conparison of plasma
concentrations over tine for the 6-hour, 8-hour and
10- hour wear tines conpared to Concerta

DR. PRATT: This one?

DR VELLS: Exactly. That is offered, as
I understand it, as at |east a partial rationale
for the 9-hour wear time. But, of course, this is
single dose data. Correct?

DR PRATT: Yes, it is.

DR. WELLS: The nulti-dose data is
actually quite different and, in fact, in the

briefing docunent there was mention that after
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repeat ed doses of MIS 9-hour plasna concentrations
wer e approxi mately double those for the
correspondi ng dose of Concerta.

DR PRATT: Yes.

DR. WELLS: So, that nakes me wonder about
the rationale for the 9-hour wear tine.

DR PRATT: Well, again, we felt that we
needed to at | east make some attenpt to say
why--the concern was that adverse events that were
reported in the 12-hour wear time studies could
have been rel ated to peak plasma concentrations
which, with the patch system as we know here,
occurs at the tinme in which you take of f the patch
so at approximately 12 hours you woul d have had the
peak. Again, these were predom nantly the anorexia
as well as the insomia, and it is plausible that
this could be related. W were searching for at
|l east a rationale to say, well, what time could we

take off the patch and, you know, |et elimnation
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take over so that, if these were actually rel ated
to the plasma concentrations at the time in the
majority of the patients, we would be able to at
| east | essen those concentrations and nake sure
that by the tinme the children went to sleep at
ni ght they would actually be getting plasm
concentrations down there.

The logistics of the child school day al so
pl ayed a very inportant part in ternms of selecting
a wear tine. It would not be sensible to require a
wear time that would be six hours or seven hours.
That would require it to be taken off during the
course of the day. W were searching for a tine
that would sort of maxim ze, you know, the |owering
of the plasma |evels at the end of the day with
coverage during the tine that the patients were
going to be in school, which is an inmportant tinme,
and they wouldn't have to renpbve it al ong that
time. So, this was only a partial reason

Yes, there are higher plasma
concentrations but, again, when you | ook at the

di stribution of when the adverse events occur that
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were of interest concerning anorexia, they occur
during the earlier parts of the study when patients
are on the |l ower doses and titrating up. Once they
get to the dose that they are optinized at and
continue on therapy those events tend to go away
and they, again, tend to be mld and noderate. So,
we were trying to balance a nunber of different
variables in coming up with a wear tine that would
fit the parents and school children's day, as well
as try to address the issues of plasma
concentrations in the |ater daytinme periods.

DR GOCDMAN:  Dr. Andreason and then Dr.
Tenpl e.

DR. ANDREASON: To address the table
think you are | ooking at, those are nean plasma
concentrations in the Phase Il study. Those
pl asma concentrations are not necessarily matched
dose per dose or tine per tinme. Wat you are not
seeing there--and correct ne if | amwong--is an
equi val ent dose so that if the patch is somehow
tolerated better--and there are several scenarios

that woul d produce this--if the patch is tolerated
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better, then the 37.5 cn2 woul d be maintained. But
in the oral group, if they were taking a | ower
dose, it would be reflected in that nean plasm
concentrati on.

DR PRATT: Yes. The data were
collected--again, this is not every single child
that conpleted the study; this was a subset of
patients who actually could cone into the clinic so
it was a sparse sanpling paradigmthat we used to
obtain the data. W tried to get it at the tine
because we were mainly interested in what the
pl asma | evel s of the MIS patch were. The Tnmax for
Concerta, which was the conparator arm is an
earlier time frame. Because the study was blinded,
we did not know which children were on MIS or
Concerta so we just collected sparse sanpling for
all of the children that cane in, including those
in the placebo group, that were willing to do it.

DR. ANDREASON: Nevert hel ess, on page 38
of the briefing docunent you do seemto concede
that with repeat dosing the exposure to

d- met hyl pheni date fromthe patch is roughly doubl e
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what you woul d see with, | guess, an equival ent
dose of the Concerta
DR PRATT: They are higher in terns of--
DR. ANDREASON: That is what you say, you
say doubling- -

DR PRATT: Yes.

DR. ANDREASON: --within the 9-hour val ue.

Now, if the Crmax for the Concerta occurred
earlier--

DR. PRATT: That would inpact that and we
are not able to nodel the Concerta AUCs as well as
we woul d have |iked.

DR GOCDMAN. Dr. Tenple?

DR TEMPLE: | want to obsess further
about dose response. Could you put up slide 41?
probably m s-spoke in saying you didn't have any
dose-response information. You actually do, and it
shows that you don't need the high dose, or at
| east one can read it that way. |If | understand
the study design, by week three nobody is on nore
t han--what ?--the 25 patch. Right?

DR. PRATT: Yes, by week three, yes, that
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is the 25 cnk2 patch or the equival ent 36 ng of
Concert a.

DR TEMPLE: Yes, | amonly interested in
the patch placebo difference. You know, you don't
want to nmake too much out of pictures, but it is
fairly obvious--you can see the asterisk
there--that the difference between drug and pl acebo
is as large at week three as it ever is. Okay?
That is the 25 patch. There doesn't seemto be any
further effect fromfurther titration. You worry
about these things in case a |lot of patients are
dropping out, but in this case actually you did
very well on that because pretty nmuch the entire
patient population is still there.

DR PRATT: Yes.

DR. TEMPLE: So, | guess | would ask you
what makes you thi nk anybody needs 37.57

DR PRATT: Well, again, this was
i ndividual titration. 1In the nmean popul ation--you
know, those numbers are correct but, again, these
were titrated to the effect in terns of the

clinician. W did not get information, which
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conplicates this analysis and, again, if the
patients--we defined a rather m nimal response for
the ADHD RS which was a 25 percent reduction.

Again, many of these patients had much worse scores
and the clinicians felt the goal of therapy
today--and ny clinician counterparts can correct ne
if | amwong--is to attenpt to nornalize behavior
So, there was allowance for trying to get to
normal i zati on of behavi or

DR TEMPLE: No, | understand that. Since
there is a gradual fall in all groups over tine,
probably everybody thought that their increased
drug dose was doing a |ot of good. That is what
peopl e al ways think and they are al ways w ong,
which is why titration studies always |l ead to an
overestimate of the dose you need, which this one
does too. Really, consider the question of whether
there is any hint that the further titration to the
| arger patch did anything at all in this titration
study. It doesn't look as if it did, which could
have sonething to do with, you know, side effects

and a lot of other things. Maybe you don't really
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need to give that nuch.

DR. PRATT: Side effects, interestingly,
were not limting at those top two doses there in
terms of the nunber of events that were occurring
additionally. The majority of events occurred by
the tinme you reached that third titration | evel and
very few additional recruitnent as you went on up
on either of the other doses there.

DR TEMPLE: Ckay. So, we may not have
terribl e consequences but still, you know, in
general you don't want to give nmore than is useful

DR PRATT: Yes.

DR GOCDMAN. Dr. Celler?

DR. CELLER: | still have a few practica
questions. This is nmy area of obsessing. It is
3:30 in the afternoon. The child' s parents are at
work. The child may be hone; maybe with the
| at chkey group; maybe in an extracurricul ar
activity. W is allowed to take the patch of f?
And, how does that person comunicate to the parent
so the parent can chart what tine the patch was
taken of f?

DR PRATT: | don't know if | have a
conpl etely good answer to that because | think

that, again, in our clinical studies we did not
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have that raised up as a major problem | nean, if
that was considered a major problem | would have
anticipated seeing a |l ot of patients dropping out
of the study because of that. W really did not
have that |isted as, you know, inability to conply
with instructions. Now, does that translate into
the real world? | don't know that for sure.

DR. CELLER: If | can just follow up, who
took the patch off in the afternoon? Did you have
only families where the nother was there at 3:30?

DR. PRATT: No, no, no. Actually, maybe
Dr. Wgal can help us on this a bit.

DR WGAL: W certainly did encounter
that practical issue in the |lab school study on the
non-| ab school days, and what we found was that
parents coul d designate another adult. Whether it
was a spouse, a grandparent, babysitter who was an
adult, they coul d designate soneone el se who woul d

actually do the renoval and ensure that it was
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di sposed--1 guess we were retaining it and bringing
it back to the site for accountability so we woul d
have informati on about that.

DR CELLER Let's just say that the child
goes to latch key. The latch key adult agrees to
take the patch off. How does the patch then get
back to the parent? O, are you going to assune
that it is going to be flushed by the | atch key?

DR PRATT: It should be disposed of
appropriately. Dr. Andreason, you had a conment?

DR. ANDREASON: Yes, | was just going to
say that according to your use information, it
shoul d be thrown away. It shouldn't be saved and
passed on.

DR GOCDMAN:  Dr. Pol |l ock?

DR. POLLOCK: Going back to the
phar macoki netics, | was al so puzzl ed why the
exposures to the | -enantionmer were so nmuch greater
and if it at |least has sonme inhibiting effect on
the 1 ong-term cl earance of d-nethyl phenidate and
potentially, you know, in the long termwhether it

accunul ates to an extent where it inhibits actually
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the action of the d-nethyl pheni date.

DR. PRATT: We will have Dr. David Hea
come up to help address part of that question for
you.

DR. HEAL: Good norning, |adies and
gentlenen. Yes, you raise a very, very interesting
question. Let me just tell you a little bit about
met hyl pheni date and its enantionmers, just to help
answer these questions.

You can see here the structure of
met hyl phenidate. It contains two chiral centers
whi ch are shown by the asterisks here. That
actually neans that it exists as four isoners, the
erythro and threo isomers. But for purposes of
met hyl pheni dat e products nowadays, we are really
only interested in the d- and |-threo isonmers, and
they are shown here on the bottom of the slide.

Now, what you can see is that structurally
they are identical and, in fact, if you want to
thi nk about the structures in very sinplistic
terns, they are the equivalent of your left and

right hand. |In other words, they are mrror inages
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but they are not superinposable. |In fact, in terns
of the way that these drugs act as reuptake
inhibitors, they will both act as reuptake
inhibitors, as | will show you in a nminute. But
obvi ously your right hand fits in your right glove
much better than your left hand, which is why the
d-i sonmer is so much nore potent than the |

Now, if we are tal king about what actually
happens in man between oral and transder nal
application--not to make too nuch of this point
but, in fact, the anmount of the |-isomer that you
will actually see will vary according to the
Ritalin preparation that is given. Wat actually
happens is that, obviously, racem c nethyl pheni date
is a 50-50 mxture of d and | and, in fact, when
you take that orally the presence of d actually
prevents the stereo-sel ected nmetabolismof the |

So, with the instantaneously rel eased
formul ati ons you see nuch higher ratios of | to d
than you do in the slow rel ease formulations. In
fact, although we have figures here of 1.6 and 1.9

to 1.0, there is a large inter-subject variability
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on this and, in fact, with instantaneous rel ease
you can actually get as little as a 3-fold
difference between d and I. Actually, for al
i nstantaneous Ritalin products patients are now
getting quite high exposures to the |-isoner.

If you think about what they are actually
going to have, when you think about these products
you have to think in terns of what are their
phar macol ogi cal nodes of action because all of the
effects that we are tal ki ng about, whether they are
on the efficacy side or on the common side effects
on the other side of the equation, they are
actually all driven by a very, very conmon
phar macol ogi cal mechanism So, whether it is
nor adrenal i ne sel ective reuptake inhibitors |ike
at onoxetine, or dopam ne selective inhibitors |ike
bupropi on, or mxed products |ike methyl pheni date
there is exactly the same pharnmacol ogy driving
these effects.

Now, the way that you can | ook at the
contribution of these isonmers to efficacy and side

effects is to actually consider their potencies as
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reuptake inhibitors. |If you look at the racemate
on the top, you can see that it really only has
effects on two neurotransnitters. The data are
shown as a Ki or IC50 value and the snaller the
nunber, the nore potent the action

So, you can see here that the racemate is
nmore potent as a noradrenaline reuptake inhibitor
than is dopamine. Wth Ki's up in the 22,000
nanonol ar, really no effect at all on 5HT. Now, if
you | ook at the d- and |- isoners, what you see is
an identical pharmacol ogy, except one is only a
very weak mirror imge of the other. So, the K
for the d-isoner is 150; the |-isomer is 10-fold
| ower, at 1200. You see exactly the same for the
dopani ne uptake inhibition. What you are seeing
here is exactly the same pharnacol ogy across these
two isoners.

This actually shows you sone data
performed in our own labs. This is mcro-dialysis
performed in freely noving animals. What you can
actually see here, shown on these graphs are the

nor adr enal i ne and dopam ne concentration in the
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brains of freely noving animals, norepinephrine in
the frontal cortex, dopamine in the striatum \What
you can see here is that this 10-fold difference
that you see in vitro is translated in vivo because
you can see that the dose of d-nethyl phenidate at 1
nmg/ kg here is approxi mately equival ent to that of
10 ng/ kg of the I-isomer. If you |look at the
behavi oral data you see exactly the sane thing
happeni ng. The sane pharmacol ogy but just 10-fold
weaker .

So, what about clinical studies? There
was nention of the Srinivas work. Well, of course,
this work did show that the |-nethyl phenidate was
i nactive but you have to consider the dose that was
used. It was only 5 ng and to show efficacy, as
the aut hors acknow edge, you woul d have needed to
have given at least 50 ng of this isonmer. Again,
the sane applies to the other study which was
published by Dr. Wgal, who is here today.

So, if you think about efficacy and side
effects as being the two issues associated with the

i somers, what you can see is that really the sane.
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There is just a 10-fold difference in ternms of
potency. (Obviously, the anphetam ne and racenic
m xture is going to be the predom nant driver of
efficacy and side effects. Wth the | ower potency
and plasma concentrations you can actually run a
rough estimate to find out what the contribution
will be. In fact, at nost it is going to be 5-10
percent of your efficacy, 5-10 percent of your side
effects because 10-fold | ess and half the
concentrati on.

