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stimulant drugs. W don't know about the
cat apl ectic narcoleptics who weren't. So, | wanted
to reflect what we actually | ooked at, the
scientific evidence.

DR KATZ: And, would that be the basis
for your no vote as well?

DR SIMPSON: Well, mine is really that
they reduced cataplectic events. | guess ny
understanding of treating it is that they couldn't
sort of cure it.

DR. PENN. May | just clarify? | didn't
mean cure. M notion was not cure, nor did | say
nonot her apy.

DR. KATZ: Right. Fromthe point of view
of an effect, you know, that sort of |anguage only
being applied to a cure, the vast mgjority of
things we treat and give clainms for in indications
are for synptomatic, non-curative treatnment. So,
it is perfectly acceptable for us -- and I think it
was inplied in Dr. Penn's notion that to vote yes
you woul dn't necessarily have to conclude that the
drug cures it or wi pes these attacks out, but just
that there is a decrease in these attacks comnpared
to the control

DR. FALKOWSKI:  And you can call it
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nonot her apy but what the subjects were in these
studies were subjects with the condition that were
al ready under nedication for this condition. So,
to take that leap to say, well, therefore, if you
have people with this condition who are not on
stimul ant drugs, does that follow? | don't believe
it does.

DR KATZ: W wll take that under
advi senent .

DR. KAWAS: The next question, has the
sponsor denonstrated efficacy of Xyremfor the
proposed indication to reduce excessive daytine
sl eepiness in patients with narcol epsy? The floor
is open for discussion on this point.

At the risk of putting nyself back in the
sane place as last tinme, | would summari ze what we
have seen today with regards to excessive daytine
sl eepi ness that there was one study, in a
doubl e-blind fashion, that showed subjective
changes in sleepiness with the Epworth Scal e, and
that would be the GHB-2 study. The other study
which is being held up as a pivotal study with
regards to daytinme sl eepi ness was the Lamers
study, which is a small study. OQherwise, | fee

that the evidence with regards to daytinme
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sl eepi ness was very weak at best, in particular
the only study that proactively nade daytine
sl eepi ness the primary outcome neasure as well as
usi ng objective neasures with the MSLT was, in
fact, negative. All the other studies were open
| abel. So, here | have a little nore --
considerably nore difficulty actually seeing that
t he sponsor has denonstrated efficacy for daytine
sl eepi ness. So, what are the committee's thoughts
on this? Wat are the conmittee's comments on
this? Jerry?

DR WOLINSKY: As | tried to point out
before, | think this is such an enriched patient
popul ation for purposes of the endpoints that were
studied, it is hard to know that one could
general i ze daytime sleepiness effects in a ful
popul ati on of narcoleptics. So, | agree that the
data is weak and it is also in a very enriched
popul ati on.

DR. KAWAS: | amnot sure | understand.
For clarification, enriched with what? You nean
enriched for catapl exy?

DR. WOLI NSKY: Enriched for catapl exy
which is not present in all narcoleptics and is not

al ways present at this frequency. So, | don't
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think that we would know. | would not know as a
clinical that if |I had a narcoleptic with sleep
attacks or daytime sleepiness but no cataplectic
attacks whether | could expect the drug to work or
not, and | saw no data to tell nme that | could.

DR KAWAS: Any other comments? Any other
t houghts before we call the vote on this question?

DR. PENN: | nove that the conpany has not
provided information to prove that daytine
sl eepiness is affected by Xyrem and | woul d nmake a
conment on ny notion, that if the conpany sees this
as an inportant thing they can do a post-approva
study on that specific itemand that woul d be
appropriate. | was |eaning at the begi nning of
this to think that there was too nuch need for ful
proof on an orphan drug that this night be the case
and | was going to give themthe benefit of the
doubt, but considering the potential for abuse in
patients who will say they are just sleepy and the
regul atory problems with that, | think we had
better be quite strict on this.

DR. KAWAS: Can you neke that notion

w t hout the addendunt?

DR. PENN: No, no, the addendumis just ny

conment .
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DR. KAWAS: Good. G ve nme the short
noti on.

DR. PENN: They didn't prove their point.

DR. KAWAS: The | anguage is has the
sponsor denonstrated efficacy of Xyremfor the
proposed indication to treat excessive daytine
sl eepiness in patients with narcol epsy? So, a vote
of yes the way | just worded it woul d suggest that
t he conpany has shown efficacy, simlar to the |ast
vote. A vote of no would suggest that the conpany
has not shown efficacy for that particular
indication. So, all in favor of yes, the conpany
has shown efficacy for the indication of daytine
sl eepi ness, please rai se your hand.

[ No show of hands]

Al if favor of no?

[ Show of hands]

Let the record show that it was unani npus.

It might be the only tine today.

DR TITUS: And enter nine nanes pl ease
into the record.

