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PROCEEDI NGS
Call to Order and Openi ng Renarks

DR. KIEBURTZ: Good nmorning. This is the
Peri pheral and Central Nervous System Drugs
Advisory Conmittee. W here to discuss the New
Drug Application 21-645, proposed trade nane of
MIr100 Tablets, from Pozen, |ncorporated for the
proposed indication of acute treatnment of nigraine
headache with or without aura.

I would just also take the opportunity to
refer people to the agenda. |Incorporated in the
agenda are the questions which are posed to this
conmmittee which will be discussing and voting on
today. W won't be discussing or voting on prior
actions of the FDA including the non-approvable
|l etter or any issues about a approvability of the
product. That is not our renit or discussion for
t oday.

So | woul d hope that the presentations are
focused on what the committee will be discussing
and del i berating about today.

When peopl e speak, please speak into the
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m crophone and turn the mcrophone on. |If you are
interested in speaking, raise your hand or you can
turn the mcrophone on. Anuja, the Executive
Secretary, will keep track and will get to people
who want to speak fromthe comrittee

Just to the conmittee nenbers, the voting
conmittee nenbers, please keep in mnd that, to
vote, you need to be here. So there is no |eaving
of votes. Hopefully, there is no leaving until the
meeting is adjourned which is scheduled to be at 5
o' clock. Please plan your travels accordingly.

In a second, | amgoing to introduce Mary
Ann Killian. There is a new procedure--1 think we
are the inaugural run of it--for disclosure of
conflicts of interest where Mary Ann Killian reads
a statement and then each individual nenmber of the
conmittee reads their conflict statement. Wen
that is concluded, Mary Ann has sone concl udi ng
remarks and then we will nove on with the rest of
t he agenda.

The only individual who does report

conflicts of interest is Dr. Porter as he is the
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i ndustry representative.

So Mary Ann Killian, the Programlintegrity

Advi sor fromthe Ethics and Integrity Staff.
Conflict of Interest Statenent

MS. KILLIAN:  Thank you very much. The
FDA is convening today' s nmeeting of the Peripheral
and Central Nervous System Drugs Advisory Committee
under the authority of the Federal Advisory
Conmittee Act of 1972. The advisory conmittee
nmeeting provides transparency into the agency's
del i berative processes.

Wth the exception of the industry
representative, all nenbers of the commttee are
speci al governnent enpl oyees or regul ar federal
enpl oyees from ot her agenci es and are subject to
federal conflict-of-interest |aws and regul ati ons.

Consequently, in the interest of
transparency and the spirit of disclosure, the
following information on the status of this
advi sory committee's conpliance with federal ethics
and conflict-of-interest |aws covered by but not

limted to those found at 18 U. S.C. 208 and 21

file:///C|/Dummy/0804peri.txt (7 of 310) [8/12/05 10:21:03 AM]



file:///C)/Dummy/0804peri.txt

U S.C. 355(n)(4) is being provided to the
participants in today's neeting and to the public.
FDA has determ ned that menbers of this
advi sory committee are in conpliance with the
Federal ethics and conflict-of-interest |aws
including but not Iimted to 18 U.S.C. 208 and 21
U.S.C. 355 (n)(4). Under 18 U S.C. Section 208,
applicable to all governnent agencies, and 21
U S.C 355(n)(4), applicable to FDA, Congress has
aut horized FDA to grant waivers to special
gover nnent enpl oyees who have limted financial
conflicts when it is determned that the agency's
need for a particular individual's services
outwei ghs his or her potential financial conflict
of interest.
Menbers who are special governnent
enpl oyees at today's neeting, including special
gover nnent enpl oyees appoi nted as temporary voting
menbers, have been screened for potential financia
conflicts of interest of their own as well as those
imputed to themincluding those of their enployer,

spouse, mnor child related to the discussions of
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today's neeting. These interested may include
i nvestnents, consulting, expert w tness testinony,
contracts/grant s/ CRADAs, teaching/speaking/writing,
patents and royalties, and primary enpl oynent.

Today' s agenda invol ves a revi ew of New
Drug Application 21-645, proposed trade Mri00
Tabl ets, proposed for acute treatnment of migraine
headache with our w thout aura sponsored by Pozen,
Inc. MI100 is a combination of two approved drugs,
napr oxen sodi um manufactured by the Al benarle
Cor porati on, and netocl opram de hydrochl ori de,
manuf act ured by Cosam S.p. A, a nenber of the CFM
group. This is a particular matters neeting during
whi ch specific matters related to the NDA will be
di scussed

Copi es of each acknow edgenent and
consent-to-di scl osure statement signed by each
partici pant at today's neeting who received a
conflict-of-interest waiver along with this
statement will be available for review at the
registration table during this nmeeting and will be

included as part of the official neeting
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transcript.

A copy of the witten conflict-of-interest
wai ver statements may be obtained by subnmitting a
witten request to the agency's Freedom of
Information Office, Room 12A-30, of the Parkl awn
Bui | di ng.

At this time, each nmenber will be asked to
state his or her name for the record and announce
whet her his or her participation in this nmeeting is
based on a conflict-of-interest waiver.

Pl ease state your nane and whet her you
have received a waiver fromthe agency to
participate in today's neeting. |If you have
received a wai ver, please describe the details of
the interest or interests for which the waiver has
been granted. |If the agency has revi ewed your
reported interest and determned that you do not

require a waiver, please indicate that for the

record

| guess we will start with you

DR. KIEBURTZ: | will be the exemplar. |
am Dr. Karl Kieburtz. | ama neurologist and on
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the faculty of the University of Rochester in
Rochester, New York. Based on the agenda for
today's neeting and the information regardi ng mny
financial and other interests required to be
reported to the agency prior to nmy participation
today as a conmittee nenber, | have not received a
conflict-of-interest waiver to participate in
today's neeting. That neans | don't need a waiver

Next is Dr. Porter.

DR PORTER: Pass.

DR KIEBURTZ: If you would just introduce
yoursel f for the record.

DR PORTER: Sure. | am Roger Porter. |
am a neurol ogist twenty years at the NIH, ten years
at Weth. | amnow a consultant.

DR HUGHES: | am M chael Hughes. | am
Prof essor of Biostatistics fromHarvard University.
Based on the agenda for today's meeting and the
i nformati on regarding ny financial and other
interests required to be reported to the agency
prior to nmy participation today as a conmittee

menber, | have not received a conflict-of-interest
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wai ver to participate in today's neeting.

DR KOsSKI: | amDr. Carol L. Koski. | am
a Professor of Neurology at the University of
Maryl and School of Medicine. | have received a
wai ver for ownership of stock in two conpeting
firnms. The first is valued between $5,001 and
$25,000. The second is val ued between $25, 001 and
$50, 000.

DR. SACCO Hi. Ralph Sacco. | ama
Pr of essor of Neurol ogy and Epi dem ol ogy and
Director of Stroke and Critical Care at Col unbia
University. | have received a waiver for ny
service as a consultant for a conpeting firm |
al so serve on the Data and Safety Monitoring Board
for a conpeting firmand | receive | ess than
$10, 001 per year fromeach firm

DR GOLDSTEIN: | am Dr. Larry Col dstein.
I am a Professor of Medicine at Duke University and
Director of the Duke Center for Cerebrovascul ar
Di sease. | have received a waiver for consulting
for four conpeting firms and | receive | ess than

$10, 001 per firmper year fromthree of the firns
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and between $10, 001 and $50, 000 per year fromthe
fourth firm |In addition, | serve as a menber of
two advi sory boards and two steering conmmttees for
conpeting firms and receive | ess than $10, 001 per
year fromeach firm

DR. JUNG H. M nane is Lily Jung. |
am a neurol ogist with the Seattle Neural Science
Institute and Swedi sh Medical Center. | amalso a
Clinical Associate Professor at the University of
Washi ngton. | have received a waiver for ownership
of stock valued from $5,001 to $25,000 in a
competing firm

DR. FAHN. Good norning. | amDr. Stanley
Fahn. | ama Professor of Neurology at Col unbia
Uni versity subspecializing in the field of novenent
di sorders. | have received a waiver for serving on
steering comrittees for two conpeting firnms. In
addition, | also serve as a consultant for two
conpeting firms. | receive |less than $10,001 per
year fromeach firm

DR. LENAERTS: Good norning. Marc

Lenaerts, Assistant Professor, University of
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&l ahorma, Departnent of Neurol ogy, a headache
specialist. | have received a waiver for serving
on three speakers bureaus. One is between $10, 001
and $50, 000, and two are $10, 000 or |ess.

DR VELCH: Good morning. | amDr.
M chael Welch. | am a Professor of Neurol ogy at
Rosal i nd Franklin University of Medicine and
Science. | have received a waiver for serving as a
consultant for two conpeting firns and | am al so an
advi sory board nmenber for two conpeting firns and

serve on the steering committee for a conpeting

firm | receive less than $10,001 per year for
each firm

DR. SMTH. Good norning. | am Professor
Sheila Weiss Smith. | am an Associ ate Professor at

the University of Mryl and School s of Pharnacy and
Medi cine. | have not received a
conflict-of-interest waiver to participate in
today' s neeting.

DR JESTE: Good morning. | amDr. Dilip
Jeste. | am Professor of Psychiatry and

Neur osci ences at the University of California, San
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Di ego, and the San Diego V. A Healthcare System
have received a waiver for advisory board
activities for a conpeting firmfor which | receive
| ess than $10, 001 per year

DR GREEN: | amDr. Mark Green. | ama
Clinical Professor of Neurology at Col unbia
Uni versity and Director of the Col unbia University
Headache Center. | have received a waiver from ny
enpl oyer's contracts and grants with three
conpeting firms. My enployer receives |ess than
$100, 000 from one, between $100, 001 and $300, 000
froma second and nore than $300, 000 froma third.

MS. KILLIAN: Thank you very nuch.

Lastly, Dr. Roger Porter is the Industry
Representative on the committee today and he wl|l
be acting on behalf of all related industry.

In the event that the discussions involve
any other products or firnms not already on the
agenda for which an FDA participant nmay have a
financial interest, all neeting participants are
rem nded that they are required by 18 U . S.C. 208 to

excl ude thensel ves from such deli berations and
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announce their exclusion for the record.

Finally, in the interest of public
transparency, with respect to all other
participants, we ask that they publicly disclose,
prior to making any remarks, any current or
previ ous financial involvement with any firm whose
products they may wi sh to conment upon.

Thank you very much. This concl udes ny
st at enent .

DR KIEBURTZ: Thank you everyone for
doing that. For an inaugural run, | think that
went pretty well.

I would just like to point to the agenda
before letting Dr. Katz begin which is, sone people
know, the sponsor will have approxi mately an hour
and fifteen mnutes, up until the 9:45 break, to
give their presentation. W will then break and
then there is a presentation fromthe FDA

There will then be the opportunity for the
conmmittee to ask questions about the content of
those presentations to the presenters. Then we

will break for lunch. There will be a public
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hearing after that and then a di scussi on anbngst
the committee nmenbers after that.

During those di scussions, the commttee
menbers may ask questions of the presenters
regarding details of their presentation.
Presenters may not interject or contribute to that
di scussion voluntarily, just so people know the
rul es of the gane here.

If you have questions that arise during
presentations, the FDA's presentation slides are
numbered. You may want to note them You may want
to note the slides of a presenter so that you can
refer back to themw th reference when you pose a
quest i on.

On the FDA side of the table, | would |ike
to introduce four people. It looks like it flows
fromright to left fromny sitting. Dr. Robert
Temple, Dr. Rusty Katz, Dr. Bastings and Dr.

Sout hwor t h.

Dr. Katz?

Overvi ew of |ssues

DR KATZ: Thanks, Dr. Kieburtz. | want
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to be very, very brief. | just have a couple of
points | want to make but, first, | want to add ny
wel come to the committee. Thanks for coning.
Particularly we have several new nmenbers. | would

like to thank them for agreeing to serve on the

conmittee.

I would also like to thank Dr. Kieburtz
for agreeing to chair the coimittee. It can be a
tough job. | would also especially like to thank

our invited guests, of whomwe have quite a few,
who are experts to help us deal with this
interesting issue. In particular, | would like to
thank Dr. Jinnah who has graciously agreed to
actually be part of the presentations this norning.
So thanks very nuch to everybody for comni ng

As you know, we are here to discuss NDA
16- 145 submitted by Pozen for the use of MI100
whi ch, as you have heard and which you know, is a
conbi nation of naproxen and netocl opram de for the
treatnent of acute migraine.

Actual ly, we are asking you today to

address a type of question that is actually fairly
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unusual for the commttee to deal with and that is
because many of the questions that we are going to
be asking you to consider are hypothetical in
nat ur e.

Those of you who have been on the
comrmittee or have seen previous commttee mneetings
know that, in a typical case, when we bring you a
new drug application, we would ask you whet her or
not the application contains sufficient evidence of
safety or effectiveness in order to support
mar keti ng approval .

But, today, as Dr. Kieburtz has already
stated, we are not primarily interested in the
question of whether or not the sponsor subnmitted
substantial evidence of effectiveness for the
treatnment of acute migraine. W have already
deci ded that they have not done so, in particular
because we are unsure that they have presented
sufficient evidence of effectiveness for the
conbination, itself, as a treatnment for acute
m gr ai ne.

But, perhaps, nore inportantly for today's
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di scussi on, we have deterni ned that they have not
denonstrated a contribution of one of the
components to the overall effect of the drug and
that conponent is netoclopramde. | think we wll
have a | ot of discussion about that particular
question today.

You will, though, of course, hear sone
more or | ess detailed presentations of that
ef fecti veness data that we have already ruled on in
a sense. You will hear fromthe conpany and you
will hear, to sonme extent, fromus as well, from
Dr. Bastings. W would hope that you woul d
primarily consider those data in the context of
hel ping to informyour answers to the series of
hypot heti cal questions that we are going to ask
you.

In particular, we would like you to think
about the previous effectiveness data in the
context of giving us your advice as to whether or
not, if the sponsor does perform an additiona
study or additional studies in a particular

popul ati on whi ch you will hear about, whether or
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not the results--if the results of these new
studies or new study are nore or |ess of the sane
magni t ude as what has been seen al ready, whether or
not you would think that would justify approval of
the conbinati on given the potential risks of the
treat ment.

O course, the potential risks of the
treatnent are the underpinnings for the second
serious of hypothetical questions we want to ask
you. Specifically, we are interested to know your
views about the likelihood of occurrence and,
per haps, even estimates of the frequency of
particul ar adverse events that we are concerned
about which, as you know, are tardive dyskinesi a,
primarily, but, in additional, other tardive
nmovenent disorders and possibly neurol eptic
mal i gnant syndrome associated with the chronic
intermttent use of netoclopramde as it would be
presumably used in the treatnent of acute m graine.

This series of questions is hypothetical
because the current data on the risks for these

adverse events associated with netocl opram de, such
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as they are, don't speak directly to the question
of what the frequency of--what they night be when
the drug is given in the reginen that the sponsor
proposes; nanely, chronic intermttent use, as is
typical for an acute-m grai ne treatnent.

As difficult as those questions night be
to answer, we would like you to go even further and
venture an opi ni on about what sort of possible
dosi ng recomendations, if any, actually could be
adopted that m ght reduce the risks to an
acceptabl e | evel and then ask you to discuss what
you think that possible result and | evel of risk
m ght be. So these are all, obviously, questions
for which we do not have adequate data.

That is what makes it difficult. W know
these are difficult questions, but partly because
they are so difficult, and partly because we think
these questions are very inportant to try to answer
fromthe perspective of public health, given the
| arge preval ence of acute migraine in the
popul ation, that is why we have come to you today.

So, again, thank you for coming. | want
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to thank you in advance for all the hard work that
you have done already in reading the docunents and
in today's discussion. So thanks again and | | ook
forward to an interesting and productive neeting.

Thanks.

DR. KI EBURTZ: Thank you, Dr. Katz

Actually, | realize | was a little reniss
in introducing all of you. Mybe, as we have all
had the chance to introduce ourselves around the
table, Dr. Tenple, maybe you could start so that
everyone knows who you all are.

Al so, to follow up on Dr. Katz' coments,
just before you do that, Dr. Tenple, these are
difficult questions and they are unusual questi ons.
I hope the conmittee nenbers feel confortable
voicing if they are uncertain about that and | will
be happy, as chair, to direct back to the FDA
questions about clarifying as to whether we are
answering the questions they had in mnd and
getting clarity that we are providing themthe
advi ce that they are seeking fromus because it is

alittle bit unusual
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So, if people are a little unconfortable
about that, that is how we can do that. W can ask
questions of themto be certain we are addressing
the issues at hand.

So, Dr. Tenple, please.

DR. TEMPLE: Good norning. | am Bob
Tenple. | amthe Director of ODE|I. That is
office in which the Division of Neurol ogy Products
lives. | have not received a waiver.

DR KATZ: | amRuss Katz. | amthe
Director of the Division of Neurology Products. |,
too, amnot allowed to have a conflict of interest.

DR BASTINGS: | amEric Bastings. | ama
clinical team!l|eader in the Division of Neurol ogy.

DR, SOUTHWORTH: | am Mary Ross
Southworth, a safety evaluator in the Ofice of
Drug Safety.

DR. KIEBURTZ: Next on the agenda is
presentations fromthe sponsor.

Sponsor Presentation, Pozen, |ncorporated

I ntroduction and Summary

DR REESE: Good norning and thank you.
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(Slide CC 1-2)

Pozen wants to thank the FDA for
assenbl i ng the Peripheral and Central Nervous
System Drugs Advisory Committee today to review our
napr oxen- nmet ocl opr am de conbi nati on product call ed
Mr100 for the acute treatnment of mgraine with and
wi t hout aura.

(Slide CC 3)

Let me briefly review an outline of
Pozen's presentation for this norning. Follow ng
my introductory comrents, Dr. Schapira, Professor
and Chair of Neurology at the Royal Free and
Uni versity Col |l ege Medi cal School in London and
Prof essor of Neurol ogy at Queens Square, will
present an overview of tardive dyskinesia with
met ocl opram de use.

Dr. Al exander, Senior Vice President and
Chief Medical Oficer at Pozen, will briefly review
the efficacy data for MI100 as contained in our
NDA. Dr. Matchar, Professor of Medicine and
Director of the Center for Clinical Health Policy

Research at Duke University, will discuss the
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potential role of MI100 in mgraine therapy and the
benefit-to-risk ratio of Mr100.

Dr. Silberstein, Director of Jefferson
Headache Center in Philadel phia and the current
President of the American Headache Society, wll
review clinical considerations in mgraine
treatnments. Then | will close our presentation of
t hi s norni ng.

(Slide CC4)

A bit of history. Pozen filed the IND for
MI100 in 1997 and undertook a preclinical, clinical
and pharmaceuti cal devel opment program There were
several discussions in neetings with the FDA over
the next six years which culnminated in the
subm ssion of the NDA in July, 2003. Pozen
believed that the totality of the data in the NDA
supported approval of the fixed-conbination
product. However, the FDA did not agree with Pozen
and issued a not-approvable letter in My, 2004.

Acritical-path nmeeting was held in late
Oct ober, 2004 with the Division Director, Dr. Katz,

and the Office Director, Dr. Tenple. As a result
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of that neeting, the FDA suggested an

advi sory-comi ttee neeting be convened to address
the potential risk of tardive dyskinesia with MI100
bef ore we undertook any additional work.

(Slide CC-5)

That brings us to today's neeting which
really revol ves around one central question; does
the potential risk of tardive dyskinesia preclude
the ultimte approval of Mri100, whether for al
patients or for a readily identifiable group of
patients who receive the nmaxi mum benefit.

(Slide CC- 6)

MI100 i s a patented pharmaceutical tablet
formul ation which is basically a pill inside a
pill. The core consists of the 500 nmilligrans of
naproxen sodiumthat is sprayed with an insulating
coat followed by a spray coating of 16 milligrans
of metocl opram de hydrochloride, whichis
equi valent to 13-and-a-half mlligrans of
met ocl opr ani de base, then foll owed by a col or coat.

The tablet is designed to rel ease

met ocl opranmi de i mmedi ately into the stomach to
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all eviate the gastroparesis often associated with
m graine following the rel ease of the |ong-acting
drug, naproxen, after it |eaves the stomach
Pl ease note that the doses of both conponents are
wel | bel ow t he maxi num dai ly doses approved for
these two products for other indications.

(Slide CC7)

In May, 2004, the FDA issued a
not - approvabl e letter for MI100 citing both
ef ficacy and safety concerns. The FDA concl uded
that the efficacy data for Mr100 provided only
modest benefit over naproxen at 24 hours and that
this benefit, coupled with the possible risk of
met ocl opr ani de-i nduced tardi ve dyskinesia, did not
war rant approval of Mr100.

The not-approvable letter also stated that
the data subnmitted in the NDA did not provide a
significant benefit for all of the
m grai ne-associ ated synptons at two hours versus
pl acebo in two well-controlled studies. The FDA
did agree that one study was considered to have net

all the endpoints necessary for approval
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Therefore, the FDA felt that the potential
ri sk of devel oping tardive dyskinesia was not
outwei ghed by the 4 to 6 percent benefit of the
MIr100 over the active control, naproxen, at 24
hour s.

(Slide CC 8)

Now, regarding tardive dyskinesia, the
not - approvabl e letter states, "The absence of any
det ected cases anong 300 patients is consistent
with the true rate of TD of about 1 percent, an
unacceptably high risk in the absence of any
advant age of the product."

The FDA's mat hematical cal culation of 1
percent is derived fromthe upper lint of the 95
percent confidence interval around zero which we
believe is based on the 300 subjects in the
|l ong-termsafety study. Any inplication that the
true rate approaches 1 percent is unfounded based
on the available scientific data in the literature,
t he spontaneous case reports fromthe U S. and the
U K., national safety databases and our own

clinical-trial experience in treating over 3700
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patients with Mr100.

We feel that the risk of tardive
dyskinesia is very |low and, certainly, much |ess
than 1 percent. Wiile approximately 2700 of these
patients treated only single attacks, our 12-nonth
safety data that we conducted was actually three
times larger than the FDA had request ed.

Thi s study exposed over 1000 subjects to
MIr100 for three nonths, over 600 subjects for 6
mont hs and over 300 subjects for 12 nonths treating
over 23,000 individual mgraine attacks and there
were no reports of tardive dyskinesia in these
st udi es.

(Slide CC9)

Now, netocl opram de had been on the market
for over 20 years when Pozen subnitted the NDA and
there were never any concerns raised by the FDA as
far as | am aware regarding tardive dyskinesia
during the devel opnent of MI100. Even though we
saw no cases of tardive dyskinesia during the
devel opment program to be conservative, Pozen

m m cked the current netocl opram de | abeling found
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in Reglan, fromthe Warnings Section of the
approved | abel, regarding any possible risk of
tardi ve dyski nesi a.

The Regl an | abel states, regarding tardive
dyski nesia, that both the risk of devel oping the
syndrone and the |ikelihood that it will becone
irreversible are believed to increase with the
duration of treatnent and the total cunulative
dose. Less conmmonly, the syndrone can devel op
after a brief treatnent period at |ow doses. In
these cases, the synptons appear nore likely to be
reversibl e.

I would Iike to stress, again, that the
use of MI100 in the m graine popul ati on exposes
patients to both a | ow dose, 16 mlligrams, of
met ocl opram de hydrochl oride and to an episodi c use
of about three to six times per nonth.

(Slide CC 10)

Based on the avail able scientific
evi dence, Pozen subnits that the risk of tardive
dyski nesi a associ ated with netocl opram de use is

very | ow and shoul d be even lower with the episodic
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use of MI100. The therapeutic dose of
met ocl oprani de hydrochl oride, as | said, in Mr100
is only 16 mlligrams. The data fromthe |ong-term
safety study indicates that the expected use of
Mr100 i s only about four doses per nonth.
Dr. Schapira will review the spontaneous
nati onal safety databases fromboth the U S. and
U K and the scientific literature. There have
been very few cases of tardive dyskinesia reported
fromthe chronic use of netoclopram de as a single
i ngredi ent over the past 40 years and, to our
know edge, no cases of tardive dyskinesia have been
reported with the episodic use of netocl oprani de.
As | said, there were no cases of tardive
dyskinesia seen in our clinical-trial program
either. Therefore, to the best of our know edge
fromthe literature, the national safety databases
and experts in the field, the risk of devel oping
tardi ve dyskinesia fromthe episodic use of MI100
shoul d be | ower than currently approved
met ocl opr ani de- cont ai ni ng products. Therefore,

Pozen feels its potential risk of tardive
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dyski nesi a shoul d not preclude the ultimte
approval of Mr100.

(Slide CC 11)

Since MI100 is a fixed-conbination
product, it nust also satisfy the FDA conbi nation
policy as shown on this slide which sinply states
that, "Two or nore drugs may be conbined in a
singl e form when each conponent nakes a
contribution to the clained effects and the dosage
of each conponent is such that the conbination is
safe and effective for a significant patient
popul ation requiring such concurrent therapy as
defined in the | abeling.”

W believe MI100 satisfies this policy.

(Slide CC 12)

Dr. Al exander will reviewthe efficacy
data for MI100 in a few nonents, but | would like
to share a few highlights of what he will show you.

There was a significant inprovenent in the
pri mary endpoi nt of sustained pain response over 24
hours in five of six studies versus placebo or the

pseudopl acebo net ocl oprani de. One study did not
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achi eve significance and the p-val ue was 0. 054.

The data fromthe two conponent studies
bot h denbnstrate that each conponent of
met ocl opram de nakes a significant contribution to
the clained effects for all patients but an even
greater effect in a significant patient popul ation
experiencing mgraine attacks w thout nausea.

In addition to the primary 24-hour
sust ai ned pai n endpoint, the FDA requested that we
eval uate mgraine efficacy endpoints at two hours
versus placebo. In all six efficacy studies, MI100
was al ways significantly better than placebo for
pain at two hours. W also showed i nprovenent over
the associ ated synptons of nausea, photophobia and
phonophobi a at two hours.

Al t hough these studies were not powered to
show a difference in these secondary synptons, in
nmost cases, MI100 was nunerically, if not
statistically, superior to placebo.

(Slide CC 13)

In conclusion, | believe that the

potential risk of tardive dyskinesia should not
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preclude the ultimte approval of Mr100.

(Slide CC 14)

Next | would like to introduce Dr.
Schapira, Professor and Chair of Neurology at the
Royal Free and University Coll ege Medi cal School in
London and Professor of Neurol ogy at Queens Square,
who wi |l summarize the avail able informati on on
tardi ve dyski nesia associated with netocl opram de
use.

Thank you.

DR KIEBURTZ: Dr. Reese, before you--does
anybody have just a quick clarification or--okay.
Thank you.

Overvi ew of Tardi ve Dyskinesia

DR. SCHAPI RA: Thank you, Dr. Reese, and
thank you, Dr. Kieburtz, and thank you to the
conmittee for the opportunity to cone and speak to
you this norning.

I guess | am coming here wearing two hats.
The first is of a neurologist, a genera
neurologist, in the UK who, in outpatient clinic,

sees a spectrum of neurol ogical disorders, a
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significant proportion of which, of course,
i ncl udes headache and a significant proportion of
that, in turn, includes m graine.

The second hat is that of a neurol ogi st
with a specific interest in noverment disorders. So
it is with those two hats, if you wish, that | am
goi ng to cover sone specific areas this norning.

(Slide CC15)

The first is to address the issue of why
use netoclopramide in migraine and the second is
specifically to address the risk of tardive
dyski nesias, or TD, with netocl oprani de use. |
would like to divide ny coments on this into three
areas; the chronic, internittent and episodic use.

I will come back each of those in turn.

(Slide CC- 16)

Just to begin with why use netocl opram de
in mgraine.

(Slide CC 17)

I will cover this only briefly because
others will also comrent on this, but we know that

it enhances absorption of orally admnistered
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anal gesics. It is an anti-nauseant and
anti-enetic. A neta-analysis indicates that
parent eral metocl opram de seenms to have a specific
anti-mgraine activity on its own.

(Slide CC 18)

The advantages, if you w sh, of
met ocl oprami de in mgraine have actually been used
in the U K because we have, for 25 years, actually
had access to three drugs, all of which are
met ocl opr anm de anal gesi ¢ conbi nations. The first
is MgraVess. The second is Paramax, and M graMax.
M graVess was avail abl e between 1980 and 1999 and
was then withdrawn in favor of M gramax because of
the hi gher dose of aspirin conpound in the latter

Al of these three conpounds, as | say,
contain 10 milligrans of netocl opram de per dose
and the maxi num reconmended dose in the UK is
three dose per 24 hours, so a 30-mlligram per-day
dose of netocl opram de

There is no restriction in the U K on the
nunber of tines a patient may take this compound

per week, per nmonth, et cetera, so long as they do
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not exceed the three-tines-per-day, 24-hour, dose.
I should al so point out that, for general use,
met ocl oprani de has been available in the U K since
1964.

(Slide CC 19)

The use of these netocl opram de-anal gesic
conbi nations in the U K have been found useful
In fact, they have now been incorporated into the
U K. Cuidelines for the managenent of acute
mgraine. The first step is a sinple anal gesic.
The second step is, then, the
met ocl opr ani de- anal gesi ¢ conbi nati ons given orally
or, if necessary, given by suppository. The third
step is the use of a triptan

We have found, in clinical practice in the
UK, that that mddle step, that Step 2, is a very
useful practical internediate step between the use
of sinple anal gesics and the use of a triptan.

(Slide CC 20)

Now, | would like to cone on specifically
to address the issues of tardive dyskinesia. 1In

terns of the use, | will focus first on chronic
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39
use. This | amgoing to define, really, as the
nmost frequent, nbst comon, use in the U S
particul arly, of Reglan, or netoclopram de, for its
gastrointestinal uses, and also in the U K we have
an equi val ent drug which we call Maxol on, again
with the sane range of uses for gastrointestina
di st urbances.

(Slide CC 21)

Let me, first of all, though, before
nmoving on to the surveillance data, begin with a
view of tardive dyskinesia. There are severa
different definitions of tardive dyskinesia, so
what | have tried to draw out is sone of the
conmonal i ti es between them

I think we could say that it is a syndrome
consisting of potentially irreversible involuntary
dyski neti c movements which can affect any part of
the body but which predom nantly affect the
orol i ngual -buccal region. It has traditionally
been associated with chronic, and that is 30 days
or nore, use of a dopanmi ne antagonist, generally

speaki ng, at the hi gher dose ranges of the those
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40
ant agoni st s.

But sone definitions of TD al so include
daily use for three nonths, or daily use for one
month if the patient is 60 years or nore, onset
during use or, alternatively, onset with four to
ei ght weeks of cessation.

The pat hogenesis of tardive dyskinesia is
not fully understood but it is thought to include
the devel opnent of supersensitivity of the
dopani nergi ¢ system The prognosis of TD, once it
devel ops, is variable and, again, the precise
handl es on this can vary. Two studies, for
instance, quoted in the hel pful FDA subni ssion,
suggest that 33 percent of patients may resol ve
spont aneously in two years and anot her 29 percent
over six nonths.

But, certainly, TD can be irreversible and
can be extrenely distressing.

(Slide CC 22)

I would like to just now nmove quickly to
some of the surveillance data that is available on

TD, the first of which, looking at the association
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bet ween TD and net ocl opram de cane from

Scandi navia. Between 1977 and 1981, there were
established 11 mllion doses and they identified 11
cases of TD.

Then the first of two U K studies. The
first was a retrospective analysis of the Comittee
of Safety of Medicines. This is a yellowcard
syst em wher eby nedi cal practitioners will send in a
yellow card to the CSM when they identify an
adverse drug reaction

Looki ng at the years between 1967 and
1982, so about 15 years, of Maxolon only--so this
is looking at the use of, if you will, the Regl an
equivalent in the UK --it established 15.9 nillion
prescriptions over this 15-year period, so just
over 1 mllion per year. They identified four
cases of TD.

Then there was a prospective study by the
same author looking at a tine point in 1986 over a
si x-nonth period where they prospectively | ooked at
prescriptions, again for Mxol on, the Regl an

equi val ent, not for the netocl opram de-anal gesic
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conbi nation. So, for this Reglan equival ent, they
identified just over 2-and-a-half thousand
prescriptions or patients who were given
prescriptions and found 25 extrapyrani dal events
with 12 dystonias, eight akathisias, five

drug-i nduced Parki nsoni sm but no case of tardive
dyski nesi a.