Actual ly, the clinical data support the
hypot hesi s that while |-methyl phenidate delivers no
di scerni bl e benefit in these | ow dose trials,
actually, its presence did not adversely inmpact on
the side effect liability of such products. In
fact, the side effect profiles of the single
enantiomer products |ike Focalin, are exactly the
sanme as those of all the racem c products.

DR GOODMAN: Is the | a conpetitive
inhibitor of the r so that it mght interfere with
the potency of the d?

DR HEAL: In fact, with the difference,
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you know, if you | ook at those clinical studies
there was no difference in efficacy between the d/l
and the single d-isomer. So, with a potency
difference of 10-fold | don't believe that would be
a positive contributor.

DR POLLOCK: | amstill left with the
initial question | asked. Wy are the |
concentrations so rmuch higher than for Concerta?
You know, you say that it is mninmal conpared to
the d but for your product, if you conpare the two
ki netic curves acutely you have, say at your
hi ghest dose, 25 ng/m for d and you have 16 ng/n
for the | at the sane dose. So, you are al npbst
getting 50-50 as opposed to with Concerta where it
is actually, as you said, maybe 10-fold | ess.

DR HEAL: Let ne just clarify that issue
for you because | think I can do that. | talked
about Ritalin being instantaneous release. There
is stereo-selective preferential netabolismof the
| -isomer versus the d in the liver. And, the
presence of the d-isoner actually slows down the

met aboli smof the |-isomer, not vice versa. Wat
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happens when you have the sustained rel ease
products like the Ritalin SR and Concerta is that d
and | are released into the system nuch nore
slowy, which neans that | gets preferentially
cleared out of the systemfaster. So, that is why
on the first slide | showed you, and we can go back
to slide 981, that with the instantaneous
rel ease--1ook at the bottom |l eft-hand corner, the
i nst ant aneous rel ease has a ratio of 5 of d to 1 of
I. For individuals this can be as low as 3:1
Once you start noving into the slow rel ease
fornmul ati ons where there is not so nuch of the
d-i sonmer bei ng dunped as a bol us through first-pass
met abol i sm you can see that the ratio drops to
10:1 Ritalin SR and 40:1 in Concerta. That is a
specific aspect of the way those drug delivery
systenms worKk.

The reason why the concentrations for the
MIS patch are greater than those for Ritalin IRis
because it is a transdermal application and,
because it is applied that way, this largely

bypasses first-pass netabolismby the liver. So,
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not so nmuch of the | gets preferentially taken out.
That is the reason for that.

I guess | probably did not put that
clearly enough at the beginning, but what | was
trying to explain to you afterwards is that even
taking into account the fact that there m ght be 50
percent in concentration terns, when you take that
down pharnacologically 10 times in terns of potency
you are left with 5 percent. That is how!l got to
that figure.

DR. GOODMAN:  Thank you. | intend to stay

on tine and | want to nmake sure that we break at

lunch and get back on schedule. | still have a few
peopl e that have questions. | want to see if they
still do. Dr. Leon?

DR LEON. Back to what Dr. Celler was
asking, | amcurious, | see in these sanples that
the patch indicates that it is placebo but does the
active patch have some identification that
i ndi cates what the product is?

DR PRATT: Yes--

DR. LEON: And, is it sonmething a |l ay
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person woul d under st and?

DR. PRATT: Yes. | nean, once we get the
approved packagi ng and | abeling negotiated with the
FDA, it will be very clear as to the fact that it
i s a methyl pheni dat e-cont ai ni ng drug and the
packaging will also clearly indicate that it is a
control | ed substance.

DR. GOCDMAN:  Dr. Mehta, you didn't have a
question? Dr. Ml one?

DR. MALONE: | just have two nore
practical questions about the patches. Can you
detach them and then re-attach then®

DR PRATT: You can detach them
Re-attachment is a little bit nore difficult
because, again, you pull a |ayer of epiderm s when
you renove it, like removing a band-aid. Trying to
re-attach a band-aid is a little bit difficult.
Importantly, to get the concentration gradient and
the delivery of the drug, it is designed that when
you put it on you have to have a 30-second period
to actually, you know, hold it and bond it to the

skin. If you do attach it, it will still deliver
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drug if you can manage to get it on there, however
it will deliver drug at a |l ower rate because if it
has been used there is not as nmuch of a
concentration gradient there anynore and,
typically, you won't be able to attach to be able
to deliver a sufficient dose. It would not tend to
deliver as much on a second application

DR. LEON: | guess these patches are
additive, so if you wanted to doubl e the dose of
any patch you could just put two of them on?

DR. PRATT: You could use nultiple ones.
Again, we have a w de range of patch sizes that are
i ntended to be prescribed as single patch uses.

You know, there may be soneone who m ght wish to
abuse it apply nmultiple doses. W have done abuse
liability studies with nultiple applications of the
patch and it does deliver nore nethyl phenidate if
you doubl e the application. Again, its intended
use is as a single patch to be applied each day.
The doses will be w de enough in range that there
shoul d be no need to apply nore than one patch in a
day.

DR. GOODMAN: | would like to break for
lunch. Dr. Laughren, you want a |ast word?

DR LAUGHREN: | don't want to open up a
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whol e new area but | amstill a little bit nervous
about the time of onset. | know that in study 201
you showed us a statistically significant effect at
two hours. W have | ooked at the plasma levels in
i ndi vi dual subjects and at two hours in many
subjects they are very low. | amjust wondering,
in that study did you do any kind of responder
anal ysis so we can get a sense, and maybe Dr. W gal
coul d speak to this, observing these kids in the
| aboratory classroom Are you really seeing in a
majority of kids a good response at two hours,
given the fairly slow onset of this? And, part of
the concern is that if you are not getting a
response early clinicians mght be inclined to push
the dose higher to get that early response and then
you are getting a higher dose than you need | ater
in the day.

DR WGAL: | can't answer your question

in terms of a responder analysis. | don't think
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that has been done, which would be really critica
to have conpleted. But | would just rem nd you
that the neasures in the classroomthat were
conducted, including the PK nmeasures, were at
pre-dose and then at two hours. There were no
measures in between so we don't have any data about
that. But definitely at two hours, speaking to our
cl assroom teachers--it was doubl e-blind, but they
coul d see kids who definitely were being nmuch nore
productive and nuch nore attentive. Their behavior
was | ess disruptive at that time point. So, it was
sonet hing that they definitely saw at that tine
poi nt .

DR. LAUGHREN: Then, in the outpatient
study you weren't getting any conplaints from
clinicians or teachers about inadequate response
early in the day?

DR PRATT: No, that were reported to us.
Again, we did not have parents comi ng and
wi thdrawi ng their children fromthe study because
of conplaints fromthe teacher that they were not

actual | y behaving appropriately when they got into
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the school setting.

DR. GOCDMAN: At this point, | understand

we have only one person signed up for the open

public testinony period and we have not confirned

yet if that person is here. In any event, we

shoul d have a short anmpunt of tine in the public

hearing session which will allow us to get started

on the discussions among the commttee earlier.

| understand there is a roomreserved for
the conmittee nmenbers within the restaurant. M

goal would be to actually get back here before 1:00

SO we can get a clean start.

[ Wher eupon, the proceedi ngs were recessed

for lunch, to reconvene at 1:00 p. m]
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AFTERNOON PROCEEDI NGS

Conmi ttee Di scussion

DR GOODVAN: W are going to get started
in order to be on tinme. | would like to have
everybody return to their seats, please. W have
no public representative providing testinony.
Sonebody signhed up but they have not shown so there
will be no public testinmony for this hearing.
Unless it is one of you out there. This is your
| ast chance! That is it!

There is a little bit of |eftover business
fromthis norning. W had asked for sone
additional information. |In particular, two of the
committee menbers, including nyself, wanted to | ook
inalittle bit nore detail at your crossover study
at the two phases and look to see if there were any
di fferences. As people know who have done
crossover studies, sonetines they are hard to
interpret statistically, in part because of
carryover effects. 1In this case, also there was
sonme allusion in the briefing docunent to the

possibility of a rebound effect because there was
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no period in which there was a gradual titration
off of the nedication; it was an abrupt change.

So, | wonder if you could reviewthat for ne.

DR PRATT: This is the data from both
peri ods of the crossover. Again, renenber that in
the mddle there is a one-week period in which the
crossovers occurred. So, the subjects who were on
active for the first week then received pl acebo for
t he subsequent week, and then came in on the
Saturday for their classroom eval uation, and vice
versa for the placebo group. This is just run
together for convenience. |If there are any
questions, we will be happy to discuss them The
effect is simlar in both groups as they cross over
obvi ousl y.

DR GOCDVMAN:  Dr. Leon?

DR. LEON: The magni tude of the effect
does shrink somewhat.

DR PRATT: A little bit perhaps.

DR. LEON: Fromthis angle it does.

DR PRATT: Ckay. Again, it is half the

nunber of subjects when you put the whol e thing
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t oget her, placebo versus MIS

DR. GOODMAN: It was nentioned in the
executive summary briefing docunents that we
received earlier that one of the concerns was that
the patients in the placebo group did not go
through a tapering period before changing to
pl acebo. | amquoting here: "Therefore, it is
unclear if the observed treatment effect was rea
or was due to a sudden change of treatnment." |
assune that what is being referred to is a rebound
effect of coming off the nethyl phenidate abruptly.
Woul d you just address that?

DR. PRATT: Yes, sure. You can put the
slide back up, please, the previous one. Yes, |
think that, again, the half-life of nethyl phenidate
is about 2.5 to 3.0 hours so that the subjects who
compl eted the first classroom period, their patch
was renoved at 9 hours. They went hone with a new
set of patches and were nmintained on placebo for
the rest of the week.

Clinically, when you stop therapy with

met hyl pheni date there is no tapering that is
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usual Iy enployed in these subjects because the next
time the dose would come up they are usually at
| ower plasma levels. Again, this is nore than 5
hal f-1ives out fromthe peak plasma | evel s that
woul d have occurred during the classroom studies
and patients did have an opportunity to be on this
therapy for at |ease 1 week before they were
brought back into the study. So, we don't believe
that there is any rebound phenonenon that would be
observed in the 2-week classroom studi es. Again,
this paradi gm has been used extensively with all of
the ot her classroom designs that have been
enpl oyed.

DR. GOODMAN:  Dr. Pine?

DR PINE: Not to beat a dead horse too
much, but you can see fromthe 2-hour point that
there is maybe some of this though so that it |ooks
like the placebo and active agent in the second
epoch are basically overlapping, if | amreading it
correctly. 1s that right, that they are basically
on top of each other?

DR. PRATT: Yes, but there is a difference
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in the pre-dose assessnents so when you | ook at the
difference in the change from pre-dose assessnent
they wouldn't overlap. But on the Y axis is the
actual mean SKAMP score, not the change fromthe
pre- assessnent SKAMP score but the actual SKAMP
score.

DR. PINE: But the fact that they are
overl appi ng at pre-dose nunber one, sonething has
happened--anyway, it is not that big a point
because it is clearly effective both before and
after the crossover.

DR. GOODMAN:  Anything el se, tal king about
carryover effect, carrying over fromthis norning?

DR. PRATT: Actually, we do have one ot her
question that we left a little bit vaguely answered
from Ms. Dokken. It was the issue about the
benefits that can be perceived in popul ati ons al ong
the way. Qur clinical trials programdidn't
specifically target any one particul ar group of
patients, for exanple those who could not swall ow
pills or not take pills. W actually investigated

this in a general population of patients with
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attention deficit hyperactivity disorder.

So, while | think that there is a special
group of patients on one extrenme who may
particularly benefit fromthis therapy, again, we
believe that this therapy should be available as an
alternative for clinicians and parents to be able
to expand their ability to deal with the
flexibility that perhaps would be required, and
that you won't get with oral nedications that are
currently avail abl e today.

DR. GOCDMAN:  Thank you very mnuch

DR PRATT: Thank you

DR. GOCDMAN: Jean Bronstein?

M5. BRONSTEIN: Thank you. This is kind
of a carryover fromthis norning. | just want to
make sure | fully understand the skin sensitivity
i ssue. We don't have data on the nunber of
children who had skin reactions that al so devel oped
the true sensitivity to the drug--is that true? |Is
that a true statenent? W do have data on the
nunber of children that devel oped a true
sensitivity to the drug?

DR GOCDVAN:  Those data, as | understand
it, are fromadults.

MS. BRONSTEIN: No, | amtalking about
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children. | want to know about the children.
under stood the adult dermatol ogi cal study. | am
asking in the children data that we have seen, do
we know how many of those children that had some
skin reaction actually devel oped the sensitivity to
the drug.

DR. PRATT: There was only the one subject
that was reported. That subject devel oped a rash;
was stopped on therapy; was restarted on ora
met hyl pheni date and a rash occurred at the site
where the reaction was. No other subject--and we
have been trying to follow that in our clinical
program - has devel oped any such other reactivity.

DR. GOCDMAN:  And they were restarted on
the patch?

DR PRATT: Pardon?

DR. GOCDMAN:  They were restarted on the
pat ch?

DR PRATT: No, they were restarted on
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oral rmethyl pheni date.

DR GOCDVAN:  And what was the reaction
exactly?

DR PRATT: The reaction was a mild rash
at the site of previous patch application,
indicating a contact sensitization

MS. BRONSTEIN: And then they had to be
renoved fromthe drug entirely because of the
sensitivity?

DR. PRATT: They were stopped. | don't
know i f they were continued on anphetam ne or not
at this point. | don't know what the subsequent
t her apy was.

M5. BRONSTEIN: Thank you

DR. GOCDVAN: Let ne be 100 percent clear
here. So, on rechallenge with oral they devel oped
a rash at the site where previously the transdernma
patch was pl aced?

DR PRATT: That is what we under st ood.
GOCDMAN:  And nowhere el se?

PRATT: Nowhere el se.

3 3 3

GOCDVAN:  |Is that a well-known
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phenonenon?
DR PRATT: Yes, it is.
GOODMAN:  What is that call ed?

PRATT: Contact sensitization

3 3 3

GOODMAN:  Okay, interesting. Dr.