[Drs. Penix, Van Belle, Penn, Kawas,
Wl i nsky, Roman, Fal kowski, Sinpson and Lacey voted
agai nst the notion]

DR. KAWAS: Now, the second question that
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the FDA has asked us to vote on is has the sponsor
establ i shed the safety of Xyrem when used for the
proposed indication for which substantial evidence
of effectiveness has been submitted?

Now, given our previous vote, we are
tal ki ng about substantial evidence for the
ef fectiveness to treat cataplexy, and | want to go
ahead and put in here that | think nmost of the
conmittee menbers have been of the opinion that the
substantial evidence is al most exclusively in the 9
g dose range. So, | think we are tal ki ng about has
t he sponsor established safety of Xyrem when used
for cataplexy at a dose of 9 g per day, for the
nost part. The floor is open for discussion on
thi s question.

DR. SI MPSON. Coul d one of the physicians
put the adverse events that one can see in the 9 g
i n perspective?

DR. KAWAS: Let nme let Dr. Katz and Dr.
Mani answer the question. Dr. Katz?

DR KATZ: Yes, this is why the dose which
you think is effective is inportant. It mght be
useful, before you deci de whether or not the safety
has been established at 9 g, to have a | ook at what

the total exposure at the 9 g dose is and whet her
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or not you think that is acceptable, as a first
step, independent of whether or not it seened to

have been tolerated, with enough people at 9 g with

sufficient duration. So, | don't knowif the firm
could put up a slide. | think Ranjit has an
over head.

DR. KAWAS: Slide 67 fromthe conpany,
updat ed | SS dat abase, summary patient exposure by
dose. By ny calculations we are tal ki ng about 60
years, person years of exposure on the 9 g dose
fromthe integrated data set.

DR MANI: | amsorry, | don't believe it
is patient years, is it? It is the nunber of
patients.

DR KAWAS: Well, | calculated it because
there were 13 patients who had been on it for 2
years or nore and 34 patients who had been on it 12
months or nore. So, it was just 2 times 13 plus
34, That is the way | camto the 60 person year
estimate. | actually didn't give themany credit
for the 6-nonth exposure.

Actual ly, | have a question to ask of the
conpany, do each years subsune the others? So, the
13 individuals who were in the 2-year category, are

they also included in the 62 who are in the 6-nmonth
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category and the 347

DR. REARDAN:. Yes, | believe that is
correct, Dr. Kawas, the 13 patients would be
included in the 34, and the 34 would be included in
the 62.

DR. KAWAS: So, the math is nore
conplicated than | made it out to be, actually. It
still conmes to about 47 patient years of exposure
by my calculation. | believe that the standard
generally if it is considered acceptable is
consi derably higher than that. Perhaps Dr. Katz
would Iike to conment on that, particularly in the
case of an orphan drug with a relatively small
pati ent popul ation

DR KATZ: Yes, the typical mininum
requirenents for an application for a standard drug
that is not an orphan -- we will start there
because we have such standards witten, is at |east
1500 patients total or subjects total, with at
| east 300-600 for 6 nonths for a chronic disease
and at least 100 for a year. That is the standard
I CH mi ni num dat a package for safety.

As you point out, this is an orphan
condition. | guess the conpany estinmates the

preval ence of narcol epsy patients with cataplexy is
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about 25,000 or 24,000, sonething like that. And,
we had agreed prior to the subnission of the NDA
with the conpany that, because it is an orphan with
a fairly small preval ence, that they wouldn't
really have to have the full data set that a
typi cal NDA woul d have, and we agreed that a tota
of about 500 would be in the ball park. It is
under stood that at |east some significant
percentage of those patients should be at a
t herapeuti c dose because the safety accrued at the
dose that is less than therapeutic isn't
particularly contributory.

So, while | don't believe -- the conmpany
can correct ne if | amwong, but | don't believe
we set in stone what woul d the mini mum nunbers be
that would be sufficient for either 6 nonths or a
year or total active therapeutic dose. | don't
bel i eve we signed a contract about that, but I
think the inplication is that a big chunk of the
data ought to be at therapeutic dose. So, | can't
gi ve you an absolute answer but | will throwit
back to you and ask would you think that the
exposure at the therapeutic dose that you have seen
is sufficient to characterize the safety profile

reasonably and that we could wite |abeling that
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woul d adequately inform prescribers about what the
panoply of risks is at 9 g?

DR ROVAN: Could that be solved with a
post-rel ease very strict follow up on these
patients, Dr. Katz?

DR KATZ: We really have to be assured
that the drug is safe in use at the tinme of
mar keting. W cannot rely on post-marketing data
to say, well, we will find out if it is safe in
use. We have to make a decision about whether it
is safe in use as described in | abeling, whatever
that is going to look Iike, at the tine of
approval. There nay be additional informtion we
woul d like to have in Phase |V but the fundanental
finding of whether or not it is safe in use nust be
made prior to approval

DR. ROMAN: A second point that | would
like to make is that probably you can say that up
to 9 g per day, not that there is sort of the
nm ddl e of the road -- probably it would be
recomended to start with a | ower anmount and
i ncrease according to tolerance and effects, but it
isup to 9 g per day. That is sort of the upper
limt. It happens to be the nost effective one and

sort of therapeutic dose but probably you woul d
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like to start with the | owest possible anmount.