It mght be helpful just for ne to set in
context the dosage issues of metoclopramde in the
form of Reglan or Maxol on and that suggested for
Mr100.

(Slide CC 23)

Regl an, here, | understand, is used at a
recommended dose of 10 to 15 nilligrans per day, in
some cases up to 20 mlligrams, but the genera
recomendation is for 10 to 15, up to four tinmes a
day. So the maxi num dose would be 60 nilligrans a
day. Then the course of the nedication varies
according to the indication it is used for, up to
ei ght weeks or up to 12 weeks.

If you |l ook at the maxi num cal cul at ed

recomended exposure for one course, you cone to
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43
just over 5 grans of netoclopramde. But, if you
take a conservative estimte of usage--let's say if
you hal f that recomended maxi mum -you woul d cone
out with, let's say, 10 mlligrans four tinmes a day
and for eight weeks rather than 12 weeks.

You cone out to about 2.24 grans, so that is 45
percent of the naxi mumrecomended dose on that
schedul e.

Just to put this in context, that
hal f - exposure, if you w sh, half of the maxi mum
recomended exposure, is the equivalent to treat
166 doses of Mri100, 166 migraine attacks, or, if a
patient were to take MI100 at its nmaxi mum
recomended dose of 6 tablets per nonth every
mont h, they could take 2.3 years of MI100.

In fact, the nedian nunber of doses per
year of MI100 in the 302 study was 22, so if you
translated this into practical MI100 usage, this
woul d be the equival ent to seven-and-a-half years
of Reglan at half its maxi numreconmended dose or
15 years of practical use of MIi100 at the nmaximum

exposure of Reglan in one specific course.
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So that just sets the sort of dosage
i ssues in context.

(Slide CC 24)

I would Iike to now cone to this very
hel pful review by Shaffer, Dr. Shaffer, who was--he
and two ot her coll eagues fromthe FDA and anot her
from Duke published a paper |ooking at the U S
reporting systemfor the period 1968 to 2003, so
over 35 years.

Now, just for the 10-year period between
1994 and 2003, they estimated that there were about
42 million scripts for metocl opram de. They
identified in their database 87 cases, 40 of which
made that predeterm ned definition of TD. But |
will talk about this in alittle bit nore detail.

(Slide CC- 25)

This is a 35-year review. Interestingly,
just when they | ooked at all the scripts for
patients who were given netocl opram de, 62 percent
of those were intended for wonen and 24 percent,
al most a quarter, were intended for patients who

were age 70 or over. The authors actually didn't
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include the use of migraine in their estinmations
but | understand fromthe FDA subnission that they
have now cal cul ated that 2 percent of this use was
for mgraine and, no doubt, they will address that
i ssue specifically thensel ves.

Now, the predeterm ned definition of TD
that these authors used to identify their cases was
met ocl oprani de exposure for 30 days or nore and
docunented i nvoluntary movenents or synptons. As |
say, they identified 87 separate reports but 60 of
these had involuntary novenents and 53 had duration
of use of 30 days or nore.

In practice, 40 of the 87 net the
predeternmined criteria of TD. | note that, in the
FDA submi ssion, their nunber is 68 and, again, no
doubt, they will address that separately.

O those that did develop TD, the nean age
was 60 with a range of 11 weeks to 95 years, and 65
percent of the TD patients were wonmen which
corresponds, actually, quite well with the 62
percent wonen that were given the scripts in the

first place.
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The nean dose was 33 mlligranms per day,
the duration 753 days although, again, the FDA
submi ssion, | note, identifies the nedian as 180
days. Six of the patients were on anti-psychotics
as well as netocl opram de and 22 of them were
consi dered to have pernmanent disability, eight of
whom needed a visit to the energency departnent or
hospitalization because of their TD.

(Slide CC 26)

I would l'ike to now nove fromwhat | have
considered in terns of the Reglan or Maxol on type
usage in the UK and the US. to the intermttent
or episodic. Here |l would like to draw ny own
di stinction between these.

I'n nmy understanding, intermttent
phar macot herapy is a course of treatnent separated
by a period of treatnent followed by another course
of that same treatnment so, over a prol onged period,
intermttent doses with periods in between without
the medication. | contrast that with episodic PRN
or as in "when required" use such as, for instance,

as used in acute nmigraine attacks. That is what |
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amgoing to refer to as episodic use

(Slide CC 27)

Let me just remind you that, in the UK
we have, for the last 25 years, had access to these
met ocl opr ani de- anal gesi ¢ conbi nati ons for the
treatment, the episodic treatnent, of acute
m grai ne the dosage of which, in any 24 hours, is
30 milligrans. Looking at the equivalent,
incidently, in Mri00, the maxi numdaily dose is
13.5 mlligrans in terns of the base of
met ocl oprani de which is the equivalent in these
combi nati ons.

Inthe UK, it is estimated al nost
100, 000 patients receive a total of about 8 nmillion
doses of these conbinations per year. |In the
five-year period 1999 to 2003, there were estinated
to be a total of 40 mllion doses. So these are
drugs which are used relatively commonly for the
treatnment of acute mgraine in the UK

(Slide CC- 28)

Now, the ADRO T database is a physician

database. It records physician-identified and
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reported adverse events to a central, now
conmput eri zed, database and it records prescriptions
as well as adverse events, so it is particularly
hel pf ul .

In the period 1964, when metocl oprani de
first became avail able, to 2005, so about a 40-year
period, they were able to collect data on
met ocl oprani de. But what is, | think, of
particular interest this norning is that this
dat abase is able to discrimnate between the
Maxol on- Regl an type use in the U K and the use of
met ocl opr ani de- anal gesi ¢ conbi nations for acute
m graine. So the database discrimnates between
t hose two uses.

They found al nost 3000 adverse-event
reports by any route of which 156 were related to
t he acut e-m grai ne netocl opram de-anal gesic
combi nations of which 69 were neurol ogical over a
period from 1980 to 2005 which is when these
conbi nati ons have been available to us.

(Slide CC 29)

Just to look at little bit nore closely at
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these 69 neurol ogi cal events over that 25-year
period reported to this database, there were 26
dystoni as or oculogyric crises, eight
extrapyram dal di sorders not specified, three
dyski nesi as which were not classified as TD- -t hey
were reversible after the patient stopped their
medi cati on--one of Parkinsonism one of akathisia
but no reports of choreiformnovenents and no
reports over this 25-year period of tardive

dyski nesi as.

(Slide CC 30)

There were a collection of other
neur ol ogi cal events; acute extrapyram dal disorders
were nunbered 14 and this may well include things
i ke ocul ogyric crises, and then a variety of other
neurol ogi cal features. So that totals a nunber of
69 none of which were TD

(Slide CC 31)

Just to make a conparison between acute
epi sodi ¢ use of netocl opranmn de-anal gesi c
combi nations for acute mgraine and the other

general use of netoclopramde, | have listed there
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the adverse events. You will see that there have
been reports, of course, of a variety of
neur ol ogi cal events including the
dystoni a/ ocul ogyric crises with the nore chronic
type of netocl opram de use, the sort of
Maxol on- Regl an type use, and 24 cases of tardive
dyski nesia with the non-m grai ne use of

met ocl oprani de conpared to the zero for the

m grai ne use.

(Slide CC 32)

I would just like to very briefly cover
the Mr100 experience; nine phase 3 studies, 3,700
subj ects, over 25,000 doses and a study which took
just over a 1,000 patients to follow themup over a
period of up to 12 nonths.

In the MIr100 studies, there were two
patients that experienced acute dystonic reactions
but no patients that experienced tardive
dyski nesi a.

(Slide CC 33)

Just | ooking at the |onger-term study,

1,000 patients recruited, 621 were foll owed over
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si x nonths, 329 over 12 nonths, treating 23,000
m graine attacks. As | nentioned before, the
medi an nunber of doses per patient over the 12
mont hs was 22 and the nean nunber of days between
each dose was al nost 10

(Slide CC 34)

So just | ooking at the--one has to accept
sonewhat linmited MI100 data. W haven't seen any
cases of TD. But just |ooking at the U K data
where we have got data now for over 25 years, and
there is that period 1999 to 2003 where
specifically, just for that period, they have
estimated 40 mllion doses, we haven't had any
reports to the ADRO T dat abase of any cases of
tardi ve dyski nesia over that period.

(Slide CC- 35)

I would like to summarize. | think we
have to accept that the MI100 experience is
insufficient to exclude a small risk of TDwth its
usage. But, moving to the larger U K experience,
I think we have had no reports of

anal gesi c- net ocl opram de conbi nati ons causi ng TD
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and that is use for mgraine over 25 years and at a
very conservative estimate, over 100,000 nillion
doses.

This, renmenber, is using a dosage and a
frequency for these anal gesi c-netocl opramni de
combi nations in the U K which is greater than that
which is proposed for MIr100.

(Sl'ide CC- 36)

The FDA briefing docunments rai sed some
important topics and | would just |ike to address
three of those specifically. The first is the
question that they asked, is there sufficient
evi dence that the chronic intermttent
adm ni stration of netocl oprani de does not carry the
same risk of TD as the chronic admnistration

I can say that the experience fromthe
U K. over the 25 years that we have had them of
t hese netocl opram de-anal gesi ¢ preparations, the
answer is yes. Yes; we do have sufficient evidence
that the chronic intermttent administration of
met ocl oprani de does not carry the sane risk of TD

as the chronic adm nistration.

file:///C|/Dummy/0804peri.txt (52 of 310) [8/12/05 10:21:04 AM]



file:///C)/Dummy/0804peri.txt

(Slide CC 37)

So, if the answer is yes, what is the
maxi mum nunber of recomended nmonthly doses to
avoid the risk of TD? Well, the answer to that is
not known. But | have to cone back to the U K
experience just to nention that, over the 25 years,
there have been no cases of TD using the
met ocl opr ani de- anal gesi ¢ conbi nations at their
recommended dose and schedul e whi ch exceeds that
for Mr100.

(Sl'ide CC- 38)

Finally, this is an issue which will be
addressed by other experts specifically and that is
on nedi cati on-overuse headache, but the question is
posed, do you believe that, based on the existing
data on medi cation-overuse headache, there is
evi dence that the proportion of patients prescribed
Mr100 will likely take a number of monthly doses
hi gher than that recommended.

Wll, | can't answer this question
specifically, of course, but | can only say that if

this does happen, even if it does happen with this
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type of conbination, the U K data don't indicate
that it should lead to TD

Thank you very much.

(Slide CC 39)

I would like nowto pass to Dr. Jim
Al exander who is Pozen's Chief Medical Oficer. He
will reviewthe data on the efficacy of MI100 in
ni grai ne.

DR. KIEBURTZ: Sane thing. Anyone have a
point of clarification?

DR SMTH: Could you go over with nme, on
Slide CC-21, the definition of tardive dyskinesi a,
pl ease--the definition. M question is, you say
sone definitions include the duration of exposure.
When do the definitions include that? |In other
words, is that a common use definition?

DR. SCHAPI RA: The definitions vary. As |
say, some definitions, |ooking at the case studies
that have been published on TD and netocl opram de
have required that the patient has been taking
met ocl oprani de continuously for two nonths, others

for three nonths. Sone of the other studies |ike
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55
the Shaffer review have said that the patient
shoul d be taking it for 30 days or nore.

So there is some variation in how people
define the requirenent of mnetocl oprani de exposure
before they will associate it with TD

DR. SMTH: | see. So, if it doesn't neet
the duration of use, it would be dyskinesia, not
TD? |Is that correct?

DR. SCHAPI RA: | think that woul d depend
on the individual study and the interpretation of
the authors. For instance, in the Shaffer paper,
they identified that they would use the definition
of 30 days or nore. But they al so recognized--for
instance, | think they reported on three juvenile
cases, two infantile and one adol escent case, that
devel oped tardive dyskinesia, | think the two
infants foll owi ng an overdose of netocl opram de and
the adol escent al so had sone other features.

So | think it depends clearly how strictly
you want to define and whether you will conmment on
other cases that fall outside your definition.

DR SMTH (Okay. Thank you.
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DR KIEBURTZ: Let's hold on that because
we will hear nore about definitions. |If the
question is about TD definitions--no? Go ahead.

DR LENAERTS: Dr. Schapira, in sharing
your U. K. experience, what is your estimate of the
preval ence of specifically mgrainers either
over usi ng netocl opram de- anal gesi ¢ conbi nati ons or
staying frequently or constantly at the maxi mum
recomended dose, because you nention--

DR KIEBURTZ: Excuse ne. | amjust going
to stop. |If you have a clarification on what he
presented, that is one thing. Additional questions
about sonething he didn't tal k about, not yet.

DR LENAERTS: Thank you. | wll hold.

DR KIEBURTZ: Just clarifications of the
presented material. Dr. Katz?

DR. KATZ: A couple of questions. On
Slide 22, the second Batenman study, just for
clarification, what the design was. That was a
prospective study?

DR. SCHAPI RA: No; that is a retrospective

study. The CSM yell ow card system
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DR KATZ: The second one is the
yel l ow-card system | thought you said it was a
prospective study.

DR SCHAPIRA: No. |I|I'msorry. The second
Bat eman study that you see on the slide there, the
one published in 1989, that was a prospective
st udy.

DR KATZ: Right; | amtalking about the
second study.

DR SCHAPIRA: [|I'msorry. | thought you
sai d second on the |ist.

DR. KATZ: Onh; I'msorry. The second
Bat eman study, the 1989. So that is prospective,
so those patients were followed and their adverse
events were recorded contenporaneous with their
occurrence.
SCHAPI RA:  Yes.
KATZ: It was a true prospective--

SCHAPI RA:  Yes.

3 3 3 3

KATZ: (Ckay. Thanks. One other
question. Slide 28, which | ooks at the reports of

these events over a 40-year period, do you know
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anyt hi ng about the tenporal pattern of those
reports? 1In other words, were there nore reports
earlier on and then reports started to wane over
time which sort of happens all the tine, we think,
wi th spontaneous reports? Do you know anyt hi ng
about that?

DR SCHAPI RA: No; | can't comment on
those. | can only say that the system has been in
pl ace, of course, for all of that tine. Mre
recently, over the past years, it has been
conputerized. So the ADROT systemis a fairly
responsi ve systemwhich is linked to primary-care
conmputers throughout the UK But |I can't tell you
about the pattern of those over the years.

DR. KATZ: Just one other, if | can,
question. The previous slide, 27, which | ooks at
the combi nation, the actual acute-m graine
treatnments, do we know the actual doses that people
took? As you say, the maxi num dose, | guess, is 30
a day. Do we know? | don't know. Maybe we figure
it out fromthe nunbers, but do we know what peopl e

actual ly took?
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DR SCHAPI RA: No; we don't know precisely
how many they took, only how nany were prescribed.
As | say, it is estimated as an average of 85 per
person, but that doesn't tell you how nmany they
took in an individual dose. So | don't have the
data on that.

DR KATzZ: Dr. Fahn?

DR. FAHN. |If we can go back to slide 22,
again, for a clarification, the second Batenan
study, the 1989 study, zero cases of TD, do you
know what definition of TD they used to cone to
that nunber?

DR SCHAPI RA: No. They did not specify
their definition of TD.

DR. KIEBURTZ: Dr. Coldstein?

DR GOLDSTEIN. | amnot all that famliar
with your drug-reporting system Two questions
about it. One is how compul sive is the use of
this? In other words, how often do you think you
are actually getting reports about things that are
actual | y happeni ng.

The second question related to it is does
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the systemallow for validation sonehow of these
reports because, especially with prinary-care
physicians, it is not clear to ne how accurate
these reports may be about particular types of
probl ens.

DR KIEBURTZ: It is alittle evaluative.
It is a good question. Can we hold on it because
am consci ous that the sponsor only has a certain
anount of time to present. | don't want to
infringe on that.

One | ast question about the second Batenman
study that you have already had questions about.
Was that only new prescriptions?

DR, SCHAPI RA:  Yes.

DR. KI EBURTZ: Thank you

DR SCHAPIRA: [|I'msorry; can | just
clarify. That was the nunber of prescriptions that
were given during that six-nonth period. So it
didn't specify whether that was a renewed
prescription for that individual or not.

DR. KIEBURTZ: Ch; | see. kay. Thank

you.
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DR SCHAPI RA: Thank you. | wll now hand
over to Dr. Al exander.

Revi ew of Mr100 Efficacy

DR. ALEXANDER: Thank you, Dr. Schapira.

Al 't hough the potential risk of tardive
dyskinesia is the primary focus of this neeting,
when Pozen and the FDA di scussed the neeting, we
agreed that the committee should have the
opportunity to review data described in the
ef ficacy of MI100.

(Sl'ide CC- 40)

My presentation will, therefore, sumarize
the results of studies designed to evaluate the
ef ficacy of Mr100 using two different trial designs
whi ch eval uated the acute treatnent of single
m grai ne attacks.

First, I will show the results fromthe
phase 3 studies which eval uated Mri00 versus
pl acebo or netocl oprani de as a pseudopl acebo.

These studi es exani ned the efficacy of MI100 as a
m grai ne drug using those endpoints that are

usual ly required for the approval of new nigraine

file:///C|/Dummy/0804peri.txt (61 of 310) [8/12/05 10:21:05 AM]



file:///C)/Dummy/0804peri.txt

t her api es.

Secondly, | will review the data fromthe
two conponent controlled trials which I wll call
the factorial studies. These are the trials that
conpared MI100 to its two individual components.
Now, as you have heard, the efficacy of naproxen
sodi um as a conponent of MI100 is really not in
question. So ny focus in discussing these data
wi |l be on conparisons between MI100 and naproxen
sodi um which directly address the contribution of
met ocl oprani de as a conponent of MI100.

(Slide CC41)

The Mr100 phase 3 programwas quite
ext ensi ve and al nost 6,000 subjects were enrolled
in six controlled trials treating single nigraine
attacks. Four studies directly conpared MI100 with
pl acebo while, in the two factorial studies shown
bel ow, 301 and 304, netocl opram de was consi dered a
pseudopl acebo.

2, 355 subj ects received single doses of
Mr100. Did these studies provide evidence that

Mr100 was an effective mgraine drug? WlIl, Pozen
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believes that the data clearly showed this.

(Slide CC42)

This table lists the six studies in the
| eft-hand colum. It is arranged to show the 30
i ndividual different prinmary and secondary
endpoints in the five colums to the right. Study
306, which is at the top, is the study that was
accepted by the FDA as denonstrating the efficacy
of MI100. The two colums on the far left show the
key pain endpoints--that is, sustained pain
response at 24 hours, which was the primary
endpoint in four studies, and the two-hour pain
response in the second colum was a key secondary
endpoint in five studies.

As shown now on the slide, in 11 of 12
conpari sons, MI100 was significantly superior to
the comparator for each of these pain endpoints.
In Study 303, which had an unbal anced random zati on
with a smaller nunber of placebo recipients, the
p-val ue for sustained pain response was 0.054.

But in all six studies, the efficacy of

MIr100 over the conparator for the two-hour pain
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response, shown in the second colum, was
significantly superior. These results provide

cl ear and conpel ling evidence that MI100 provides
effective two-hour pain relief, the usua

regul atory endpoint in nmigraine trials, as well as
provi di ng sustaining pain responses at 24 hours.

I will provide a better definition of
sustai ned response in a fewmnutes. | want to
mention the efficacy on the associ ated synptons.
Effi cacy for the associated synptons of nausea,
phot ophobi a and phonophobia, are also for a
m graine drug. But, in contrast to pain, these
synptons are not always present in mgraine attacks
and, in fact, none of the Pozen studies were
powered to detect differences for these endpoints
but all were specified as secondary endpoints in
our studies.

Nevert hel ess, significant differences in
the incidences of these synptons were seen anpbng a
number of these studies at two hours after dosing,
as shown now. In additional conparisons, shown in

yel l ow, the p-values were between 0.05 and 0.1
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The p-values, finally, in orange, are above 0.1

As is reviewed in your briefing docunment,
by three or four hours after dosing, significant
benefits on all of these associated synptons were
usual Iy present with Mr100 treat nent.

So, to summarize, the totality of the
evi dence fromthese six studies clearly shows that
Mr100 is an effective acute treatnent for mgraine.

(Slide CC 43)

I will now show the conparisons of MI100
agai nst naproxen sodium These conparisons, again,
reflect the direct assessnents of the contribution
of metoclopram de within MI100 in order to satisfy
the combi nation drug rule.

The two phase 3 factorial studies were
each perforned at sites in the U S. Subjects were
randoni zed to treatnent with either Mri00, naproxen
sodi um 500 m | ligrans, or metocl opramn de 16
mlligrans, the identical doses of these conponent
drugs that are contained within MI100.

Subj ects treated a single mgraine attack

of noderate of severe pain intensity and synptom
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assessnents were perforned at baseline and hourly
for 24 hours. Rescue nedication was pernitted
after at |east two hours had el apsed after dosing.

(Slide CC-44)

I would like to take a second and expl ain
the pain assessments in these trials, the primary
endpoint as well as the secondary endpoints.
Sust ai ned pain response at 24 hours was agreed by
Pozen and the FDA as the appropriate neasure to use
to assess the efficacy of MI100 versus each of its
two conponents.

Sust ai ned pain response is a conposite
measure of efficacy and is defined as pain relief
at two hours--that is, no pain or only mld
pai n--and no rel apse or noderate or severe pain and
no need for the use of rescue nedication over the
next 22 hours after the two-hour assessnent. The
ef ficacy of this endpoint is judged by how many
subj ects neet this definition at 24 hours.

I would Iike to stop at this point and
expl ain why Pozen and the FDA agreed that the use

of the two-hour pain response endpoint would not be
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acceptable for the conparison of MI100 with
naproxen sodium This was because both treatnent
are active due to the presence of naproxen in each
drug and should, in fact, produce very simlar pain
responses at the tinme point of two hours after

dosi ng.

Two- hour pain response was a secondary
endpoint in these studies and was used to eval uate
MIr100 versus netocl opram de as a pseudopl acebo, as
I have previously shown.

In contrast to the sustained pain response
and two-hour response rates which nmeasure the
nunber of subjects responding, at the bottom of the
slide, you will see three secondary endpoints that
were also evaluated in these trials. These are the
Pain Intensity Difference score, PID, the Sum of
Pain Intensity Difference scores, SPID, and the
TOTPAR scores, or Total Pain Relief scores, over
time.

These are the neasurenments of how nuch
pain relief is obtained, not of how many subjects

have a specific pain response at a given tine.
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These are the accepted general endpoints for

anal gesics within the FDA. They are recogni zed as
very sensitive for detecting differences between

i ndi vi dual active anal gesi c drugs.

But let's first ook at the agreed prinmary
endpoi nt and that was sustained pain response from
these two studies.

(Slide CC- 45)

Shown here are the data fromthese studies
with a percent of responders plotted. First, note
that the metocl oprani de-al one treatnent produced
sust ai ned pain response rates of 19 and 20 percent
which are simlar to what m ght be expected of a
pl acebo.

The responses to naproxen sodi um al one
were 9 to 10 percent higher than netocl opram de and
the rates were actually 28 percent and 30 percent
inthe two trials. These were significant
di fferences over netocl opram de. The sustai ned
response rates for MIr100 were 6 percent and 4
percent higher than those for naproxen sodiumin

t hese two studies.
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I am sure you have noted that Pozen and
the FDA arrived at different p-values for these
comparisons. But both parties agree that the
absolute differences are 4 and 6 percent for this
endpoint. Are these differences confirmed by other
anal yses? The secondary endpoi nts provi de support
for these findings.

(Slide CC-46)

The mean SPID scores at 24 hours show
significant differences for MI100 versus naproxen
sodiumin both studies. So these analyses of a
secondary endpoint, a valid measure of pain relief,
support the findings of the sustained endpoint. |
woul d al so note, and not shown, but the fact that
the differences were significant in the SPID scores
at two hours after dosing in both studies.

(Slide CC47)

A third dataset, the 24-hour TOTPAR
scores, is also supportive with nean TOTPAR scores
at 24 hours for these two studies show ng
significant differences between MI100 and naproxen

sodium So these additional anal yses, which were
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secondary, support and confirmthe results seen
with the sustained pain-response endpoi nt and
substantiate the contribution of metoclopranide to
the effect of Mr100.

But, even if this were not the case, there
i s a subgroup pseudopl acebo that seens to respond
much better to MI100 than the naproxen sodi um
Now, the reason that we can discuss this subgroup
is the followi ng: at the outset of the phase 3
program Pozen theorized that netocl opram de m ght
contribute not only to better pain relief but night
al so contribute to the relief of nausea that nmay
acconpany migrai ne attacks.

(Slide CC-48)

For this reason, one of the three
pre-pl anned anal yses that were used in all of the
phase 3 studies include anal yses of pain endpoints
within two subgroups of nigraine attacks--that is,
those with nausea and those without nausea at the
time of treatnent.

(Slide CC 49)

These are the results for subjects whose
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m grai ne attacks were not acconpani ed by nausea.
This type of migraine attack nade up one-third of
the attacks treated in Study 304 and one-half of
the attacks treated in Study 301. The nunber of
subj ects in each study is shown with the figure on
the left being 301, the figure on the right, 304.

In these subgroups of attacks, the
di fferences between Mr100 and naproxen sodi um for
sust ai ned pain responses were essentially doubl ed
to 9 and 10 percent. 1In this instance, the
di fferences were highly significant, with p-val ues
less than 0.01 in both studies. This was seen in
both studies and, therefore, is not likely to be a
chance occurrence.

Pozen took a further step of providing its
phase 3 data to Drs. Richard Lipton and Ken
Kol odner who conduct ed i ndependent anal yses of
these data and confirned these findings. The odds
rati os and the significant p-values are provided in
your briefing docunent in Table 11.

(Sl'ide CC- 50)

As additional confirmation, the nmean SPID
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scores in these subjects with attacks wi thout
nausea al so showed significant differences in these
sensitive measures of pain relief for MI100 versus
naproxen sodi um at 24 hours. \Wen Pozen net with
the FDA in late 2004 and the data for this subgroup
of attacks were presented to the agency, Pozen was
asked if the same effect was seen for MI100 across
t he phase 3 studies.

The answer is definitely yes. Pozen
performed a pool ed anal ysis of phase 3 trial data
and these results were obtained.

(Slide CC-51)

These studies were conducted in the sane
time period. They all treated subjects with
m grai ne attacks of nbderate to severe intensity
and there were sinmlar entry criteria and
evaluation criteria. The conparators included
pl acebo, netocl opram de and naproxen sodi um

As you can see, there was a significant
difference only in the treatment with Mri00 for the
compari son of the treatnment of attacks with and

wi t hout nausea, again, highly significant.
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So why woul d these effects be present?
The only plausible explanation is the 16 mlligranms
of metocl opram de contai ned within Mr100.

(Slide CC 52)

Therefore, the unique contribution of
met ocl oprani de may be descri bed as counteracting
the gastric stasis associated with m graine,
enhancing the rate of absorption of naproxen,
providing better pain relief in the overal
treatnment popul ation and, finally, enabling maxi mum
benefit to be obtained in mgraine attacks without
nausea.

(Slide CC- 53)

So where does this leave the efficacy of
MI100? Pozen believes that the data show t hat
MI100 is an effective migraine treatnent, that
MI100 provi des an absolute 4 to 6 percent
i mprovenent in sustained pain response over that
for naproxen sodium that MI100 provi des absolute 9
to 10 percent inprovenents in sustained pain
response over naproxen sodiumin mgraine attacks

wi t hout nausea.
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Secondary endpoints, SPID and TOTPAR,
confirmthe superiority of MI100 over naproxen
sodium Finally, the contribution of
met ocl opranide to the primary endpoi nt of sustained
pai n response is denonstrated in two studies.

Thank you for your attention.

(Slide CC-54)

I would Iike now to introduce--it is ny
privilege now to introduce Dr. David Matchar,

Pr of essor of Medicine at Duke University School of
Medicine. Dr. Matchar is Director of the Duke
Center for Cinical Health Policy Research and,
over the past two decades, he has nmade significant
contributions in the field of evidence-based

deci sion nmaking in nedical care. |In the mgraine
area, he has been a nenber of the U S. Headache
Consortium and was | ead author of the group's

evi dence- based guidelines for the treatment of

m grai ne, a collaboration anong ei ght professiona
soci et es.

Dr. Matchar was invited by Pozen to

provi de his perspective on the potential role of
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MI100 in the treatnent of mgraine and his view on
the bal ance of benefits and risks of this
treat nment.

DR KIEBURTZ: Just real quickly, any |ast
clarifying questions? Dr. Wlch?

DR. VELCH  The nausea versus the
non- nausea studies. Ws that a prospective nausea
ver sus non-nausea?

DR. ALEXANDER: The studi es were both
designed to have a prepl anned anal ysis of the
subgroups of attacks with nausea and without
nausea.

DR VELCH  So you didn't look for
separ at e popul ati ons.

DR. ALEXANDER: |'msorry; | didn't
under st and.

DR. VELCH  You didn't | ook for separate
popul ations. It was all in the same study.

DR ALEXANDER: OCh; I'msorry. It was the
same study. It was certainly not randonized
bet ween nausea and no nausea.

DR VELCH Did you look at the tine from
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the start of the pain to the onset of the nausea in
t he nausea group?

DR. ALEXANDER: No; we didn't.

DR KIEBURTZ: Dr. Tenple

DR TEMPLE: Maybe you will think this is
too much di scussion, but when you separated out the
nausea peopl e, ny assunption always was you thought
the drug woul d work better in people that had
nausea, not | ess.

DR ALEXANDER: That is exactly right. |
mentioned that--1 may not have enphasized it enough
because initially Pozen believed that
met ocl opranm de woul d have an anti-nausea effect in
m grai ne. The thought was, we will | ook at those
wi th nausea and those w t hout nausea.

We did that. As it turns out, if there is
an anti-nausea effect, it occurs after two hours--

DR. TEMPLE: No; | don't even nean that.
You have said that the effect on pain is better in
peopl e wi th nausea.

DR. ALEXANDER: That's correct.

DR, TEMPLE: And you did, as you showed,
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have groups with and w thout nausea separated for
anal ysis. But what happened was the opposite of
what you expected. Maybe that is not a mgjor

poi nt .

DR KIEBURTZ: Dr. Koski?

DR. KOSKI: | assune that your patients
within this study had nore than one attack of
ni grai ne.

DR ALEXANDER: That's not correct. This
was a single-attack study.

DR KOsSKI: It was single attack. Thank
you.

DR KIEBURTZ: Dr. Col dstein.

DR. GOLDSTEIN: You may al so want to defer
this question for later, but the preparations that
you used in these conparator studies, you went
t hrough, or sonmebody went through, in the beginning
tal ki ng about how the MIr100 is put together. You
have a core. Then it is sprayed and sprayed again,
and then there is another spraying on top of that.

In these studies, howis the

met ocl opram de put together? Was this done with a
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blind core that was then sprayed in the sane way so
that the pharnmacoki neti cs woul d be the sane?

DR. ALEXANDER: Yes; they were identical
in visual appearance and the pl acebo--excuse ne;
the conparators were identical and the
met ocl oprani de was around a core, a blank core.

DR GOLDSTEIN: Thank you.

DR KIEBURTZ: Dr. Katz, did you have
somet hi ng?

DR KATZ: No.

DR KIEBURTZ: Just to remind the sponsor,
we will stop in half an hour. Just if you want to
thi nk about your presentations, we will be stopping
at ten of the hour.

Potential Role of the MI100 in M grai ne Therapy
Bal anci ng Benefits and Ri sks

DR. MATCHAR: Good norning. | think, in
addition to the introduction that Dr. Al exander
gave ne, | would just like to comment that | am
al so a principal investigator of the three-city
study of headache managenent that is funded by the

Agency for Healthcare Research and Quality and that
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isin an effort to link the evidence-based

gui del i nes that have been devel oped to actua
clinical practice. So it is in that context that I
will make nmy remarks this norning

I guess, also parenthetically, | should
mention that | amthe husband of a m grainer and
the father of a mgrainer so | guess | have both a
clinical, a research and al so a personal interest
in this topic.

(Slide CC-55)

My task that | have been asked to ful fi
today is to talk about the clinical trials and the
safety studies in a clinical-practice context. In
t hi nki ng about this, three questions really arose
inm mndthat | felt were particularly salient.

The first is is therereally arole for a
new m grai ne therapy above and beyond what we have
avail able. W have seven triptans that are out
there, for exanple. Do we really need sonething
el se?