CGeller?

DR CELLER. And that is always a reason

never to give that drug agai n?

DR PRATT: Most clinicians would be

unconfortabl e continuing to prescribe for sonebody

who actually evinced that type of skin reaction to

an oral drug.

DR. GOCDMAN: Jean?

M5. BRONSTEIN: So, what is the percentage

of that risk in this population?

DR. PRATT: Well, because we have only had
one subject, it is very difficult to quantify that

because, again, depending on the agent, obviously

you can sensitize some people with a single
exposure; other patients may require multiple
exposure. We don't really know what the overal

incidence is. W can say that in our clinica
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trials popul ati on where subjects were exposed to
various patch sizes for various periods of tine in
our control popul ation, 300-plus children for
bet ween 5-7 weeks, we have not seen any of this
type of reaction except in this one subject. |
nmean, | don't know whether that will translate into
a true nunmber overall. It could be rmuch, mnuch |ess
al ong the way.

DR GOCDMAN:  Yes, Dr. Pine?

DR PINE: Just to nake sure that |
understand the rel ationship froma dermatol ogi c
perspective, | guess this is for Dr. Andreason
When we conbine the one child out of 300-400 with
the data fromthe adult study, the adult study
basically tells us that sensitization with this
conpound is a real phenonenon. |t does happen
That is what that was a test of. W don't know
what the prevalence is but, to the extent that we
can estimate that reliably, the one out of 300
woul d be a point estimte for what that would be,
and to estimate it nore reliably we would have to
do a rmuch bigger study basically. 1s that right?

DR. ANDREASON: That is right.

DR GOCDMAN:  Dr. Pollock?

DR. POLLOCK: A further question about
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that, does the risk of contact
sensitization--obviously one part is dose rel ated,
the other is tine. Wen you go beyond six weeks,
even if they are at the sanme dose or a | ower dose,
does the risk go up? | nean, do your
der mat ol ogi cal col | eagues have any coment on that?
Is it a tine phenonenon as well?

DR. ANDREASON: | don't have any
particular data on that but, if nmy nenory serves ne
right fromny dermatol ogy rotation those types of
thi ngs happen within the first three nonths and
then the risk drops off over tinme. | would be
willing to change that if a dermatol ogist told ne
otherwi se. That is the way | renenber it.

DR POLLOCK: Probably in an acute period
of at least 12 weeks for the maximal risk

DR. ANDREASON: That is what | woul d guess
but | would have to | ook that up

DR. GOCDVAN: Before we turn to the
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questions before the committee and di scussion
|l eading up to a vote, | wanted to ask for sone
clarification, particularly fromDr. Levin and
others in the FDA. | want to nake sure | can
reconcil e sone of the statements or concl usions
that were drawn in the executive summary w th what
seenmed to ne a sonewhat different set of
conclusions or different overall reconmrendation
presented to us this norning. So, if you wll
allowne, | would like to turn to the clinical
review that we should all have that was witten on
June 28, 2005. |If you turn to page 5, it starts
off, "I recommrend that the Division take a
non- approvabl e action for NDA 25-514." Go down a
bit "...was associated with an adverse event
profile and potential risk that could pose
clinically inportant risk to a significant nunber
of pediatric patients who m ght be exposed to MIS."
Again | am skipping "...these adverse events were
more significantly common in the MIS group than the
active conparator conpared outcone the placebo
group. "

Usual |y when | see that word "significant”
I amassuming that is statistical significance but

that is no longer clear to me after having seen

file:///C)/dummy/1202PSYC.TXT (210 of 304) [12/13/2005 10:25:30 AM]



file:///Cl/dummy/1202PSY C.TXT

211

sonme of the data presented today. | will give you
a chance to respond but | just want to finish going
through a couple nore of these points.

In addition, "treatnent with MIS was
associated with a relatively high risk of
devel oping tic disorder conpared to the active
conparator, Concerta." Also, "MIS was associ ated
with"--again the word--"significant degree of
dermal signs and synptons at the patch
application." Oher reasons--these are all side
ef fect reasons--"the subjects experienced
unaccept abl e i nci dence of insomia, anorexia,
significant weight loss in the short run." That is
more based upon earlier trials | think

Turning to page 8 and study 302, "in cases
of tic disorder a proportion of subjects with these
adverse events in the MIS group exceeded that of
the Concerta group."

Finally, on page 10, "in study 303
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insomi a was reported for 8 percent and 5 percent
in the Concerta and pl acebo groups respectively.
In nmy opinion, the proportion of subjects in the
MI'S group who had insomia was significant,
especially conpared to proportions in the Concerta
and pl acebo groups.”

If we could kind of take those one at a
time and see whether you woul d change your
conclusions at this point, or the way you m ght
word sonme of these, starting with the initial
recomendat i on whi ch was that you would take a
non- approvabl e action. As we heard this norning,
that is a different recommendati on.

DR. LEVIN: One of the main reasons for
changi ng ny recomendati on i s because of review ng
the data further and having nore data avail abl e.
do certainly have concerns about safety and the
adverse events that you nentioned, insomi a,
anorexia, weight |oss, potential skin
sensitization. One of the reasons | have changed
my thinking is that it is clear that al nost al

these, if not all other than the skin
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sensitization, adverse events are consistent with
those | abel ed for other nethyl pheni date products.
So, there is really no new or unexpected finding,
other than the skin sensitization. Al so, even
though | did say significantly different than
Concerta, it was not a statistical difference; it
was an i npression

DR. GOCDMAN:  So, would you correct that
now to say nunerical ?

DR LEVIN.  Yes.

DR. GOCDMAN:  Nurmerical differences and
not use the word "significant?"

DR LEVIN. Yes, definitely. Upon further
review, | don't think it is a widely different
range of adverse events between those two groups,
except for tic disorder which is concerning but,
again, it is a known adverse event associated with
met hyl phenidate treatnment in this popul ation

DR. GOODMAN:  Coul d you stay with that
poi nt for a noment? Upon hearing sone nore details
this norning--and | will see what the other nenbers

of the panel think--1 wasn't convinced that al
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those mapped onto tics. Some of them sounded |ike
buccof aci al dyskinesia. But you would stil
interpret this to say an N of seven in one of those
studi es has tics?

DR. LEVIN: | agree that some of them seem
to be clearly dyskinesia or consistent with
dyski nesia rather than tic, nmaybe one-third at
| east, roughly, which is still a concern but I
think, again, it is something that is a known
adverse event with nethyl pheni date treatnent.

One particular exanple with i nsomi a,
there is still what | would say is a considerable
proportion of patients with insomia. However,
when the sponsor did as we suggested or recomended
and used the specific sleep rating scale there was
no difference in sleep quality or sleep habits
compared to Concerta or placebo. |In fact, actually
there was inprovenment in sleep anbng all groups.

Anot her reason for changi ng nmy concl usi on
is that although there were adverse events to be
concerned about, recently in our Division we have

di scussed a recent analysis that shows that a | ot
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of the adverse events tend to happen early in
treatment and there appears to be a threshold
effect, which I think the sponsor has nentioned
earlier today.

In the big picture, again, there were no
deaths in the studies, no serious adverse events
and relatively few di scontinuations due to adverse
events. Although | do have concerns about sone
safety issues and | ogistical concerns such as
appl ying and renmoving the patch, | think it is a
reasonably safe treatment in this population, with
a need probably for changi ng or suggesting changes
in labeling for the nmost safe and effective use of
the treatnent.

DR GOCDMAN: Ot her conmments fromthe
conmittee nenbers along these |lines? Mybe | am
the only one struck with it, but there was a
di sparity between what | saw as the witten

recommendati ons | evel of concern and what we heard

this morning. |In fact, that was also reflected in
the nedia's take on this. If you |look at the "Wal
Street Journal," they had an article based upon
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having read the briefing documents that, froma
cursory reading, would indicate that the FDA was
recomrendi ng non-approval, which is consistent with
what this executive summary is.

It is fine for you to change your mnd. |
want to nmake sure that we agree with your changes
and not with what your previous statenent was. |
want to nmake sure that as a committee we agree with
your final conclusions, as well as address the
process. Dr. Tenple?

DR. TEMPLE: You need to do that, but
everybody should know that if we reached a full and
final conclusion within the Division we ordinarily
woul dn't bring it to you to ask you a question
because that would be sort of wasting your tine.

So, the fact that we did neans that there wasn't
full agreement that that initial view was right
and this won't be the first tine people have
changed their mnd al ong the way as they got nore
data and | ooked at other things. So, we consider
this just ordinary part of the process. W don't

al ways agree with each other and committees don't
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al ways agree with us, and that is fine.

DR. GOODMAN:  Dr. Pine?

DR PINE: Jut to echo sone of the things
that Dr. Goodman just said, you know, on the one
hand, | too was struck by the fact that when you
read the summary it says not approvable here but
then when you present orally it is approvable, on
the one hand.

On the other hand, | did have a little bit
of a sense as | read the docunent that when you
| ooked at the actual data that was informng that
concl usi on, you know, the data seened kind of on
the fence a little bit. | guess | was nore struck
by the conviction of the non-approvabl e statenent
which | interpreted, particularly now with what Dr.
Tenpl e said, as maybe your initial take on the data
after you | ooked at it, which did not seemto be a
sl am dunk just based on the fact that while the
rates of the side effects were higher, they weren't
dramatically higher and not even statistically
hi gher. So, | guess overall |ooking at the

docunent and listening to the presentation | don't
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think there is quite as striking a disconnect.

DR. GOODMAN:  Anyone else? Dr. Leon?

DR LEON: | have an unrel ated question
for the sponsor, but given that the anal og
cl assroomwas used, it would really invite
opportunity for site differences. | haven't heard
anyt hi ng about how site was controlled for,
especially with 34 sites or whatever that number
was in either of these trials.

DR. PRATT: The anal og cl assroom was only
conducted at four sites. Dr. Wgal maybe shoul d
come up here to help alittle bit in terns of how
we actually standardi zed and dealt with those
initial training sessions for everybody.

DR LEON. Before we hear about
standardi zation, could you tell ne how in the
statistical nodel site was accounted for, and what
the magnitude of the site differences m ght have
been?

DR. PRATT: Dr. Davidson, would you cone
up and address that?

DR. DAVI DSON: We recogni ze that, based
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upon the ICH E9 guidance, it is very difficult to
| ook at center in a nodel that is evaluating a
treatnent effect. Therefore, we did not include
center in the nodel, nor did we | ook at a treatnent
by center interaction.

DR LEON: Although it wasn't included in
the nodel, did you | ook at SKAMP scores separately
for each site, and can you show us that
sl i de- - SKAMP change scores?

DR. PRATT: | would have to get that from
the study report. We did |ook at the individua
sites just to nmake sure there was consistency
across the way but, again, there was variability in
the nunber of subjects that were enrolled in each
site so the pooled data for the four sites that we
used are nmuch stronger. | don't have a slide that
actually shows the individual SKAMP data. | would
have to pull that up out of the study reports that
we submitted to the FDA. W could look at it later
on but, as | recall, fromlooking at it there were
consistent effects in all of the sites and, again,

we di d standardi ze the training and observations
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which | think is inmportant in this type of a
mul ti-center study.
Questions to the Committee

DR. GOODMAN:  Actually, | amnot sure you
need to. 1Is there a feeling that we need to go
into detail about the standardi zati on procedures?

I think we can trust that that was done carefully,
systematically.

Let's turn to the questions. W have
those on a slide. Tom did you want ne just to go
ahead and read the questions, or any clarification
fromyou and charge to the conmittee?

DR. LAUGHREN. They are very standard
questions about safety and efficacy.

DR GOCDVMAN: It will require a vote on
both. Has the nethyl pheni date transdermal system
been shown to be effective for the treatment of
attention deficit hyperactivity disorder?

The second one is has the nethyl pheni date
transdernmal system been shown to be acceptably safe
in the treatment of ADHD?

When you say acceptably safe, is that a
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qualifier or is that standard | anguage?

DR. LAUGHREN: Wthin the usual meaning,
as labeled, is the drug safe as it is intended to
be used for the population for which it is intended
to be used as proposed in |abeling?

The other thing | want to add here is
these are the standard questions. As a conmittee,
you can add additional issues that you can di scuss
or vote on if you want.

DR GOCDMAN:  Yes, | have done that
before. | have no probl em

[ Laught er]

DR. TEMPLE: Terns |like acceptably safe
are used because we all know that no drug is free
of adverse effects. So, it usually inplies sone
benefit/risk consideration.

DR. GOCDMAN:  Dr. Wang?

DR WANG Actually, in terns of
clarifying these questions, | was wondering--it is
an earlier point that came up--what the possible
FDA actions are here because that wll obviously

i nformus what the questions are, maybe sone
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addi tional suppl enental questions. Specifically,
is one possibility approvable but in a restricted
popul ation, those who failed oral agents? Because
we are all struggling with whether in the genera
popul ati on of ADHD patients there are sone

di sadvant ages of this patch--desensitization, the
two-hour late until onset, it takes an adult to
take it off. Meanwhile, it looks like it is
unequi vocal | y advantageous in the popul ation that
can't take an oral agent.

DR. LAUGHREN: Certainly, it is possible
for us to restrict a drug to a particular part of
the popul ation. Although it is somewhat unusua
for us to do that, it is possible and you can
advise us on that if you think that there are
concerns about this drug that would | ead you in
that direction. But it is unusual for us to limt
a drug to a particular part of the popul ation.

DR GOCDMAN: | think that is a usefu
segway for us to have a discussion anmpong oursel ves,
starting with the advantages of the conpound and

the formulation. | wonder if we could do that.
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think some of themare obvious in terns of
adherence; in terns of duration of action, although
I have a question that | want to pose to the
conmi ttee about the advantages of duration of
action or delivery over existing extended rel ease
conpounds. But perhaps we can hear from nmenbers
around the table in terms of what they see as the
advant ages or ni che where clinicians mght be npst
likely to use this conpound. Jean?