The second question is, when we | ook at

clinical differences in clinical-trial results of 4
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to 6 percent, what, really, does that nean to
patients. Is that sonmething really worth pursuing?
Then the third question is how should we be
t hi nki ng about benefit to risk in the particular
scenario of an acute mgraine treatnent.

So, in tal king about these three
questions, or in addressing these three questions,
I amgoing to follow the follow ng outline which is
first describing just sone context of the clinica
burden of migraine, efficacy in clinical trials
focusing on the rel ationship between the neasures
and t he meani ng those neasures mght have in a
clinical setting, and a little bit about avail able
oral treatnments including sonething about adverse
effects of available treatnments, and then, finally,
talk a little nore about this issue of bal ancing
benefits and risks and a clinically usefu
conceptual framework that | have, | use, and | find
useful in thinking about benefit and risk

(Slide CC-56)

Not to really bel abor the obvious to a

group of neurol ogi sts about headache, headache is
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about pain. The definition fromthe Internationa
Headache Society places pain as key. It is an

epi sodi ¢ disorder lasting 4 to 72 hours with two of
any of the follow ng pain characteristics;
unilateral location, pulsating quality, noderate or
severe intensity and worsened by novenent.

In addition, there are the associated
synpt ons whi ch were described earlier, specifically
phot ophobi a and phonophobi a t oget her or nausea
and/or vomiting. So that constitutes a definition.
But, again, the key elenent froma clinica
perspective, and fromthe di agnostic perspective,
is pain.

(Slide CC57)

It mght go without saying that mgraine
is not a honogenous disease. Wile painis nearly
al ways present, what is |less consistent is the
presence of associated synptons. Here the
phonophobi a or phot ophobi a, the punch |i ne,
basically, is that nost people typically do have
these synptonms whereas, in the case of nausea, nost

peopl e typically don't have nausea. So the data

file:///C|/Dummy/0804peri.txt (81 of 310) [8/12/05 10:21:05 AM]



file:///C)/Dummy/0804peri.txt

here is only 38 percent reported nausea or voniting
in nore than half of attacks and only 32 percent
reported nausea in all attacks. So that is just,
again, the point. The nausea is not uniformy
present and that migraine really is a syndrone with
a variabl e syndrone cluster presentation.

(Slide CC-58)

The question | amnoving on to nowis the
i ssue of the unnet need. | don't know if anyone
cited the statistic of 25 mllion people in the
United States having nigraine. That is based on a
very high-quality epidem ol ogi c study done by
Ri chard Li pton and col | eagues.

O those 25 mllion, 53 percent of these
i ndi vidual s describe a disability, significant
disability, or the need for bed rest. Now, | think
this is going to be described a bit later, but
there needs to be sonme understandi ng of the true
magni tude of a migraine for nbst mgrainers. These
are very severe headaches. They are very
disabling. 1In fact, a day is sliced out of that

person's life.
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In addition to there being a | ot of
m grainers and the disability being quite severe,
patients tend not to be satisfied with their
treatnment. We will go into that alittle bit
later. | will nention--1 will expand a bit on the
i ssue of adverse effects, in particular, but there
is good evidence that patients are not getting
effective care in their early visits, that
physicians are finding it difficult to take the
medi cations that are available to themand create a
mx that is useful to a large majority of patients.

One of the issues at the bottom here that
iscited, and | realize it is not a FDA concern,
per se, but it certainly is a concern for our
patients, is that the nedications available are
very expensive and often interfere with patients’
willingness and ability to take themregularly for
their severe attacks.

(Slide CC-59)

What do patients need? What patients
need, effectively, is what they want. What do they

want? They want pain relief. Again, this is from
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84
a survey done by Dr. Lipton and col | eagues
Patients surveyed with m graine, they say the nost
desirabl e outcomes in an acute mgraine therapy are
rapid onset of pain relief, their freedomfrom pain
and there is no recurrence of pain. So it is the
noti on of a sustained response to pain and
sust ai ned response that goes into the definition of
what patients are asking for froma mgrai ne
t her apy.

(Slide CC- 60)

Do clinical neasures, or do neasures used
in clinical trials, address what patients want?
Now, the standard neasure that is used in clinica
trials is the ordinal rating systemin which pain
is rated 3, 2, 1, O fromsevere to none. It is
important to point out that 3 to 2 is not
especially valuable for patients but going from?2
to 1 is something that patients would clearly
desire and, therefore, the criteria for entry into
clinical studies would be having severe or noderate
pain and the criteria for response is going from

severe or noderate to mld or none
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So the neasure that is typically used, the
standard neasure that has historically been used,
is pain response rate. It is the proportion of
subj ects who achieve mld or pain-free status two
hours after dose when pain was either noderate or
severe at baseline and no rescue medi cati ons were
allowed in that period. But it is a two-hour
measur e.

(Slide CC61)

Let's turn to that other issue about
sustainability of the response. Let's start with
the measure | just nentioned which is a good
measure. It is a two-hour pain relief. It is a
good start. Historically, it is what has been used
as the regulatory endpoint. Triptans, for exanple,
were approved on the basis of the two-hour
response.

But a better response takes into account
this tinme-course issue that patients care about.
Sust ai ned pain response at 24 hours includes mld
or no pain at two hours, so it is what the

precedi ng nmeasure includes, but also includes to
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rel apse to noderate or severe pain and no use of
rescue nedi cations. This means you get relief.

You continue to have relief.

Again, froma clinical perspective, the
notion that you are not going to have a recurrence
is extremely inmportant because the possibility of
having a recurrence is a very om nous concern for
patients. |f you know that there is a good
I'i kelihood that this is going to conme back again,
you are not going to be able to experience your day
in a normal way.

This al so raises this concern about, well,
is 5 percent nore people having this response
really worthwhile. | would suggest, well, if we
were only tal king about 5 percent of people, or 5
percent of pain, being better, going from100 to a
95, or going from95 to a 90, that would not be
particul arly worthwhil e.

But what we are tal king about is 5 percent
nmore people, so we are tal king about people, in
this case, they get relief and they continue to

have relief. Again, this is a point of
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differentiation that distinguishes MI100,
potentially, here.

At the bottom | have here what woul d be
consi dered the best outcone which would be
sustai ned pain-free at 24 hours. | think this
constitutes our vision for what we would like to
see in mgraine therapy and | think we are noving
towards that as a more standard neasure in future
clinical trials.

(Slide CC 62)

Briefly, on the issue of associated
synmptons, we tal ked about the three photophobi a,
phonophobi a and nausea. In clinical trials, these
synptons tend to be nore conmmonly reported than
they are in community sanples of mgrainers. But,
again, even in trials, these synptons are
associated only with a fraction of the patients.

They are recorded as present or absent so
the all-or-none neasure is a relatively crude
measure of response to treatnent. Again, efficacy
is assessed at two hours which has a concern froma

clinical perspective that some of these patients
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who won't have nausea at the outset will start to
have nausea after and will have nausea two hours,
but then mght have it relieved at three hours
after their pain is relieved.

So | think the point here really is that
the measures of associated synptons--it is not that
associ ated synptons aren't inportant. They are
important. But the neasures that tend to be used
and are standard in clinical trials are relatively
crude and nore so than the neasures used for pain.

(Slide CC 63)

So what do we have currently for mgraine
therapy that is oral and FDA-approved for nigraine
i ndi cation? Wat is currently avail abl e includes,
on the left side, the over-the-counters, which are
i buprofen, which are two products, acetam nophen,
aspirin-caffeine conbination. That is one side.

On the other side, and | would say,
actually, far on the right side, are, then the
prescription nmedications. There are seven triptans
currently FDA-approved for m graine and the point

here is there is a paucity of approved oral drugs.
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I don't know any clinicians who woul d say they are
particularly happy with the variety of nedications
that are avail abl e.

In light of the fact that npbst patients
presenting to a doctor have failed over-the-counter
medi cations for at |east their worst headaches,
then there really, truly, is a big gap in what is
avai | abl e when a patient presents to you. In
effect, the only thing you have available, as a
m grai ne-specific therapy in this case, is going to
be the triptans.

I will mention in a nmonment that that is
not always a satisfactory solution for patients.
Unfortunately, what happens clinically, when this
gap is not filled with another nore useful
medi cati on, physicians are tending to use--continue
to use--narcotics and barbiturates which are
undesirable for lots of reasons, three of which are
that they have not been studied in clinical trials.
They are not FDA-approved, so that is a concern
And t hey, obviously, have undesirabl e adverse

ef f ects.
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(Slide CC-64)

This clinical inpression that there is a
therapeutic gap is supported by enpirical evidence.
This is a couple of studies in which, they point
out, in the real world, half of patients will often
delay treatnment with prescribed nedications. They
wi Il have a prescription in hand and 69 percent of
themwill wait and see if the headache is really a
m grai ne. About half of themw Il want to take
their nedication only if the attack is severe.

This is not the sign of a very healthy
envi ronment, that people have prescriptions and
they are not wanting to take them even though they
are having, in this case, at |east npbderate to
severe pain.

As a consequence, | would presune, that
four out of five migrainers have expressed an
interest, a specific interest, in trying a nove
product with simlar efficacy to what they have in
hand, the prescription they have in hand, but has
fewer adverse effects.

(Slide CC 65)
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This then turns us to the issue of
bot her sonme adverse effects. Wy don't nigrainers
i ke what we have avail abl e?

On the right side, you see the non-triptan
products which include the over-the-counters
ment i oned, nonsteroidals, but also include opioids
and barbiturates. As one would expect, the side
effects are sl eepiness, nausea, difficulty
thinking, inability to function, and so on

Not too dissimlar, even, are the triptans
on the left side. But one syndrone which is
particularly bothersome to many of ny patients--I
know it is extrenely bothersonme to ny daughter--is
this chest-pressure phenonenon.

Yes; there are coronary effects of the
triptan. Sone patients--and, indeed, it is
contraindicated with patients with coronary-artery
di sease--but, for the vast nmajority of people who
are having these chest-pressure syndrones, they
have no coronary di sease. These are not coronary
symptons. \What they are, again, is a bit of

conjecture, but they are extrenely frightening and
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nost peopl e who experience themfind them
sufficiently disturbing that, even if you try to
convi nce them endl essly that they are not having
cardiac ischema, they are frightened and they
won't want to take the medication

So that is a concern and, as | say, other
synptons are sufficiently aversive for patients
that they will delay their therapy or not take the
medi cati ons prescribed at all

(Slide CC-66)

Now let's turn to the issue of bal ancing
benefits and risks of acute therapy. To think
about this, | would Iike you to imagine, first of
all, another scenario entirely. This other
scenario entirely is a stroke-preventive
nmedi cati on.

A stroke-preventive nmedi cati on night work
and it mght not work. How do you know that it
doesn't work? For the npobst part, you know it
doesn't work because the patient has a stroke.
Ckay; you lose. And that is how you know that your

drug is a failure.
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Well, we have a very lucky circunstance
with mgraine in that mgraine lends itself to
tailoring. There are multiple episodic attacks
over nmany years. You get imredi ate feedback on the
efficacy of the acute treatnent. Tailoring here,
then, is specifically ained at maxim zing the
chance that the therapy will work for a given
attack.

The idea, basically, is patients don't
i ke to take medications that don't work,
especially if they don't have any other effect that
you kind of like. So an opioid you mght take even
if it doesn't really--well, not nme, personally, or
you, personally, but, certainly, some people wll
take them just because they have anot her effect
that they like.

Consequently, with this tailoring
occurring, the benefit-to-risk margin actually
i nproves over tinme for each of our individua
patients.

(Slide CC 67)

Recogni zi ng that sone people don't like
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words as much as they like pictures, | have here a
picture that basically raises this concept as the
filter of clinical experience. W start out
basi cal | y saying, |ook, from popul ation studi es,
fromclinical trials, we realize that not all
patients are going to respond. But we are going to
try it. We are going to treat all these patients
within sone set of characteristics.

We have some set of characteristics and,
of course, it wouldn't have been approved if we
hadn't considered the benefit-to-risk to be
acceptable. Now, after some period of tinme,
patients decide this works under this condition,
this doesn't work under this condition, and they
pi ck and choose, and what we end up with is
patients taking nedications for which they tend to
respond.

Consequently, the clinical benefit-to-risk
ratio inproves over tinme and is ultinmately
maxi m zed. Again, the point | want to nake is that
patients don't take drugs that don't work for the

nost park.
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(Slide CC-68)

As suggested earlier, fromthe experience
inthe UK, as Dr. Schapira mentioned as well as
usi ng the conponents in the United States, the
notion is that Mrli00 would fill in this gap that is
currently basically being filled with opioids and
barbiturates which is a bad scenario. The notion,
again, is that, anongst the various options, what
we allow by making this new drug available is to
fill in the gap and to offer an opportunity for
patients to create a mx for thensel ves that makes
the nmost sense for them

Not all patients, certainly, will respond
to this. Those who will respond to it wll take
it. The benefit, again, as | nentioned earlier, or
the risks, will only accrue to those people who
achi eve benefits.

(Slide CC 69)

So, in sumary, | amgoing to just cover
those three questions real quickly. 1s there a
role for a new nigraine drug? | believe the answer

i s unequivocally yes. Mgraine is a conmon
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di sorder. Patients have significant unnmet needs.
The avail able oral nedications are very limted
and, unfortunately, the gap that exists is now
being filled by undesirabl e drugs.

The second question is what is the meaning
of the clinical-trial difference, this 4 to 6
percent everyone is talking about. Well, not
qui bbl i ng over whether you buy the 4 to 6 percent
statistical significance or not, what does
5 percent nean. Let's just say 5 percent. 5
percent is not 5 percent of pain. It is 5 percent
of people. That is an inportant point froma
clinical perspective. That is neaningful

Now, the last point, or the |last question,
is what is the neaning of a benefit-to-risk ratio
in clinical practice. | just want to nention again
this concept of tailoring. M graine treatnent
lends itself to tailoring. Patients don't take
drugs that don't work and thus, in clinica
practice, we have the |ucky circunstance that
benefit-to-risk ratios can be optim zed.

Thank you very nuch.
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DR KI EBURTZ: Any--Dr. Sacco?.

DR. SACCO Dr. Matchar, just a
clarification, maybe, on Slide 63 for part of your
talk. | assune npbst of your talk has been
i ndicated for acute mgraine attacks. You haven't
dealt with any of the FDA-approved nedications for
m grai ne prevention, of which there are sone.

DR. MATCHAR: Onh, sure; yes.

DR. SACCO That would just be a
clarification.

DR. MATCHAR: Right. These are oral
products for acute indication, acute m graine.

DR KIEBURTZ: Dr. Lenaerts?

DR. LENAERTS: Thank you. | have a
question regarding Slide 57. Could you confirmthe
38 percent of patients reporting nausea and then 32
percent, actually, reporting in all attacks. |
have sonme other information that says up to 90
percent of people have nausea occurring. So
m grai ners have up to 90 percent.

DR. MATCHAR: Right. The point that | am

maki ng here has to do with the patterns, the
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typical patterns, for patients, not the average for
all nmigraines. So having nausea is a typica
pattern in a mnority of patients. Actually, Dr.
Sil berstein did one of these studies and he ni ght
be able to clarify that later

DR KIEBURTZ: Dr. Jeste.

DR JESTE: | have a simlar question. |If
you | ook at your Slide 62, you said nausea
incidence is 40 to 70 percent.

DR MATCHAR: Right; and this is in
clinical trials. So the population you are going
to see in clinical trials is going to be different.
So this says, basically, as a patient enters into
these trials, the presence of nausea is going to be
more likely than it was going to be when you are
asking the question, what is the typical pattern or
cluster of synptons anong migrainers. So, yes;
patients who are in trials will typically have the
synpt ons nore comonly.

DR KIEBURTZ: Thank you

DR. MATCHAR: | amgoing to turn to Dr.

Si | ber st ei n.
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(Slide CC 70)

Dr. Silberstein is actually a coll eague
wor ki ng on one of the clinical trials that |
nmenti oned earlier and he is the Director of the
Jefferson Headache Center and the Departnent of
Neurol ogy and is the President of the Anerican
Headache Soci ety.

DR KIEBURTZ: W see your nunber of
slides in the book, but just so you are--

DR SILBERSTEIN. | have cut them

DR KIEBURTZ: Perfect. Thank you

Clinical Considerations on M graine Therapy

DR SILBERSTEIN. | want to thank
everybody for having us here today. Looking at the
time, | have tried to cut and I will try to talk
reasonably qui ckly.

(Slide CC71)

I amgoing to talk alittle bit about the
rationale for the use of netoclopramide. | am
going to briefly tal k about attacks w thout nausea.
I amgoing to spend nost of ny time tal king about

medi cati on- overuse headache of which | have a
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particular interest and then sumrari ze a possible
benefit of MI100.

(Slide CC 72)

We | ear ned about netocl opram de and
m grai ne many years ago from actually, our
col | eagues in London. Marshall W] kenson and Nat
Blau who run the City of London Mgraine dinic
made it part of their everyday treatnent and it got
i ntroduced, |ike many things do, on the basis of
anecdot e.

Many of us continue to use it in the
absence of trials until you saw the evidence today.
It is used to prevent nausea. It enhances the
absorption of nonsteroidals. Mny headache experts
continue to use netocl opram de for those reasons.

(Slide CC 74)

I think you have seen the evidence to show
that MI100 is nore effective than placebo. One can
argue about the statistics, but you see in the
evi dence that Mri100 is nmore effective than naproxen
sodium and clearly nore effective than

met ocl opr am de
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(Slide CC 76)

One of issues is its 4 to 6 percent
response, clinically significant. | think, in
part, it depends on how seriously you view m graine
as a disorder. |If you had a patient who has had
cancer of the brain and you had a survival rate of
10 percent and you went to 14 percent, nobody woul d
argue that that is clinically significant. So take
into context what migraine is to the sufferer and
take into context that mgraine is often considered
not a serious disorder

One of the ways of looking at it is to
|l ook at all attacks and | ook at the absol ute and
relative differences. |If the 4 to 6 percent really
means in patients getting 14 to 20 percent relative
increase, and if you | ook at the subset of attacks
wi t hout nausea, you are assuming that the data is
correct because the subset anal ysis was not the
primary endpoint, you are tal king about a third
i mprovenent.

This, to ne, is clinically significant.

(Slide CC 78)
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I would Iike to spend a little bit of tine
tal ki ng about the concept of nedication-overuse
headache, for that was one of the questions. What
is it? First, nmany patients have chronic daily
headache whi ch, by definition, neans nothing nore
than headaches occurring nore than 15 days a nonth.

In the clinic, it is the nbst comopn cause
of chronic daily headache. | was fortunate enough
to be the head of the International Headache
Society Classification Commttee on Chronic Daily
Headache. The criteria we canme up with were the
foll owi ng: headache has to be there nore often
than not greater than or equal to 15 days per
mont h; regul ar overuse for nore than three nonths
of acute nedication; the headache is actually
devel oped or worsened coexistent with overuse;
|l astly, you stop the overuse nedication and the
headache reverts to its previous form

(Slide CC79)

The next issue is how nuch medicine.
First, triptans, ergots, opioids or

but al bi tal -cont ai ni ng anal gesi cs taken on a regul ar

file:///C|/Dummy/0804peri.txt (102 of 310) [8/12/05 10:21:06 AM]



file:///C)/Dummy/0804peri.txt

103
basis ten or nore days per nonth. What we don't
mean is ten days in a row. W nean ten days
di vided up. Two, other anal gesics 15 or nore days
a nmonth for a total exposure of 15 or nore days a
month. That is the definition of
medi cati on- overuse headache

(Sl'ide CC-80)

The next issue is which are the drugs that
are nost likely to produce nedication-overuse
headache. The first caveat is there are absolutely
no pl acebo-controlled, well-designed clinica
trials of medication-overuse headache in the world,
yet. High probability based on a series of
anecdot es, opioids or narcotics, ergotam ne and
but al bi t al - cont ai ni ng conpounds.

Chris Diener from Germany said the best
thing he ever did was get butal bital-containing
compounds renoved fromthe market in Germany. That
is his |egacy.

Caffeine is associated with
medi cati on-overuse headache. Lower probability;

aspirin, acetam nophen, and triptans. Unlikely and
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controversial, other non-steroidals, DHE or
neur ol eptics are even associated with
medi cati on- overuse headache

(Slide CC 81)

In sunmary, MI100 in nigraine therapy. |
think it could be a primary therapy when sinple
anal gesics fail. By the tine patients cone to the
physi ci an, they have fail ed sinple anal gesics and,
as Dr. Matchar showed, there is an area in between
Triptans can't be used, don't work or are overused.

The reason for this is, we believe, that
nonst eroi dal s and neurol eptics, metocl opramde, in
particular, are unlikely to produce
medi cati on- overuse headache. It is comon anong
clinicians who are interested in headache--we use
this class of drugs to prevent nedi cation-overuse
headache or to treat medication-overuse headache
Lastly, we believe it can fill the gap between
sinpl e anal gesics and triptans that is now being
filled by opioids and by butal bital-containing
compounds.

(Slide CC 82)
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I think it is inportant to realize the

Wrld Health Organi zation has said that migraine is

one of the four nost disabling disorders know to

manki nd and that a patient with a severe nigraine

attack has the sane degree of disability as

somebody who has quadri paresis, dementia or acute

psychosi s.

Thank you.

DR.

KI EBURTZ: Thank you

Any clarification questions? Dr. Tenple?

DR.

TEMPLE: One of your slides, and a

nunber of people have shown the same one, was the

attractiveness of oral netoclopram de in mgraine.

DR.

DR.

DR.

DR.

S| LBERSTEI N: Correct.

TEMPLE: Counteracting gastric stasis

SI LBERSTEIN:  Correct.

TEMPLE: Treating or preventing

nausea, enhanci ng absorption of NSAIDs and a | ot of

peopl e use it.

DR.

DR.

S| LBERSTEI N. Ri ght.

TEMPLE: | guess what are you saying

about those things? Are you saying that is part of
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the evidence? O what?

DR SILBERSTEIN. What | amsaying is the
following. Until these trials were done, we were
doing this on anecdote. Physicians continue to do
a nunber of things in the absence of evidence-based
medi cine. | think what you have seen today is
evi dence-based nedicine. | think the questions are
going to be, there are a lot of patterns of
behavior. The pattern of behavior in the United
States today for taking care of nobst migraine
attacks is to either give a narcotic or opioid or
but al but al -contai ning in the absence of scientific
evi dence.

What | am suggesting is this is an
alternative and | think it is the job of this pane
to see whether it is a good or a bad alternative.

DR TEMPLE: Okay. But you are not
suggesting any of those reasons are the reasons or
true or--

DR, SILBERSTEIN. | am suggesting that
this is the anecdotal lure and the basis of why

this conpound has been commonly used in the past in
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the absence of good scientific evidence.

DR TEMPLE: Okay.

DR. KI EBURTZ: Thank you.

W will break now for fifteen m nutes.
wWill just remind the committee nenbers that our
di scussions only happen in public. During the
break, you are not to discuss with other commttee

menbers or, in fact, anybody, the presentations or

your views on things. The point of having a public

meeting is our discussions are public. So, just
avoid that in the interimand we will start at
10: 05.

Thank you.

(Break.)

DR. KIEBURTZ: Wy don't we get started.
Dr. Bastings will be our first presenter, the
clinical teaml|eader. W wll have, just to

clarify the agenda, about an hour-and-15-mni nute

presentation from FDA including an invited speaker.

Then we will have time to question, for the
comrmittee to question, both the sponsor and the

FDA.
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Sone of the questions | kind of suppressed
earlier about interpretation, context, and so
forth, that is our opportunity to do that.

So, Dr. Bastings, please.

FDA Presentations
FDA Ri sk/Benefit Considerations

DR. BASTINGS: Thank you. Good norning.

(Slide 1)

I will now present you some FDA
ri sk/ benefit considerations for MI100.

(Slide 2)

As you know, MI100 is a conbination of
napr oxen sodi um 500 milligrans and netocl opram de
hydrochl oride 16 milligranms. The proposed
indication is the acute treatnment of a mgraine
headache with or without aura.

The divi sion issued a not-approvabl e
action in May, 2004 nostly because the review team
determ ned that the contribution of both active
drug conmponents to the clained effects of the
product had not been establi shed.

(Slide 3)

file:///C|/Dummy/0804peri.txt (108 of 310) [8/12/05 10:21:06 AM]

108



file:///C)/Dummy/0804peri.txt

109

According to the FDA Conbi nation Policy,
two or nore drugs may be conmbined in a single
dosage form when each conponent nakes a
contribution to clainmed effects and the dosage of
each conmponent is such that the conbination is safe
and effective for a significant patient popul ation
regardi ng such concurrent therapy.

(Slide 4)

To address the Conbi nati on Policy
requi renents, Pozen conducted two factorial studies
of simlar design. These were Study 301 and 304.
In both studies, patients were random zed to Mr100,
naproxen or netocl opram de. The prinary endpoint
was sustai ned pain response.

(Slide 5)

Sust ai ned pain response is defined as a
noderate or severe headache at baseline with mld
or no headache at two hours and no rel apse and no
use of rescue nedication between two and 24 hours.

(Slide 6)

This slide shows you the key result of the

two factorial studies. For Study 301, the
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sust ai ned response rate for MIr100 was 35.6 percent
as conpared to 29.8 percent for naproxen. So the
contribution of metoclopram de was 5.8 percent and
this was not a statistically significant difference
according to the prespecified anal ysis plan.

For Study 304, which was a much | arger
study, the sustained response rate for MI100 was
31.8 percent as conpared to 27.9 percent for
naproxen. So the contribution of metocl opram de
was 3.9 percent and this was not a statistically
significant difference according to the
prespecifi ed anal ysis pl an.

(Slide 7)

This slide shows you the two-hour
endpoints in the factorial studies. | rnust stress
that Pozen was not required to show a contribution
of metocl oprani de on these endpoints. However,
these are highly rel evant endpoints in mgraine
studies. These are the ones typically used to
approve mgraine drugs. Since the prinmary endpoint
did not show a significant contribution of

met ocl opramide, it is useful to exam ne these
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typi cal endpoints.

What you can see on this slide is that, in
bot h studies, there was no significant difference
bet ween MI100 and naproxen for the two-hour pain
response, the incidence of nausea at two hours, the
i nci dence of photophobia at two hours and the
i nci dence of phonophobia at two hours.

(Slide 8)

As you know, sustained pain response is a
conposite endpoint. To better understand the
changes seen with that endpoint, it is useful to
| ook at the individual conponents which are the
t wo- hour pain response and the use of rel apse or
rescue nedication.

So, in Study 301, you can see that the
t wo- hour response for MI100 was 48.1 percent as
conpared to 46.6 percent with naproxen. So the
contribution of metoclopram de at two hours at 1.5
percent. This was not statistically significant.

The use of rescue nedication or the
rel apse of the headache after a response at two

hours was seen in 12.6 percent of MI100 patients
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versus 16.8 percent of naproxen patients. So the
contribution of netoclopram de there was 4.2
percent and this adds up to 5.8 percent of
difference in the sustained response rate.

(Slide 9)

In Study 304, you can see a contribution
of nmetocl opram de for the two-hour pain response of
3.1 percent and you see that the difference in the
rel apse or rescue-nedication use is less than 1
percent. This adds up to 3.9 percent of difference
in the sustained response rate.

(Slide 10)

Finally, this slide shows the sustained
responses for the associated synptonms. Sustai ned
responses here are defined in a simlar manner as
for sustained pain response. For exanple,
sust ai ned nausea-free neans no nausea at two hours
with no rel apse of nausea between two and 24 hours
and not use of rescue nedication.

What you can see is that, in both studies,
there was no significant difference between MI100

and naproxen for sustained nausea-free, sustained
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phot ophobi a-free, and sustai ned phonophobi a-free.

(Slide 11)

Pozen met with the division in Cctober,
2004, and, at that time, they presented these
subgroup anal yses whi ch suggested a contri bution of
met ocl opranide in patients with no nausea at
baseline. At that time, the division considered to
accept the prospective replication of these
findings to fulfill the Conbination Policy
requi renents but we assured Pozen that we woul d
need to bring this to an advisory neeting because
this is an unusual patient popul ation and we need
to nake sure the benefits in that popul ation
outweigh the risk related to netocl opranmi de

(Slide 12)

I will briefly show you these subgroup
anal yses that Pozen made. You already know that,
for the conbi ned patient popul ation, there was no
significant difference between MI100 and naproxen
for sustained pain response and for the two-hour
pai n response.

If you |l ook at the patients who did not
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have nausea at baseline, you see about 10 percent
di fference between MI100 and naproxen with a | ow
p-value. But, if you look at the two-hour pain
response, there was no significant difference
bet ween Mri100 and naproxen even in that subgroup

For patients who had nausea at baseline,
you can see that there was | ess than 1 percent
di fference between MI100 and naproxen for sustai ned
pai n response. For the two-hour pain response, the
rate was actually nunerically higher for naproxen
but the difference was not statistically
significant with Mri00.

(Slide 13)

Simlar findings for Study 304. You know
that, for the conbined patient popul ations, there
was no significant difference for sustained pain
response and two-hour pain response. For patients
with no nausea at baseline, again, there is about a
10 percent difference between MI100 and naproxen
For the two-hour pain response, there is no
significant difference between MI100 and naproxen

for that subgroup.
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For patients with nausea at baseline,
there was about a 1 percent difference between
MIr100 and naproxen for sustained pain response and
the two-hour pain response. These differences were
not statistically significant.

(Slide 14)

I would Iike to give you sone thoughts on
an indication limted to patients with no nausea at
baseline. 1In a survey of 500 self-reported
m grai ners, nausea occurred in nore than 90 percent
of these patients and nearly one-third of these
experi enced nausea during every attack

Less than 10 percent of patients
consistently had migraine with no nausea at
baseline which is the indication for which MI100
which is being considered today. In line with that
survey, there was a 45 to 69 percent incidence of
nausea at baseline in the MI100 phase e studies.

(Slide 15)

M graine patients, in the najority of
them may have some attacks wi th nausea and ot her

attacks without or nausea nmay devel op during the
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attack. Patients would, therefore, need two
different treatnments based on the presence or
absence of nausea or they would treat their attacks
wi th nausea with a conbi nati on product containing
met ocl oprani de which has no established
contribution for efficacy for the type of attack
Yet, they woul d be exposed to the risk of
met ocl opram de

(Slide 16)

As you know, our mmin safety concern is
tardi ve dyskinesia. Tardive was originally
i ntended to enphasi ze a | ate appearance during
neurol eptic treatnent. However, there have been a
nunber of reports that TD nmay appear early during
the neuroleptic treatnent and there seens to be no
fundanental distinction between cases appearing
early and those appearing |late.

(Slide 17)

In addition, there have been a nunber of
TD variants descri bed and these include tardive
dystonia, tardive akathisia, tardive myocl onus,

tardive tics, tardive trenor, and it is very nuch
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uncl ear how wel | these different variants have been
captured in the post-marketing reporting systens.

(Slide 18)

TD is a well-known side effect of
met ocl oprami de. Its exact incidence renains
uncl ear. There was no case reported in the Mri00
dat abase but the database was too small to detect
rare events such as TD.

(Slide 19)

The current metocl oprani de | abeling
i ncludes a warning which I amgoing to read to you
"Tardi ve dyskinesia may develop in patients treated
wi th netocl opram de. Although the preval ence of
the syndronme appears to be hi ghest anong the
el derly, especially elderly wonen, it is inpossible
to predict which patients are likely to develop the
syndrone. Both the risk of devel oping the syndrone
and the likelihood that it will beconme reversible
are believed to increase with the duration of
treatment and the total cunul ative dose. Less
commonly, the syndrome can devel op after relatively

brief treatnment periods at |ow doses. |In these
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cases, synptons appear nore likely to be
reversible."

(Slide 20)

Because of these safety concerns, the FDA
linmted the indication of oral metoclopranide for
short-termtherapy for gastroesophageal reflux for
up to 12 weeks and only when conservative treatnent
fails for the treatnent of diabetic gastroparesis
for up to eight weeks. The reconmended dose is 5
to 15 milligrans up to four tinmes a day.

(Slide 21)

As | nmentioned earlier, there have been a
nunber of cases reported in the literature of the
relatively short durations of treatnent, sonetines
as short as one or two weeks. W al so asked our
col l eagues fromthe Ofice of Drug Safety to | ook
for cases of novenent disorders associated to
met ocl oprani de in the AERS dat abase and you wil |
hear a presentation with nmuch nore detail on that
topic later in the norning.