MS5. BRONSTEIN: | think it is really clear
that there is a group of patients for whoma
transdermal patch is going to be better because
they don't have to swallow a pill. So, that one is
pretty clear.

I personally think that the renoval issue
is not going to be as difficult as sonme fol ks think
it is. | have been a working nother ny whole life
and a worki ng grandnother and ny experience in
child-care settings of different kinds that | have
used or that | am aware of enpl oyees of m ne using,
I don't think that it is going to be difficult to

get this thing renoved provided there is
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child-care. | think if it is truly a latch key kid
who doesn't have anybody that they go home to, and
| doubt that that is going to happen with an ADHD
child, I think that the renoval isn't going to be
bad because you can destroy it. | think the
probl em woul d be nore difficult if it couldn't be
just pitched. That is ny view

DR. GOCDMAN:  Thank you. Dr. Robi nson?

DR ROBINSON: Well, | understand that,
yes, the parent can put it on, but the flip side is
it also means this thing is very easy to take off.
So, the kids, either the patient or other kids at
school, etc., they can take this thing off. It is
not rocket science. So, in sone ways you may have
di fferent subgroups. You know, we have nmade the
assunption that it is all going to increase
adherence. It may for subgroups actually have
wor se adherence than having themtake a liquid or a
pill where if they get it down they can't get it up
as easily as this thing can be just taken off as
soon as you get to school

MS. BRONSTEIN: On the other hand, we saw
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fromthe data that this works and it can really be
seen when it doesn't work. So, if you have a
non-conpliant kid who takes it off and you stil
have all the problenms as a parent, what do you do?
You switch to a drug that they can't take off. So,
I think in that way it is kind of not as big a
deal .

Now, from the abuse standpoint there is
anot her issue. Although | did play with this silly
thing and | tried to put it back on and held it in
pl ace pretty firmy, it didn't work really well. |
have a lot of dry epithelial cells.

[ Laught er]

DR. GOCDMAN: Ot her comments al ong these
Iines of adherence? On first blush, that is one of
t he advantages but now Dr. Robi nson has raised a
question that there might actually be in sone cases
decreased adherence because it can be renoved.

[ No response]

No one else wants to weigh in on this
i ssue? Good.

MS. DOKKEN: | just had a quick coment
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related | suppose to adherence but also reality.
Because of the two-hour tine frame and, at least in
this particul ar geographic area, mddle school kids
can start school as early as 7:15, 7:20 but that
means they have to get on a bus before that. So,
amtrying to i magi ne do parents, you know, creep in
at 5:00 a.m because that age group isn't going to
get up extra early.

DR. ANDREASON. My youngest child is now
18 and | have been through that with all of them
She is the one that takes the nethyl pheni date and
getting her up in the norning is not getting any
easier. But | inmagine one could go in and apply
the patch as a way of getting themup in the
nmor ni ng because at that tinme in the norning either
my wife's or my hands are very col d!

[ Laught er]

DR GOCDVAN: Let's stay with this issue
of practicality. The |aboratory classroom
certainly seemed to ermul ate ideal conditions. |If I
recall correctly, you affixed it at 7:30 and you

didn't start class until 9:30. |Is that correct?
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So, it was designed so it was two hours afterwards.
VWhat we are tal king about is how practical wll it
be to affix it two hours before they are actually
making it to class. Normally it is not 9:30 that
you are starting class; it is nmore likely to be
eight o' clock in the norning. Do you want to
respond to that?

DR. PRATT: | think that, again, the first
assessnent period that was conducted in the
cl assroom setting where we actual ly exani ned the
behavi oral effects was conducted at the two-hour
period. In the outpatient clinic setting there was
no classroomand it was applied in the norning and
children went along their usual day. W did
conduct this during the school year. This was not
conducted during a summer holiday when you mi ght
expect that there would be a little bit nore
variability and flexibility. Again, we didn't
collect information but the teachers scale that was
conduct ed--we sent these to all the kids and had
their teachers participating and actually sendi ng

it back in. The 11:00 a.m assessnent basically
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covered the norning classes. The afternoon
assessnent covered the afternoon classes. W tried
to look at themand the overall assessnents that we
got fromthe teachers was that the teachers noticed
that these children were behaving better when they
were either on MIS on the Concerta arm of the study
conpared to the patients who were in the placebo
armin the study. So, | think that is the key in
terns of the school day, as supported by sone of
the teachers rating scales that we used.

DR. GOODMAN:  Dr. Pine?

DR PINE: Again, just speaking globally
to this issue and at least for now leaving totally
asi de the question of safety and, again, speaking
as a clinician, nunber one, it |ooks pretty clear
that efficacy data are fine in terns of what we
saw, at least to ne when | | ook at the data, number
one.

Then, nunber two, | also think it is
pretty clear that there would be a need for a
transdermal stinulant medication, and that there is

a reasonabl e nunber of children that are
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encountered for whomtaking pills is just not an
easy option. Again just to weigh in on this, it
seens to ne, again as a clinician, pretty
straightforward that the need is there and that the
efficacy data at |east support it.

DR GOODVAN: Let ne stay with that for a
monent. How do you see the advantage of this
formul ati on over current long-acting orally
adm ni stered nedications? | would also |ike input
fromthe other nmembers of the conmittee.

DR. PINE: In particular for kids who
cannot swallow pills, long-acting preparations are
not an option because they nmust be swall owed. You
cannot grind them up; you cannot dissolve them you
cannot put themin apple sauce. So, for kids who
cannot take pills, the current option nowis you
gi ve chewabl e, or you give liquid, or you grind it
up, or you do sonething like that. And, sone kids
who will not swallow will do that; other kids wll
not do that. They just say it tastes too nasty.
They don't want sonething in their nouth, whatever
They are just not going to do that.

DR. GOCDMAN: Let ne just clarify for the
pur poses of people that mght be in the audi ence

and not understanding this. The reason you can't
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crush or dissolve it is because then you defeat the
pur pose of the long-acting formulation. |Is that
correct? |s that what you are saying?

DR PINE: That is correct.

DR GOCDVAN:  Dr. Mal one?

DR. MALONE: Actually, the child rep.
al ways cones to ny office and says you can take the
capsul e apart--and we have Shire here--you can put
the capsul e apart and put it in apple sauce and it
is the long-acting formulation.

DR. GOODMAN: |Is that an FDA- approved
del i very nethod?

DR MALONE: | think it is in the insert.

DR LAUGHREN:. Yes, there are different
ki nds of long-acting formulations. Sone can be
handl ed t hat way; others cannot. It depends on the
particul ar | ong-acting nmechani sm

DR GOODVAN: But with Concerta you coul d.

DR. MALONE: But | would like to say there
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are ot her possible advantages for having a patch,
I'ike the control you have over when you are going
to end the nedication effect is there with the
patch but not with the pill. Once you take a pil
you are going to have to go through the whol e
action of the pill. |If you had a child who had
various tinmes where you wanted to end mnedi cati on
effect during the day, you can control that by
taking the patch off. For instance, if you had a

child who had a | ot of anorexia but needed a

| onger-acting medi ci ne on sone days you coul d | eave

the patch on, but if you are trying to get themto

gain wei ght you could take the patch off earlier on
those given days. So, even though they are talking

about it for people who won't take pills, they also

mentioned, and it is true, probably a bigger
advantage is the control of the length of action
that the drug woul d have.

DR GOCDVMAN:. Dr. Pfeffer?

DR. PFEFFER | also agree with both Dr.

Pine and Dr. Malone. | just want to add that

think in medicine if we have various potentials for
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adm ni stering nedicine, even if just two children
additionally are able to use this where they
couldn't take nedicine before, | think that is a
potential gain.

But one other issue is that sone children
who mi ght have other conditions, let's say nedica
conditions where they take nedications that may
disrupt their G tract in some way, and then if one
needed to al so admi nister a stinulant, that m ght
inhibit the effects of the stimulant. So, this
route that avoids that approach may have very great
value for certain children with certain medica
conditions who mght require a stimulant. So, it
does add to the armanmentarium

DR GOCDMAN: | amnot sure | understood
your |ast point.

DR. PFEFFER: The last point is let's
assune, for exanple, a child with ADHD, a sinple
exanmpl e, has a bacterial infection and is taking an
antibiotic which will disrupt the flora of the G
tract. It nmay also then disrupt the use of

stimulant nmedicine if a child is taking that as an
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oral nedication. By using a patch fornat that
avoi ds that issue and the child gets the
appropri ate dose of nmedication. Now, that is a
sinpl e exanple and that is an acute example, but
there may be other children who have, fore exanple,
other @ tract probl ens--Crohn's disease,
ul cerative colitis--who have ADHD and this nmay be a
way al so of adninistering a nmedication in a way
whi ch avoi ds disrupting the other problem

DR GOCDMAN: Dr. Mal one?

DR. MALONE: Are we still able to ask
questions about - -

DR. GOODMAN:  You can ask any questions
you want .

DR MALONE: It has been nentioned that
there are other patch forns of nedications. For
i nstance, clonidine has been used in child
psychiatry. It is not labeled for that. But of
these patch nedications that get used, how many of
themreally cause desensitization and you have to
stop taking the drug and never take that drug

again? |s that even reported or has it becone an
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i ssue?

DR. TEMPLE: | can't actually think of it
havi ng cone up often. It is hard to inmgine that
it wouldn't happen sonetines. On the other hand,
for a lot of drugs if you couldn't take them again,
you woul d take sonmething else and it wouldn't be
such a big deal. Maybe it is a bigger deal here if
that happens, but it doesn't seemto happen very
of ten.

DR. GOODMAN: |Is the group satisfied with
the data they have seen today on efficacy to cone
to a vote on that first question? Any further
di scussion? Dr. Tenple?

DR. TEMPLE: | just wanted to nmention that
to the extent there is anything about efficacy that
peopl e need to be rem nded of, that would go in the
| abeling. For exanple, if you don't really expect
an effect for two hours, that will be prom nently
pl aced so that people will factor that in, and
anything el se of that nature that is inportant.
Labeling would include those things. |If you have

t hought s about what to include, you should probably
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tell us.
DR. GOCDMAN:  Yes, we will be glad to do
that. | still think we are going to have
consi derabl e di scussi on about number two. | want

to get through 50 percent of our questions if we
are ready to take a vote. Dr. Leon?

DR LEON: How will the l|abel deal with
the different doses when there is not conparative
data on the different doses? | nean, right nowit
has all been pool ed.

DR. TEMPLE: Well, it is a good question
but it is not unusual. Mre and nore drugs are
being studied in these titration designs that give
you no good information about the individual doses.
You describe what you have and you put your areas
of uncertainty in there. W sort of argue about it
probably with ourselves and t he company.

DR GOCDMAN: So, let's turn to a vote on
guestion nunber one on the efficacy of the MIS. |
would like to start with Dr. Mehta, whose vote
doesn't officially count but it counts a great dea
in ny mnd.

DR. MEHTA: Thank you, again. | would
vote yes for efficacy, mainly because you can stop

the effect of the drug within a couple of hours if
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you want to do it, that is, by taking it off.
Secondl y, the number of children with @ diseases
wher e absorption would be affected when you give it
orally. M last coment is that in this particular
NDA | don't even know why efficacy studies were
done because it is the sanme formul ation, sane
dosage and the sane nunber of tine points that you
are observing. So, fromthe previous NDA one coul d
have assuned that there is efficacy so there is no
reason to do efficacy studies in this NDA

DR.  GOCDIVAN: Dr. Poll ock?

DR POLLOCK: | would vote yes for
ef ficacy.
DR. GOODMAN:  Dr. Wells?
DR VELLS: Yes for efficacy.
DR GOCDVMAN:  Dr. Leon?
DR. LEON: | vote yes for efficacy.
DR GOCDMAN: Dr. Pfeffer?
DR PFEFFER: | vote yes for efficacy.
DR GOCDVAN.  Dr. Mal one??
DR. MALONE: | vote yes for efficacy.
DR. GOCDMAN:  Deborah Dokken?
M5. DOKKEN:  Yes.
DR GOCDVMAN: | amvoting yes for
ef ficacy.
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CGELLER: Yes.
VWANG Yes.
BRONSTEI N:  Yes.

ROBI NSON:  Yes.

SR

Pl NE: Yes.

2

a unani mous vote in favor of efficacy. No

surprises there

Before we take a vote on nunber two let's

return to sone of the issues that cane up about

safety concerns. Some of the ones that | have on

my list have to do with the sensitivity issue.

spent a lot of tine on it but I want to see if we

could review what the salient concerns are.

However, the vote turns out, | amgoing to say that

this is an area that needs sone post-narketing
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surveillance. | amnot sure exactly how to design
that kind of study but | think one of the problens
troubling us is that we are having a hard tine
estimating the risk

On one hand, we have data fromadults
which was really nore of a toxicology study than it
was clearly reflecting what we night experience in
clinical practice. | think Dr. Pine expressed it
very well earlier. It is very hard to extrapol ate
fromthose data in terms of what the risk is going
to be when you use it as prescribed.

I amglad we had the clarification. Jean
Bronstein, you nade us go through that and | didn't
appreciate the first time around that there was one
case where rechallenge with oral adm nistration did
not seem advi sable. | amnot sure whether from
that we can estinmate some risk. Let ne pose that
as a question for the FDA group. Based upon that
one case, do you have an estimated percentage of
risk of sensitivity? | amnot sure what the
denomi nator is. Wat was it, 3007

DR. LAUGHREN. We will have to think about
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how to define the denoninator and we are going to
talk with our own dermatol ogy consultants. The
i ssue is how | ong woul d one need to be exposed to
have a risk of having sensitization, and does that
differ fromone type of drug to another? But, you
know, we have one case. That is not a lot from
which to get a good point estinate.

But just in terns of the other part of
your question about what one night do
post-marketing, there are Iots of things one could
do, ranging all the way from asking the sponsor to
submit, in an expedited manner, any reports of
sensitization to doing sonething nore fornally,
| ooking at a cohort to see if we can estinmate what
the incidence is. There are a nunber of
epi demi ol ogi ¢ type studies that one might do to try
and get a better fix on that and we can have
di scussions with the conpany and get a commitnent
to do that post-marketing.