In that analysis, the first quartile of

duration of treatnent for the cases of TD was 19.5
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days.

(Slide 22)

This slide show you a breakdown of the
treatment duration. You can see that there are
quite a few cases with duration of treatnment |ess
than the 90-day definition which has been used in
some of the earlier studies.

(Slide 23)

We al so asked our coll eagues fromQODS to
| ook at the patterns of use of netocl oprani de.

Met ocl opramide is nostly used for G indications
M graine use, up to now, is quite limted. It is
| ess than 2 percent. 13 percent of patients
appeared to have received prescriptions for nore
than 90 days and 7 percent of patients for nore
than 180 days, so exceeding the | abeling
recomrendat i ons.

Over a three-year period, cunulative
therapy was | onger than 90 days for al nost 20
percent of patients and greater than 180 days for
over 10 percent of patients, again exceeding the

reconmendat i ons.
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(Slide 24)

What about the risk of TD associated with
chronic intermttent use of metocl opranide as has
been proposed in this NDA. This is very difficult
to evaluate for a variety of reasons which include
that there is no current indication for chronic
intermttent use in the United States and that
there is no specific capture of chronic
intermttent use in the AERS dat abase.

Sone ani mal data suggests that the
intermttent use of neuroleptics nay be no safer,
or even riskier, than continuous use in an ani mal
nodel of TD. In the psychiatric population, the
nunber of interruptions in chronic treatnent--so
this is slightly different from chronic
intermttent but this may be suggestive--the nunber
of interruptions was the second factor after age in
predi cting the occurrence of TD

(Slide 25)

Anot her concern that we have is the
overuse of acute m graine drugs.

Medi cati on-overuse headache was recently introduced
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inthe IHS classification. There is a subcategory
of anal gesi c-overuse headache. According to
experts, there is substantial evidence that al
drugs used for the treatnent of m graine may cause
medi cati on-overuse headache and the preval ence of
medi cati on-overuse headache in the genera
popul ation is around 1 percent.

The IHS al so said that the overuse of
synmptomatic migraine drugs is the nost comon cause
of chronic daily headache. W are not that nuch
worried that MI100 coul d cause chronic daily
headache. W are just worried that there could be
a sinmlar abuse of the drug as has been seen with
the ot her approved or non-approved m grai ne drugs.

(Slide 26)

So we have the follow ng questions for the
advisory conmrittee. The first one; in a recent
submi ssion to the NDA, Pozen estimated an annua
i nci dence of TD of up to 0.038 percent for
met ocl oprani de at a daily dose of 30 to 40
mlligrams per day for 72 days per year which

corresponds to up to 380 cases of TD per mllion
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patients per year.

Do you think that this is a reasonable
estimate? |f MI100 were to carry the sane ri sk,
woul d such a risk level be acceptable if the only
contribution of nmetoclopranide is a 5 to 10 percent
i mprovenent on sustai ned headache relief with no
effect onto our endpoints? 1Is any risk of TD
acceptabl e for a mgraine popul ati on?

(Slide 27)

Question 1; is there sufficient evidence
that the chronic intermttent administration of
met ocl oprani de does not carry a risk of TD? 1Is it
possi bl e to define a maxi mum recomended nunber of
nmont hly doses of MI100 to avoid the risk of tardive
dyski nesi a?

(Slide 28)

Question 3; do you believe that, based on
the existing data on nedi cation-overuse headache,
there is evidence that a proportion of patients
prescri bed MIri00 will likely take a nunber of
mont hl y doses hi gher than recomended?

(Slide 29)
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Question 4; all currently approved acute
treatments of migraine are indicated wthout
restriction regarding the presence of absence of
nausea at baseline. Gven that patients nay have
nausea at some attacks and no nausea at others,
does an indication limted to the subpopul ati on of
m grai ne patients with no nausea at baseline
represent a clinically nmeani ngful and acceptabl e
i ndi cati on?

(Slide 30)

The | ast question; if Pozen shows
prospectively in a new clinical study in nigraine
patients with no nausea at baseline a significant
contribution of netoclopramnm de on sustai ned
headache pain relief of 5 to 10 percent with no
contribution at two hours and no contribution on
rel apse rates or rescue-nedication use in the two
to 24 hour period, would the denonstrated benefit
outweigh the risk related to TD? |f not, what
additional data or desired prinary outcone, or
desired effect on sustained relief, could provide

evi dence of safety and efficacy?
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(Slide 31)

Finally, I would like to thank the
foll owi ng FDA col | eagues who have contributed to
this presentation . Thank you for your attention

DR KIEBURTZ: Thank you. Same deal. |If
there are sonme clarifying questions. Let ne just
poi nt out sone things about the questions which Dr.
Bastings has presented. After the public hearing
this afternoon, that will be the time we have to
spend a great deal of tinme discussing these.

We can clarify points of these questions
at that tine rather than at this time because it
will be imediate to our discussion

I would just add at this point ny approach
to this, or our approach to this, should be that
there are sone assunptions nade in here. W are
not debating whether those assunptions are good
ones or bad ones. The question to us is, if that
was assuned, how would you think. This is what Dr.
Katz referred to earlier in terms of this being
somewhat hypot heti cal

I think we could spend a lot of tine
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ar gui ng about whet her the assunptions are good ones
or not. | don't think that is the meat of the
matter here. |f one assuned those things, then how
woul d you make deci sions about that. | just want
to put that out there.

There are sone questions that are asked of
us about estimates and whether those are
reasonabl e. But, again, nuch of the clarification
on the questions, | think it would be better to do
at the tine we discuss the questions individually
unl ess you have a burning question about those.
Certainly, they are open to questions about the
rest of Dr. Bastings' presentation.

Dr. Geen.

DR. GREEN: | have a regul atory question
about the Conbination Policy. It has to do with
the contribution of each drug and what is
acceptable. |Is one drug increasing the
bi oavai l ability of another? How would that be
i nterpreted?

DR. KIEBURTZ: Dr. Katz or Dr. Bastings?

DR KATZ: | think the contribution, as
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defined in the reg--it is ill-defined in the reg.
It just says "sone contribution.” So it could be
in any one of a nunmber of clinical areas, safety,
efficacy. But, in and of itself, increasing the
bi oavail ability probably wouldn't be particularly
hel pful unless that resulted in sonme sort of
clinical advantage; faster onset, or nore sustained
onset, or fewer side effects.

So, in and of itself, increasing the
bioavailability in a typical case, at |east off the
top of ny head, wouldn't be, necessarily,
consi dered usef ul

DR TEMPLE: But you can inmagi ne cases,
and there have been cases, where inhibiting
met abolismmght lead to a nore sustained and |ess
variable blood level. |In sone sense, what does
carba dopa do? So there could be cases. But, as
Russ says, you woul d have to wei gh the di sadvant age
of adding another therapy and, if the alternative
is just tasking 20 percent nore, you would probably
find that not worth it.

DR KIEBURTZ: GCkay. Wy don't we go on

file:///C|/Dummy/0804peri.txt (126 of 310) [8/12/05 10:21:06 AM]



file:///C)/Dummy/0804peri.txt

127

Qur next speaker is Dr. Jinnah from Johns Hopkins

Hospi t al
Overvi ew of Tardi ve Dyski nesi a
DR JINNAH. Good norni ng.
(Slide)
Thanks for the invitation to conme and
speak here. | have been asked to give a brief

summary of the clinical condition of tardive
dyski nesi a.

Normal Iy, ny presentation on this topic
woul d be about an hour, but | amgoing to limt mny
comrents to ten minutes and, in so doing, | amonly
going to be able to touch on the highlights. | am
going to skip a lot of details but | can certainly
answer questions later if necessary.

(Slide)

So, with that, let nme just proceed to
reviewthis topic. The term"dyskinesia" refers to
any abnornmal novenent and the term"tardive" refers
to late or delayed. What | would |like to do is
first address the nature of the abnornmal novenents

and then go on to describe when it occurs.
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(Slide)

The novenents vary quite a bit depending
on different patients. By far the nost comon
abnornmal tardive syndrone is the so-called
buccol i ngonmasti catory syndrone, which is a bit of a
mout hful , but it basically refers to abnormal
nmovenents of the face and tongue. | wll show you
an exanple of this on videotape in just a second.

Less comon tardive nmovenent di sorder
syndrones include the ones |isted there including
tardi ve dystonia, which refers to mainly tw sting
and bendi ng novenents, tardive chorea, which
resenbl es dancing, tardive touretti smwhich
resenbl es Tourette syndrone, tardive trenor or
myocl onus which, sinply put, are shakes and jerks.

In addition to this group of broader
nmovemnent di sorders, there are sonme tardive
syndrones that are not necessarily classified as
abnornmal novenents but, rather, psychol ogical or
psychi atric manifestations. These include
akat hisia, which is a sense of severe restlessness

that prevents people fromsitting still. It
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i ncl udes unusual tardive pain syndrones whi ch have
an unusual anatonical distribution that include the
oral or perineal regions, and, finally, respiratory
irregularities referred to as tardive respiratory
dyski nesi as.

Now, nost clinicians will recognize the
nost common formhere and that is the top one, the
face-and-tongue syndrome. But the | ess conmmon
forns are far | ess well appreciated.

(Vi deo)

Let me show you an exanple of two of

these, first the nbst common one. This is a

vi deot ape of a man who has two problens. | hope it
is not too snall to see. If you can see his nouth
it is in constant notion, jaw, |ips and tongue. He

came conpl aining that he had trouble tal king, he
had troubl e eating and he was biting his tongue.
You can al so see his hand. One of his
hands is shaking. He has a trenor that resenbles
Par ki nson' s di sease. This man got his condition
after two years of netocl opram de use. He was,

unfortunately, unaware that he was only supposed to

file:///C|/Dummy/0804peri.txt (129 of 310) [8/12/05 10:21:06 AM]



file:///C)/Dummy/0804peri.txt

130
be taking the nedication for three nonths and his
doctor was unaware that netocl opram de was on the
Iist of medications that can cause a tardive
syndrone |ike this.

(Vi deo)

Let me show you a second exanple of the
tardi ve dystonia. You can see this man's probl em
is much nore severe and, perhaps, nore disabling.
This is an exanpl e of dystonia or the
bendi ng-and-tw sting syndrome. You can see that he
has great difficulty standing up strai ght because
of extreme arching of his back and backward bendi ng
of his head and neck.

Here you will see a closer view of the
nature of this problem He is Ilike this nore than
80 percent of his waking hours, standing or seated.
He gets relief only if he |lies down. He can only
tenmporarily bring his head to the mdline position
voluntarily and then it just goes back and it is
too much effort to keep straight.

This man got his condition fromthe use of

a classic neurol eptic agent which is a nore conmmon
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source of this problem

(Slide)

So what exactly causes these syndromes?
It is widely recogni zed that they are nost commonly
caused by the neuroleptics. These are the
dopani ne-receptor-bl ocking agents that Dr. Schapira
alluded to in the initial presentation
Essentially all classes of neuroleptics will cause
this syndrone although some are less likely to
cause it than others.

These are wi dely recogni zed but what is
|l ess well recognized is a much | onger |ist of
agents that also have the potential to cause these
syndrones. On this list include anti-enetics such
as met ocl opram de and prochl orperazine. O her
medi cations used in psychiatry such as
anti-depressants and several others of which I have
provided a partial list here.

(Slide)

So when do these problens actually arise?
They are referred to as tardive syndronmes because

they usually require chronic adm nistration of the
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of fending drugs. They occur with a wi de range of
preval ence according to different studies fromless
than 5 percent to nore than 50 percent with an
overal | average being sonewhere in the 20 percent
range of chronically treated patients.

These nunmbers here were not derived
specifically from netocl opram de use but rather
fromall neurol eptics and other drugs capabl e of
causi ng tardive syndrones. The incidence is
estimated to be about 5 percent per year during
chronic daily treatment. The treatment duration is
somewhat arguabl e and varies fromreport to report
and definition to definition. The nost
conservative one is that treatnent requires at
| east three nonths of constant therapy.

But, as noted before, there are lots of
cases out there who have devel oped tardive
syndrones with much shorter durations of action
sonetines just a few days. W can then ask whet her
or not these disorders should be classified as
tardi ve syndronmes or not, but that is generally not

done in nost of the epideni ol ogical reports or
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col l ecti ng dat abases.

There are sonme known risk factors of
devel oping this condition. They include ol der age,
fermal e gender and several other |ess
wel | -under st ood phenonena such as duration of
treatment, the total cumulative dose of treatnent,
prior brain injury or other organic problens,

di abetes, nood di sorders and ot hers.

(Slide)

How are these treated once they arise? 1In
general, these recomendati ons cone from psychiatry
where this problemis nost prevalent. They refer
to all neuroleptics, not specifically to
met ocl oprami de. Generally speaking, the
recomrendation is to attenpt to discontinue the
of fendi ng agent if possible.

If it is not possible, or if
di sconti nuati on does not cause resolution of the
syndrone, as it often does not, there are severa
other things that are often tried, but there is
very little evidence supporting a beneficial effect

of any of these. |Individual patients may respond
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list, but, by no neans, can these be considered
reliable treatnents.

Instead, at least in the psychiatry
literature, the belief for the use of neuroleptics
and rel ated of fendi ng nedications that can cause
tardi ve syndromes is that prevention should be one
of the key aspects of treatnent.

To prevent the disorder, the genera
gui delines are that the neurol eptics should not be
used unless there are no other alternatives. When
they are used, they should be used at the | owest
dose possible. Sone even reconmend intermttent
wi t hdrawal of the neuroleptic to nmake sure that
ongoi ng therapy is still needed. Since this
disorder is quite difficult to treat, prevention is
really quite an inportant el enent.

| believe that is all | have here and if
there are any questions, | could take them

DR KIEBURTZ: Dr. Jeste.

DR. JESTE: One question. Did you inply

that antidepressants and antibiotics cause tardive
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dyski nesi a?

DR JINNAH  Causation is difficult to
establish. If you look in the literature, you wll
find many cases of tardive dyskinesia reported that
are due to a whole variety of different
medi cati ons. The frequency of sone of these other
medi cati ons--for exanple, antidepressants or
antibiotics, or | should say the frequency of the
reports, is quite low W could argue whether or
not the patients who were presented in those
reports really were tardive dyskinesia or not.

I am not passing judgenent on the
di agnosis of those. But | think it is generally
wel | -accepted that tardi ve dyski nesia does not just
come from neurol eptic nedications and that was ny
poi nt .

DR. JUNG Can you clarify what nood
di sorders are associated with the devel opment of
tardi ve dyski nesi a?

DR. JINNAH. There appears to be a slight
epi dem ol ogi cal risk associated with affective and

schi zo-affective disorders as opposed to, for
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DR. JUNG So that includes just genera
depression which is very prevalent in the
popul ati on.

DR JINNAH It does.

DR. JUNG Thank you

DR SMTH. Wen a case cones up where
isn't chronic exposure to a drug, is that typically
categori zed, then, as a dyskinesia as opposed to a
tardi ve dyski nesi a?

DR JINNAH. It is a very good question
I think different experts would answer you
differently here. Sonme people use a very strict
criteria that it has to be at |east 30 days or you
call it something el se, dyskinesia and acute
abnornmal syndronme. Sone people are a little bit
| ess strict in their criteria and say, well, if it
| ooks and behaves |ike tardi ve dyskinesia, then,
per haps, one week exposure is sufficient. But these
are not generally agreed-upon tinetables.

DR JUNG You didn't talk about this on

your slides, but could you discuss a little bit
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about the kindling phenonenon with intermttent
use, or is this an appropriate tine?

DR. KIEBURTZ: Can we hold that one for
the general question session

Dr. Sacco?

DR. SACCO On Slide 3, I think it is
Slide 3 of yours, can you clarify what you nean
by--it is actually blurred on ny
page--restl essness.

DR JINNAH. Restlessness is exactly what
that sounds like. These patients report that they
can't sit still. Wen you watch them they often
rock in their chair. They stand up. They pace
around. They just can't sit still and they
describe a severe inner sense of restlessness.

DR. SACCO Thank you

DR, KI EBURTZ: Just a point of
clarification, a follow up on Dr. Jeste's coment.
Li nki ng exposure to a phenonenon or establishing
causation is a long road. There are various
degrees of that road being established for various

agents in tardive dyskinesia.
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But, if | understood you properly, would
you say that it is generally accepted that
met ocl oprani de, as an agent, can cause tardive
dyski nesi a?

DR JINNAH. | believe npst woul d agree
with that.

DR KI EBURTZ: Thanks.

Qur next speaker is Mary Ross Sout hworth.

Post - Mar keti ng Revi ew of Movenent
Di sorders and Neurol eptic Syndrone
Associ ated with Metocl opram de

DR. SOQUTHWORTH: Good nor ni ng.

(Slides 1 and 2)

As we have heard this norning, MI100 is a
combi nation of metocl oprani de and naproxen that is
bei ng evaluated for the treatnent of acute
m grai ne. The proposed dosing is an a chronic but
intermttent matter based on epi sodes of m graine.
The proposed dosing of the drug recommends no nore
than six tablets be used per nonth and nore than
one tabl et used per single m grai ne episode.

We were interested in |ooking at this
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chronic intermttent dosing, whether we could | ook
in our adverse-event database to see whether we
could elucidate the risks associated with this kind
of dosi ng.

(Slide 3)

I think we are pretty clear on the fact
that netoclopramde is well known to cause novenent
disorders. 1In fact, the programlabeling is
specific on several movenent disorders including
extrapyram dal synptons, Parkinsoni an synptons,
tardi ve dyski nesia and neurol eptic malignhant
syndrone. The | abeling for metocl opram de
recomends a daily dose of 5to 20 milligrams QD
with a duration of therapy not exceeded 12 weeks.

(Slide 4)

This slide shows nunber of prescriptions
di spensed for netocl opram de over about the |ast
ten years. You can see that it exceeds 7 million
in the year 2004. This junp in nunber of
prescriptions dispensed in 2000 coincides with the
wi t hdrawal of cisipride fromthe market.

You have to keep in mnd that the nunbers
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represented here are prescriptions dispensed, not
patients. Al so keep in nmind that, although this
usage data slide only extends for ten years, ny
adverse-event review will extend farther than that.

(Slide 5)

When devel opi ng our case series for
met ocl opr am de- associ at ed novenent disorders and
neur ol eptic malignant syndrone, we wanted to focus
on several points. First, could we ascertain what
the reversibility of the reaction was, whether it
be treatnment with another pharnacol ogi c agent or
wi t hdrawal of the offending drug.

We also were very interested in
associating the dose and duration reported in the
adver se-event reports, thenselves, to the proposed
dosing for MI100 which, as you have heard, is in a
chronic intermittent manner. W also wanted to
focus on any associated risk factors that were
apparent in the cases such as conconitant drugs or
conconitant di sease states that the patients m ght
experi ence.

(Slide 6)
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So the purpose of our reviewis to
characterize the cases of some specific adverse
events that were reported in the adverse-event
reporting system or the AERS database, that were
associ ated with metocl oprani de.

(Slide 7)

The AERS database is a conputerized
dat abase which contains reports of adverse events
for all U S. marketed drugs. It contains over 3
mllion adverse-event reports. The reporting in it
is largely spontaneous neaning that healthcare
provi ders are not conpelled to report adverse
events. However, sponsors, when they becone aware
of adverse events through a variety of sources, are
required by regulations to report those to the
agency.

Consequently, the source of the reports,
for the nost part, cone from sponsors. However,
there are a good nunber that conme from healthcare
providers or |lay people |like consuners, patients,
patient's famlies or |awers.

(Slide 8)
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The left side of the screen shows the
adverse events that were specifically searched for
in our database. They included neuroleptic
mal i gnant syndrone, acute dystonia, akathisia,
Par ki nsoni sm and tardive dyskinesia. For each of
these adverse events, we |ooked at the total nunber
of case reports with specific focus given to daily
dose of netocl opranide, the duration of treatnent,
any risk factors that m ght be present and the
reversibility of the reaction

(Slide 9)

In order to do this, we ran a search of
t he dat abase using each of the novenent disorders
and NM5 as a search term plus netoclopram de. W
classified the cases into novenent-di sorder
categories based on the diagnosis in the case,
itself. | think it is pretty clear that there is
substantial overlap between sone of the reporting
of the different novenent disorders and, in order
to keep clarity, we just used the diagnosis that
was used of the case thinking we could capture the

nmost nunber of cases that way.
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Sone points to renenber when revi ewi ng our
case series were there could be what could be
consi dered case m sclassification because some
cases m ght have reported a novenent disorder after
several doses of drug but may have caused the
tardi ve dyskinesia where it could have possibly
been called an acute dystonia. But we used the
di agnosi s nmade in the case.

Anot her thing to renenber is that the way
cases are reported in AERS, we frequently know
dose, duration or frequency of the dose given but
we very rarely know whet her the dose was given
continuously or intermttently.

Qovi ously, because these are |abel ed
adverse reactions, there is going to be
under-reporting of adverse events and al so because
the drug has been on the nmarket for a long tine, we
are not going to get a maxi mum nunber of reports of
adverse events.

The quality of the reports varied, as you
m ght expect. There are several data points that

seemto be nore inconsistent and sone of those
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i ncluded status of recovery. Sonme cases nay not
have reported whet her the patient recovered or not,
and also tinme to that recovery.

(Slide 10)

This slide shows the nunber of reports we
retrieved for each of the adverse events we
searched for. There were 37 cases of NMS, 203
cases of acute dystonia, 57 cases of akathisia, 35
cases of Parkinson's and 68 of tardive dyskinesia.

(Slide 11)

Using those reports, we devel oped our case
series which | will present to you. The case
series is going to include denographics of the
patients and clinical characteristics including any
i nformati on we have on recovery. | am also going
to spend sone tine tal king about cases that
reported continuing synptons at the tine of
reporting. | will present some representative
cases and then focus a little bit on cases
associ ated with short-term nmetocl opram de therapy.

(Slide 12)

The first adverse event that will be

file:///C|/Dummy/0804peri.txt (144 of 310) [8/12/05 10:21:07 AM]



file:///C)/Dummy/0804peri.txt

145

presented is neurol eptic nmalignant syndrone. W

had 37 uni que cases. The age represented was a

mean of 49. The range of daily dose ranged from

7.5 to 80 milligrans with a nean of 33, nostly I.V.

dosi ng represented here and nostly G I.-related

i ndi cations which will be very comon in the next

few slides. The range of duration of therapy was

from1l to 196 days with a median of three days.

(Slide 13)

In these 37 cases, conconitant nedications
that were associated with the devel opnent of NMS or
NMVB-1i ke synmptons was reported in 20 and they
i ncluded anti-depressants, anti-enetics and
anti-psychoti cs.

One thing to renenber is that not all
cases reported whether there were conconitant
medi cations or not, so | have just provided
i nformati on on the cases that have.

Drug therapy was used to treat the adverse
event in 18 cases and it largely consisted of what
woul d be consi dered standard of care for

neurol eptic malignant syndrone. The synptons were
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reported or resolved in 11 of the cases. The
synptom was reported as continuing in one of the
NMS cases but the synptomthat was reported as
continuing was nore of a dystonic jaw clenching.

In this series, eight patients died.

(Slide 14)

To look a little bit closer to the
patients that died, in those eight patients, the
daily dose of netocl opram de ranged from 10 to 40
mlligranms with a mean of 32, kind of a mx of ora
and |1.V. dosing used, and the duration of therapy
was short and ranged fromtwo days to 15 days.

(Slide 15)

The first novenent disorder, in our view,
is acute dystonia. There were 203 uni que cases.
Acut e dystonia was reported in a younger popul ation
with a nmean age of 32. The range of daily dose was
0.6 to 800 mlligrans with a mean of 71 mlligrans.
Largely oral dosing reported here. The range of
therapy from one dose to over 2000 days but a short
medi an duration of therapy of two days.

Again, you see nostly G I. synptons being
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treated here although there were a sizeabl e nunber
who were getting pre-treatnment for chenot herapy
wi t h met ocl oprami de.

(Slide 16)

For these 203 acute dystonia cases, there
were 64 cases which reported concomtant
nmedi cations that were associated wi th novenent
di sorders, nostly anti-depressants and
anti-enetics. Drug therapy was used to treat the
adverse event in 115 cases. For these acute
dystonia cases, 115 cases reported the synptons as
i mproved or resolved. But synptons were reported
as continuing in 12 cases.

(Slide 17)

In those 12 cases which reported
continuing synptons, the daily dose ranged from 10
to 40 milligrams with a mean of 25, nostly ora
dosi ng, and duration of therapy ranged from one day
to over 2000 days with a nedian of 2.5 days.

(Slide 18)

We have 57 uni que cases of akathisia. The

mean age seen in this case series was 45. The
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daily dose ranged from5 to 200 mlligrans with a
mean of 42, nostly oral dosing again. Duration of
t herapy ranged from one over 2500 days with a
medi an duration of 17 days. Again, nostly GI.
i ndi cations.

(Slide 19)

For these 57 cases akathisia, concomtant
nmedi cations associated with novenent disorders was
reported in 23. Drug therapy was used to treat
akathisia in 29 cases. Synptons were reported as
i mproved or resolved in 31 cases but synptons were
reported as continuing in nine cases.

(Slide 20)

In the nine cases that reported continuing
symptons, the daily dose ranged from8.6 to 40
mlligrans with a mean of 25 mlligrans, nostly
oral dosing. Duration of therapy ranged from 17 to
over 2500 days with a nedian duration of 119 days.

(Slide 21)

We reviewed 35 uni que cases of
Parkinson's. This was in an ol der popul ation with

a nean age of 60. Daily dose ranged from 10 to 80

file:///C|/Dummy/0804peri.txt (148 of 310) [8/12/05 10:21:07 AM]



file:///C)/Dummy/0804peri.txt

149
mlligranms with a nmean dose of 36 mlligrans per
day, nostly oral dosing. The duration of therapy
ranged fromone to over 1400 days with a nedian of
60 days.

(Slide 22)

In these 35 cases of Parkinson's, there
were 13 cases which reported conconitant
nmedi cations that were associated with novenent
di sorders. Drug therapy was used to treat the
adverse event in 18 cases.

Synptonms were reported as inproved or
resolved in 15 of the cases but synptons were
reported as continuing in eight cases.

(Slide 23)

In those eight cases that reported
continui ng synptons of Parkinson's, the daily dose
ranged from?20 to 40 nmlligranms with a nmean of 32,
mostly oral dosing, and the duration of therapy
ranged fromone day to 203 days with a nedian
duration of 81.

(Slide 24)

There were 67 cases of tardive dyskinesia.
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The nean age was 57. The daily dose ranged from5
to 80 milligrams with a mean of 35, nostly ora
dosi ng again. Duration of therapy ranged from one
to over 4700 days with a nedi an of 180 days, again
G 1. indications for the netocl opram de.

(Slide 25)

25 cases reported that the patient was
taki ng concomitant nedications associated with
movenent di sorders and drug therapy was used to
treat the adverse event in 19 cases. In 12 of
these cases, synptons were reported as inproved or
resolved. 1In 20 cases, synptons were reported as
conti nui ng.

(Slide 26)

In those 20 cases with continuing
synptons, the daily dose ranged from5 to 80
mlligrams with a nmean of 53, nostly oral dosing
and a duration of therapy fromone to over 4700
days with a nedi an of 165 days.

(Slide 27)

After we devel oped our case series, we

wanted to | ook at a nore focused group of these

file:///C|/Dummy/0804peri.txt (150 of 310) [8/12/05 10:21:07 AM]



file:///C)/Dummy/0804peri.txt

151
cases to see if we could approximate the dosing
seen in the MIr100. So we |ooked at two further
subgroups of our case series. One, we |ooked at
characteristics of cases that specifically reported
synptons as continuing at the tine of reporting.
Then we al so | ooked at cases with the diagnosis of
tardi ve dyskinesia that were related to short-term
met ocl opr ani de t her apy.

(Slide 28)

There were 50 cases out of 400, over 400,
that reported continuing synptons. They were
represented by eight Parkinson's, 20 tardives, nine
akat hi sias, 12 acute dystonias and one NMS which
was actually likely a dystonic reaction. Alittle
over half of the cases with continuing synptons
reported a duration of therapy of greater than 30
days.

(Slide 29)

So 15 cases in our series reported
continuing synptons with a duration of therapy of
| ess than 31 days. Eight of those cases reported

continuing synptons with a duration of therapy of
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| ess than three days, what we would call very short
durations of therapy. That included one
Par ki nsoni sm case, two tardive cases, four acute
dystonias and one NM5. Mbdst of those eight cases
occurred after at |east three doses of
met ocl opr am de

(Slide 30)

| have a few representative cases to
describe to you. The first one is a 49-year-old
fermal e who recei ved two doses of netocl oprani de, 20
mlligrams orally, over two days for treatnent of
gastric reflux. Concom tant therapy included
cimetidine. On Day 2 of therapy, she devel oped
dystonic reactions consisting of torticollis and
trismus. Her dystonic reaction was reversed by
di phenhydram ne. However, she subsequently
conpl ai ned of |eft-sided weakness and tenporary
| oosing of the teeth.

(Slide 31)

The second case is a 34-year-old fenale
wi th nausea who recei ved metocl oprani de, 10

mlligrans, orally three tinmes a day for three
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doses and experienced difficulty breathing,
extremty shaking, head and neck jerking back. She
went to the E.D. where she was treated with
benztropi ne, after which she started to rel ax.

However, synptons still occurred. She was
subsequently treated with | orazepam and paroxeti ne
which did not conpletely relieve the synptons. She
was seen in the E.C. and by neurol ogi sts severa
times for reactions mlder than the first reaction
Approximately three nonths later, she still suffers
fromhead pain, dizziness, tingling, pressure,
fatigue, agitation, involuntary shaking, mnuscle
spasm and neck pai n anong ot her synptons.

(Slide 32)

The third case, a 27-year-old nale
recei ved three doses of netoclopran de, 10
mlligrams orally, over two days for diabetic
gastroparesis. He experienced a dystonic reaction
wi th psychotic tendencies, agitation and agitation
wi th suicidal tendencies on the second day of
t her apy.

He was treated in the EED. with
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di phenhydram ne and | orazepam Once di scharged, he
continued to have synptons of inability to
concentrate, slowed mental processing, difficulty
focusing, eye strain, vertigo, |loss of equilibrium
fatigue, dizziness and hall ucinations.

(Slide 33)

The second subgroup anal ysis of our case
series that we did | ooked at specific cases with
the di agnosis of tardive dyskinesia that were
associated with short-termtherapy of
met ocl oprani de of |ess than 30 days. Wat we were
trying to look at here was trying to approximte
what ki nd of dosing reginen would be seen with
chroni c overusers of mgraine therapy because there
is a certain popul ation of mgrainers who m ght use
this drug prophylactically in a nanner simlar to
ot her m grai ne therapi es.

We chose tardive dyski nesia as our adverse
event because the diagnosis of tardive dyskinesia
infers a long-termor permanent adverse event. W
al so noted that about 25 percent of our cases had a

duration of therapy of |ess than 30 days.
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(Slide 35)

You have seen this slide before, but you
can see that this is the distribution of our cases
based on the duration of therapy of netocl opram de.
The | arge nunber are reported with durations of
therapy of less than 90 days, but there is a
significant nunber with durations of therapy of
|l ess than 30. Actually, there are 15 such cases of
tardi ve dyskinesia with a duration of therapy of
| ess than 31 days.

O these 15 cases, the status of recovery
was not reported in nine of them Synptons were
reported as resolved in one case but continuing
synptons were reported in five of these cases.

Some of the characteristics of these cases include
two out of the five cases reported synptons as
continuing but inproved. Two out of the five cases
reported |I.V. dosing and four out of five cases
reported daily doses of 40 mlligrans.

The inportant thing to renmenber is, again,
we are not really able to discern, because of the

AERS data, whether this was chronic intermttent
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use of netocl opram de or chronic continuous use of
met ocl oprani de in these cases

(Slide 36)

In fact, we found no cases in AERS that
specifically linked internmittent use of
met ocl oprani de wi th any novenent di sorders. There
are maybe several reasons for this. First, and
probably nost likely, is that AERS--the way data is
reported in AERS does not mmke the distinction
about intermttent dosing so it just wasn't clearly
described in the report.

It could be that intermttent dosing is
not comonly used or the adverse events seen with
intermttent dose are not commonly reported or that
there may be few nmovenent-di sorder-rel ated adverse
events with intermttent dosing.