DR. GOCDMAN: | will get to you in a
second, Dr. Pine. | just want to clarify for the

rest of the nenbers, not just around the table. |
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don't think it is that we are concerned about
allergic reaction or high rate of allergic
reaction; we are concerned about the inplications
of devel oping sensitivity, specifically that if
somehow there is an increased risk of inducing
sensitivity to nethyl phenidate by the patch, then
it is going to deprive these individuals of future
exposure to nethyl phenidate and that will then

i nfluence your clinical decision-nmaking. Once you
know what that risk is, where do you start? Do you
start with the oral or start with the transdernmal ?
And, the concern might be don't start with the
transdernmal because then you m ght elininate one of
your nost inportant options in a small group of
patients. Dr. Pine?

DR. PINE: | wanted to ask either Dr. Wang
or Dr. Leon if we were to take 1/400 as a point
estimate, kind of like a pilot study, if you were
to calculate a confidence interval given that we
got 1/400 in this one study, obviously the | ower
bound woul d be zero, how high would that go? |
mean, are we talking 10? Are we tal king 20?

DR WANG The rule of thunb | think is 3
over N as the upper bound, if | renenber correctly.

DR. PINE: That is if there are no cases.
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The confidence interval obviously would be zero
because there is only one case. | was wondering
what the upper bound--

DR WANG If you have one case?

DR. PINE: |If you have one case out of
400. | mean, is it about 107?

DR. TEMPLE: You want the upper bound for
how hi gh the rate shoul d be.

DR LEON: If you want to go through the
mat h of variance of a binonmial so 1/300 or 1/400
times 299/300 and you get the square root of that
and nultiply it by 1.96. It is not going to be
very big but | don't think there is a ot of data
even to base this discussion on

DR POLLOCK: But the exposure period is
only--1 mean, assuming that Dr. Andreason's initia
estimate that you need 12 weeks and this is 6
weeks, you know, we might need a | onger exposure
period for that group of 300 or 400.

DR. PINE: But it is not likely to be rea
high. Right?

DR LEON. | think I would rather be
quoted as saying the data is inadequate to nake
that estinate.

DR TEMPLE: Right, but even fromthat one
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the chance could be as high as one percent and | am
sure it is going to turn out that way. So, that
m ght be sonething to think about.

DR LAUGHREN:. If there were no cases the
upper bound woul d be one percent out of 300, 3 over
N. Wth one case it is going to be sonething
bi gger than one percent. | don't know exactly
where it is going to fall but it could be a pretty
good si zed nunber.

DR GOCDVMAN:. Dr. Pfeffer?

DR. PFEFFER | have a question that maybe
can be clarified again by Shire. That is, you
nmenti oned that the nost side effects, adverse
effects, seened to be early on. | wasn't quite
sure how you got that and maybe you coul d

re-explainit. M concernis as follows, as a
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clinician if | needed to tell a parent to watch for
things and if | told the parent, well, we would
expect that if we are going to see adverse events
it will be early on, and | amstill not sure that
is a clear statement given the data. For exanpl e,
in the two controlled studies there was an
escal ating dose first of all, and then there was
really only one day [sic] on the nedication in the
first study when you reached peak, maybe two weeks
in both studies when you reached the right dose
that the child would be on, first of all

Then, in the long termwth | onger
duration of exposure it al nost seens
counter-intuitive that there would not be
continuation of potential adverse effects. So, |
would like to have it clarified a little bit nore.

DR. PRATT: Sure, | would be happy to try
to clarify that.

DR PFEFFER: Thank you

DR. PRATT: First of all, in the two
studies, the 201 and the classroom study there was

a 5-week dose escal ation period, open-Ilabel, and
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then 2-weeks doubl e-blind in which patients who had
reached their level were then continued at that
| evel and then were crossed over

In the large pivotal study it was again a
5-week dose escal ation. When you start | ooking at
when do these adverse events occur--do they occur
predom nantly at the same rate across all the weeks
that you are there? | don't have the
distributions. It is very nice when you actually
sit there and you | ook at, you know, at what visit
do you see the adverse events occurring. You see
that the mpjority of themin our MIS studies
occurred during the first one week, two weeks,
three weeks of visits when you are starting to
titrate up. You don't get additional recruitnent
in the last four or five weeks because patients are
al ready nmoving up or they have reached their
optim zation period and they are staying al ong the
way there. There are always a couple of additiona
adverse events that cone in as you bring up the
dose so that at week four, if you get sonebody at

the hi ghest dose | evel size, they may have an
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adverse event that occurs al ong the way.

So, when we tal k about early in therapy,
particularly clinically, when you are in the
process of finding the optiml dose and figuring
out where the child is, that is when the mgjority
of events occur. W see this, again, in our
open-1 abel studi es where when you are titrating
back up frompatients who cone in fromthe previous
studi es, whether they are on placebo or whatever
other armthey were in, and they re-titrate back up
you can sonetimes see an increased nunber of events
in those people who were in the placebo group al ong
the way. But as they stay on, they tolerate to the
effects and these effects tend to go away. Sone of
them do persist and some of them do come up at
various times along the way, but the najority of
them again, occur early in the course of
titration.

DR PFEFFER. Do you have any data on the
differential effects of early versus |later
especially as you just nentioned that there nmay be

sone adverse effects a little bit later as the
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child is on a dose that is the best dose?

DR. PRATT: Typically with the stinulants,
and with our MIS systemin particular, the typica
ones that you see conming on early are the ones that
are rel ated to met hyl pheni date so you get, again,
typically sone insomia early. 1t can occur at any
time you change the dosing. W haven't really done
nunbers there but when you just | ook at the
distribution it is shifted to the early part of the
titration scheme rather than, you know, having
additional recruitment as you get higher up and the
| onger you are on therapy. So, | hope that
clarified your point. Thank you

DR GOCDVAN.  Dr. Pine?

DR PINE: This mght be nore of a
der mat ol ogi cal question for Dr. Andreason and you
m ght not be able to answer it, but | amalso a
little concerned about this issue of the clinician
inthe field who is going to see a skin reaction
and they are trying to tell the difference between
just a non-specific erythenma versus the devel opnent

of sensitization. Wuld it be the case that if |
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ama clinician in the field and | give a child the
patch and they devel op erythema and | am not sure
if this is sensitization or just erythemn, and
took the patch off and | gave the child a test dose
of oral methyl pheni date and not hi ng happened, woul d
it be such that then | could conclude that, you
know, this was not a sensitization but this was
just a non-specific reaction?

DR ANDREASON: | will defer. | amnot a
dermat ol ogi st by any stretch of the imagination but
I can read to you the | abeling that they suggest.

DR GOCDMAN:  That woul d be useful .
think the erythema is not enough. |t seens
reasonabl e that there needs to be sone qualitative
differences in that dernmatol ogical reaction to be
truly concer ned.

DR. PINE: But just for a clinician in the
community, | nmean, how confortable would you be
that people are going to reliably going to be able
to tell the difference?

DR GOCDMAN: | amnot so worried about

the clinician as | am about the parents. | think

file:///C)/dummy/1202PSYC.TXT (247 of 304) [12/13/2005 10:25:30 AM]



file:///Cl/dummy/1202PSY C.TXT

248
nost clinicians can tell the difference between
erythema and urticaria. You know, | think they can
make that diagnosis. But | agree in ternms of the
early warning system | think getting the
caregivers to recognize the difference is nore of a
chal | enge

DR TEMPLE: People would certainly need
to be apprised about the different inplications of
those two things, which I think would not be
obvious to everybody. So, that is a labeling
chal  enge to make sure that they know what you do.
O herwi se, you get the very thing you are worried
about, nanely, meking ten percent of the popul ation
unfit for methyl phenidate.

DR GOCDMAN. Dr. Celler?

DR CGELLER | just want to take what Dr.
Pine is saying a little further. Odinarily, once
the kids are on the nedication and have the good
effect they are seen very infrequently in practice,
and | amthinking that for famlies who can't
really differentiate it could be weeks or even

mont hs before a clinician would | ook at the area
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again. So, that night be sonmething that will have
to be taken into account.

DR. ANDREASON: | think the erythena was
fairly common in the clinical trial. Contact
sensitization woul d probably get worse and have
sone blistering. Let ne read to you the section
that they suggest under contact sensitization, and
this would be in a warning section: Use of--and
then trade mark--should be discontinued of contact
sensitization is suspected. Patients sensitized
fromuse of this, as evidenced by devel opnent of an
allergic contact dermatitis nmay experience systemc
contact dermatitis, and in parentheses, systemc
eczemat ous reaction, parentheses closed, or other
system c reactions if nethyl phenidate or rel ated
drugs are taken via other routes, e.g., orally.
This would be in bold. Individuals who devel op
contact sensitization to--trade mark--should avoid
exposure to nethyl phenidate and related drugs in
ot her dosage forms. This would be the operative
instruction here, diagnosis of allergic contact

dermatitis shoul d be corroborated by appropriate
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di agnostic testing.

DR. GOCDMAN:  What do they mean by
di agnostic testing? A clinician |ooking--

DR. ANDREASON: Skin testing.

DR. GOCDMAN:  Skin testing?

DR. ANDREASON: Yes, that is what they
usual |y have done in the past.

DR. POLLOCK: What are rel ated drugs?

DR ANDREASON: What are the rel ated
drugs? Anything containing nethyl pheni date.

DR. POLLOCK: It says methyl pheni date or
other related drugs. So, are we tal king about
sonet hing structurally simlar in some way?

DR. ANDREASON:  Met hyl pheni dat e,
dex- net hyl phenidate. | would have to ask them but
I don't think that they inply anphetani ne.

DR. TEMPLE: It has to be fixed, that
whol e section has to be fixed. |t doesn't tell a
person who is not a dernmatol ogi st what to do.

DR. GOCDMAN:  Dr. Mal one?

DR. MALONE: | think Dr. Tenple just

settled that. | was going to say both as a
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clinician and as a parent what it nmeans so
woul dn't know what to do

DR GOCDVAN:  Debor ah?

MS. DOKKEN: | was searching through our
two not ebooks. Do we have a copy of the insert,
and is there a patient or parent piece like there
sometines is?

DR LAUCHREN:. There is in what the
sponsor has proposed. It wasn't in your package
but it is something that obviously we will spend a
Il ot of tinme thinking about.

MS. DOKKEN: Well, it would be easier for
us to comment on it if we knew what was al ready
there. | amparticularly concerned about the
consuner piece

DR. LAUGHREN: You are certainly, again,
free to give us advice about what you think needs
to go in there.

DR. TEMPLE: W have a |long history of
finding that it takes a very long time to go
through the exact words of labeling. It doesn't
mean we couldn't send it to you later

DR. GOODMAN:  Coul d the sponsor rem nd us
what the incidence was of erythena at the patch

site in your studies?
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DR PRATT: Sure. At the patch site about
50-55 percent experienced either mnimal or
definite erythema.

DR. GOODMAN:  So, you could have a | ot of
fal se positives by parents or kids that they are
havi ng all ergic reactions.

DR PRATT: Again, this was at the site at
the time that it was evaluated. |If it is a
persisting problemthat persists after they take
the patch off and it is not going away, is becom ng
urticarial or having even sone edema or
vesi cul ati on occurring there, those are the types
of things that would bring themto the attention
not only of the pediatrician but perhaps a
der mat ol ogi st who woul d be able to recognize this
type of reactivity.

DR GOCDVAN:  Dr. Mal one?

DR. MALONE: Do you ever include pictures?

If you had a picture of urticaria--1 nean, if you
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had various pictures, two of them one just redness
and one of an allergic reaction, it would do nore
than all these words | think

DR GOCDVAN:  Dr. Leon?

DR LEON: | am confused about what is
bei ng di scussed. Can soneone clarify this? Have
heard that sone patients will develop a sensitivity
to the oral admnistration? |If initially they have
the patch on, they will develop sensitivity to ora
adm nistration and that is a sensitivity they
woul dn't have had if they started with the oral ?

It is sonething that can't be tested enpirically,
don't think.

DR GOCDVMAN: That is the concern. The
concern is not an acute allergic reaction. It is
of the patch inducing sensitivity to
met hyl phenidate in any form

DR LEON: How do we know that they
woul dn't have had the sensitivity with the ora
adm nistration in the first place had they not had
the patch? W don't know that. DR GOODVAN: That
is a good point. That is correct.

DR. LEON: That is my question

DR GOCDMAN:  And it is conceivabl e that

they coul d have devel oped that sensitivity in
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response to repeated oral exposure. It is
beginning to cone back to nme, | think that probably
is a different phenonenon being induced through the
ski n.

DR. PINE: And it is not one in 400.

DR TEMPLE: Skin is a good way to
sensitize people to things. So, it is probably
nmore conmon, not that you couldn't do it orally.

DR POLLOCK: Especially if you have a
pharmacol ogically irritating agent.

DR. GOCDMAN:  What | woul d actually like
to do, | would like to circle back on this before
we take a vote but | would like to cover sone of
the other ones that may be easier to resolve, some
of the other concerns that came up. Let nme doing
it by the different synptons. Let's start with
tics. Wen | saw the data earlier and the actua
verbati mdescriptions | wasn't convinced many of

those were bona fide tics. They sounded nore |ike
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dyskinesia. | think though that we should have

sonme di scussi on about the issue of stinmulants

inducing tics. It has been a while since | have
reviewed that literature. It continues to be
controversial. | think we saw a very nice

evi dence-based slide that was a nice review of the
literature. | think really the bigger concern has
been not so nuch transient induction of tics, but
i nducing, and irreversibly inducing tics, and if
others around the table could help ne in terns of
where that stands.

A related question, and | didn't hear this
answered this norning, is | assune that you
assessed for tics at baseline. Can you say
anyt hi ng about how many of those patients where
tic-1ike nmovenents were induced already had a
preexisting tick disorder?