(Slide 37)

So, in conclusion, nost of the reports
that we saw with continuing synptons of the adverse
event involved | ong-termtherapy of greater than 30
days with the caveat, again, that we didn't know

whether it was intermttent or continuous therapy.
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There were eight cases which reported
continuing synptons with very short-termtherapy.
There were five cases of tardive dyskinesia that
were associated with therapy of |ess than 30 days.
Concomi tant medi cati ons associ ated w th novenent
di sorders were frequently present in the cases and
there were two out of eight deaths from neuroleptic
mal i gnancy syndrone that occurred after |ess than
three days of therapy.

(Slide 38)

That's it.

DR. KI EBURTZ: Thank you

Questions or clarifications for our |ast
speaker ?

DR KIEBURTZ: Dr. Jeste.

DR JESTE: |In these cases of acute
dystonia and neurol eptic malignant syndrone, sone
of the patients have some conconitant therapy as
shown, in these cases, the side effects occur after
met ocl opr ani de t her apy.

DR. MATCHAR Right; they were tenporarily

associ ated with netocl opram de. Yes.
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DR KIEBURTZ: Dr. Porter.

DR. PORTER. Metoclopram de is not w dely
used in the U S You didn't spend a lot of tine on
the primary diagnosis. | presune that you found no
m grai ne-rel ated novenent disorders in this search

DR. MATCHAR: There were very, very few
cases that reported adverse events related to
m graine. As you saw fromthe indications, they
were nostly G 1.-related indications.

DR KIEBURTZ: Dr. Welch.

DR VELCH Were there any different
characteristics of the patients who had the T.D
after the short-term as opposed to the |ong-ternf
It is alnost |ike a biphasic popul ation response
t here.

DR. MATCHAR: No; it was a very
het er ogeneous popul ati on. There were different
presentations, different durations of therapy, so
amnot really sure whether you could say those that
experienced it earlier had similar characteristics
than those that presented after 90 days of therapy.

DR KIEBURTZ: Dr. Katz.
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DR KATZ: Just one point of clarification
which | think is true. Maybe you said it and
m ssed it, but, obviously, we focused on the
patients with continuing synptons, at least in
part. As a general matter, | think, for these
reports, and correct me if | amwong, what we
don't have which would be nice to have in terns of
i nformation about those cases is sort of the
| at ency between the onset of the event, the
nmovenent disorder, and the tinme of the report.

So it could be that an event happened on
Day 1 and the report is made on Day 2, in which
case, it mght be continuing. But if the report
had been made on Day 47, after the drug had been
di sconti nued, for exanple, it night be that they
were discontinued. So | think, as a genera
matter, we don't know this duration of continuation
of synptons because we don't know the |ink between
when the event happened or stopped and the tine of
the reporting.

There were a few cases, | think, where we

do have that but | think, in many cases, we don't.
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DR MATCHAR Right.

DR KIEBURTZ: Dr. Hughes

DR. HUGHES: You nentioned under-reporting
in the AERS dat abase, a well-known problem But
when you have an adverse event which is |abeled,
what sort of characterizes the types of adverse
events that might then be reported? W are | ooking
at a very peculiar set here.

DR. MATCHAR  Probably. There were a |ot
of reports fromlawers. | nmean, that is one.
Looki ng at other case series that | have done, it
seenmed like there were a ot of reports from
| awyers. But we |ooked at, actually, quarters of
years, the reports, and there really didn't seemto
be any change, like an increase in reporting after
cisipride came off. It seened to be fairly steady
so | amnot sure that | could say that there was
one specific thing.

DR KIEBURTZ: Good. Thank you

Questions fromthe Cormittee to the Sponsor and FDA

Now, we have tine to ask questions of the

presenters w thout nme suppressing you about themto
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be about clarifications. W have about an hour to
do that. | suggest we start principally with
questions to the sponsor and inmediately with those
i ndi vidual s who | suppressed.

| recall stopping Dr. CGoldstein when you
were asking Dr. Schapira a question about the U K
reporting database, | believe, and Dr. Lenaerts, |
stopped you in the mddle of a question, too, but I
can't renmenber the context.

DR LENAERTS: It was in the same context.

DR KIEBURTZ: Dr. Coldstein, would
you--and you can draw anyone fromthe sponsor or
fromthe FDA if you would like to themto repeat or
present material again.

DR. GOLDSTEIN: | guess what | was
actual ly asking for was clarification about the
validity and accuracy and reporting rates in the
U K. system especially now as contrasted to the
| ast presentation we had fromdata here in the
United States which is a sinmlar sort of reporting
system but the nunmbers seemto be quite different.

DR SCHAPI RA: Thank you. The U K
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reporting systemto the Commttee of the Safety of
Medi ci nes, the so-called yellowcard system is a
system by whi ch physicians send in to the CSM
docunentation of an adverse event. So it is
physician-led. It is not spontaneous in terms of
including patients. But it is spontaneous in the
sense that physicians have to send in the yell ow
card.

Those that do send in yellow cards often
get a response back fromthe CSM asking for further
clarification if all the relevant information is
not included in the original yellow formthat they
have submitted

As for a proportion of reporting to al
potential cases, of course, | can't conment on
that. | don't know the data. Cbviously, that is
not possible to obtain.

DR. GOLDSTEIN: The second part of that
question--it was sort of a two-parter--was, in
ternms of validating the conditions that are being
reported, we have this clear problemwth

categorizing a |l ot of these novenent disorders.
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There is this point of definition about how nmuch
exposure i s enough exposure to be categorized as a
given type of condition. Are these validated in
any way, or is it just based on individua
reporting.

DR. SCHAPI RA: It is predom nantly based
on physician reporting.

DR KIEBURTZ: It sounds anal ogous to what
we heard from Dr. Southworth. Dr. Bastings

DR BASTINGS: | have a comment regarding
the U K reporting system W have a fair idea of
the incidence of acute dystonic reactions with
met ocl opram de. In the Pozen study, it was 0.05
percent. | find it surprising to see that only 26
cases were reported with migraine product, if you
consi der the exposure, to have so few cases and it
suggests that there was a vast under-reporting of
t hese adverse reactions.

Do you have any conment on that?

DR SCHAPI RA: This, remenber, was the
nunber of reported cases with m graine preparations

as opposed to those with all netocl opram de
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preparations. Do you have the slide nunber from
which that is taken?

DR. BASTINGS: Yes; it is Slide 31, CC 31.

DR, SCHAPI RA:  Just | ooking at all
met ocl oprani de preparations, that is to say the
non-m grai ne ones, there were 478 of those. |
don't know how that conpares to the U. S. data.

DR. SOUTHWORTH: There were 203 uni que
dystoni a cases.

DR SCHAPIRA: In the U S data.

DR. SOUTHWORTH: Over about the early
"80's to present.

DR SCHAPIRA: So this is actually twice
the number here in the U K

DR. KIEBURTZ: COver a |longer period.

DR SCHAPI RA: Over a period of 64 to 45
So this is 40 years and the U S. data was over 35
years, | think. 1Is that right?

DR SOUTHWORTH: The earliest reports we
have are fromthe early '80's.

DR. SCHAPI RA: So about 25 years.

DR KATZ: | think the point is that we
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have a good--an estimate, anyway, fromthe Pozen
control trials of a particular adverse event
associated with the acute use of the product. It
is 0.05 percent or maybe it is 0.1 percent,
dependi ng--we have seen those nunbers vary.

DR SCHAPI RA:  Yes.

DR KATZ: But, when you |ook at, for
exanpl e, over the 40-year period in the U K, and
if you | ook at dystonia with episodic use of the
conbi nation products, which are the migraine
products, there are 26 reports. So | don't know
what the percentage of use that is, but it is
probably less than 0.1 percent.

I think that is the point fromthe
controlled trials, which are the best way to get an
estimate of these events, you see sone finite risk
It is relatively low but finite that the reporting
rate seenms to be, perhaps, orders of magnitudes
| ess than that, the point being that
under-reporting nmay be a sizeabl e--there nmay be
si zeabl e under-reporting for these events which are

known to be associated with these treatnents.
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DR SCHAPI RA: Yes; | agree entirely. It
was just the conparison between the U.S. and the
U K reporting system It seens that there isn't a
di fference between them here.

DR KIEBURTZ: Dr. Hughes, did you have a
comrent ?

DR HUGHES: A related question. | think
you nmentioned there were no cases of tardive
dyski nesi a anongst the conbination users. | think
you nentioned sonething like 100 mllion doses had
been prescribed. That was an estinate.

DR. SCHAPI RA: That was an estinmate.

DR HUGHES: But 24 cases anpbngst those on
chronic use

DR. SCHAPI RA:  Yes.

DR HUGHES: Do you have an idea of how
many doses have been prescribed for chronic use? |
amtrying to get sone sense of--

DR SCHAPI RA: Right. O course, | am
going to have to speculate on this, but the
proportion of use of metoclopramde in the U K for

m graine as a precaution for all of its other uses
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is about 20 to 25 percent of netocl opram de
prescriptions are for mgraine, approximtely. So
| suppose that one could extrapolate fromthat.

DR KIEBURTZ: Dr. Tenple

DR. TEMPLE: Just a comment on reporting
rates and spontaneous reporting systenms. W spend
endl ess hours and nonths agoni zi ng about this. It
is very clear the rates are different for different
ki nds of reactions. There is something called the
Weber curve that was derived nostly fromBritish
data that says reports of any given reaction
decline after the first three years because people
all know about it. It is in the |abel.

You can easily imagi ne that people
woul dn't report very nuch of something like a
dystonic reaction which everybody knows about. You
woul d hope that they would be nore likely to report
TD because it is not as clear that everybody knows
about it. But there is just no way to know t hese
things and it is a constant source of difficulty.

The other thing that is going on, in the

United States, in the '80s, there were nmaybe 20, 000
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reports to us a year. You probably have the
nunber. W are now up over 400,000 a year. So we
have a belief that reporting of all things is going
up. It is very inpossible to reach concl usions
that are valid, however.

DR KIEBURTZ: Dr. Jung.

DR JUNG | wll pass.

DR KIEBURTZ: Dr. Fahn

DR. FAHN. Regarding Slide 31 and then 22,
where there is no tardive dyski nesia being
reported, Slide 22, the Batenan second article
there, the Bateman 1989, the second of the Batenan
articles, fortunately, and | nust congratul ate the
sponsor because we do have the reprints of these
articles so | was |ooking at that because that came
as a big surprise where there were zero TD cases

But, actually, what this survey was is
that they wote to the physicians who prescribed
the drug Maxolon for mgraine--1 assune it is al
for mgraine--and got the responses back. But they
grouped the responses. They didn't list tardive

dyski nesia as one of the responses. They just said
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dyst oni a- dyski nesi as and they grouped all that
together. So they are listed here in your table as
12 dystonias. But a lot of them-and some of these
are older people. It is very likely that a |lot of
these were persistent dyskinesias and not just
acute dystonic reactions or sonething that this
table may inply.

So | just wanted to say that, |ooking at
this, you can't really clearly say how nmany--there
was no zero TD cases. So that was one coment.

DR SCHAPI RA:  Yes; they classified
patients as dystoni a-dyski nesia which, if you | ook
back at the first Bateman paper here, they also
used that classification and separated out from
tardi ve dyskinesia. So, in the first paper they
did, they did clearly separate dystoni a-dyski nesi a
and tardive dyskinesia. In the dystonia-dyskinesia
they noted that--1 think the dyskinesia resol ved
and nade the comment--and this is with respect to
their paper in 1985--that this was nore likely an
acute type reaction.

DR, FAHN. But the other thing on this
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table, too, in the second Bateman article, they
have 46 other events. So, perhaps, within that,
there nmight be TD. That is what | am saying. From
this paper, you can't really say there was no TD
because they specifically failed to talk about TD.
That is the problem

If I can also make a coment at this tinme.
The definitions of TD, that is another thing that
can confuse people. |If you are going to use the
definition of TD that you have to be on the drug
for 30 days or nore or three nonths, as sone
definitions have used, | amnot sure any
neur ol ogi st used that kind of definition. W
tended to | ook at tardi ve dyskinesia as persistent
dyski nesi a.

The nane tardi ve was given because it
wasn't seen until later on after the neuroleptic
drugs had been on the nmarket for a while. That is
when tardive canme on. But, with nore experience
with this, recognizing what the syndromes are, we
sort of consider, now, tardive dyskinesia really

shoul d have been properly named persi stent
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dyskinesia, neaning that it lasts |onger than 30
days.

It doesn't matter how | ong they have been
onit for. They can be on it for one day and stil
have persistent dyskinesia. To us, that is what we
now refer to as tardive dyskinesia. So we don't
give up the nane tardive dyskinesia. W use the
definition differently than what was stated here.

I just wanted to make sure the concern | would
have, as a neurol ogist, who treats tardive

dyski nesi a as neani ng persistent dyskinesia, that
these can be irreversible.

Wien | heard the comment about how
devastating migraine is, and | agree it can
be--severe pains can be very bad for people,
devastating, but so can severe akathisia including
tardi ve akathisia, | consider that equally as bad.
If you ever induce this for a drug you m ght not
have needed, then that is a concern for us that we
have to face.

DR. KIEBURTZ: | amgoing to foll ow your

comment and pursue questions with a couple of
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people. Neurologists fall into canps of novenent
di sorders and stroke and headache. | think, just
to set tone, | think everyone woul d agree that

mgraine is a serious and di sabling disorder that
needs good treatments. | don't think anyone is
debating that. And there are unnet therapeutic
needs.

I think everyone also admits, but night
not be so famliar with, that tardive syndrones,
tardi ve dyskinesia and other tardive syndrones, are
al so very disabling, much | ess common than
m grai ne. The issue before us is how to bal ance
those issues. Neither is nore inportant or |ess
important than the other. They are both very
important clinical issues. | don't think anyone is
doubting that. So | don't want to have that sort
of be on the table, that we are underval uing one or
the ot her.

Dr. Lenaerts.

DR LENAERTS: Thank you. |In the UK
experience, could Dr. Schapira possibly--1 don't

know if it is hypothetical or known
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information--the comrent on the use of
met ocl oprani de specifically in nigrainers and,
nanely, the frequency of use as that may factor in
the relatively |l ow reports of adverse events in
m grai ners as conpared to the U S. experience.

DR. SCHAPI RA: Thank you. Well, as
menti oned, the conbination of netocl opram de and
anal gesics is the second step in the
U. K. -recommended gui del i nes for the managenent of
acute mgraine. The estimate of prescriptions of
conbi nations, of the two combi nations currently
mar ket ed, is approxi mately 200,000 per annum It
is estimated that about 95,000 patients are taking
these products each year

DR. LENAERTS: How does that do--in terns
of frequency of use per patient because that would
be really the relevant issue there.

DR. SCHAPI RA: O course, that is
undoubtedly going to vary fromone patient to
anot her dependi ng upon the severity of response,
frequency of attacks, et cetera. The sort of

bottomline figure, if you like, that we have is 85
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doses per annum But, between that, there is going
to be a substantial range.

For instance, one has patients who wll
take two doses at the onset of an attack and have a
good effect fromthat. Another proportion of
patients will need to take two doses separated by
four hours.

But what | don't have is the data to tell
you what proportion take just one dose at the
begi nning, two doses, et cetera. | don't have the
data and don't think it is available to tell ne how
many mgraine attacks they are treating per year.
I can only give you that bottomline of about 85
per person per annum

DR. KIEBURTZ: Dr. \Welch?

DR VELCH Do you have any comment on any
di fference in preval ence of mnedication overuse
between Britain and the United States?

DR SCHAPIRA: | think |I should pass that
to one of ny U S. migraine experts because | think
they will probably know nore about that in ternms of

the preval ence of nedication overuse.

file:///C|/Dummy/0804peri.txt (174 of 310) [8/12/05 10:21:08 AM]



file:///C)/Dummy/0804peri.txt

175

DR KIEBURTZ: |If you haven't spoken
before, just please introduce yourself for the
record.

DR SAPER M nane is Joel Saper. | ama
neur ol ogi st specializing in headache and Director
of the M chigan Head Pain and Neur ol ogi cal
Institute in Ann Arbor. Dr. Welch, could you--I
got part of that question. | didn't hear the whole
quest i on.

DR VELCH What is the preval ence of
medi cation overuse in the U K and what is the
preval ence of medication overuse in the United
States?

DR SAPER | amnot sure that | can
answer the question with specific statistics.
think Dr. Silberstein showed a slide, was it 1 to 2
percent, Steve, on the nedication overuse in the
United States?

DR SILBERSTEIN. The data is
extraordinarily linmted. The two studies | know
of , popul ati on-based studies, in nmedication overuse

headache, Ann Scher's study done in this region
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What Ann and Richard Lipton showed is about 4
percent of the popul ation have chronic daily
headache. In the clinic, it is estimted that nost
of the patients we see with daily headache overuse
nmedi cation, what Ann and Richard estimated in the
popul ation is about 30 percent.

I don't know of any good estimates in
Geat Britain. | do know that, in other parts of
the world where the probl em has been studied, all
wor | dwi de estimates of chronic daily headache are
about 4 percent and half are mgraine, and of those
patients, about 30 to 40 percent in
popul ati on-based studi es.

Anecdot al experience from Peter CGoadsby in
Nati onal Hospital in Queens Square suggests that is
clinic-based population is about the sane as here.

M ke, do you know of any popul ati on-based
estimates? Anyone?

DR SCHAPIRA: No. So, in other words, we
don't know whet her the medi cation overuse is |ess
in the United Kingdomthan here and we are being

given data on the adverse events in Britain.
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DR SAPER If | may just finish the point
I wished to nake when | asked Dr. Silberstein for a
clarification, I do knowthis. In our system in
the United States, nedication overuse is a
significant problemof the referral base that is

referred to us, perhaps 60 to 70 percent of

referrals to a tertiary quadrinary will have that
probl em

In the UK, | do not know for other than
opioids. In opioids, which is the dom nant overuse

inthis country, in ny referral base, which is very
large. In the UK , opioid use is much nore
limted. So, to the extent that we can conpare

opi oid overuse in the United States to that in the
U K., there would be much nore overuse in the
United States, but specifically targeting the
opi oi ds.

DR. VELCH Do you think that speaks to
the difference in physician practice in the United
Ki ngdom -in other words, major prinary-care control
of the prescriptions in the United Ki ngdom as

opposed to the United States?
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DR SAPER  There is, | think, a
difference in prescribing habits, Dr. Welch. |
think, in the United States, opioids, particularly
in the last ten years, are being nuch nore
aggressively prescribed for non-cancer pain than
they were prescribed ten or fifteen years ago.

In the U K, fromny understanding and
talking to coll eagues, the opioids are restricted
much nmore so for non-cancer pain.

DR KIEBURTZ: Dr. Hughes, you had a
quest i on.

DR HUGHES: Sort of two rel ated
questions. Going back to the Regl an warni ng | abe
and the comrent in that |abel about risk of TD
being increased after relatively brief treatnent
periods at | ow doses, is there data avail able that
i s underpinning that particular comrent?

DR BASTINGS: W don't know what that was
based on. W did not wite that label. It is a
di fferent division and we don't have that
i nformation.

DR KIEBURTZ: | amnot sure it is
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data-driven but, even in the comments you saw in
the Pozen briefing booklet, | believe, anongst
movenent - di sorder neurol ogi sts, there is the
i npression that even one dose of exposure can
possi bly cause tardi ve syndrones.

To answer your question, | amnot famliar
with data to address the question but the | abel may
have incorporated clinical acumen or anecdote as
part of the | abel

DR HUGHES: | guess the rel ated question
was the open-|abel safety study that you have
conducted, | was wondering if there were
eligibility restrictions or the
treat ment - managenent approach within that study was
conservative to try and avoid risk of novenent
di sorders.

DR. ALEXANDER: Thank you. This study we
call 302 enrolled 1,006 subjects. They were
enrolled on the basis of having a history of
m graine. But there were no restrictions on
previ ous presence of novenent disorders or any

persi stent neurol ogist deficits. W had not, at
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the tinme of that study being initiated, anticipated
that this would be an issue in the devel opment and
so there were no particul ar requirenents

DR HUGHES: And there weren't any
particular requirenments in terns of nanagenent of
patients?

DR ALEXANDER: Well, no. This was 54
centers, | believe, headache centers in the U S
generally, and patients were instructed to take one
dose of MI100--this was open | abel --one dose for
the treatnent of noderate to severe headache
There was no second use of MI100 as rescue
medi cation, for exanple.

It was a safety study. Subjects were
asked to record adverse events after taking doses
within 24 hours and then, when they came back to
clinic, at 3-nmonth intervals.

DR. HUGHES: But these patients were
taking it on a chronic intermttent basis.

DR ALEXANDER: Well, | would call it--1
woul d l'ike to make the distinction that we are

tal ki ng about episodic or PRN use because chronic
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intermttent could also include the psychiatric use
of neuroleptics in the treatnment of schi zophrenia,
for exanple.

One thing | would point out is that the
epi sodic three-tines-a-nonth use is probably very
different than chronic intermttent
time-on/tinme-off of a neuroleptic used in the
treatment of psychiatric conditions. These were
PRN intermttent. As Dr. Schapira has shown, the
aver age nunber of doses per nonth was 4 and the
medi an nunber of doses that each subject took over
the 12-nonth period was 22.

DR HUGHES: So woul d you characterize the
study as mim cking what m ght occur in clinica
practice?

DR ALEXANDER: Yes; exactly. It was a
clinical-practice type study, a real-world study,
just looking at the adverse-event collection over
the time enroll ed.

DR KIEBURTZ: Dr. Katz, you had a
question?

DR KATZ: No; he answered ny question
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DR KIEBURTZ: Dr. Jeste.

DR. JESTE: Do you have a theory why
met ocl oprani de woul d work better in people without
nausea?

DR. ALEXANDER: Thank you, Dr. Jeste. W
bel i eve, and we have phase 1 data to show, that the
addi ti on of netoclopram de to naproxen sodi um wi ||
enhance the absorption of naproxen through
accelerating the--well, it brings the T-nax cl oser
to the time of dose. W have phase 1 studies
showi ng that the T-nmax for naproxen is decreased by
about 30 mi nutes, on average.

That is Slide 25

(Sl'ide EB--25)

Just to illustrate this point further, is
that, in the phase 1 studies, when we gave naproxen
sodi um 500 milligrans wi thout netoclopram de, the
T-max was 72 minutes. W added, first, 8
mlligrans of metoclopranide and the T-nmax dropped
to 57. Wth 16 mlligrans, which is the dose in
Mr100, the T-max was 44. So | think I am answering

your question about why it speeds the absorption
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because it enpties the stomach. Naproxen is only
absorbed in small bowel as are all the other
NSAI Ds.

DR JESTE: So you think it would work
differently in people without versus with nausea?

DR. ALEXANDER: | have no data for sure.
The theory, just to answer that, is that when
nausea is present, there is probably nore gastric
stasis, and 16 mlligrams of metocl oprani de cannot
overcone the gastric stasis present.

There al so may be--there is a theory that
dopani ne has effects in mgraine and maybe the
dopani ne has an effect to increase nausea

DR KIEBURTZ: Dr. Sacco is next.

DR. SACCO | had a question regarding
adverse experiences for sonmeone fromthe conpany to
maybe comment. Looking at the FDA briefing
docunent, in the clinical review section, FDA
Clinical Review, there is an overview that puts
together all the adverse experiences. | would |ike
someone to just comment for me, as a stroke

neur ol ogi st, not a novenent-di sorder neurol ogi st,
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how best to be sure that the increased frequencies
of restlessness and feeling jittery that are noted
with MI100 and Mr100 two tablets versus sonme of the
ot her groups wouldn't be possibly fornme fruste or
partial TD-rel ated synptons.

This is on Page 103 of 128 in the FDA
docunent .

DR, KI EBURTZ: Your docunment may nhot be
entirely the same as theirs. But | amnot sure.
bel i eve they woul d know the table.

DR. KATZ: Could you just repeat which
page, whi ch docunent.

DR SACCO  The document | have, which is
under a section called FDA dinical Review, it is
Page 103 of 128 in the section, | guess, docunent
dated--Table 64. | have a table nunber. | guess
my question just is, again, getting back to that
original slide where | asked the clarification,
akat hisia, restlessness, is possibly a form of
tardi ve dyskinesia. Being, again, a stroke
neurol ogist, | amjust trying to understand and be

sure that the restlessness and feeling jittery
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issues that are listed in that table that are
increased--1 see 13 in the MI100 group and then,
actually, 12 or 4 percent in the MIrl100 two tablets
group, and | see feeling jittery, 13 and 4, also
t here.

I amjust trying to get a better handl e,
maybe, fromthe conpany what some of those adverse
experiences were all about.

DR. ALEXANDER: Thank you, Dr. Sacco. |
am | ooki ng at Table 64, that the data across al
the treatnent--each treatnent arm | woul d point
out that, if you |l ook at restlessness with Mri00,
there were 2400 subjects who were exposed to a
singl e dose. There were 13 cases of restl essness
there, less than 1 percent.

That was the same percentage relative to
the restl essness in naproxen sodi um
met ocl oprani de, sumatriptan and placebo. Al were
| ess than 1 percent. You have pointed out that
there is a 4 percent incidence of restlessness with
the two-tabl et dose of MI100. There were 313

subj ects who received the two-tabl et dose.

file:///C|/Dummy/0804peri.txt (185 of 310) [8/12/05 10:21:08 AM]



file:///C)/Dummy/0804peri.txt

186

Pozen has not, did not, submit the NDA
asking for approval of a two-tablet dose of MIr100.
So, therefore, the 4 percent higher rate of
restl essness may not be rel evant to our discussions
t oday.

But | would want to say that these were
acute events that were seen and they did resol ve.
The question of restlessness with the use of MI100
coul d, perhaps, be |ooked at in the 302 dat abase
just to put this in perspective.

Let nme have, please, Slide No. 19.

(Slide SA-19)

This is the study, the large study,
repeat - dose study, that we have spoken about. |
just think it might be beneficial to the commttee
to see that the nost conmon event in these 1,006
subj ects was sommol ence, dizzi ness, 7 percent.
Rest | essness, overall, was 2 percent. Again, these
are 23,000 single doses of MI100 being treated,
bei ng used by these 1,006 patients.

Anxi ety is 4 percent and nervousness, 1

percent. Fatigue is alittle nore common.

file:///C|/Dummy/0804peri.txt (186 of 310) [8/12/05 10:21:08 AM]



file:///C)/Dummy/0804peri.txt

187

Per haps, that would help put this in context.

DR, KIEBURTZ: Thanks. Actually, Dr.
Templ e and Katz, but we are keeping a |ist.

DR TEMPLE: | amstill curious about the
theory of why the people with no nausea night
benefit. You might even think that, if they have
del ayed absorption, they woul d benefit nore--you
mght. | guess | couldn't understand what the
theoretical basis for expecting a benefit on the

sust ai ned response and not on the acute response

woul d be. If you shortened T-max, it would seem
more likely to do the opposite, | would have
t hought .

That is a question to the people who put
forth the theory, not to the comittee.

DR ALEXANDER: |'msorry. | thought you
were posing that to committee. | think the
question woul d be what happens when migraine is
effectively treated by an anal gesic agent. W
don't know the effective plasna dose of naproxen
that will start the process of analgesia. | don't

t hi nk we know t hat.
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So we, in theory, if we can bring the tine
of obtaining whatever that is closer to dosing and
start the process of anal gesia and the effect on
neur ovascul ar | eakage or whatever it is that is
causing the nigraine pain, then we can effect,
perhaps, a snaller two-hour inprovenment. But that
i mprovenent then goes on after two hours to 24, and
we see less relapse. W see | ess need for
renmedi cati on and the pain response, as neasured by
sust ai ned pain response, nay be there.

That is just a theory. But, certainly,
the quicker you treat the pain, perhaps the better
it will be at 24 hours.

DR TEMPLE: Plausible. But it doesn't
treat it quicker. | nean, that is what the results
show.

DR ALEXANDER:  Renenber | showed the SPID
data. SPID data is used in the anal gesic division
as the nost sensitive tool we have to neasure the
duration, the onset, the anount of pain relief.

And we showed, in both studies, that, by two hours,

MIr100 was statistically significantly better than
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napr oxen sodi um usi ng SPI D scores.

So | would just say we have data that
makes it effective. Let's have Slide 83.

(Sl'ide EB-83)

Just to answer this. The SPID scores in
Study 301. The pink line at the top is MI100. The
blue Iine is naproxen sodium The green line is
met ocl oprani de. At one hour, MrI100 is
significantly better than metocl opram de. At
one- and-a-hal f hours, naproxen sodiumis better
than nmetocl opram de. At two hours, MI100 is
significantly better than naproxen sodi um p-val ue
0. 044.

The sane thing was seen in 304. The next
slide would be, | think, 84.

(Sl'ide EB-84)

Importantly, in 304, this effect was seen
and one-and-a-half hours. By, by one-and-a-half
hours after dosing, you have separation of these
two treatnents.

DR. KIEBURTZ: Dr. Welch.

DR VELCH | would like to pursue the
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sanme issues that Dr. Tenple is discussing. There
may be ot her explanations other than just sinply
absorption fromthe gut. Wen you | ook at the PET
studies or MR studies, you find that basal ganglia
and a whol e network of systens are activated during
an acute mgraine attack. It could be that it is
interfering with that at sonme stage or other

But | would really like you to address the
issue of the tine fromthe onset of the mgraine
attack to treatnment as another possible
expl anation. Nausea is very variable. Sonetines
it comes on in the mddle of the attack and often
is associated with the severity of the pain or
severity of the attack.

Could it be, can you reassure us, in
making this differentiation of a 10 percent
di fference between nausea and non-nausea and you
don't have a population that treated itself at a
different tinme, and if, for exanple, the group
wi t hout nausea treated themselves earlier than the
group wi th nausea, then you m ght expect a

differential benefit because you are interfering
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earlier with the cascade of events involved in the
mgraine attack. So there is another possible
expl anation that may have nothi ng what soever to do
with absorption fromthe gut.

DR KIEBURTZ: Let ne just, to clarify,
your question is is there evidence regarding the
time that has passed between the onset of headache
and the self taking of the nedication in those who
report nausea versus those who don't as a possible
potential explanation

DR VELCH  Correct.

DR. KIEBURTZ: Could you address that
specifically? Do you have that?

DR ALEXANDER: First of all, Dr. Wlch, |
don't have data to answer your question. W did
not measure the time fromonset to treatnment in
these studies. | think you are referring to early
treatment nodalities and perhaps treating when the
pain is mld or noderate before nausea may devel op
in a subject. W just don't have data to support
t hat .

DR VELCH It is not necessarily mld.
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It is the duration--it is the time when you treat
it first.

DR. KIEBURTZ: Thank you. Dr. Jung.

DR. JUNG Can we go back to Table 19.

DR. ALEXANDER: That is the overall safety
data from 302?

DR. JUNG Can you tell me what the
difference is between restl essness, anxiety and
nervousness? WAs there a specific way of
differentiating for the patients or for the
provi ders who subnmitted the reports?

DR. ALEXANDER: No; there wasn't. These
were characterization of the adverse-event reports
by the investigators who recorded the data in the
case-report form

DR KIEBURTZ: Are those WHO ART coded?
Are these verbatin? Does anybody know?

DR. ALEXANDER: They do get coded through
the WHO ART system or CoStart system-Il'msorry;
the MedDRA system

DR. KIEBURTZ: So these are MedDRA roll-up

terns?
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DR ALEXANDER:  Yes.

DR KIEBURTZ: So that means that these
are terms, the text was coded into these terns. To
be sure, you would have--this is not the actua
verbatim correct?

DR. ALEXANDER: Well, it may be. | would
have to | ook- -

DR KIEBURTZ: It nmay or may not be.

DR ALEXANDER: | woul d have to | ook at
the MedDRA Coding CGuidelines to see if these are
verbatim But there are sone terns that, as you
say, do get coded to sonething el se

DR JUNG Does that nmean that there is
clarity between the difference between anxiety,
nervousness--there isn't?

DR. ALEXANDER:  No.

DR. JUNG So if you take restlessness,
anxi ety and nervousness and added all that up in
terns of adverse events, wouldn't that be pretty
close to the primary 108 that was reported
somol ence? |f you have restl essness, anxiety and

nervousness, that is 50, 60--
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DR ALEXANDER: It is a percent. If you
| ook at the bottom of that columm, 78 percent of
these subjects who were treated for up to a year,
at sone tinme or another, reported sonme adverse
event. | don't think it is uncomon to have 78
percent of the subjects reporting sonething over
the course of a 12-nonth study.

DR. JUNG | had a second question

DR. KI EBURTZ: Please, go ahead.

DR JUNG Not related to the slide
Goi ng back to Dr. Fahn's conments earlier about the
significance of movement disorders on quality of
life, do we have--this is for the FDA staff--do we
have any data that |ooks at the incidence of other
adverse effects associated with other treatments
for mgraines, so, for exanple, cardiovascul ar side
effects, G1. side effects, just for conparison?

DR. KATZ: The rates of things |ike chest
di sconfort and stuff can be read in the | abeling
for all these drugs. They are not inconsiderable.
There is a fair rate in those things. But | don't

think we have themon the top of our head at the
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monent. Anybody with a Bl ackberry can probably
find it.

DR. JUNG | guess my point was that, if
we are trying to decide whether or not this drug is
worthwhile, it would be reasonable to conpare that.

DR KIEBURTZ: Dr. Porter?

DR PORTER. Back to Dr. Schapira. On
your conbi nati ons on netocl opram de and anal gesi cs
marketed in the U K and the 95 000 patients per
year that receive these doses which are tw ce that
of the MI dose, the question arises whichis in a
simlar vein to what other people have asked. On
the dystonia oculogyric crisis, for exanple, or
extrapyram dal di sorders not specified, what is the
possibility that a substantial nunber of those, or
even sonme of those, could be tardive dyskinesias
and not just properly classified. That would nmake
a big difference, | think, in our interpretation of
this rather inpressive database if we thought that
that was possible.

DR. SCHAPI RA: The identification of

dystonia or oculogyric crisis is a phenonenon
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associated with the acute, generally speaking,
exposure to a neuroleptic specifically, in this
context, netoclopram de. Therefore, they are,
bel i eve, nore easily distinguished in terns of an
acute dystonic episode fromtardive dyskinesia.

Al so, acute oculogyric crises or acute
dystoni a, upon exposure, which may, for instance,
occur with the first dose ever of netocl opranmi de,
resol ves spontaneously and | think can be nore
easily, or relatively easily, distinguished from
tardi ve dyski nesia which, generally speaking,
involves a different type of mnovenent.

Stan has already--1'"msorry; Dr. Fahn has
already alluded to the issue of persistent
dyski nesi as as opposed to tardive dyskinesi as.
woul d nmake a distinction between those persistent,
brackets, tardive, brackets, dyskinesias and the
sort of acute ocul ogyric, acute dystonic, reactions
that we see with metocl oprani de.

DR PORTER So you don't think that these
dystoni a extrapyram dal disorders dyskinesia were

persistent in the sane way that tardive dyskinesia
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m ght be persistent.

DR. SCHAPI RA:  Well, 1 can only specul ate,
of course, because | don't have the original case
reports in front of ne. But, as these have cone
from nedi cal practitioners, | would hope that at
| east the great majority of them the vast majority
of them would relate specifically to an acute
dystonic reaction. Oherw se, they would have
been, | would hope, classified as sonething el se.

DR PORTER. They had at |east the option
to check a box that was tardi ve dyski nesia?

DR. SCHAPI RA: They wouldn't, | believe,
have a box to check. They would have a space to
i ncl ude what they thought.

DR. PORTER: Ckay. Thank you very mnuch.

DR KIEBURTZ: Can | have four nore people
| have no ny list. Those are Drs. Col dstein,

Jeste, Sacco and Katz and | have a coupl e of
questions. So if we get through those, then we can
do nore.

DR. GOLDSTEIN: First, just a few

questions for clarification just for ne, | guess.
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The data that you showed very quickly about the
difference in time in rate of onset, | guess, for
the three treatments that were just shown, the
statistics for that. | know there is this whole
debat e about what is the right statistics to use
but, in that particular graph, you were show ng
repeated neasures over tine. | was wanting to know
whet her those were just uncorrected pairw se
statistical conparisons or whether that was
anal ysis of variance with repeated neasures and
t hen post hoc tests.

DR. ALEXANDER: Dr. Coldstein, are you
speaki ng of the SPID scores?

DR. GOLDSTEI N:  Yes.

DR. ALEXANDER: Could we have the SPID
score net hodol ogy? Just cone on over, Susan
Susan Spruill is the Senior Director of
Bi ostatistics at Pozen.

DR SPRUI LL: The answer to your question
is that it was an analysis of variance for each
time point and it was not corrected for nultiple

time points.
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DR GOLDSTEIN: So it wasn't corrected
kay. The second question is, again, just a
general question about the trials that were done.
You guys nust have neasured or recorded concomitant
medi cations. Many patients with mgraine are al so
on prophylactic therapy as well as this rescue
therapy. This is basically a rescue therapy.

Were there differences in what types of
ot her nedications these patients were on?

DR ALEXANDER  There were excl usion
criteria if patients had changed their prophylactic
medi cation within several weeks to a nonth of
enrollment. W did not exclude patients that were
on prophyl actic medi cati ons or anti-depressants,
anything that was used for the routine nmedica
treatment. There was no stratification of the
random zati on by use of prophylactic nedications.

DR. GOLDSTEIN: Thanks. The third
technical question is, again, related to this whole
i ssue of absorption. The preparation that you are
| ooki ng at here has the naproxen that is sort of

like buried inside this sort of shell. |Is there a
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difference in the bioavailability of the naproxen
alone in that preparation? You said you used that
in the controls also in the studies. |Is there a
difference in bioavailability of that conpared to
the usual preparation of naproxen if you woul d get
it wthin that particular formulation?

DR ALEXANDER: | amreally not qualified
to answer that with data. M inpression is that
there is no difference.

DR PORTER. The point, | guess, is that
what you are hypothesizing is that the
met ocl oprani de is inproving the absorption of the
naproxen in this particul ar preparation because
that is the conparison you have. But you don't
know that, if you didn't have it in this particul ar
preparation, that there would or would not be a
di fference.

DR. ALEXANDER: No; we used the sane
bl i nded study nedi cati on that was naproxen in the
core with a placebo around it in these studies that
were conducted. So | would answer to say that it

seens that we have controlled for everything except
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t he net ocl opram de conponent.

DR KIEBURTZ: Let me just restate it. |
think your question is, in the naproxen al one, how
does that conpare to a standard naproxen
preparation.

DR. GOLDSTEIN: Exactly.

DR KIEBURTZ: Does the fornulation here
sonmehow del ay the naproxen so that the
met ocl oprani de then just speeds it back to nornal ?

DR GOLDSTEIN: That is exactly right.

DR. ALEXANDER: Let ne clarify. These two
are bi oequivalent as far as the naproxen conponent.
I was not familiar with the study.

DR KIEBURTZ: Dr. Jeste.

DR. JESTE: If people with nausea respond
differently to nmetocl opranmi de, that people without
nausea have greater therapeutic benefit, it is also
possi bl e that they may have differential response
in terms of side effects. They mi ght have nore
side effects or less side effects than people with
nausea.

Do you have any evidence for that?
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DR ALEXANDER: That is one of the things
that we | ooked at very quickly after seeing this
efficacy difference was to see if there was any
apparent difference in adverse events. There are
none. Again, these were prespecified analysis for
t he endpoi nt subgroups so we went back and | ooked
at the adverse events. There is no difference
bet ween the two subgroups as far as adverse events.

DR. SACCO It is a question for, | think
Dr. Schapira naybe to comrent on. W heard from
Dr. Matchar about this unnet need, about the nunber
of people suffering with nmigraine, the disability,
and how this drug coul d, perhaps, be an unnet need.

One of your slides tal ks about the fact
that this is available in the U K and sonme of your
nunbers have been 95,000 patients possibly treated.
I guess what | amtrying to get an understandi ng of
isinthe UK , using the UK as an exanple, the
sponsor provided in their docunent, Appendix 3,
whi ch tal ks about prescription use in migraine
patients.

If anything, at least fromny
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interpretation of this table, the mgraine
anti-enetic conbinations, of which the main one is
this kind of drug out there, is dropping kind of
precipitously from Novenber, 1999, about 112,000 to
79,000 in Novenber of 2003.

When you | ook at the overall proportion of
m grai ne sufferers again estinmated in these tabl es,
it isalittle |ower and dropping, so, just again,
a feel for, if we use the U K as an experience
where this drug was avail abl e, we recogni ze the
unnet needs that perhaps are possible in the U S.
can you comment on why this seens to be dropping
off as a mgraine type of drug.

DR SCHAPIRA: Yes. | think that the
gui del i nes that have incorporated the use of these
conbi nations into the acute treatnment of migraine
is in response to a need to rationalize the acute
treatment of m graine.

First of all, | think many patients with
m grai ne never even go to a doctor. They just
treat a headache, thenselves. Those that do go to

a doctor, | think are recommended to begin an
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anal gesic just to see if they have tried that and,
if they have and have not responded, then there is
a pressure, if you like, fromthe guidelines, the
Headache Society in the UK , et cetera, to try and
build the patient's future managenent on an
appropriate logical step which is, if you like,
tailored to the patient because | think a
significant proportion of patients are being taken
fromsinple analgesic to triptan without this step
in between.

I think, to sonme extent, this is a
response to the introduction and marketing of
triptans in the U K Wat we have tried to do is
to actually insert this internediate step between
those two.

DR, KI EBURTZ: \Which one of you two--you
had your hand up before, or would you like Dr.
Bast i ngs- -

DR KATZ: Eric has, | think, an
interesting question but | just have a few naybe
sort of random thoughts. The side-effect profile

or incidences that were shown for Study 302, that
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is open-label data. It is hard, really, to
under st and exactly what those nunbers nean. There
is no concurrent control group

I don't know. | didn't really understand
Dr. Al exander's answer when he said, well, you add
themall up, you get 78 percent of people reported
sone sort of an adverse event, therefore, it is not
unexpect ed.

I think Dr. Jung's point is a very good
one. W are well fanmiliar with the distinction
bet ween | unpers and splitters when adverse events
are recorded and reported. O course, it is hard
to do know what to nmake of the specific point here
about adding up all these things because we have no
i dea, really, what those terns represent, which is
a point, | think, that has been nade.

But, certainly, of course, it is possible
that the restl essness, anxiety, nervousness,
sl eepl essness, whatever these things are, it is
possi ble that they are all akathisia or sone
extrapyram dal synptom It is hard to know, but |

think the point is a very good one that,
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generically, these sorts of events are notoriously
poorly reported, not in this application
specifically, but across applications, and poorly
translated fromverbatimreports to MedDRA or
CoStart.

So that is something to watch out for. It
is true individually they are | ess than what--but,
even if you look individually, they are all |ess
than 1 percent nore or less across all the groups.
But, 0.9 percent is different, perhaps, then 0.2
percent. But if you just list themall as |ess
than 1 percent, they all |ook the sane.

So that is just something to keep in mnd.
Again, it is hard to know what to make of it
specifically in this case

The only other thing | want to say is
there has been a | ot of discussion about the
rationale of why it should be true that it works in
peopl e who don't have nausea at baseline. Anything
is going to be sonebody's interesting theory. It
is inpossible to really know what the rationale

woul d be.
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It would be nice to know what the
rationale was to sort of have a real solid
wel | -accepted rationale in hand because | do think,
as Dr. Tenple said, that this was probably an
unexpected finding. It was probably expected to
work better in people who had nausea at baseli ne.
There is going to be a retrospective expl anati on,
but we are nostly concerned about whether or not it
is areal effect and, as one of our questions asks,
whether or not it is an appropriate, well-defined
popul ati on.

So just sort of generically, | think we
are probably | ess concerned with the rationale for
it than is it real and is it a population that we
can reliably identify so that we can wite
| abel i ng.

DR KIEBURTZ: Wy isn't as inportant as

Dr. Basti ngs.
DR BASTINGS: It is a question to Dr.
Schapi ra regardi ng these conbi nati ons available in

UK Is there any evidence fromcontrolled studies
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t hat netocl opram de provides any contribution to
efficacy for these preparations?

DR. SCHAPI RA: Thank you. | have not
actual ly | ooked at and don't have access to the
original data on Paramax or M graMax. But | think
that Dr. Al exander may have in order to answer your
questi on.

DR. ALEXANDER: Your question is whether
or not there is data that this conbination would be
effective in mgraine.

DR. BASTI NGS: No.

DR. KIEBURTZ: Let me restate the question
and nake sure | understand it. The question of the
addi tion of metoclopranmide to the other anal gesic
I'i ke what we have been going around about today, in
a factorial kind of design, what is the evidence of
the additional benefit of netoclopramde to the
under | yi ng anal gesi c.

Did | understand your question correctly,
Dr. Bastings?

DR. BASTI NGS:  Yes.

DR ALEXANDER: There are limted studies.
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One study | will showis twenty years old. That is
this slide here.

(Slide EB12)

It is a study by Tfelt-Hansen | ooking at
the preparation M gravess which Dr. Schapira noted
was aspirin plus metoclopranmide. This was a
factorial study |ooking at M gravess, aspirin and
met ocl oprani de, versus aspirin al one versus
pl acebo.

You can see that this is a nodest
i mprovenent of only 2 percent for a two-hour pain
response rate in that study. A good snall nunber
of subjects, basically 118 subjects, treating three
m grai ne attacks.

There have been a nunber of conparative
studi es between these conbi nations and even with
triptans that have shown general ly equival ent
results in the treatnent of m graine.

DR KIEBURTZ: Thank you.

DR SMTH | want a little clarification
on the estimated risk of the TDwth the

intermttent use because Dr. Bastings nentioned, in
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his talk, that there was an estimate of 380 cases
per mllion persons per year and then, in the FDA
review, there was an estimte quoted fromthe NDA
of 20 per mllion

I am wondering what is the estimate that
the conpany has and what is the basis for their
estinate.

DR. ALEXANDER: Thank you for that
question because it needs clarification. Back in
2004, when Pozen was preparing for the nmeeting with
the FDA, the type A neeting, the critical-path
meeting that you heard about, we were | ooking at
the figure of 1 percent as the figure that was
given to us in the not-approvable letter as being
the upper limt of possibility. But is still a
figure of 1 percent.

That certainly is significant when you
consi der tardive dyskinesia. So we undertook to
try to estinmate how nuch | ower the risk m ght
actually be. W |ooked at spontaneously reported
cases in the databases available. You have seen

the 87 cases or the 40 cases fromthe Shaffer
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article.

W al so | ooked at estimates of
prescriptions or usage over a year's period of tine
and applied a multiplier for the spontaneous
reported rate of, say, 1 percent. |If only 1
percent of all incident cases are reported, what
would the risk be? It is a conservative estinate.

In that way, we calculated the risk could
be as high as 0.002 percent or sonething |ike that,
just to make the distinction that it is nmuch |ess
than 1 percent. That has gotten carried over into
this discussion today and | just want to point out
that it is based on estinmates or assunptions. The
better data are the actual -use data that Dr.
Schapi ra has shown with the use of metocl opram de,
we think, in mgraine in a large population in the
U K .

DR. SMTH Let me just make sure
understand. You are basing the estimtes, these
| ower estinmates, on reporting rates to
adverse-events reporting systens in the U K and

US. ? Is that correct?
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DR ALEXANDER: Let ne just specifically
address the 0.038 percent risk that Dr. Bastings
more recently used in this. That is based on an
estimate of a risk that was the npbst conservative
that we could cone up with based on the data.

DR. SMTH Okay. Thank you

DR KIEBURTZ: | think we will talk about
that some nore, too, when we address the specific
questions. | want to ask one question and then we
are going to have to close, and this mght go to
Dr. Jinnah, if he is still here, or, if you don't
know t he answer.

| believe Dr. Jung brought this up in
part. In stimulant-induced sterotopy or nodels of
tardi ve dyskinesia, are there animal nodels, and
this was alluded to in at | east one presentation,
as to whether single or a few doses, or
intermttent doses, could induce tardive
dyski nesias in aninmal nodels as opposed to chronic
use. Can you speak to this?

DR. JINNAH. | can. | amfamliar with

that literature. It is going to be difficult to
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translate that literature which is nostly derived
fromrodents to humans because the types of drugs
and the temporal course of drug delivery in rodents
to create these novenents that are | abeled as
anal ogous to TD are quite different.

So whet her or not we should be even
calling it TDis at question. So | amnot sure
that answering the question is going to help.

DR. KIEBURTZ: Could you answer it anyway?

DR JI NNAH  Sure.

DR KIEBURTZ: Here is ny question. |
understand there are aninmal nodels. And
understand that animal nodels don't represent the
human di sease. But | think it would be useful to
know whet her or not tardive dyskinesia--or those
nmovenment s have been induced with intermttent or
few exposures are they are required to have chronic
exposures for themto devel op in nodels.

It doesn't necessarily, therefore, nean
that the hunman experience follows that.

DR. JINNAH: Correct.

DR KIEBURTZ: Let nme put it a different
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way. M understanding is those nodels indicate
that intermttent or few exposures can induce those
changes and reduce the threshold for
stimul ant-i nduced stereotopies. Am| wong?

DR, JINNAH. No. That's correct. Either
chronic or intermttent admnistration, as few as
just one or two doses of the drugs, can induce
these nmovenments that are called tardive dyskinesia.
I should temper that statenent with the observation
that Reserpine is one of those drugs and Reserpine
does not cause tardive dyskinesia in humans, to ny
know edge.

So what the nmovements are, | think, is
still really a key part of that answer.

DR. KIEBURTZ: So the specificity and the
meani ng of these nodels is unclear.

DR JINNAH | think that is true. But,
perhaps, Dr. Jeste can conmment on the issue of
using neuroleptics intermttently in psychiatry
because there is some data showi ng that drug
hol i days of neuroleptics and intermttent use of

neurol eptics in human patients does, in fact,

file:///C|/Dummy/0804peri.txt (214 of 310) [8/12/05 10:21:09 AM]



file:///C)/Dummy/0804peri.txt

215
increase the risk of tardive dyskinesia.

But, again, it is not PRN or internittent
use as we have been talking about. It is nore
chronic for weeks, nonths, naybe years with a
hol i day and then chronic again. So it is alittle
bit different but the sane idea.

DR JESTE: That actually applies to
peopl e wi th schi zophrenia or other psychiatric
di sorders when you do long-termtreatnent. People
who get the treatnment intermttently seemto be a
hi gh risk of devel oping tardive dyskinesia. The
theory is that has sonething to do with kindling,
that if you adm ni ster sonething continuously,
there is devel opnent of tolerance where it is
intermediate. Intermttent admnistration may |ead
to kindling and increase the risk of TD

DR KIEBURTZ: Thank you

We are going to stop the discussion period
at this point. Just to reiterate, to the point of
bei ng boring, not to continue any di scussi ons of
the presentations not in the public forum

W will start with the Open Public Hearing
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next. Al registered Open Public Hearing speakers,
pl ease register at the Registration Desk. 1
o'clock is when we will start again.

Let me just thank all the participants
fromthe sponsor, fromthe FDA and fromthe
committee for bearing with the way we ran things.

We are adjourned until 1:00.

(Whereupon, at 12:00 p.m, the proceedi ngs

were recessed to be resuned at 1:00 p.m)
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AFTERNOON PROCEEDI NGS
(1:00 p.m)
Open Public Hearing

DR KIEBURTZ: The first part of the
afternoon is the Open Public Hearing. | have a
statement to read here.

Both the Food and Drug Admi nistration and
the public believe in a transparent process for
i nformati on gathering and deci sion making. To
i nsure such transparency at the Qpen Public Hearing
session of the Advisory Conmittee neeting, FDA
believes that it is inmportant to understand the
context of an individual's presentation. For this
reason, FDA encourages you, the Open Public Hearing
speaker, at the beginning of your witten or ora
statenent, to advise the commttee of any financia
rel ati onship that you may have with the sponsor
its products and, if known, its direct conpetitors.

For exanple, this financial information
may include a conpany's or group's paynent of your
travel, |odging or other expenses in connection

with your attendance at the neeting. Likew se, FDA
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encourages you at the begi nning of your statenent
to advise the commttee if you do not have any such
financial relationships.

If you choose not to address this issue of
financial relationships at the beginning of your
statenment, it will not preclude you from speaki ng.

So far, we only have one registered
speaker for the Open Public Hearing and that is Dr.
Cynt hia McCorm ck who can cone on up to the podi um
and address the conmittee.

DR. McCORM CK:  Thank you. Good
afternoon, Dr. Kieburtz and nmenbers of the PCNS
Advi sory Conmittee, Dr. Katz, Dr. Tenple

First let me start with the disclosures
and al so thank you for giving ne the opportunity
today to address the commttee as a nenber of the
public, which is a new experience for ne, and to
share with you my thoughts as you proceed into the
del i berations for today.

So, in ternms of disclosure, since |eaving
the FDA, | have worked as an i ndependent consultant

to regulated industry including upwards of probably
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close to 70 conpani es by now, nany of which are in
the area of pain therapeutics including a few
compani es devel opi ng drugs targeted to treat
m grai ne. Anong these, | have served as a
consul tant to Pozen.

Today, however, | am speaking on ny own
behal f and nmy comments are not driven by ny
i ndustry consultation but rather by own persona
experience. The division has heard these, | think,
in some manner but probably not in this context.

By introduction, I ama neurol ogist and a
fornmer federal enployee, 17 years a federa
enpl oyee, nost of which was spent at the FDA,
initially as a reviewer in the Division of
Neur ophar macol ogi ¢ Drug Products, and the renai nder
as the Division Director in Anesthetic Critica
Care and Addiction Drug Products where | had the
responsibility, anong other things, for therapies
to treat various painful conditions.

As such, | have been in the position of
approving drugs before. | know that it is not

al ways straightforward and there is a great deal to
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consider. | also know that there is a fair anount
of discretion in nmaking these decisions and that,
per haps, makes the deci si on-naki ng even nore
difficult.

I think I have to say that both approva
deci si ons and not - approval decisions can have
i mportant consequences for patients. | believe in
the FDA process. | believe in the nission of the
FDA and | have enormpus confidence in the FDA
Wth all of its oversight systenms of checks and
bal ances, high ethical standards, it does, really,
a remarkable job in protecting the public health,
both in not approving drugs that are not effective
and safe and also in approving drugs that are. The
job isn't without its struggles. The recent public
criticisms that FDA has had to endure which, in ny
opi ni on, are unwarranted, nake it even nore
difficult.

But | am speaking to you today not as a
fornmer regulator but as a chronic mgraine patient.
I know what drugs are avail able, both for

prophyl axis and for PRN treatnent of acute mgraine
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attacks and | have tried nost of them | know the
side effects of the nedications and | have been
abl e to make informed deci sions because the FDA
process works and because product labeling is
usual ly fair and very conplete regarding the risks
of medications.

So, two and a half years ago, while | was
serving as FDA's Director of Anesthetic Drug
Products, | suffered a serious, potentially
|ife-threatening, adverse event from an approved
m grai ne drug which | took on the day before an
advi sory committee neeting, much like this one,
al though the topic was prescription drug abuse and
oxycot on whi ch probably expl ains the headache.

I found nyself in the intensive-care unit
and | have pernmanent sequelae fromthe event. But
the thing is that it left me with no realistic
treatment options for mgraine and I, as many
others, consider this a disorder that can be very
i ncapacitating at tinmes.

So consider for a mnute what is currently

approved for the treatnent of nigraine. Most of
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the approved products are associated with vascul ar
ri sk, as you mght expect, including significant
cardi ovascul ar risk. These include the ergot
al kal oids, the triptans and, up until spring of
this year, one of the selective cox-2 inhibitors no
| onger on the market.

So, for patients who have suffered a
myocardi al infarction, or who have cardi ovascul ar
ri sks, these medications really aren't an option
So what is left? Not very much. | think we heard,
when we saw the slide with three things on it this
morning, well, elimnate one columm. So,
over-the-counter and of f-|abel medications. Those
are ny choices right now. So, for people who have
no options, any therapeutic gain is significant.

So, when you consider how to deal wth
what is an acceptable risk in this popul ation,
consider the follow ng: the existing nedications
have risks that are not trivial. Patients who
suffer frommnigraines tend to know a | ot about
their nedications and truthful labeling is

absolutely critical and sonething they expect from
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thenselves, as well. Wthout it, they can't nake
i nformed choi ces about their treatnent.

To put into perspective the kind of risks
that sonme patients are willing to take with
mgraine to get relief, take a mnute to consider
how bad the disorder can be. |t took nme several
years after the first triptan approval before | was
willing to take one.

I listened to the adverse-event profile
unfol d during the NDA review because | was in the
division that reviewed that drug. So when |
finally took one, | did it with nmy eyes w de open,
with absolute full know edge and understandi ng t hat
there was a cardiovascul ar risk and what that risk
mght be. And | was willing to take that ri sk,
obviously, and | did.

But ny headaches were so debilitating at
that tinme, and so incapacitating and really
inpaired ny ability to work, that | was willing to
take that risk. So that is how bad it can be.

Here we are with an armanentari um t hat
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i ncludes three, now, actually, two classes of drugs
that are off-linits for a segnent of the popul ation
like me, and few options. R ght now, you are
di scussing a drug that has a different kind of side
effect. It has been inplicated with the potentia
for having a risk of tardive dyskinesia with

chronic adm ni stration

I ama neurologist. | know what tardive
dyskinesia is. | have seen it. It is a bad
condition. 1t can be very debilitating. So the
question is is that worse than an M? | don't
know. That is what | am asking nyself. | think

each patient has to make that decision thensel ves
as to what risks are worse than others and what
they are willing to take.

It mght be, if there were sonme benefit
that | could gain fromthat drug. But | can
absolutely guarantee that, if | didn't get any
benefit fromthe drug on the first administration,
I wouldn't be taking it nore than once. That is
one thing that | think we heard this norning

about--that is pretty characteristic of people with
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m graine. W self-select our nedications. You are
not very likely to accunulate a cadre of patients
who are continually deriving no benefit and only
risk. So that is sonething to put into the
equat i on.

My message to the committee and to Dr.
Katz is the follow ng: please keep an open nind.
M grai ne can be incapacitating. For a segnent of
the popul ation, the drugs that are currently
approved don't exist. Wile it would be ideal to
have criteria that would give us the perfect drug,
patients like me don't expect perfection and woul d
be very happy with any therapeutic effect so | ong
as the labeling truthfully reflects the risks as
wel |l as they can be known.

Thank you.

DR KIEBURTZ: Thank you

Is there anyone el se who would like to
address the commttee during the Open Public
Hearing? Not hearing any, thanking Dr. MCormn ck
for her statenent, we will close the Open Public

Hearing phase of this neeting.

file:///C|/Dummy/0804peri.txt (225 of 310) [8/12/05 10:21:09 AM]



file:///C)/Dummy/0804peri.txt

226
Conmittee Discussion and Response to FDA Questions

DR KIEBURTZ: W will now, as a group,
del i berate the questions that were posed.
Conmittee nmenbers, just so you are famliar, |
believe, just fromny seating chart, that Dr.
Porter is the only non-voting menber.

So, on the five questions, we have to
i ndividually vote our opinion about the questions
posed. Sone of themare nultipart so it is going
to be alittle difficult. W can discuss the
question and then we need to cone to an answer. At
the tinme you give your answer, or your vote, you
can get sone clarification as to why you are voting
t hat way.

This will be a chance for the agency to
get a clarification of how we are thinking.

Here is the first question. Take it as a
given that this has been estimted as an annua
i ncidence--that is, the nunber of new cases of
tardi ve dyskinesia--at this dose for use of up to
si x doses per nonth, so up to 72 doses per year,

380 cases, new cases, of tardive dyskinesia per
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mllion patients per year

Do you think this is a reasonabl e
estimate? Dr. Fahn

DR FAHN: | would like to start. | did
some cal culations on the nmargins of the slides that
were handed out. The risk for devel opi ng--the
i nci dence for devel opi ng tardi ve dyski nesia has
been cal cul ated by John Kane and his col | eagues at
Long I sl and Jewi sh who has studying the
epi dem ol ogi cal of tardive dyskinesia for decades.

He cal cul ated the risk to be about 5
percent per year, so a person would take--now,
these were neurol eptics, but these were
dopani ne-receptor bl ocki ng agents whi ch, of course,
met ocl opranide is also. The calculation was that 5
percent per year, that if you took it for four
years, then you would have a 20 percent risk of
getting tardive dyskinesia and so forth.

Multiply 5 percent per year tines 72 days
di vided by 360 days, | come up with a 1 percent
ri sk, not 0.38 percent risk. Now, granted that the

drugs that were used in the psychiatric population
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are daily doses continuously, so that m ght have
been the risk for 72 days in a conti nuum \Wat
woul d happen if it was discontinuous? | think this
is the big unknowmn. | don't think anybody, as we
heard all day so far--that no one really knows what
these intermittent or periodic risks are and it may
be | ess.

The internmittency, when you stop--for
psychiatric patients, of course, and then restart
it, the risk seens to go up. But, giving it for
mgraine is one thing. So | think this a |eve
that is probably too low. | think it, at |east
fromthese calculations, is going to be probably
closer to the 1 percent risk

If you want me to address the second part
of that question, I would be glad to do that.

DR KIEBURTZ: Let's just stick with this.
I nean, we can have a little bit of genera
di scussi on about whether we think it is reasonable
or not, and then we are going to have to just each
vot e about that question.

Dr. Jeste, did you--
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DR JESTE: Actually, unrelated in a way,
but one general point | want to rmake. Since the
mor ni ng, there has been a | ot of discussion of how
do we define tardive dyskinesia. | would argue
that there is, actually, a standard definition in
the DSM IV for tardive dyskinesia. By definition,
as Dr. Jinnah said, that is later occurring. The
word "tardive" means |ate occurring.

So, if it occurs in less than a nmonth, it
shoul d not be tardive dyskinesia. That doesn't
mean it cannot be persistent. So we need to
separate out tardive dyskinesia from persistent
dyski nesia. Acute dyskinesia can be persistent but
we should not call it tardive dyskinesia. | think
it is somewhat of an oxynoron to say tardive
dyski nesi a that devel ops after one day of
treatnment, of any drug, for that matter.

The DSM IV definition is minimm 90 days
except for ol der people where it is 30 days or
more. One can use different definitions for
possible different types but, again, in terns of

standard nonencl ature, | think we should stick to
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that definition. That would be nmy recomrendati on

DR KIEBURTZ: Dr. Porter.

DR. PORTER: Yes. An epileptologist
shoul d never tackle a novenent-di sorders expert in
his own field, but, Stan, | think that you have
gone way too high.

I think that, if it were really 1 percent
for this particular drug in migraine, we would be
seeing 95 patients every year showing up in the
U K vyellowcard system VWile | think maybe the
U K vyellowcard systemis flawed, | think that it
is not nearly that flawed, especially when the dose
given in the UK is nore than twi ce the dose as
proposed for the tablet here in the US

So | think it is--actually, | think that
the conpany's estimate is high and | think your
estimate is very high

DR. SMTH: | want to comrent, because ny
area i s pharnmacoepi dem ol ogy, and | feel that these
dat abases are kind of being maligned and m sused.

I want to really make sure that that is understood,

that the use of reports and divided the nunber of
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cases is, first of all, not what these databases
are neant for. It is a gross misuse of themand it
is a very dangerous m suse, particularly in this
case. |If anything, it is probably the | owest
bal | park estimate of what the risk mght be and it
is not even a good estimate at that.

One of the things we are pretty much,
think, in agreenent on w thout even voting is that
it is not a sinple disease to diagnose, that there
is variation in what nmakes a di agnosis of TD, that
part of the diagnosis criteria does include, in
some places, the length of therapy which woul d
precl ude people fromreporting sonething it if
was--as TD, if it was after just one or two uses,
so we don't even know. So the reporting rate for
that woul d be substantially |ower than what we
t hi nk.

The drug has been on the market a |ong
time. It is labeled for this so it is not
unexpected. So estimating the reporting rate is
just--it is just a guess. It is like throwing an

arrow. W don't knowif it is 1 percent or
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10 percent or 1 mllionth of a percent. It is a
gross unknown and | think this is sonmething we
really have to think about whether or not these
nunbers are based on anything that is reasonabl e.

DR LENAERTS: When we consider the risk
of tardive dyskinesia or other novenent disorders,
would it be appropriate, so that is a question to
anybody, or a comment, to consider the relative
risk of mgrainers where, on the one hand, we have
probably a rel atively younger popul ation. But, on
the other hand, we have significantly nore wonen
with a 3-to-2 ratio of women to nen, and al so the
fact that the coadministration of tricyclic
anti-depressants and the SSRIs which we have seen
can give its own risk is particularly conmon in
that popul ati on of patients.