DR PRATT: Actually, the patients who had
a di agnosi s of Tourette syndrone were excluded from
participation in this study. W did not
particularly assess previous history of tic

di sorder or exclude patients who m ght have had an
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occasional tic that was present. So, it was not
part of the inclusion criteria to examne a history
of a previous tic disorder

DR. GOODMAN:  And did you exclude chronic
multiple notor tics?

DR PRATT: The investigator was free to
exclude patients. W didn't enroll anybody that
had tics that were present at baseline.

DR GOCDVAN: But what you are saying is
that you didn't exclude ones that night have had a
hi story, but these are young kids. Are there other
coments on this issue?

DR. POLLOCK: Just a diagnostic nuance,
dyski netic novement induced by the nedication--why
do you think that is better? Because it is
transient? | am asking.

DR GOCDVMAN: | don't know if it is better
or not, but | think it probably signifies |ess
specificity and stinulants often induce a range of
dyski netic hyperkinetic nmovenments that don't
i ndi cate that you have unnmasked or exacerbated an

underlying condition of TS, Tourette syndrone, or
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anot her chronic multiple tic disorder. So, | think
it is less specific. | don't knowif others can
weigh in on this. Dr. Pine and Dr. Ml one.

DR MALONE: | think it is safer to cal
theminvol untary abnormal nmovenents because there
is always an argunent about whether it is a tic,
dyski nesia or stereotypy. | think that actually
anphet am nes are the drugs that are used in the
ani mal nodel for inducing stereotypic, or whatever
you want to call it, behaviors in rats and ot her
animals. So, it is not surprising that in clinica
use you do get sone incidence of tics. | don't
think there is clear evidence that you wll
devel op--you can induce abnormal novenents in
animals by giving the right dose of these drugs.
You probably could induce tics in nost people, or
many people, but as far as permanent, irreversible
nmovenents in patients who develop them | think
nmost people think that they probably had an
underlying propensity that allowed themto then go
on to have pernanent abnormal novenents.

DR. GOODVMAN:  Dr. Pine?

DR. PINE: | would actually be interested
to hear what sone of the officials say about

| abeling, but as far as kind of clinical practice,

file:///C)/dummy/1202PSYC.TXT (257 of 304) [12/13/2005 10:25:30 AM]



file:///Cl/dummy/1202PSY C.TXT

as was said in the presentation by the sponsors,
clinically tics are not a contraindication for
stimulant use. Stimulants are used in kids with
tics, number one.

Nunber two, | think nost clinicians and
clinical research as well shows that, w thout
question, psychostinulant nedi cati ons can worsen
tics, no question.

Nunber three, it is also very clear that
it is not uncomon--you know, |ess than 10 percent
but not that much less--to see in kids given
stimulants the first spontaneous occurrence of a
tic. So, that is not that uncomon a situation

Last of all, whether you ever see the

per manent occurrence of a tick follow ng the use of

stimulants, that has been a very controversi al

topic. In the late '70s and early '80s there was a

| ot of concern that that was, indeed, the case and

that concern has waned but it has not gone, and it
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is one of those situations where you can't really
prove a negative. So, ny take on the data,
actually before the presentation, was that, you
know, 7/100 is not that far out of line fromwhat I
woul d expect .

DR GOCDVAN: But the question is versus
the comparator. That is really the question. W
are not surprised to see it but, again, on an
initial reading of the summary there is a
suggestion that it was nore than you m ght expect.

DR. PINE: But when asked, Dr. Levin said
it was not statistically different. R ght? That
the rate of tics was not statistically significant
in the MIS versus the Concerta. Right?

DR GOCDVAN:  Dr. Mal one?

DR. MALONE: | know that the sponsor has
shown some of this but before the nmeeting | did
pull sone articles to |look at incidence of side
ef fects because we really only had one conparator
Actually, one of the articles was | think once
daily oral, which | think was Concerta, but |

| ooked at this last night and something |like six
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percent of the patients--1 think it was an open
| ong-term study, but six percent who never had tics
devel oped themon Concerta in this study. So,
think if you look at a variety of studies you
al ways get a different estinmate of how many peopl e
develop tics fromstimulants. That has been part
of the whole controversy of trying to decide
whet her stinul ants cause permanent tics in people,
because every study gets slightly different
nunbers. So, the nunmbers fromthis trial, for ne
at least, were within the range that could occur
with stinmulant nedications.

DR GOCDMAN: So, to summarize, one
expects with stimulant medications in an ADHD
popul ation to see the induction or masking or
exacerbation of involuntary novenents whi ch may
represent tics, and that you do not see any
evi dence that the rate seen with the MIS systemis
significantly higher than an active conparator. |Is
that a fair statement? Can we nove on fromtics
t hen?

How about insommia? W divided that up a
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little bit differently, problenms of sleep and
insomia. It wouldn't hurt if you could show that
slide. One of you did a very nice presentation
goi ng by organ system or group of the different
side effects. If we could just have that slide up
there? You had one on effects on sleep

DR. PRATT: In terns of the persistence of
i nsomi a?

DR GOCDMAN:  You had it divided in terns
of incidence, duration.

DR. PRATT: Yes. |Is this the one you
want ?

DR GOCDVAN:  Well, we can do without it
for the nonent.

DR PRATT: It will be one second. |Is
this the one you were referring to, Dr. Goodman?

DR. GOODMAN:  Yes. Nothing there. How
about anorexia and wei ght |oss? Maybe you can put
up the corresponding slides for us to | ook at.

DR. PRATT: Yes, this one for anorexia,
and then, again, weight |loss reported as an adverse
event.

DR. GOCDMAN:  Thank you. Any di scussion
about those side effects and whether we have any

concerns about the nedication under review conpared
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to active conparator? No? Al right, any other
safety concerns that we haven't touched upon in our
di scussi on?

DR POLLOCK: If it is not specified in
the | abel or recomrended that this nedication be
reserved for those who cannot take oral nedication
then, clearly, it can be advertised
direct-to-consumer and pushed fairly widely for
ease and conveni ence of use. So, | just wanted to
be sure at what level--1 mean, this reconmendation
has to be specific in the label that it is reserved
for this? | nean, it has to be that strong. They
police what is in the |abel, right?

DR. LAUGHREN: Right, they would be gui ded
very heavily by what is in the label and, as | said
bef ore, the agency has on occasion restricted the
use of a product to a particul ar subset of the
popul ation, but that is a fairly unusual nove to

take and there has to be sonme very conpelling
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reason to do that. A case in point mght be a drug
like Clozapine which is limted to treatnment
refractory patients because of the risk of
agranul ar cytosis. |If there is sonme conparable
reason here to restrict it, but there would have to
be a conpelling reason

DR. TEMPLE: Do you have all your
questions about advertising? | nean, advertising
has to reflect and be conparable with the | abeling.
So, if there is a restriction in |abeling, that
woul d need to be featured promnently. If there
isn't, it wouldn't.

DR. GOCDMAN:  Jean?

M5. BRONSTEIN: | just stepped out so
may be out of order in this discussion, but we
heard this nmorning that sone fanmlies sawthis as a
more holistic approach and that concerns ne because
it isn't. | mean, it is just another drug delivery
systemand | think we have to be careful --well, |
know we haven't finished the sensitivity stuff but
I think it could be advertised as appealing to

peopl e who are not wanting to take drugs when,
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i ndeed, this is taking a drug every bit as much as
popping a pill in one's nouth.

DR GOCDMAN:  Who said it was holistic? |
don't remenber that comment.

M5. BRONSTEIN: It was in the presentation
on the nmodel schools.

DR TEMPLE: This will not be advertised
as a non-drug. Trust ne!

[ Laught er]

DR. GOCDVAN:  Dr. Malone, did you have a
question?

DR. MALONE: No

DR GOCDMVAN:  Debor ah?

M5. DOKKEN: | wanted to go back to the
comment that was just nade about nmarketing and
| abel i ng because that is where | was earlier today.
We heard before in Dr. Pratt's response to ne, he
sai d somet hi ng about this therapy should be
avai l able as an alternative to provide flexibility.
I think it is a statenent |ike "to provide
flexibility" that is troubling for me in terns of

down the road. | nean, does that nean flexible for

file:///C)/dummy/1202PSYC.TXT (264 of 304) [12/13/2005 10:25:30 AM]



file:///Cl/dummy/1202PSY C.TXT

265
those patients for whomthere aren't other good
options, or is it flexible in situations where it
appears to people that it mght be handier to just
slap on a patch? You know, | don't know where we
go with that. You put it in pretty stark terns
about how you can define the subset and we are
probably not there but | still feel unconfortable
sort of having it be flexible.

DR GOCDVMAN:  You didn't ask my opinion
but I would tend to agree with that
characterization. It seens to be that flexibility
shouldn't be the adjective. |If anything, a
short-acting one would offer nore flexibility in
titration, but it doesn't offer convenience. But |
will let sonebody el se cooment on that.

DR LAUCHREN. What we try and do in
| abeling is, as accurately as possible, give the
characteristics, you know, the benefits of a drug
and the risks of a drug and leave it to clinicians
to decide howto use the drug. We try not to
interfere with the practice of nedicine unless, as

I nentioned, in certain cases where a drug is so
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toxic that we feel conpelled to limt it to a
particul ar population. But ordinarily we don't do
that. |If you look at alnbst any drug, you find
different forrmulations that are available to give
clinicians and patients nore options, and you night
viewthis as a simlar situation. But it would be
unusual | think to try and narrow that use in
| abeling to a particul ar subset of the popul ation
unl ess there is a very good reason to do that.

DR POLLOCK: What if the toxicity, as we
have been di scussing, isn't fully established?
That is basically | think the issue we are
struggling with. Unless there is a rigorous
post - marketing surveillance in kind of a defined
group, the concern is the potential--not to bel abor
it but the potential is that this is used very
freely and by the time that there is a course
correction you mght have a substantial percentage
of children with serious ADHD who can no | onger
take net hyl pheni date, and then there will be a huge
outcry.

DR LAUCHREN:. Yes, clearly it is com ng
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down to that issue of the possibility of

sensitizing a substantial fraction of the

popul ati on who mi ght need this drug so that they
can no longer take it. | think that is the issue.

Again, if a strong case could be nmade that we know

so little about that risk that one cannot

reasonably use this drug without restricting it--1

mean, you could give us that advice. That woul d be

possi bl e.

DR GOCDVAN: Dr. Wells?

DR. VELLS: | amready to go on record as
saying that | do find it acceptably safe to use in

children with ADHD. However, | am not confortable

in going on the record as it being first-line

therapy in pediatric patients with ADHD and | woul d

hope that there would be a nmechanismw thin the
| abel i ng where we could add that caveat that it
woul d not be considered first-line therapy in

unsel ected pediatric patients.

DR. LAUGHREN: Can you say for whomit

woul d be second-1|ine therapy?

DR VELLS: | would prefer that it not be
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designated as first-line until such tine as
additional data is provided on the drug
sensitization issue. So, | would see it as being
acceptabl e therapy for individuals who have not
responded to ot her dosage forms of methyl phenidate
and those who can't or won't take oral medications.

DR LAUGHREN. O course, we don't have
evidence that it works in patients who have not
responded to other fornmulations. W would be
flying blind in that area.

DR. TEMPLE: Yes, but you could identify
peopl e who can't take things by mouth. For the
non-responder it doesn't seemvery likely; it is
the sane drug.

DR GOCDMAN: O where there are issues of
adherence that could be dealt with by giving this
fornul ati on.

DR TEMPLE: | think, as Tomsaid, we do
that sonetines but there should generally be a
pretty good reason, one of which could be |ack of
critical data.

DR GOCDVMAN.  Dr. Pine?

DR. PINE: Kind of stepping back a little
bit and | ooking at this whole issue, | guess a

coupl e of thing seemat |east reasonably clear from
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the data that has been presented: Nunber one,
sensitization clearly occurs. Right? That was
unequi vocal |y denonstrated with the adult data.

Ri ght ?

Nunber two, | mean, we heard from Dr.
Leon, whom | would trust, that we cannot really say
much about what the preval ence is, nunber two.

Nunber three, if the preval ence is even
reasonably high it would be a potential disaster if
this were widely used, and even a sizeable mnority
of kids with ADHD coul d not take nethyl pheni date.
So, just looking at that evidence, that seens |ike
pretty good evidence for an unusual circunstance.

DR. LAUGHREN: Can | just nake a comment ?
We are going to try and do a better job of com ng
up with what the point estimte mght be and what
the confidence limts might be. M statistica
col | eague here advised ne that, as | said before,

if the right denonminator is 300 and there were no
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cases the upper bound of that confidence interva
woul d be 1/100. It is not going to be so different
with one case. So, depending on what the
denoni nator is, you know, we may be tal ki ng about
an upper bound of that confidence interval of maybe
1/100. Based on the data that we have, which is
very limted data, that is where you would end up
with that one case. So, that is sort of what we
are working with right now

DR. TEMPLE: Suppose it was one percent,
how woul d you feel about all this?

DR CELLER. | amgoing to play devil's
advocate with this a little bit. M experience is
that the nmore restrictions you put on doctors and
the way they prescribe--they are very, very
intelligent and they will find very good ways of
witing down on the chart why they have gone around
it. So, | really see that as probably not the nobst
useful way to go now.

I think the issue that canme out very
clearly here is that child psychiatrists are not

good dermat ol ogi sts, and what has to be enphasi zed
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in some kind of boxed warning so it clearly can be
seen is that there is an uncomon or rare, or
what ever the nunber will be, incidence of kids who
will get sensitized so that they can never take
met hyl pheni date again and the child psychiatrists
have to be very clearly aware that that is a
possibility and then it becones a fact you dea
with, with the famly. Because | think that that
is not sonething | would have guessed. You can see
that fromthe questions | was asking--you nean you
can get a little rash here and then you can never
take it again? | suspect | have other coll eagues
who al so would find that new i nformation.

DR. GOODMAN:  Dr. Pine?