If | take the nunbers that you showed, on
67 cases of TD, 14 al so took anti-depressants which
between 20 and 25 percent. Is it appropriate to
consi der the special population that mgrainers
represent in that context?

DR KIEBURTZ: Sure. | think we shoul d.
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Dr. Geen.

DR. GREEN:. | think that dopam ne
hypersensitivity is right at the heart of nigraine
pat hophysi ol ogy and, therefore, it is not clear to
me that any data we get fromthe general popul ation
rather than the mgraine population is relevant to
this question.

I don't know if that inpacts negatively,
positively, or not at all. But this is a condition
of dopam ne hypersensitivity. But also the other
comment is | agree with several coments that there
is a huge need for a medication that is effective
in the treatnent of migraine that is not
vasoactive, a desperate need for that.

DR. KIEBURTZ: Dr. Hughes

DR HUGHES: | try to explore the issue of
the safety study that the conpany had done this
morning. | think--you know, you have got 300
subjects followed for a year and 1,000 foll owed for
a fewnonths. | think it would be hard to conceive
of the idea that the true rate would be 1 percent

or nore, given that they didn't really see any
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events or they saw zero events according to the
definition that they were using.

So | would hazard a guess that it is
somewhat bel ow 1 percent. But how nuch bel ow, who
knows?

DR. KIEBURTZ: One |ast conment.

DR JESTE: | really think it is fair to
say we do not know the risk and we will not know
the risk unless and until we do a | ongitudina
prospective study in which rigorous neasures are
used to find out whether the patient has TD and one
has to use a scale like involuntary novements
scal e, use sone fixed criteria.

There are a nunber of confounds in
deci ding the incidence of tardive dyskinesia. For
exanpl e, the drugs that produce TD are al so the
drugs that are suppress it. So, if we increase the
dose, you may not see TD

It al so depends on what other nedications
the patients are taking. |If they happen to be on
dopani nergi ¢ drugs, for exanple, that night

precipitate TD. If you look at the history of the
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neurol eptics in psychiatry, it is worth remenbering
that it took nore than 25 years before the field
accepted that there was such a thing as tardive
dyski nesi a.

Peopl e argued that it was a synptom of
schi zophrenia for many years. The only time that
the incidence becane clear is when a nunber of
peopl e did | ongitudi nal prospective studies using
that. So | really don't think anybody can make a
claimfor any kind of--whether it is |ower or
hi gher, it doesn't matter. W just don't know the
risk at this stage.

DR KIEBURTZ: Okay. So we are going to
vote now. | amgoing to go around the table, which
is, this is the proposed estimate, 0.038 percent,
as an annual incidence. Do you think it is a
reasonabl e estimate. W don't have a definition of
reasonabl e, but let ne operationalize that. If we
are proposing 0.04, there is sone range around that
fromO0.01 to--an order of magnitude around that.

But you have a sense of where the estimate

is. Go ahead. Dr. Geen? It is either yes, no or
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DR GREEN. The answer is no.

DR KIEBURTZ: Dr. Jeste.

DR JESTE: | don't think, really, there
are any data to say this is a reasonable estinmate
at this stage.

DR KIEBURTZ: So the answer is no.

DR JESTE: The answer is no.
DR. SMTH: No.

DR. VELCH: No.

DR. LENAERTS: No.

DR. FAHN: No.

DR. JUNG No.

DR. GOLDSTEI N:  No.

DR. SACCO  No.

DR. KOSKI: No.

DR HUGHES: No.

DR. KIEBURTZ: | will say yes because |

think we don't know but, fromthe evidence, we have
sonme reasonabl e bounds, as Dr. Hughes alluded to,
that we certainly don't think it is 1.0 or higher.

It is sonewhere under that. W don't have enough
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evi dence to conclude it is zero, but what is in the
reasonabl e range of between zero and 1.0 and
think this is reasonabl e.

Dr. Tenple.

DR TEMPLE: Could | ask whether the
peopl e who said no think it might be | ower, higher
or just can't say.

DR KIEBURTZ: | amgoing to do a show of
hands. How many people think you just really can't
say. There is not enough evidence to say, and that
is why you voted not. (Show of hands.)

DR. KIEBURTZ: That is seven

DR, TEMPLE: | interpret that as neaning
they think it could actually be higher. Wuld that
be- -

DR KIEBURTZ: Just don't know. Dr. Fahn,
do you think it is higher?

DR. FAHN: I think it is higher.

DR KIEBURTZ: Dr. Lenaerts does too
Three peopl e think-- does anybody think it is |ower
than this estimte?

(No response.)
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DR KIEBURTZ: Okay. |Is that helpful to
you?

DR TEMPLE: Yes.

DR KIEBURTZ: | amjust going to reverse
the order a little bit here in the next set of
questions because | think one noots the other. So
let's just go to the third question here. |Is any
risk of tardive dyskinesia acceptable for a
m grai ne population? |If we conclude that there is
none, the mddle question, is not--so, just
logically, | would like to go with that question
I know Anuja is going to be nmad at nme for going out
of order.

Any di scussi on about that?

DR GOLDSTEIN. It is a takeoff on one of
Dr. Matchar's slides, actually, where he said 79
percent of sufferers showed an interest in trying a
novel product with simlar efficacy but fewer
adverse events than existing mgrai ne nedications.

The point is that this is obviously
anot her inponderable. W heard testinony that some

peopl e m ght take that risk, whatever that risk
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could be defined. But it is possible, through
deci sion analysis, to get some bounds for what the
peopl e m ght--what patients m ght be able, or
willing, to accept as a risk for having a pernanent
or even a transient sequel a.

So, right now, we are just--we are making
this up as we go along. But there is a way to
actually get data to be able to address that point.
VWhat | woul d encourage would be to try to formally
get that type of data. The studies are not that
difficult to do.

DR. KIEBURTZ: Dr. Koski

DR KOSKI: No; not right now.

DR, KIEBURTZ: Dr. Fahn.

DR. FAHN: | think the risk of getting
tardi ve dyskinesia on the first dose is extrenely,
extrenely, rare and even the second dose and so
forth until you start taking nultiple doses. So,
when Dr. McCornmi ck nade her presentation about
m graine sufferers would not continue a drug if it
wasn't working, that shed a new light on nme. |

mean, that is an experience--they are not going to
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keep on taking this drug.

Therefore, | think the risk, then, is not
for the people who it doesn't help continuing to
take it. The risk, then, becomes those in which
the drug hel ps and then the drug, as they continue
to take it, the risk keeps going up every tinme they
take it.

But, because a drug is beneficial to those
patients, then | think the risk is probably worth
it for those people. Therefore, even a 1 percent
risk in ayear, if it helps the patient, that nmay
be something the patient has to decide and they
know what that risk is and would take it.

So, therefore, | think the answer to this
is yes. Risk is acceptable for the nigraine

popul ation at |least that gets a response to the

drug.

DR. KIEBURTZ: Dr. Welch.

DR VELCH M answer to this would be yes
as well. It depends on the mgraine popul ati on and

the way the drug is used. For mgraine patients

with severe disability that haven't responded to
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anything el se, or there are contraindications to
usi ng such a medication, then this would be a risk
worth taking. So ny vote would be yes.

DR KIEBURTZ: Dr. Geen. You don't have
to say about your vote yet. W are just doing
general discussion. But you can if you would IiKke.

DR GREEN: Again, in this special
popul ati on where vasoactive nigraine therapies are
not an option, it is wonderful--it would be very
useful to all of us to have additional options.
woul d di sagree, however, with the coment that
m grainers don't overuse, or wouldn't be likely to
overuse, sonething that is ineffective. In fact,
it has been ny inpression that nigrainers are | ess
likely to overuse sonething that is fully effective
and less likely to overuse sonething that is
conpletely ineffective and the things in the mddle
which give partial relief are the things which put
peopl e at risk for redosing.

DR KIEBURTZ: Dr. Tenple

DR. TEMPLE: Because you skipped to the

third question, there is no context here about the
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magni t ude of the benefit fromthe thing that puts
you at risk. This drug is going to work on peopl e.
It is obvious. Naproxen works in mgraine just
like ibuprofen and aspirin work in mgraine. So
there isn't any question it is going to work.

The question that was flagged there is how
much is it worth to you to get the added benefit of
the metocl oprami de. That should be kept in mnd,
think, even in this part, though.

DR KIEBURTZ: | think it is pretty
obvious we are going to get to the third question

because it doesn't |ook |ike there is consensus.

Dr. Koski .
DR KOsKI: | really would like to second
that. In the sense that patients, because of the

fact that they can get a response from naproxen
are going to get sonething, or at least a
significant portion of patients will get sonething
in response to the drug.

The question is is there sonething
additional that is taking place with the

met ocl opram de addition. Because of that reason,
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sort of disagree with Dr. McCormick. | think that
this would not be a one-tine event, that this would
be sonmet hing that people m ght continue to take.

Certainly patients | have seen, sone of
them quite frankly, think if one tablet works
okay, maybe they should take two and then,
occasional ly, maybe | have sonething--nmaybe it is
coming on and | amalways told to take sonet hing
just as soon as | possibly can. | wll take
anot her one then.

So | think there is a great deal of
potential for that type of abuse.

DR KIEBURTZ: Let me just clarify the
question, here, too, which is not a
product -speci fic question. 1Is any risk of tardive
dyski nesi a acceptable for a m grai ne popul ati on?
It is a question that is independent of benefit.
That is why | went there first. But it is a very
abstract question, as | read it. But maybe | am
reading it wong.

Dr. Jung.

DR. JUNG Speaking as the consuner
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representative, nmy concern is that there would be
adequat e patient education information about what
actual ly tardive dyskinesia is, given the fact
that, in this roomof neurologists, we can't seem
to agree how you actually nake a diagnosis. How do
you anticipate that, in your office, you are going
to be able to explain to a patient or be able to
show a video, for exanple, such as was shown
earlier, of what a significant risk is.

I think nost people can understand the
ri sk of what a heart attack or a stroke is. But to
descri be tardive dyski nesia and have the worst-case
scenario be apparent is not clear to nme, that we
can actually do that in the clinical setting

DR. KI EBURTZ: Thanks.

Dr. Welch, did you have a coment?

DR. VELCH No; | was going to address--

DR. KIEBURTZ: Ckay. Dr. Sacco

DR SACCO | think we have other data
from ot her patient popul ations that obviously have
accepted the risk of medical metoclopramnde for

GERD. So | think it depends on probably the anopunt
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of risk. Any risk isreally tricky if it is 0.0001
and the benefit. So it is a risk/benefit ratio
but, in my mnd, the fact that other patient
popul ations with pain sonmewhere el se, including
gastroesophageal reflux, have accepted the risk of
the medicine that is out there, then any risk may
be acceptable. But it depends on the anpunt.

DR KIEBURTZ: Dr. Smith.

DR. SMTH | want to agree that just to
say is there risk w thout thinking about the
benefit, it just can't be separated unless you are
tal king about cure and a one in a mllion risk.
Then nmaybe the answer could be yes. But | agree
that you have to think about what is the added
benefit when you know you are going to add this
ri sk beyond what is already out there.

DR KIEBURTZ: Maybe | misread this third
question. Mybe it is meant to be contextualized
on the second question and not stand alone. |Is
that true?

DR. KATZ: No; | think you read it

correctly. W wanted to find out if it is just
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drug i ndependent. But, of course, obviously, the
amount of risk you are willing to tolerate wll
depend on what you think the benefit is. That is
obviously critical. But we just wanted to sort of
get a baseline because, as you say, it npots the
rest of it if everybody thinks no risk is
acceptable, no | evel of risk.

DR KIEBURTZ: So let's vote the question
because | think we know the answer to this. |Is any
risk of tardive dyskinesia acceptable for the
m grai ne population? W will go this way this tine
tomx it up. | say yes.

DR HUGHES: Yes.

DR KOSKI: Yes.

DR. SACCO  Yes.

DR GOLDSTEIN: Yes, with just the
additional coment that, again, there is a way to
get the information so that we are not
guesstimating. W can get this.

DR JUNG Wth some hesitation, yes

DR. FAHN:. Yes.

DR LENAERTS: Yes, too, but for the sane
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remark. It depends on the efficacy. It is hard to
take out of context.
VELCH: Yes.
SMTH:. A qualified yes

JESTE: Yes.

3 3 3

GREEN: Yes.

2

KI EBURTZ: Back to Question 2 which is
alittle nore conplex. | think what we are to do
here is to assune that the risk of MI100 is 0.04
percent, let's say.

DR KATZ: That is what the question asks.
But it turns out nost people don't think that that
is a reasonable risk. Sone people think it is
hi gher--or a reasonable estimate of the risk. So
am not sure we want to sort of pin our risk/benefit
consideration on sone risk estimte that nobody
bel i eves.

Maybe the best thing to do is just sort
of --1 nean, everybody has probably got their own
personal view of what they think the risk is. You
can't tell. | think maybe we should try to talk

about what sort of a--let's assune the benefit part
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of this question, the 5 to 10 percent contribution
of the metoclopranide and then sort of tal k about
what sort of risk you think would be acceptabl e.

That is really nore or | ess the question,
and whether or not we think we are at the point yet
where we think that that is the risk

DR KIEBURTZ: Ckay.

DR KATZ: In other words, | don't want to
link it to a nunber which everybody has al ready
deci ded doesn't nmean anyt hi ng.

DR KIEBURTZ: The way that we were
di scussing the last question it got posed
around- - several people volunteered it depends on
how much benefit you are seeing. So let's turn it
around and say, in the factorial designs, |eaving
asi de the question of statistical significance, the
proportion of individuals as reported as the
percent age of individuals who had sustai ned pain
relief at 24 hours differed in the MI100 group
versus the naproxen group by between 3--let's say
between 4 and 6 percent.

So between 4 and 6 percent additiona
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subj ects had sustai ned pain-free response.

DR BASTINGS: It is not pain-free. It is
just sustained pain response.

DR KIEBURTZ: | nean sustained pain
response. Thank you for the clarification. W are
assunming that is true, that is the true effect, for
the purposes of this hypothetical discussion

DR BASTINGS: You also need to take into
consideration that there would be no benefit at two
hours, which is--

DR KIEBURTZ: So that is the
parent heti cal statenment bel ow which is, if you
| ooked at the conparison of MI100 to naproxen at
the two-hour pain response, those differences were
not statistically significant. They were
nunerically different but they were not
statistically--Dr. Bastings' presentation showed
that in that, in the one study, quite a nunber of
people had a | ower rel apse rate and that added up
to the total difference between the groups.

In the second study he presented, the

majority of it was actually in the two-hour
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response and there wasn't that nuch difference in
the relapse rate. But the nuneric difference, even
at two hours, was 3.1, | think, if | remenber
correctly.

So the conparisons at two-hour pain
response are not statistically significant. So,
overall, the effect is 4 to 6 percent but the
t wo- hour conparison of pain response is not
significantly different.

Have | franmed the question correctly? W
are changing on the fly here.

DR. KATZ: In our hands, the way we have
anal yzed it, the studies which we believe were what
the protocol said, the contribution of
met ocl oprani de for a sustained response, which was
the primary outcome, is not statistically
significant overall. It only seens to be nonminally
significant when you | ook at the non-nausea
basel i ne subgroup which is partly where this 5 to
10 percent comes from

There is a 10 percent contribution of

met ocl oprami de in the non-nausea at baseline
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subgroup which, again, is normally significant in
two studies. We don't think that that is true
replication but, in the overall group, we don't
think that the contribution, even for sustained
response, is statistically significant

DR. KIEBURTZ: | wasn't suggesting that
you di d.

DR KATZ: Ckay.

DR. KIEBURTZ: Everyone has got this

definition here. So the question is what anpunt of

ri sk woul d be reasonable for that ampunt of
clinical benefit. So we are not saying is that

ri sk reasonable. W are saying what is reasonable
with that anmount of benefit, if you can follow the
hypot heti cal situation.

DR SACCO | just want to be sure. It
sounds like, in the hypothetical situation, we are
gi ving the conmpound nore benefit than what is seen,
5 to 10 percent, the way this question is phrased,
and | understand where you nay be getting with
not - nausea i s to--and possibly an exaggeration of

the benefit.
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DR KIEBURTZ: Ckay.

DR. SACCO If we take what we got, which
was 4 to 6 overall, this question is not phrased as
just in those without nausea. So you are giving it
the benefit--

DR. KATZ: No; right. It is not. But the
range, 5 to 10 percent, includes--so the estimte
that was in the overall population and the maxi mum
difference that you saw in the no nausea. W could
tal k about whether or not a study ought to be done
to replicate the no-nausea subgroup of whether
anot her study or studies should be done in the
overall, but we just want to know, is there sone
wel | - defi ned popul ation in whomthe
contribution--to be determ ned what that is--if the
contribution of nmetoclopranmide is in this range, as
a bal | park, because that is where the estimtes
have sort of fallen out. Are the risks, whatever
they are, acceptable?

So | think of this range. W could figure
out which popul ation we think that range applies to

down the road.
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DR TEMPLE: CQur assunption is that there
is not going to be a bright Iine between 5 and 10
percent. They are both fairly nodest. One is nore
nodest than the other, but that is a reasonable
bal | park to think about. |If there is a bright Iine
that you have, say so

DR KIEBURTZ: Dr. Wl ch and then Dr.
Fahn.

DR. VELCH Well, let's try and instil
sonme practical clinical reality into the question
Surely what the question is saying is if there is a
smal | subpopul ation, and it would be small at this
| evel of 10 percent inprovenent, that responds to
met ocl oprani de pl us naproxen that doesn't respond
to naproxen and that that can be significantly
proven, and if you have answered yes to the risk of
tardi ve dyski nesia acceptable for a mgraine
popul ati on, the answer would have to be yes for the
second part because you have said that you will use
this drug, or certainly you would use
met ocl opranmide, in a particular popul ation that has

benefit that can't take anything el se.
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So the issue here is, have you really
proven that netocl opram de plus naproxen is, in
fact, statistically significantly different in a
subpopul ation. | would suggest that it has not
been proven that 5 to 10 inprovenent is in the
nausea versus no-nausea, and we are going to talk
about that later. But, to me, that is not a stable
measure as yet.

But, if it was, there is one in ten
pati ents who responds to naproxen plus
met ocl oprani de that wouldn't respond to naproxen
then you woul d use naproxen because there is
not hing el se yes, the answer would have to be yes.

DR. FAHN. That is the point | was
essentially going to make and that is what | was
going to ask the FDA, if this drug were avail able
on the market, if it was restricted to those who
were, on naproxen alone, failed and then they stil
had that 5 to 10 percent chance of getting better
with this conbination, then | think the answer is
yes.

If it is just going to be open and anybody
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can take the drug w thout even trying naproxen
alone first, then the risk for tardive dyskinesia
is too great for ne. So | assume there will be
sonme kind of restriction that they have to be
tested first with naproxen al one because,
otherwise, | think the risk would be too great.

But if it is restricted that way, then | say, this
is a worthwhile risk.

DR. KIEBURTZ: Let me just refocus things
again. By pursuing this hypothetical question, we
are not agreeing that there is a benefit of Mr100
over naproxen. W are just saying hypothetically,
if it were so. W are not agreeing that we think
that that has been shown. So | just want to nake
that one statenent.

Two is | don't think we can assume that we
know how the restrictions are going to be. That is
not how this conversation, | don't think--

DR FAHN. | think the point is if nore
people will be exposed to this, then nore people
are going to get tardive dyskinesia. But if the

exposure is limted to those people in which this
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drug may be the only thing left, then it is a
reasonabl e ri sk.

DR KIEBURTZ: Dr. Porter.

DR PORTER. | conpletely agree. 1f you
| ook at the history of cancer chenotherapy of these
ki nds of incremental inprovenents are what have
made a | ot of cancers nmuch less a threat than they
used to be. | think that we would have to take
these little bites when we can get them

| agree fully with the thesis that this is
a drug that, A has to be proven. | amnot sure
about this business about whether or not the nausea
is or is not related to its efficacy. | agree with
that. Certainly, there will be some Iabeling, |
hope, that would be relatively strong relative to
the risk we have been tal ki ng about.

But | think to reject the drug when it
m ght hel p some peopl e who have gone through a
parade of migraine drugs would be unfair to them

DR JESTE: | amnot a mgraine researcher
but, based on ny experience with psychiatric

patients, just a couple of points here. The one is
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that the risk of tardive dyskinesia varies from one
patient group to another. Cearly, elderly
patients, the risk is 30 percent incidence wth
conventional neuroleptics conpared to 5 percent in
younger adults. So sonmething like that will have
to be taken into account.

Secondly, all tardive dyskinesia is the
same. It can be pretty mld which is not a
problem or it can be pretty serious when it does
becone a problem So it depends, really, on what
ki nd of tardive dyskinesia and what popul ation. So
those will need to be taken into account in
what ever final decision is nade.

DR KIEBURTZ: Dr. Bastings

DR. BASTINGS: | would also like people to
comment, if possible, on the fact that there would
be no effect on two hours but yet there would be an
ef fect denonstrated in a sustained endpoint. The
sust ai ned endpoint is a neasure which includes
two- hour pain response. There is a possibility to
have a significant effect on sustained response

wi t hout actually having an effect on the two-hour
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pai n response which is a particularity.

I would like to have sone idea, in that
context, if that is an acceptabl e outcone nmeasure.

DR GOLDSTEIN: Again, just to interject a
little clinical thought that, let's say, if you
were a patient and you were having a nigraine and
you took this and in two hours you weren't having
any benefit. Chances are you m ght, then, take
somet hing el se. You mght just take naproxen
al one, for exanple, or sonme other nonsteroida
alone. So the question | would have, as these
trials go on, froma practical standpoint, would be
is that kind of additional dosing factored in to
the 24-hour inprovenent because, if you factor that
in as well, then the clinical benefit m ght even be
| ess or, in that subpopul ation of people who don't
respond to that second added drug, the benefit
m ght even be greater.

It is hard to know wi thout that
information. They may have it but | don't know -we
didn't see the data that way. But that, | think,

woul d address the question that you are asking
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here. Nothing at two hours; then is there
sustained relief. | think you have to see what
el se was done at that two-hour standpoint to know
t hat .

DR KIEBURTZ: That would be a relapse if
you had to take anyt hing.

DR, GOLDSTEI N:  Yes.

DR TEMPLE: In these studies, as
conduct ed, and acknow edgi ng that SPI D and TOTPAR
m ght give you slightly different inpressions, but
nobody woul d know the difference between this drug
and naproxen as near as we can tell at two hours.
So | think the question being raised, and it is
part of it, is when you think of sonmebody with a
terrible mgraine that won't go away, you think of
the early response nostly.

Mostly that is just naive and we shoul d
have been thinki ng about the sustained response al
the tinme. But part of the question is is this
nmodest effect on that endpoint and not on the
two- hour endpoint worth a certain amount of risk of

TD. W are not saying no, but we want to gain sone

file:///C|/Dummy/0804peri.txt (259 of 310) [8/12/05 10:21:10 AM]



file:///C)/Dummy/0804peri.txt

260

i mpressions of what you think

DR KIEBURTZ: This is a very tricky
question and we are nodifying it en route. But the
trickiness of the question lies in how big the
benefit is and the fact that the benefit accrues on
a synthetic nmeasure, one that incorporates both
i medi at e response and rel apse into a single
measur e when you have benefit on that but no
benefit on the i medi ate neasure, if | am-

DR KATZ: That is right with regard to
the contribution of the netoclopramide. It is
obvi ously conpli cated because you coul d construct
maybe a better 24-hour sustained-response in which
you say--right nowit is just you are considered a
responder if you responded at two and throughout
the next 22 hours. But, at two, the drug m ght not
be better than placebo so you wouldn't win on the
typi cal thing.

But you could construct a
sust ai ned-response outcone which says you have to
beat placebo at two hours and--it is a two-part

out cone--and you have to win on the next 22 hours
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as well. So you could do that. But it is
conplicated because it is possible that the drug,
itself, MI100 could win on that particul ar outcomne
but the netocl opram de doesn't contribute to that
particul ar outconme. So you have to see what woul d
happen if you did that.

DR TEMPLE: There is no doubt that the
whol e drug has an effect at two hours. Nobody is
doubting that. It is all about the contribution of
t he net ocl opr ani de.

DR KATZ: Right. So the question is do
you think the netocl opram de has to contribute for
the two-hour point as well as the sustained portion
of it or is it okay if the drug overall wins at two
hours on this new sustained but the netocl opram de
only contributes to a part of it.

DR WELCH: Again, | don't believe that it
has been established yet that there is an efficacy
so it is an assunption. So now you are talking
about what kind of efficacy measures you would |ike
to see. | would like to see a two-hour pain-free

sustained. | think that is the rigorous neasure
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and | think that, to show a difference between
MI100 and naproxen, pain free at two hours.

DR. KIEBURTZ: Dr. Bastings

DR BASTINGS: | would like also to point
out that this does not even include the issue of
the effect on rel apse or use of rescue nedication
such as in the factorial studies of the NDA there
was no significant difference for rel apse or use or
rescue nedication either. It is just the conbined
ef fect which gives you an effect.

DR KIEBURTZ: So if you split the
combi nation thing of inmediate response and rel apse
rate, neither of the individual conponents was
significant. But when you conbined them that was
the only measure in which you achi eved
significance

We are going to vote this question. What
question are we voting? Let's vote this question
which is, if MI'100 were to carry the sane risk
woul d such a risk be acceptable if the only
contribution of the metoclopramide is a 5 to 10

percent inprovenent on the sustai ned headache
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relief with no inprovenent on the two-hour
endpoi nt .

DR. VELCH: Can you just qualify this
question a little bit because the question is in
the question. |If you put with no effect on a
two- hour endpoint, | would have to say no. But if
you really said that there is a 5 to 10 percent
i nprovenent on sustai ned headache relief as defined
by two hours pain-free and then no rel apse, then
the answer woul d have to be yes.

DR. PORTER. 5 percent to 10 percent of
patients?

DR WELCH. Yes; 5 percent to 10 percent
of patients. It is not 5 to 10 percent--which is
critical here because it is extra patients who can
respond who woul d not have responded as opposed to
5 or 10 percent nore pain relief. It is very
critical

DR KIEBURTZ: Let ne just clarify. The
question is what the question is, not as you
modi fied. | knowthat it not the question you want

to answer. But this is the question
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So, Dr. Geen.

DR. TEMPLE: Just one thing. But it is
all about the contribution of netocl opram de.

DR KIEBURTZ: Right.

DR. TEMPLE: Nobody doubts that the whol e
drug works in two hours.

DR KIEBURTZ: It is the contribution of
met ocl opranide, 5 to 10 percent, on the sustained
measure with no effect on the two-hour neasure
which is not pain-free. It is just pain relief.

DR GREEN. Ckay. Then | would say no.

DR JESTE: No.

DR SMTH  No.

DR. VELCH  No.

DR LENAERTS: No. But | would like to
make a comment, if | may, afterwards.

DR KIEBURTZ: Go ahead. Conment now,
pl ease.

DR LENAERTS: O course, | just want to
clarify that, but we are really not talking about
t aki ng peopl e who have not responded to naproxen

al one because that would be--it gave the
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i npression, sonetinmes, in the discussion as if we
wer e headi ng that way.

The other thing is even though the outcone
of how they do at two hours and how they do between
two and 24 are both inportant. But, as far as ny
experience and my reading on the subject, it is
clear that the weight of the two-hour response is
much nore significant than that of the tw to
24- hour peri od.

DR FAHN. | got a little confused nowin
the discussions. | thought that this was the added
benefit of having netocl opram de on top of
naproxen, you get another 5 to 10 percent of
patients getting better with | ess headache. So, on
that basis, | think that is yes.

DR JUNG No

DR. GOLDSTEIN: No, not as this question
was written.

DR SACCO. | amstill confused about the
question. But | amgoing to say yes because | am
first of all, reading it that if MI100 were to

carry the sanme risk, and | amreading that risk of
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TD as being 0.038 percent--am| correct in ny
assunpti on?

DR. KI EBURTZ: Yes.

DR SACCO. Wiich is, | think, |ower
t han- -

DR. KATZ: The way | would think of it, or
the way |I think we woul d want you to think about
it, is assunme, again, the benefit portion of this
is true, the 5 to 10 percent, not at two hours but
on sustained--assunme all that is true. But we have
al ready determined that nobody believes 0.038. So
why would we want to link it in a risk/benefit sort
of consi derati on.

I woul d say whatever you think the risk is
now. Do you think the risk--

DR SACCO  See, that's--it is a
ri sk/ benefit question.

DR. KATZ: It is. But these are the data
we have. So we have to make a decision based on
these data. You might decide, well, since we don't
know what the risk is, | can't say yes to this, or,

since | believe that the risk is pretty |ow,
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what ever | personally think it is, it would be
worth that risk. You have to make an i ndividua
deci si on based on what you believe the risk data
are.

They are what they are. W can't do
anyt hi ng about that.

DR. SACCO Because | was | ooking at these
questions as true hypotheticals and reading them
very literally, it sounds like, then--nmy answer to
this is conditional on what | believe the risk of
TD i s.

DR. KATZ: Absolutely. | think is how you
have to answer it.

DR. SACCO So then | revise ny answer and
I woul d say no.

DR KATZ: Let ne just say | think
everybody shoul d address the question that way and
if the previous no's were assum ng 0.038, maybe we
need to--

DR KIEBURTZ: W wll go back. Dr.
Koski ?

DR KOCsKI: | think specifically, since
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one of the things that | was concerned about had to
do with sonething that Lily actually nentioned and
that is if you split up all of these extrapyram da
di sorders, you know, whether they cone on rapidly,
as long as they are persistent, | think they need
to be grouped together because that is going to
have sone inpact on the patient. So ny response
woul d be no.

DR. KIEBURTZ: Dr. Hughes

DR HUGHES: | would respond yes,
particularly if it was at the upper end of the
range, towards 10 percent.

DR KIEBURTZ: M vote is no.

Still no?

3

GREEN:  No.
KI EBURTZ: Still no?
JESTE: No
KI EBURTZ: Still no?
SM TH:  No.
KIEBURTZ: Still no?

VELCH:  No.

T 3 333D 3

KIEBURTZ: Still no?
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DR. LENAERTS: No.
DR KIEBURTZ: Yes still?
DR FAHN:  Yes.
DR. KIEBURTZ: Still no?
DR. JUNG No
DR. GOLDSTEIN: No, again with there being

no effect at the two-hour endpoint because the
reason for that was that | think those patients
woul d take anot her rescue medicine where we have
heard that there is, then, probably no benefit.

DR KIEBURTZ: Did you get the information
you wanted fromthe discussion and the voting?

DR TEMPLE: What | hear is that, assum ng
that benefit as described, not nuch or nothing at
two hours and sonething at 24 and |onger, and in
Iight of what you will each individually think the
risk of TD or persistent dyskinesia night be, you
are sayi ng no.

DR KIEBURTZ: | believe that is what you
hear d.

DR. VWELCH: The reason being is that if

you don't have a difference at two hours, then you
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can't prove that it is a netoclopram de effect and,
therefore, you shouldn't be putting the patient at
risk.

DR TEMPLE: Wy can't you attribute the
overal |l benefit at 24 hours to the netocl opram de?
That is the only difference between the two groups.

DR VELCH There nmay be other factors in
bet ween which you can't stratify for.

DR. TEMPLE: Ckay. But presune it is a
properly random zed trial and everybody is treated
exactly the sane way in all other respects, the
usual concerns one woul d al ways have, | guess we
thought if they could actually win in a persuasive
way, you would have to attribute it to the
met ocl oprani de and the main question was how
valuable is that in light of a certain anmount of
risk.

But | guess we thought that if they did
the study properly in one, you would attribute the
di fference between netocl opram de- naproxen and
naproxen to the metocl opram de. But | think we

under st ood what peopl e were sayi ng.
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DR KIEBURTZ: Okay. To summarize. The
vote on Question 1 was one yes and 11 no's with no
abstentions. Question 2 is two yeses and 10 no's
with no abstentions. It was all yeses on the third
part of Question 1.

I think that is the hard part. We'll see.
We are going to go on to Question 2; Is there
sufficient evidence that the chronic internittent
adm ni stration of metocl opram de does not carry a
risk of tardive dyskinesia. |If we don't have any
di scussion, we can just vote it. So we are just
going to vote it because | don't see anybody who
wanted to discuss it.