DR PINE: Again, as a clinician, if it
were one percent, thinking of the child who
absol utely cannot take oral stimulants, for
what ever reason, | do think that there stil
clearly woul d be instances where a clinician would
want to give the medication. Again, it would raise
concern and | would be worried about all the issues

we are tal king about but it would not, in nmy mnd
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anyway, speaking nostly as a clinician and sonebody
famliar with the preval ence of ADHD and the
problens in treating it--one percent would not nake
it a useless alternative

DR. TEMPLE: For that group. What about
for everybody el se?

DR. PINE: Personally, again just speaking
for myself, I amnot sure that | would want to use
it before a child has failed oral stimulants with a
one percent risk. It would nmatter how reasonabl e
those oral alternatives were, but there would have
to be pretty bad options before personally, just
speaki ng as- -

DR. TEMPLE: Let's dichotonmize it. |
mean, what people have said going around is that
one thing you mght do is reserve it for people
who, in the opinion of the investigator, can't
usefully take one of the other forns. What you are
saying is one percent risk for those people is
probably reasonabl e because they don't really have
a choice

DR PINE: That is what | am saying.

DR. TEMPLE: But the big question is
whet her the use of the drug should be directed

toward only those people or toward anybody that the
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doctor thinks this m ght be a good alternative for
which is not necessarily people who can't swall ow,
it could be a larger group. Wuere are you on that?

DR PINE: So, if you said in the |abel--

DR. TEMPLE: At the one percent rate.

DR PINE: Yes, if you said in the |abe
that it is restricted for people who can't take it
orally there is nothing to stop ne as a physician
fromprescribing it off-label anyway. Correct?

DR. TEMPLE: You don't like to put things
in that you expect to be ignored.

DR PINE: Well, but it happens--

DR TEMPLE: Not that we never have

DR. PINE: It happens all the tinme.

DR GOCDMAN: |t does seemto me that the
consi derations go beyond not being able to take it
orally. There are other adherence issues so
think it has to be a little bit nore broadly

defined. Let ne go out on a linmb nowtoo. |If
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asked about it, | would vote in favor of safety.
don't see any acute immnent risk. However, |
woul d recommend a warning. | amnot saying a bl ack
box but we will have to discuss what formit takes
and how it would be worded, but until there is nore
data on the risk | think there needs to be a
warni ng so that could be weighed in any clinica
deci si on-nmaki ng. Ms. Bronstein?

MS. BRONSTEIN: Have we finished talking
about |ong-termstudies? W talked about it very
briefly but I think we, as a committee, need to
make a recommendation, if this is approved, for
sonme very serious--looking at the preval ence of
sensitization in the popul ati on.

DR. GOCDMAN:  Dr. Wang?

DR WANG | think there are conpelling
reasons to do sonething unusual here. It is not
only that there may be this fraction that can be
sensitized, but it is also the 50 percent who are
going to develop this erythema who m ght be scared
fromever taking stinulants ever again--you know,

go to a dermatol ogi st and say | am not going to put
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my kid on something like this; | don't care what it
is. So, it is actually | think a large public
heal th problemin the aggregate.

Meanwhi |l e, you have a situation that |
think as researchers we yearn for and clinicians
yearn for too where you could segnent the
popul ation into those in whomthe benefit/risk is
positive and those in whomit is not so positive.
You have a cheap, accurate and easy to do screen
and that is can you take a pill or not? It seens
to ne that in this situation it may call for
sonet hi ng unusual

DR. GOODMAN: | guess ny feeling is that,
for sonme of the reasons other have stated, | don't
want to define it that narrowWy so that we are
telling physicians exactly that you can only
prescribe it under these conditions. W can think
of sone exceptions that have to do with adherence
now. There are probably going to be other
considerations too. So, | don't think it should be
qui te that narrow.

DR WANG Cinicians will figure out what
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it nmeans when a pill is not possible so sone of the
exceptions you raise--you know, @ problens,
interactions with other nedications, you know, they
will know, or maybe just that the kid can't take
pills or doesn't want to. They will know what fits
under that rubric and we already know it is 15
percent or higher. Anyway, | suspect if you left
it up to the clinician in whompills are not

possi ble or sonmething like that, they will know who
falls into that.

DR GOCDVAN:  Dr. Robi nson?

DR. ROBINSON: One of the things that I
think that nakes it also difficult for ne is, you
know, if it is one percent the problemis we don't
have peopl e who have tal ked to us who have
expertise in dermatol ogy and sensitization. Even
though | think, you know, you are a very snart guy
but basing all of it on--

DR TEMPLE: He can handle it.

DR. ANDREASON: | am surprised that people
keep aski ng ne.

DR. MALONE: You know, obviously there is
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expertise within the different branches in terns of
the time course to sensitization, etc. Should we
really be looking at 12 weeks? Should we really be
| ooki ng cunul atively over a year? Those sorts of
i ssues. Even what the exact denominator is, is it
300 or 400? How nany weeks each subject go? Wre
peopl e dropping out early who had a rash who ni ght
have | ater gone on to sensitization? | think there
is just a huge sort of cloud about the data we
have. Also, the expertise to interpret that which
is obviously not sort of in psychiatry sort of
field, and | think that nakes it very difficult to
sort of know what |evel of warning algorithm
al though | think all of us have the feeling that,
yes, it is not the first-line treatnment but | think
it is very difficult until for some of these other
i ssues we have any sort of estimate.

DR GOCDVAN:  Dr. Laughren?

DR LAUGHREN: Let me try and lay out a
couple of issues. We will take this advice back
about talking nore with our dernmatol ogists, and

am sure the conpany is going to talk to theirs as
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well, to try and define, as best we can, what this
risk is and try and figure out a way to very
promnently |label that. | think a warning is the
right level for this kind of risk, and we can do
that and try and lay that out as clearly as
possi ble in | abeling.

But the other issue that has been raised
that we need to reach sonme resolution on is whether
or not you want us to try and restrict this drug to
sonme part of the popul ation, keeping in mnd that
that is a very difficult thing to try and define
and however you do that, it is probably going to
limt the way prescribers--now, nmaybe that is what
you want, but it is going to limt the way
prescribers use that drug maybe beyond ways in
whi ch you intended if you try and do that.

DR GOCDVAN: W could vote on that
questi on.

DR. LAUGHREN:. That would work. | just
want to make sure there is full discussion of that
before you vote on it, that you fully understand
what the inplications are of doing that.

DR MALONE: | amnot sure what that
nmeans- -

DR LAUGHREN. It is like clozapine,
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putting | anguage in | abeling that basically tells
prescribers that they can only use it in this
subset of the popul ation who has ADHD. That is
going to inhibit prescribing because they are not
going to--and if you can't think of all the
possi bl e situations right here, today, where you

m ght want to use it, you know, trying to restrict
it in some way could prevent prescribers from using
it in situations that you haven't thought of. That
is my point.

DR. TEMPLE: There are degrees of this
sort of thing. Cozapine is an exanple of a drug
that is explicitly for people who failed on other
therapy. Ziprasidone doesn't say that. It just
says while you are considering using it, you m ght
want to notice there are sone other drugs that
don't prolong the QI interval. So, there are
gradations of rem nders that appear in |abeling.

It is not out of the question that one could wite
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sonet hing that said when you are thinking of using
this remenber that if you do get an allergic
reaction, which happens maybe this percent, you
m ght not be able to use the drug. So, | amjust
saying that there are a lot of options, not only
second-line/first-line, things like that.

DR. GOODMAN: Al so, the anal ogy breaks
down with Cozaril. dozaril was established as
effective in patients who are resistant to other
conventional agents and we don't have any evi dence
that that is the case here. So, it would be
sel ecting a subgroup not based on treatnent
response.

DR. TEMPLE: No, but you do know t hat
peopl e who won't take a pill can slap this on

DR GOCDMAN: | would be in favor for us
to take a vote on question nunber two and then go
back and see whether we want to conpose additiona
questions, either to vote on or just to discuss, in
terns of specific recomrendati ons either about
indication restrictions or safety.

DR. PINE: Could we at |east change
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question two to say sonething about in sonme
popul ati ons so that we can vote on question two and
t hem nmove on?

DR. GOODVAN:  Deborah, go ahead.

M5. DOKKEN: | wanted to ask from soneone
at the FDA a question of clarification. Again,
what is the relationship between | abeling and
direct-to-consumer nmarketing? Does it have to be
in a black box? Anyway, that is what | want to
know before | vote.

DR. TEMPLE: There are not too many rul es.
If sonething carries a black box you are not
all owed to do sonething called rem nder
advertising. That is where you just nanme the drug
and don't say what it is for--probably not a big
deal. The general idea is that inmportant warning
information, such as that in a black box, needs to
be prominently displayed as part of the ad, not
just stuck over on the brief summary that is at the
end of it but incorporated into the body of the ad,
not as the black box necessarily but appropriately
prom nently.

M5. DOKKEN: What about non-bl ack box?

DR. TEMPLE: Any inportant warning

i nformati on needs to be part of the overall body of
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the ad and in addition, of course, has to be in the
small, invisible print part that follows.

DR GOCDMAN: Dr. Pine, | amnot sure what
we are going to gain by nodifying question two.

DR. PINE: | think it is easier, at |east
for me--

DR GOCDVMAN: It would neke it easier to
vote, yes, but other than that | am not sure what
it does in terns of our decisions.

DR PINE: | guess if we are going to
devote considerable tine to question nunber three,
which is, is it or not only restricted to a
popul ati on, we can vote yes on question two and
move onto three and finish.

DR GOCDVMAN: That is what | amthinking.
It wouldn't affect our decision to then conme back
and suggest sone restrictions. | would like to go
ahead and call the vote on question two on safety.

I will start this tine. | already indicated that |
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will vote in favor but al so suggest some safety
concerns. Wiy don't we start fromthis end? Dr.

Pi ne?

DR PINE: | will vote yes, with the
provision that | would want it to be either warned
or restricted, and we can tal k about which that is,
to sone subset of the popul ation.

DR GOCDVAN:  Dr. Robi nson?

DR ROBINSON: Yes, | would vote yes with
the same provision. In general | would have voted
no but with the provision that we are going to put
warni ngs or restrictions I will vote yes.

DR. GOCDMAN: Jean Bronstein?

M5. BRONSTEIN: | too would vote yes, with
some kind of restriction and also the issue of some
| ong-term fol |l ow up study data.

DR. GOCDMAN:  Dr. Wang?

DR. WANG Also the conditional yes as ny
col | eagues have indi cat ed.

DR GOCDVMAN. Dr. Celler?

DR CELLER: Yes, with warning.

DR. GOCDMAN:  Deborah Dokken?

M5. DOKKEN: Yes, with the same conditions
that have al ready been laid out.

DR. GOCDMAN: Dr. Ml one?
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DR. MALONE: | would vote yes, with the

provi sion of warning and sonme fornmal post-market

surveillance of the sensitivity.

DR. GOCDMAN: Dr. Pfeffer?

DR. PFEFFER: | woul d vote yes al so,

agree with Dr. Malone with the warning and sone

type of clear, systematic post-marketing
surveill ance.

DR GOCDVMAN:  Dr. Leon?

DR. LEON. | agree, yes, and with

war ni ngs, restrictions and post-nmarketing
surveill ance.

DR GOCDVAN:. Dr. Wells?

DR. VELLS: Yes, with warning and
post - mar keting surveill ance.

DR GOCDMAN:  Dr. Poll ock?
POLLOCK: The sane.

GOODVAN:  Dr. Mehta?

3 3 3
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recomendati on for post-nmarketing study, as well as
figuring out a way by which the patient or the
doctor is informed very clearly that this child has
recei ved the product and, as a result of
dermatitis, the child probably will not be able to
take the oral drug again.

DR. GOODVMAN:  So, you woul d be
recomrendi ng a warni ng too.

DR MEHTA: Yes.

DR GOCDMAN: It seens to ne that there
are two issues that we could vote on--1 am not
saying we will vote on but could vote on. One has
to do with restrictions such as saying--1 don't
know if it can be put in this form-it should not
be considered for first-line or considered
first-line only in those patients who cannot take
oral. | personally amnot in favor that. | just
don't feel that we are going to be able to
articulate all the circunmstances in which to
i ndi cate those restrictions. So, | think I would
rat her focus on the safety warnings and the need

for surveillance. But | amglad to hear from ny
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col | eagues around the table and then rmaybe we can
take a vote on it.

So, the first question would be should
there be restrictions on prescribing, and how woul d
you enunci ate those? The choice being those who
cannot take oral medication.

DR. TEMPLE: Just to be sure, everybody
said there ought to be sonme warning information so
that is not going to be controversial but you nean
ion addition--

DR. GOCDMAN:  Yes, | have this feeling,
and maybe | am wong, that individuals around here
would Iike to add stipul ati ons about what
popul ati ons.

DR TEMPLE: Yes, but | am saying assune
that there is going to be appropriate warning--

DR. GOCDMAN:  Onh, absolutely, yes.

DR POLLOCK: But, again, with the
gradations. W are not tal king about the kind of
restriction with clozapine but nore along the |ines
as you were saying, Dr. Tenple, nore up front, near

the indications, that it is recoomended or it
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shoul d be considered. Again, | amthinking not

just to physicians but also to DIC. If it is not

up front, and we are not tal king about a bl ack box

necessarily but even if the warning is strongly
phrased at the end it is kind of |ike ease of

conveni ence. Then, at the end there is kind of

and..., and potential for allergy, and you know,
that comes right then. So, it is nore if it could

be a nore up front, stronger recomrendation based

on the uncertain infornmation.
DR. GOCDMAN: Let ne give another try
about ny rationale for focusing on the safety

war ni ng rather than under what circunmstances to

prescribe the medication. Part of what you said is

because right now we are not yet in a position

where we can clearly know what the risk is and

wite out an algorithm So, | think that is going

to be a work in progress.