I's there sufficient evidence that chronic

intermttent adm nistration of netocl opram de does

not carry a risk of tardive dyskinesia? | note no.
DR, HUGHES: No.
DR. KOSKI:  No.
DR. SACCO  No
DR. GOLDSTEI N:  No.
DR. JUNG No
DR, FAHN:  No.
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LENAERTS: No.
VEEL CH:
SM TH

JESTE

323 3 33
& & 8 §

GREEN:

3

KI EBURTZ: That is unani mous. There
is a subpart question. |Is it possible to define a
maxi mum r ecomrended nunber of nonthly doses of
Mr100 to avoid the risk of tardive dyskinesia? |Is
there discussion on this, or is there preparation
to vote? Looks |like we ready to vote. Dr. G een,
we will start at your end.

DR JESTE: It is possible to define the
ri sk but not on the basis of the data that are
al ready there since one can do a | ongitudina
prospective study and then define that.

DR KIEBURTZ: (Okay. So the answer for
now i s- -

DR BASTINGS: W nean on the basis of
exi sting data.

DR. GREEN: No.

DR JESTE: No
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DR SMTH  No.
DR. VELCH  No.
DR. LENAERTS: No.
DR, FAHN:  No.
DR. JUNG No.
DR. GOLDSTEI N:  No.
DR, SACCO  No.
DR. KOSKI: No.
DR, HUGHES: No.
DR KIEBURTZ: | also vote no. That was

unani mous no's on the two parts of Question 2
See, that was easier.

Question 3; do you believe that, based on
the existing data on nedi cati on-overuse headache,
there is evidence that a proportion of patients
prescribed MIr100 will likely take a nunber of
nmont hly doses hi gher than the recommended anount?

Di scussi on on that question?

DR GOLDSTEIN: The question again, the
first phrase there, is the existing data on
medi cati on-overuse headache. | think the data on

medi cati on-overuse headache is different than we
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m ght think for patients who take nore than they
are supposed to take because it may not lead to
medi cati on- overuse headache

I think, again, we can answer the question
the way it is witten, but | want to find out
exactly what they had in nind because, if the
question is, do you think there is a proportion of
patients likely to take nore than the recommended
dose, that is a different question than the first
phr ase.

DR KATZ: W were just trying to link it
to previous evidence of overuse of other mgraine
treatnents. But yes; we are interested to know
whet her or not you think people are going to take
nmore than they are supposed to.

DR KIEBURTZ: Right. And not so nuch
linked to the character or anything about what
causes medi cati on overuse headache, just the
question of--is that clear?

DR LENAERTS: It would be better stated
maybe, on nedi cati on-overuse in headache.

DR KIEBURTZ: GCkay. That is the intent
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of the question. Discussion on that question?

it my turn to start?
Is there evidence that a proportion of

patients are likely to take a numnber

reconmended? Yes.

KCSKI :

SACCO

JUNG

FAHN:

WEL CH:
SM TH:

JESTE

%3 333333 I DD

GREEN:

2

it i s unani nous that

HUGHES:

Yes.

Yes.

Yes

GOLDSTEI N: Yes.

Yes.

Yes.

LENAERTS: Yes.

Yes.

Yes.

Yes.

Yes.

KI EBURTZ: Very good. Thank you

it is likely that they wll

take nore than the nunber reconmended.

So we are changing focus here entirely no.

This one is a little bit trickier question. Al

currently approved acute treatnents of migraine are
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i ndi cated without restriction regarding the
presence or absence of nausea at baseline.

G ven that patients nmay have nausea at
sone attacks and no nausea at others, given that,
does an indication limted to the subpopul ati on of
m grai ne patients with no nausea at baseline
represent a clinically meani ngful and acceptabl e
i ndi cation?

Di scussion on that? Dr. G een.

DR CGREEN. Well, given the fact that it
is so counter-intuitive, | really believe that both
doctors and patients will erroneously give the
wrong advi ce.

DR KIEBURTZ: Dr. Koski.

DR. KCsSKI: | think that patients do
intermttently have nausea at various tines
t hroughout the course of their headache. | think,
because they are given a drug, they wouldn't
exclusively use it in terns of the periods when
they didn't have any nausea. So just even
accepting the data as it is, | think there is a

problemwith the way a patient would use it.

file:///C|/Dummy/0804peri.txt (276 of 310) [8/12/05 10:21:10 AM]



file:///C)/Dummy/0804peri.txt

277

DR KIEBURTZ: Dr. Porter.

DR PORTER | agree. | think that this
drug will be used in patients with or w thout
nausea if it is marketed.

DR WELCH: Nausea is such a variable. As
we have heard, this drug will be used in people
with or without nausea w thout question.

DR KIEBURTZ: Further discussion? Dr.
Green, how do you vote on the question; is it a
clinically neani ngful and acceptabl e indication.

DR. GREEN: No.

DR. JESTE: | amnot a m graine researcher
so | think |I should just abstain from answering
that question.

DR. KI EBURTZ: Fair enough.

DR SMTH. | would do the sane.
DR KI EBURTZ: Abstain.

DR. VELCH  No.

DR. LENAERTS: No.

DR FAHN:  No.

DR. JUNG No.

DR.

GOLDSTEI' N No.
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DR. SACCO No
DR. KOSKI: No.
DR HUGHES: | abstain as well.

DR KIEBURTZ: No.

So three abstentions, nine no's as to
whether this is a clinically neaningful and
acceptable indication. Any questions fromyour end
of the table? Okay.

The fifth question; In a new clinica
study, if the sponsor shows prospectively in a new
clinical study in mgraine patients with no nausea
at baseline a significant contribution of
met ocl opram de on sustai ned headache relief of 5 to
10 percent--this harkens back to Question 1--5 to
10 percent of patients, a proportion of
peopl e--again, this is a proportion of the enrolled
subj ects who have this response which is sustained
headache pain relief, so that is 5 to 10 percent of
the patients, no benefit at the two-hour pain
research, no contribution of netoclopranide at a
two- hour pain response, no contribution of

met ocl oprami de on the rel apse rate or
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rescue- nedi cation use in the two- to 24-hour
period--so, again, this is a 5 to 10 percent
benefit on the synthetic neasure but not a
significant inpact on either of the elenents that
make up the synthetic nmeasure--would the
demonstrated benefit outweigh the risks related to
tardi ve dyski nesi a?

This is, again, those effects in a group
that was enrolled with no nausea at baseline; would
this have denonstrated a benefit outwei ghing the
risks related to tardi ve dyski nesi a.

Di scussion of this? Dr. Sacco

DR. SACCO Again, | think the only thing
I woul d add here, we have a significant
contribution. Wen it says no contribution in the
second and third bullet there, | amassum ng we are
saying no significant contribution, but, again,
there may be a trend in those two, that when you
add them up, you have a significant contribution.

DR KIEBURTZ: | would say that is an
appropriate clarification. Again, | think that we

should clarify that the risk of tardive dyskinesia
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is whatever in your heart you think that is since
we don't have evidence in that regard--heart, nmind.
I amnot trying to be flip about it. It is what
your own best estimation is.

DR GOLDSTEIN: darification. It seens
that this question is a conpound of all the other
questions. So we have answered, for each of these
conmponents, in one way. | don't see what question
we are answering that is different than what we
have al ready answered.

DR KIEBURTZ: Okay. But we are going to
answer it because that is our job.

DR GOLDSTEIN: Ckay.

DR KATZ: We will just see if you are
bei ng consi stent when you answer this one.

DR FAHN. It is a different question

DR KATZ: It is a test.

DR. GOLDSTEIN: | just want to know, are
you trying to get--1 want to answer the question
that you are asking.

DR. KATZ: No, no; it puts everything

together. Then, of course, the thing we haven't
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tal ked about is the very last thing. But, no; you
are right.

DR. KIEBURTZ: Dr. Fahn

DR FAHN: | read this question as
different fromthe first question, Question No. 1,
is that here we are saying on contribution of
met ocl oprani de on rel apse rate or rescue nedication
used in that two- to 24-hour period which wasn't in
the previous question. So this is now saying, in
the long run, you are still going to have to take
rescue nedicine just as often, and so forth. So,
to ne, that changes the equation quite differently.
It adds another el ement which the FDA wants us to
answer and | think this now adds that other el ement
we have to | ook at and think about.

DR KIEBURTZ: There was not a
specification before about the no significant
contribution on the rel apse rate.

Dr. Porter.

DR PORTER M problemwi th this question
is that it assunes that this no nausea at baseline

is, in fact, sonething that we really believe the
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conpany has shown. In ny understanding, this is
pretty nmuch a post hoc analysis. W are not
absolutely sure that they can reproduce this.

I think that, to ask this question assunes
that they are going to look for this small
subpopul ati on which, in fact, m ght be a nistake
because, if they are wong on that, then their drug
m ght be good for nigraine as whole. | think that
we ought to ask the question of ourselves as well,
do we think that this is a subpopul ation that
conpany shoul d consi der as a popul ati on that they
want to chase because it is a high-risk event. It
cuts down the total nunber of patients avail abl e,
et cetera.

I amnot sure that we are there yet.

DR KATZ: This question just sort of took
as a given that if this was a real reliably
identifiable or appropriate subgroup and they
were--and the first part says, and they were to
prospectively show it again, would all of these
thi ngs apply.

I think you have already said that you
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don't think that the no nausea at baseline is an
appropriate subgroup in which to devel op the drug.

I think that is nore or less how !l interpreted the
| ast vote, or whichever one it was.

So | think this question does, nore or
| ess, incorporate several of the questions you have
al ready voted on and it would seemas if the answer
to this question would be obvious. | suppose we
could ask, if this is what you sawin the entire
popul ation; in other words, they did a study both
with and without--you know, the typical popul ation,
as they have already done, and basically saw the
sanme results that they have already seen twi ce,
woul d it be acceptable.

But | think you have al ready answered that
question as well. | think you have answered that
they have to show sonmething in two hours. Anyway,

I actually think it has already been answered, but
if you want to vote on it, you can

DR KIEBURTZ: Dr. Tenple, did you want to
say sonet hi ng?

DR. TEMPLE: Not to get into too nmuch of
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study design things, if the conpany wanted to do
further studies to docunent and say and an effect
at two hours and really thought that the no-nausea
popul ation was the right place, they could still do
a study in the mxed popul ati on, nmake the prinmary
endpoint the effect of the no-nausea popul ati on and
get data on the other.

DR, KI EBURTZ: Absolutely agree.

DR TEMPLE: That is all for later.

DR VELCH | guess it depends on what the
5to 10 percent is. |If it is used here as what do
you think would be a clinically persuasive
di fference, independent of what the data has been
on nausea, that is a different question that really
addresses the second question about additiona
dat a.

DR, KIEBURTZ: Just staying on the first
question, | think this is a pretty straightforward
one to vote which | think the comments to date, we
know what the answer is going to be. It is
essentially a contribution with a new feature about

speci fying a nonsignificant contribution of the
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rel apse peri od.
Is it nmy turn to start first? Wuld the

demonstrated benefit outweigh the risks related to

tardi ve dyskinesia. | would vote no.
DR HUGHES: | vote no.
DR. KOSKI:  No.
DR. SACCO  No
DR. GOLDSTEI N:  No.
DR. JUNG No
DR, FAHN:  No.
DR. LENAERTS: No.
DR. VELCH  No.
DR SMTH  No.
DR. JESTE: No.
DR. GREEN: No.

KI EBURTZ: So unani nobus on the no.

2

If not, | guess our response was presaged
by considering if we said no, if we vote no to that
first question, what additional data, or desired
primary outcome neasure, or desired effect on
sustained relief, could provide evidence of safety

and efficacy?

file:///C|/Dummy/0804peri.txt (285 of 310) [8/12/05 10:21:11 AM]



file:///C)/Dummy/0804peri.txt

286

What | understand here is we can go back
up to these bullet points--and nowis an
opportunity for us, although | amthinking we are
not going to take three hours of opportunity to do
this, to flesh out sone of the things we have been
alluding to regardi ng whether two hours is
important. | think we can comment here even about
t he nausea or not.

So | think a question which has al ready
been posed by Dr. Katz and Dr. Bastings is whether
we would i ke to see a benefit of the two-hour
response. Dr. Welch also nentioned a pain-free and
a sustained pain-free response. Maybe we can have
sone di scussion on this point.

Do you want to comment at all, Dr. Welch,
not to pick on you

DR. VELCH | think that having said that
we accept that this combination of medication could
be used for certain patients, that it behooves us
to ask for the nost rigorous endpoints in any
clinical trial that we can. The npbst rigorous is a

t wo- hour pain-free sustained over 24 hours.
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What patients really want is to be
pain-free as early as possible. That is really
what the patient ideal is. So, for that reason, |
woul d ask for that particular data given that we do
accept that, with this risk inalimted
popul ation, that this could go ahead.

DR KIEBURTZ: Dr. Katz and Dr. Porter.

DR KATZ: | just have a question because,
obvi ously, we have not adopted as required for the
approval of the typical, if there is a typical
acute mgraine treatnment, the pain-free at two
hours. W have had mild or no pain. | just want
to sort of flesh this out alittle bit nore. Do
you think it should be pain free at two hours
specifically because of the potential risk or do
you think that is sort of a generic requirenent?

DR. VELCH | think it is ideal endpoint
that the conmunity know us for, the headache
community, the IHS regul ations or guidelines. That
is the first thing. But | think it is the nost
ri gorous endpoint that you can get and | think,

because of the risk, that we deserve to see the
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nost rigorous endpoint tested, if that answers your
quest i on.

DR. KATZ: Yes; it does.

DR KIEBURTZ: Dr. G een.

DR GREEN. I, like Dr. Welch, was
surprised that endpoint, the primary endpoint, to
the study wasn't two-hour pain sonething, anyway,
that certainly we would like to see trials going
forward with the primary endpoi nt being, hopefully,
two- hour pain free because, anobng ot her things,
that probably even predicts recurrence rates and
certainly, when we tal ked about drug overuse, if
sonmeone is pain free, they are very unlikely to
redose.

DR. KIEBURTZ: So the two-hour time point
is an inportant one as assessnent of efficacy.

DR GREEN. Right.

DR. KIEBURTZ: O those, the pain-free
response i s perhaps, even nore informative than the
pai n response?

DR. GREEN: Actually, there is another

one. There is mgraine-free which is pain-free,
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phot ophobi a-free, phonophobi a-free,
nausea-voniting free, which is even a tougher one.

DR. KIEBURTZ: You can escal ate the
characteristics of what the two-hour endpoint is
but that is an inportant tine point at which to
demonstrate the margi nal benefit of--1 don't nean
margi nal, small, but the additional benefit of
met ocl opr ami de over naproxen.

DR. GREEN: Definitely.

DR KIEBURTZ: Dr. Fahn

DR FAHN. There are three conditions in
this area and one of themthat we have been talking
about is the two-hour one. But | would say if any
two of these would be sufficient in ny mind that
met ocl oprani de was superior to naproxen al one; that
is, even if the two-hour wasn't any nore superior
pai n-free than naproxen al one but they got better
at the end of the day and they didn't have any
rel apses and they felt better, that would be--those
two would be fine with ne.

So that is what | would |l ook at. One

al one is probably not sufficient for the risk but
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two out of the three would be sufficient for the
risk in my book.

DR. KIEBURTZ: So either--1 amjust trying
to think.

DR. FAHN. The rel apse rate was one of the
risks. The two-hour tine point is another one of
the outcomes. The sustained headache relief.

DR KIEBURTZ: | don't think you could get
the conponents w thout getting the conposite, but |
get your point. Two out of the three rather than
just one out of the three which is the circunstance
now.

DR SMTH A little off the endpoint
question, but | would |ike to see that comnbination
be better than a hi gher-dose naproxen is one
question because you could increase the dosage and
potentially have the sane type of effect for
naproxen alone. The other thing is how would it
wor k anong peopl e that failed naproxen al one woul d
be another interesting question because, again, you
are tal king about a very unique risk and so there

probably would be a drug that would not be a
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first-line so how does it work in people that fail
Whul d you see that sane response?

DR KIEBURTZ: So one is an issue of
conparators, not just to the naproxen dose
intrinsic in M100 but to a higher dose as a
conpar at or .

DR SM TH. Exactly.

DR. KIEBURTZ: The other question is one
of selection criteria in terms of people who
fail ed.

DR WELCH: A specific trial in naproxen
failures. 1t has been done for triptan failures.
Then you mi ght just ease up a little bit on the
rigor of your endpoint.

DR. TEMPLE: To do that trial right, you
have to randoni ze those peopl e who, by history or
failures, back to this product again and naproxen.
So you are enriching it for naproxen failures.

That design can work if the effect is decent,
| ar ge.
DR. PORTER: | think you have to have a

little flexibility for the conpany. | think our
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very rigid two hour nust be pain-free nmight be a
hurdle too high. | would urge you to think about a
little flexibility even though you want to set the
standard high for a drug that is not as safe as
sone.

DR. VELCH  But the conpany doesn't want
to be set a lower standard if the standard for the
whol e headache specialty becones that rigorous.

DR. PORTER: How many drugs do you have
that meet that standard?

DR KIEBURTZ: Let's just not get into a--

DR. PORTER:  Ckay.

DR KIEBURTZ: Please. Dr. CGoldstein, you
had a conment ?

DR. GOLDSTEIN: Yes. The other point,
this conmpound question that | think still needs to
be considered is is the addition of the rescue
medi cation--the question is, if you are taking care
of a patient again, that you want themto be able
to take a drug and have relief, be able to get back
with their work and not be having to take

additional drugs. |If they require additiona
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drugs, | think that needs to be factored into the
equat i on.

The second point is, as you design a
trial, what the appropriate conparator group is.
guess the question that you have fromthe
regul atory standpoint is the only question that you
are really looking at, is whether the
met ocl opr ani de conponent adds to the naproxen but
now how t he conbi nati on woul d conpare wi th other
approved agents.

DR KATZ: That's the first question,
absolutely, is the conbination policy of both
conponents nmaking a contribution. The question of
whet her or not the actual product, how that
compares to other products, is usually not one that
we consider froma regulatory point of view except
when you are worried that the product night be nore
dangerous than everything else that is out there.

There have been extraordinarily rare
occasi ons when you actually have to show that your
product actually beats sonething el se out there in

order to get approved because it is so dangerous.
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So, yes; in some sense, we always think about that
in the back of our ninds but we al nost never
require it because it just doesn't--the
circunstances don't support it.

DR. KIEBURTZ: Dr. Sacco.

DR. SACCO | just wanted to go back to
the endpoint question again. | amjust trying to
under stand why the mgraine community is basically
saying that outcone for clinical trials regarding
m grai ne drugs should be changed. From ny
under st andi ng and what | have | earned today and
what | amreading is that pain research, none,
pain-free, or mld pain has always been the
endpoi nt ..

Is it because we are hearing the risk of
this drug or do you think, in general, for every
m graine drug to conme, the new endpoints should be
pain-free. If so, | amjust trying to understand
why, because | am okay with none or mld pain, but
I amcontinuing to hear you want it changed to be
pai n-free

Am | not reading that right?
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DR VELCH  The issue is how do you define
mld. Wat is nld? It is very subjective. So
the nmost rigorous one would be pain-free. The
outcone fromhere onin, | believe, by the
community would be to use that.

There are other endpoints that you could
choose, but | would be afraid, addressing the issue
for the conpany is, if someone el se came up with
anot her drug with a nore rigorous endpoint and they
were given a nore flexible one, that they woul dn't
conpete well with it.

But | think if you certainly do a tria
agai nst naproxen, itself, in naproxen failures, you
could let up on your endpoint, again qualifying the
st udy.

DR KIEBURTZ: Dr. Hughes, you had a
coment ?

DR. HUGHES: | guess the main coment |
have is | would like to see the other side of the
equation and get a bit nmore formal information
about the risk of TDin this population. | would

hate to see an efficacy trial w th whatever

file:///C|/Dummy/0804peri.txt (295 of 310) [8/12/05 10:21:11 AM]



file:///C)/Dummy/0804peri.txt

296
endpoint, or simlar endpoints, as has been done
with a 5 percent difference and still have
consi derabl e uncertainty about the risks of TD in
this popul ation.

DR KIEBURTZ: So addressing the issue of
what additional data, you would |ike nore safety
dat a.

DR. HUGHES: Fornally obtained; yes.

DR JESTE: | think there is an
opportunity to | ook at safety in a broad
perspective, not just tardive dyskinesia but also
the various extrapyram dal synptons, Parkinsoni sm
m crodystonia, akathisia. This should be done.
There are nunber of exanples in which this has been
done using standardi zed rating scales for each of
these on a regular basis and continuing that for
six nonths to a year at the very |east because
really one cannot--100 patients keep on the drug
for one nonth is not the sanme as 100 patient
months.  You really need patients to be treated for
one year before you can say anything about the

i nci dence of tardive dyskinesia let alone its
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per si st ence.

So what | would strongly recomend in
terns of suggested studies would be |onger-term
foll owup studies, standardized rating scales for
Par ki nsoni ani sm akat hi sia, dystonia and tardive
dyski nesi a.

DR KIEBURTZ: Dr. Katz and then Dr.
Lenaerts.

DR. KATZ: Maybe a little discussion on
this point would be worthwhile because these sort
of long-termlarge safety studi es have been done
when you are trying to sort of cap the risk or
say--you m ght think about, well, | think 0.1
percent risk mght be acceptable given this sort of
benefit on an appropriate outconme, so you woul d
have to figure out how many people that would be

You may tal k about thousands of patients
followed for a year. | am just wondering whet her
or not people, again, postulating this sort of an
ef fect on an appropriate outcone, whether or not
peopl e think that that woul d be something that

woul d be necessary, even if they were to show
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effectiveness at this |evel

DR JESTE: M feeling is that if we did
not suspect tardive dyskinesia with this drug, then
I don't think one would ask for |onger-term
studies. But here there are grounds to think that
the drug woul d be associated with some risk of
tardi ve dyskinesia which we don't know. It could
be minimal. But, still, there is clearly sone
risk.

I think that it behooves on us, then, to
have at |east some |ong-term data because sone
patients will, indeed, be using the drug. And the
findings may turn out, may show that, actually, the
risk is very low, in which case it will be hel pful
I do think that long-termstudies will be warranted
in a case like this.

DR KIEBURTZ: Dr. Lenaerts

DR LENAERTS: Wuld the nunber needed to
treat shed light into this and, in that case, is ny
assunption right if we have, say, in 304 study,
rounded out 32 percent versus 28 percent, would it

be a nunber needed to treat of eight? Wuld that
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be correct? Wuld that be useful to look into
t hat ?

DR KIEBURTZ: | amnot sure that that is
the right nunber.

DR LENAERTS: That wouldn't apply?

DR KIEBURTZ: For number needed to treat.
But, anyway. | amnot sure.

DR LENAERTS: | amjust throwing in the
quest i on.

DR KIEBURTZ: Okay. Dr. Porter, you had
a question?

DR PORTER  Just a comment and that is if
the risk is, in fact, relatively lowin this 0.038
percent category, if you can have any kind of power
at all to measure this, it is going to take
t housands and t housands of patients, as you al ready
menti oned, unl ess you are |ucky, or unlucky, and
you happen to stumble over one early. But you
could do 2,000, 3,000, 4,000 patients and still not
see it and it could still be there.

DR. KATZ: Right; you could decide up

front what sort of a risk you would be willing to
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live with. In other words, not greater than 0.1
per cent.

DR. PORTER: \What kind of power you
want ed.

DR KATZ: Right; and then you just figure
out how many people. But, yes; we would have to
know what peopl e thought would be an acceptable
risk and then you work backwards and you figure out
how many people you need to follow But, yes; it
coul d be, depending on what sort of a risk would be
acceptable, it would be thousands of people. Sure.

I amtrying to figure out whether that is
sonet hing you think we ought to do and pick a risk
to cap it at, or--

DR. VWELCH That woul d be extraordinarily
difficult and extraordinarily expensive in the
m grai ne population. | think the real issue, that
what we are dealing with here, is that if MI100
conmes to acceptance and general prescription, that
all of us know that, in a popul ation of m graine
patients, or chronic-headache patients, whatever

that makes up, that they will be taking this drug
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on a chronic basis, a long-termbasis. It is very
difficult to actually reproduce, at any clinica
trial, an interaction of someone who has the
pat hogeni ¢ factors of a chroni c headache, perhaps
wi th dopam ne hypersensitivity and the interaction
of using the drug.

So it is an alnost inpossible thing to do,
I would think. But the issue is, given that we
know that there will be a subgroup of patients who
will take this nmedication inappropriately, that we
really nust be sure that it is effective for a
subgroup of patients who really need it.

Answering the very el oquent appeal for
pain relief in mgraine, which is very real because
m grai ne patients will, even if some of them know
that they are at mpjor risk for vascular insult,
will take a triptan and take that risk. W do know
that you can use netocl opram de and Naprosyn
separately. |In fact, before the triptans, | amold
enough here to be a pre-triptan-era prescriber, it
was not uncommon for ne to conbine these two

medi cations in patients that didn't respond to
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Napr osyn al one.

So the real reason why we must ask for
extreme rigor, | think, with this particular drug
is knowing that there will be a popul ation that may
overuse this drug with the risk of tardive
dyskinesia. But to reproduce that in any clinica
trial, | would think it is just inpossible.

DR KIEBURTZ: | would ask questions in a
slightly different direction because we have not,
in this discussion, gone this way. Just say we
don't get nore evidence about safety, that we are
unable to better estimate with precision then
sonet hing that we think is between 0.038 and 1.0.
Say we can't figure that out. 1Is there a nmagnitude
of benefit that is greater than this nunber here,
since we voted no to this, that woul d nmake peopl e,
in that situation of relative ignorance, change
that to a yes.

So, if there was a 20 percent--the
di fference between the naproxen and Mr100 group was
20 percent--woul d that be enough to overwhel m

what ever the concerns are about the safety. |
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think that is another question that we are being
asked about. O would, no natter what the
magni t ude of the benefit, those safety concerns
woul d be persistent.

I don't see any clear thoughts on that
one.

DR FAHN: | would just go back to what we
tal ked about before that | feel to be absolutely
safe, patients would have to show they don't
respond at all to naproxen al one but now woul d
respond to the conbination drug if there is a
combi nation drug on the market.

As M chael just said, that before there
was a conbi nation drug, you could still prescribe
met ocl opranmide if you think it is going to be
added. You try naproxen alone and if it didn't
wor k, okay, we are going to try the two together
You will see. Then, if it doesn't work, then you
drop it. If it does work, then there is a certain
risk that you tell the patient there is going to be
and you can take this conbination if you are

willing to accept that risk
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I think that is the kind of question |
would like to see directed if we were going to | ook
for--in other words, it has to has sone restriction
on a conbination drug that you wouldn't have to
have if they were prescribed separately
because--nornmally, when they are prescribed

separately, it is an extra step.

Too nmany doctors will say, well, just take
this conbination. 1t gives you both the advantages
of naproxen alone plus the netoclopramide. | think

that nakes the risk too dangerous.

DR. KIEBURTZ: So, to paraphrase, the
approach, rather than answering by a bigger
benefit or quantifying the risk, is nodifying the
path to which you get to that drug.

DR FAHN. | think that is extrenely
i mportant how you give that path because there
shouldn't be--if you are going to take any ri sk,
you ought to make sure that risk is worth taking
and, therefore, that you are getting benefit that
you woul dn't have had ot herw se

For that particular person, if they fal
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within that 5 or 10 percent, 20 percent, or
what ever nunber you want to give a category, why,
for that person, they are getting a great benefit
and they are willing to take that risk. | think
that is okay.

DR. KIEBURTZ: Are you getting answers?
I's this discussion gernmane to the--

DR KATZ: Yes. There are a nunber of
i deas that we will have to think about but | think
they are all relevant.

DR KIEBURTZ: Ckay. This is not a voting
question because it is, what additional data would
you like. So it is not a yes or no. W can't give
a yes or no here. Wuld soneone |ike to nmake
addi ti onal comments? | see two. Dr. Jeste.

DR JESTE: oing back to safety, | am not
suggesting that we need to have huge studies to
find out the incidence of tardive dyskinesi a.
think one can use that normal involuntary novenent
scal e as outcone for the safety purposes as ngjor.
So what you are looking at is really percent

increase in the Mscore. Say, the mean score,

file:///C|/Dummy/0804peri.txt (305 of 310) [8/12/05 10:21:11 AM]



file:///C)/Dummy/0804peri.txt

306
let's say, goes up from0.5 to 1.5. Those patients
will still not neet the criteria for tardive
dyski nesi a because you need a nini mum score of 2,
mnimumat least 1. So that can be done in a few
hundred patients. So it is really not the nunber
of patients that is critical. It is the Iength of
the study that will be inportant. That can be done
in as many patients as are needed for just |ooking
at outcone.

DR KIEBURTZ: Dr. Col dstein.

DR GOLDSTEIN: Again, just froma
clinical standpoint, | think the real question is
whet her the patient taking X nedicine as opposed to
Y is going to get on with their life later, be able
to get back to their life sooner rather than later.

If you just inprove pain but they are
still debilitated because of the concomtant
synmptons, you haven't really done rmuch. So, as a
conposite neasure, | think it would be good to have
sone nmeasure of migraine-related disability, and
know such scal es exist, to be considered as one of

t he endpoi nts.
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That is what we are really trying to do
here. The other thing to consider in terms of sone
of these trade-off issues--1 said it before, but,
in terns of additional data, that data can be
obtai ned so we are not sort of guessing these
things. We can get finite data to support what
risk people with mgraine would be willing to take
of having these sequel ae to be pain-free or wthout
disability at whatever given high proportion

So, again, | think that those data would
be very helpful to informboth the conpany's
decisions as to howto go and for the FDA as well.

DR KIEBURTZ: To sumarize Question 5, on
the first part of it, we voted no uniformy on the
way it was categorized and then di scussed ways
where data might be hel pful in addressing the
question. One is nore safety data. Two is the
t wo- hour endpoint seens to be inportant as to
whet her that needs to be sonethi ng beyond the
traditional pain response is sonething that is
debat ed and, al so, we tal ked about ways in which

subj ects or patients mght access the nedication
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through specific failure of other interventions
prior to exposure to this intervention

I amgoing to briefly sumrmari ze our
di scussion. Unfortunately, your chair has failed
my two-hour response to ny migraine intervention so
my thinking is alittle cloudy. So you will have
to bear with ne. 1In addition to Dr. MCorm ck,
there are other people who have trouble respondi ng
to their mgraine nedications.

We concluded that the current estimate of
tardi ve dyskinesia foll owi ng exposure to
met ocl oprani de, particularly in this setting, is
not a reasonable estimate. W tal ked some nore
about how we mi ght get some better estimates of
t hat .

Both in the initial question and the
second question, that the anount of benefit
demonstrated so far, w thout saying whether that is
significant or not, is not sufficient given the
perceived risk in the absence of concrete data, the
perceived risk given the absence of benefit at

t wo- hour endpoi nts.
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We don't think that there is enough
evidence that there is no risk of tardive
dyskinesia with chronic intermttent administration
nor can we identify a dose that woul d be bel ow t he
ri sk, a nunber of doses that would confer no risk
We think it is likely that, no matter how the drug
is |abel ed and approved, that people will take it
nmore than whatever the recomended dosage is if
there is alimtation on the nunber of dosages, and
did not have support for the idea of individuals
wi th nausea at baseline being an identifiable group
of a clinically meaningful and acceptable
indication for the treatnent of m graine.

I think that summarizes our discussion

DR. PORTER: Could | just add one coment.
I think there is an uncertainty about whether or
not the nausea or no-nausea popul ati ons have been
demonstrated here. The conpany shoul d not ni sl ead
itself by a subgroup analysis post hoc that
necessarily takes them down the w ong path.

DR. KIEBURTZ: | think, then, unless there

are sone comments from Dr. Katz.
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DR KATZ: No. | just want to thank
everybody. | think it is particularly difficult to
di scuss these matters and come up with decisions
and advi ce based on so little data, at |east on
parts of this. So | really appreciate it.

Also, | just learned that Anuja, this is
her last neeting with the commttee. So | want to
thank her publicly for all her work. And good | uck
in the future. W are sorry to see you go.

DR KI EBURTZ: You keep your secrets well,
i ke everyone else here at this agency. Thanks to
the conmittee nenbers for coming, for staying on
point, to the sponsor for their presentations and
their responsiveness to our questions.

We will adjourn the meeting now.

(Whereupon, at 2:40 p.m, the neeting was

adj our ned.)
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