I would rather stress the part that we

don't know, what the concerns are and the

i nplications of those concerns will then drive

prescribing practices. | think it would be clear
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to anybody who follows the logic that this may not
be something, until there is further data, that you
woul d want to prescribe as the first choice unless
they had problens taking the nedication or you are
concerned about adherence. | nean, you could add
that but that is going to be obvious. And, how you
wei gh those factors will evolve over time as data
starts to cone back in on really what the risk is
for the sensitivity reaction. | would rather have
that the safety concerns be the driver rather than
up front us telling where this place is in the
al gorithm

DR. POLLOCK: And not just the actual risk
but, as Dr. Wang pointed out, the potential
hysteria with 50 percent erythena and how that is
handl ed, and if it is a true urticaria howlong it
persists, and there would be all this uncertainty
and cl oud over potentially 50 percent of the kids
who take this medicine.

DR GOCDVAN. Dr. Pfeffer?

DR PFEFFER: | amactually still quite

concerned about this. Even if we have

file:///C)/dummy/1202PSYC.TXT (288 of 304) [12/13/2005 10:25:30 AM]

288



file:///Cl/dummy/1202PSY C.TXT

289
post-marketing surveillance, it is alnost stil
like we are trying to gather data experinmentally
and | just realize | don't know are there any
ani mal nmodels with this patch? |Is there a
possibility to get nore rapid data about risk in
terns of ultimately |ooking at this concern?

DR POLLOCK: That is what the adult
vol unt eers were.

DR. TEMPLE: Yes, you have human data; it
i s possible. The question is how often it happens
in the kids.

DR PFEFFER W don't know about the
chil dren though.

DR GOCDVAN:.  We know about one child who
devel oped it. Dr. Pine?

DR PINE: | guess two thoughts, first of
all--and | amnot sure | totally understand your
position, what would be wong with saying--you
know, a question or a phrase or a thing that said
this medication should only be first-line treatnent
for children where oral nethyl pheni date treatnent

is not an option? | nean, that seens fairly clear
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to me and | would vote for that personally. So,
that is the first thing.

The second thing is, just again thinking
of myself as a clinician in the office and what is
the Il evel of concern here, and trying to at |east,
you know, think somewhat historically in this
conmittee, what would ny | evel of concern be faced
with a child where | was thinking about shoul d
use this treatment or not and then thinking about
the issue of SSRIs for example in depression. You
know, SSRIs are used in depression still despite
the warnings that we tal ked about. | don't know
that the concern in a child who could take ora
medi cation is out of the real mof that |evel of
concern. For a child who could take ora
medi cation, again just speaking as a clinician,
am not sure that | would want to do that and I am
not sure that | would want the | abel to not advise
agai nst that.

DR. GOCDMAN: It sounds |ike we should
conpose a question and take a vote. | amnot good

at doing this on the fly but it would be along the
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lines, should the use of MIS system be restricted
to patients who cannot take or are intol erant of
oral nedication? It is that sinple, or along those
I'i nes.

DR. PINE: It should be first-line--it
should only be a first-line treatnment for--

DR GOCDMVAN:. kay, MIS should only be a
first-line treatnent in patients who cannot take
oral nethyl pheni date.

DR TEMPLE: The first-line/second-line
doesn't enhance the original proposal. | mean, if
you say it should be reserved for people who can't
use the other, that captures it. First-line and
second-|ine always seens anbiguous to ne. | don't
particularly like it. But, you know, | don't think
you have to worry totally about the words; you need
to get the concept. W understand. You are voting
as to whether it should be clearly directed toward
peopl e who can't take the oral

DR. GOCDMAN:  So, does everybody
understand the intent of the question, that MIS

shoul d be reserved for patients who cannot take or
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will not take oral nethyl phenidate. That is the
quest i on.

DR PINE: | like the phrase "clearly
directed for" because | think that captures it,
that Dr. Tenpl e used.

DR. GOCDVAN:  You agree with himbut you
won't agree with ne but that is okay.

DR. TEMPLE: That doesn't give you the
words. That is the concept you are | think talking
about .

DR. GOCDMAN:  Any nodification of that
question? W certainly should have di scussion
Dr. Wang?

DR. WANG | think we don't have to
specify exactly why they are not taking pills.

That is not an issue because it is not necessarily
a medi cal condition or an experience of a failure.
The clinician or the patient or the patient's
famly can just decide they don't want pills. So,
I like your "in whompills are not an option,"
sonet hi ng purposely | oose |ike that, nmaybe even

saying, i.e., patient famly preference, making it
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clear that they don't have to fail ora
medi cations; they could just prefer it.

DR GOCDMAN:  Where does adherence fit
into that equation? Because that woul d be the
other circunstance that you mght use it for.

DR. WANG  You could put that in as
anot her example. You could say potentially
benefi ci al adherence.

DR GOODVMAN: This is nmy problem it
starts to becone a slippery slope because | am not
convinced we are going to figure out every
circunstance in which it is appropriate as a
second- but not as a first-line. | amnot sure we
need to define it.

Let's just take the one that doesn't
i ncl ude adherence, should it be reserved for

pati ents who cannot take oral nedication?

DR ROBINSON: But also I think one of the

things that was mentioned before is the |abeling
for ziprasidone, which essentially just says this
thing potentially--the original labeling, it could

cause QTc changes. The other drugs don't do that.
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Therefore, you should really consider them before
ziprasidone. | think we are in a somewhat simlar
situation with this. W have net hyl pheni dat e.
There is oral nethyl phenidate and there is this
patch form and if we say up front the patch form
comes with a risk--and, unfortunately, we are not
going to be able to find out exactly how much--t hat
you wi Il develop sensitivity so that the patient
can never take nethyl phenidate again. Therefore,
you shoul d consider oral formulations first.

DR. GOODMAN:  That was ny point. That is
why | was suggesting that you let--

DR. ROBINSON: And it actually influenced
psychi atri st behavior at least initially with
Zi prasi done.

DR GOCDMAN: That said, | still want to
go through the exercise now of taking a vote on
should this be reserved or directed for patients
who cannot take or will not take the oral form of
the medication? Let's just go around and take a
vote. | will start. | amgoing to vote agai nst

that restriction, again, because | would like to
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focus on the severity rather than articul ati ng,
delineating the niche. | think that shouldn't be
our job.
DR TEMPLE: So, this is a vote on the
explicit restriction. You are not unconfortable

with words you m ght want to think about other

t hi ngs?

DR. GOCDMAN: | amvery confortable with
that. | want the vote as an overt restriction
That is how | intended the question

DR. LEON: And the warning would include
the rationale that sensitivity could prohibit use
or prevent use of oral.

DR. TEMPLE: | will tell you we are
definitely going to have to explain to people how
to distinguish between a little erythema and ot her
stuff. So assume that. The labeling is going to
have to do that.

DR GOCDVMAN: One nore time then, | would
like to take a vote on yes or no recomendi ng overt
restriction on the use of MIS for patients who

cannot take oral medication. | voted against that
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overt restriction. W can start with Dr. Mehta

DR. MEHTA: | will vote against it too.

DR POLLOCK: Well, putting it the way you
did, I have to vote no.

DR. GOCDMAN:  Sonmebody el se can draft it;
it is okay.

DR CELLER | think you have the concept
and people can vote on the concept.

DR. MALONE: Could you change it to
recomendation? You are naking it sound so
restrictive. The spirit of it is to try to channe
people. If there is sone flippage in either
direction, that is okay.

DR. TEMPLE: That is the very distinction
he is trying to get at. This first versionis
"thou shalt not." There are probably sone people
who think that is the right thing to do. The
alternative is, eh, think about it; maybe you
shouldn't. This is very helpful to us, | have to
tell you.

DR. GOCDVMAN:  Thank you. 1t does not

obvi ate our being able to make a second vote on do
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we recommend that we steer people to consider those
who cannot take oral nedications. It is a
different question, as | see it. Dr. Pollock?

DR POLLOCK: Yes, as | said, restricted,
I have to vote no. W haven't done the second one
but if it is recomended, then | would vote yes.

DR VELLS: | will vote no.

DR LEON: | would vote no for
restriction, particularly as Dr. Tenple pointed
out, it will contradict the data--we don't have
data supporting this efficacy in that restricted
popul ati on.

DR PFEFFER: | also vote no for
restriction.

DR GOCDVAN:  Dr. Mal one?

DR. MALONE: | vote no for restriction

M5. DOKKEN: No for restriction

DR GELLER:  No.

DR. WANG No for restriction, but | hope
the next vote is not so far--

DR GOCDVMAN:  You are going to wite the
next questi on!

M5. BRONSTEIN: No for restriction

DR, ROBI NSON:  No.

DR PINE: | vote yes.
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DR. GOODVAN:  Now, Dr. Wang, how woul d you

like to phrase the question?
DR. WANG  Strongly recommend.

DR GOCDMAN:  Strongly recomend what ?

DR. WANG  Strongly recomrend reserving

this for patients in whomoral nedications are not

an option. But it can't just be sort--if it is

anynore w shy-washy than that it sort of loses its

purpose. | always said yes for the first but maybe

one notch below. So, if anyone is a better

word-smth, take a shot.

DR. GOOCDVMAN:  Can you change that | anguage

as the data emerges? You can revise the |abeling

in accord with emerging data.

DR TEMPLE: Sure. [If it turns out that

this hardly ever happens and sonehow post - narketing

data support that, you can obliterate--you would
still warn peopl e about the possibility but you

woul d change whatever the | anguage, which we
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haven't heard yet, woul d be.

DR. GOODMAN:  Coul d you rephrase that, Dr.
Wang, just so we are clear what we are voting on?

DR. WANG Sonething like strongly
recomend i n whom oral nedications are not an
opti on.

DR GOCDMAN:  Have the clinician strongly
consi der reserving the use of this nedication to
those in which oral nedications are not an option

DR. WANG There are a coupl e of negatives
t here.

DR CELLER. O an alternative, given the
current state of know edge about sensitivity, it is
strongly advised at the current time that the
medi cation be limted to individuals who cannot
tol erate oral medications.

DR. GOODMAN: That is too close to the
first one. Ton®?

DR. LAUGHREN: The | anguage that we have
for ziprasidone |I think goes sonething along the
| i nes of physicians should generally consider other

medi cati ons before ziprasi done because of
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such-and- such.

DR. GOCDMAN: | like that.

DR CELLER. | think here though there may
be reason to be stronger because for ziprasidone
there were other marketed nedications that m ght
have conparable efficacy. In terns of stimulants |
don't see the choice as being that wi de and |
thi nk, you know, there is some concern about not
bei ng able to use nethyl phenidate for a common
illness when there are very few alternatives.

DR. LAUGHREN: But if you use | anguage
like "strongly advise," it seens to nme that that is
really the question that you just voted on.

DR. GOCDMAN:  Havi ng sonet hing al ong the
lines that the clinician should weigh--Dr. Pine,
why don't you go for it?

DR. PINE: | like "clearly directed." So,
use of this nedication should be clearly directed
towards patients for whom -

DR. GOODMAN:  No, | think we want to | eave
it in the hands of the clinician.

DR PINE: Use of this nedication is
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primarily recomended for--1 mean, it is better as
a positive as opposed to a negative.

DR GOCDMAN: G ven the current concerns
about the risk--

DR POLLOCK: The uncertain nature of
know edge.

DR GOCDMAN: G ven the uncertain nature
of know edge about the risk of sensitization,
consi deration should be given to prescribing oral
forns of methyl phenidate prior to prescribing MS,
somet hi ng al ong those |ines?

DR, TEMPLE: We don't think you have to
wite the exact words but | think we understand
what you are saying.

DR GOODVMAN: | amgoing to start. | am
voting yes, affirmative, for that recommendati on.
Dr. Mehta?

DR MEHTA: | vote yes, particularly if it
i s language |ike ziprasidone. There are nore than
one reason why | like it.

DR POLLCCK:  Yes.

VWELLS: Yes.
LEON:  Yes.

PFEFFER:  Yes.

3 3 3 3

GOODIVAN: Dr. Ml one?
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MALONE: | guess | vote yes.

DOKKEN: Yes.

S

GELLER  Yes.

DR. WANG VYes, but with the hope that the
| anguage is stronger than for ziprasidone.

MS. BRONSTEI N Yes.

DR, ROBI NSON:  Yes.

DR PINE: Yes, but |I do think the
| anguage is too weak because | voted yes for the
| ast one, and | also think, given the anount of
know edge, that we should err on the side of
caution and that is kind of what is informng ny
vot es.

DR GOCDVAN.  Dr. Pol | ock?

DR POLLOCK: Just to get to the fourth
poi nt maybe about the state of |ack of know edge,
does the FDA--1 mean, once a drug is approved, then
it seems you always have to fall back on your

MedWat ch.  You al ways then have to go into the soft
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kind of voluntary reporting, or do you ever require
manuf acturers, where there is a specific concern,
that they nore actively gather systematic data in
popul ations? | nean, is that a mechanisn?

DR. LAUGHREN: Yes, we have that option
Actually, this question could be answered | think
fairly easily by | ooking at a cohort of maybe a
t housand peopl e and follow ng them cl osely and
finding out how many of those patients devel op
sensitization. | don't think it is that hard. |
mean, all you have to do is foll ow-you have to
deci de how many patients and at what |evel you want
torule this out, but it is not that hard.

DR. POLLOCK: But you could require a
formal Phase |V study.

DR LAUGHREN: We can get a comitnent to
do that, yes.

DR GOCDMAN:  Moreover, it woul d behoove
the sponsor to try and get an answer to this
question rapidly because that could clearly rel ax
sonme of the concerns that are being expressed. So,

I wouldn't worry about their conpliance with that
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reconmendat i on.

I think we don't need to compose a
question and take another vote on whet her
surveill ance studies need to be conducted or what
formthey take. | think we will leave that up to
the FDA. | amsure there is unani nbus agreenent
that we would like to see such studies conducted
systematically and pronptly in order to resolve
this issue.

Anything el se that we need to cover? |If
not, I amgoing to adjourn the neeting and thank
you all for your attention

DR LAUGHREN: And | would like to thank
the conmittee again for very hel pful advice.

[ Wher eupon, at 3:05 p.m, the proceedings

wer e adj our ned. ]
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