DR. KAWAS: | think the conpany shares
your interest, but my take on this is we don't want
to put out there that a drug is efficacious at one
dose and safe at another. | nean, | think it is
i ncunmbent on us to feel confident that both of
those characteristics go with whatever dose we
think is appropriate.

In response to your question, Dr. Sinmpson
and | don't knowif | understood it correctly but
you said what is the clinical significance, is that
fromthe perspective of a clinical?

DR SIMPSON: Well, that is part of it.
Just speaking as a statistician though, the safety
evidence isn't there with those kind of nunbers,
obviously. | nean, | think everybody knows that.

DR KAWAS: | think that is really nore
the question that is on hand here --

DR SI MPSON:  Yes.

DR KAWAS: -- because fromthe
perspective of a clinical, this drug actually --
you know, if you didn't tell ne what the drug was
and just showed nme ten safety profiles that have
gone by this conmittee in the |ast decade, or

what ever, | suspect this would | ook |ike one of the
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best ones. Nobody died fromit. No ngjor

| aboratory abnornmalities were detected. But it is
very, very, very few subjects that we are tal king
about, and | think that is considerable concern to
us.

DR. SIMPSON: There actually was one
sui ci de which could be attributed to this.

DR. KAWAS: It still puts it in probably
the best of the ten. Dr. Katz?

DR. KATZ: Dr. Racusin, on our safety
team just rem nded nme of sort of a sinple rule
that we use to decide what sort of size of a risk
you can cap with a given exposure, it is called the
rule of thirds, but basically with a cohort of 60
pati ent years you could be confortable with ruling
out a risk of no greater than 1/20, which is
--what? -- 5 percent. So, in other words, there
could be a rate of 5 percent of something bad with
a cohort of 60 that you would not have even seen in
that cohort. So, just to sort of give you an idea
of what sorts of potential risks are there that we
m ght not have seen yet with this cohort size.

DR VAN BELLE: Just a small correction
Dr. Katz. | believe that it should be 3/60, which

is 15 percent rather than 20 percent.
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DR. KAWAS: Do we have any ot her comments
before we give a shot at trying to vote on the
safety?

DR. WOLI NSKY: | very much share your
concern about approving the drug at one effective
dose and then saying the safety is really at a
| ower dose than what is effective. On the other
hand, | do think that we have sone reasonabl e data
on the efficacy side that says that the dose ranged
somewhere between 6-9 g is effective for a
substantial proportion of patients, which we then
gi ve us not roughly 50 years of patient exposure
but closer to 200 years of patient exposure.

DR. KAWAS: | agree with that conment, Dr.
Wl insky, but | really would want to point out that
al nrost all of the SEs appear at the 9, not at the 6
range. So, you know, you are stacking the deck a
little.

DR. WOLI NSKY: | thought actually, as
saw the listing of the adverse reactions, they
clustered in two nodal distributions. One was at
the high range and one was, surprisingly, below 6

DR. KAWAS: Actually, maybe we will take a
| ook at that. Could Xyrem put up slide nunber 70

for us, updated |ISS dat abase does distribution of
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adverse events?

[Slide]

I think that is what you are talking
about. It is not a perfect dose response. | nean,
somet hing pops up in the nmddle, the 6 range
actually in terns of SAEs at 12 percent for the 6 g
dose.

DR. WOLINSKY: And if | heard correctly,
and | don't know how they were distributed, at
| east sone of those serious adverse events were
cat apl ecti c epi sodes.

DR. KAWAS: But even then, | mean, | would
point out that we are tal king about a 3-fold
increase in discontinuations due to AEs in the 9
versus the 6. | nean, it is a 3-fold difference.

DR WOLI NSKY: | take your point.

DR. PENN. On the other hand, once again,
that looks like a pretty safe drug to nme when you
are only tal ki ng about 15 percent of people
droppi ng out for AEs, and the real-life situation
is that these patients are going to be titrated up
to the 9 and, as we saw fromthat graph of the
unacceptabl e informati on fromthe standpoint of the
study results, in experience over a nunber of years

you can run patients certainly at |ower doses than
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9. So, | think that should be influencing our
opi nion of the safety data.

DR KAWAS: Thanks. Dr. Katz?

DR KATZ: Yes, | think the critica
guestion here is not whether those numbers at 9 g
are acceptable or not, although that is an
i mportant question, but to ne the questionis --
and you have certainly been tal ki ng about that, do
you have enough experience to be confortable at the
dose you think is effective. | think, | nean ny
sense of what people are saying -- you didn't vote
on it yet, but ny sense is that you felt that at 9
g there just isn't really that much data. | don't
want to preenpt your vote, but it sounds like the
general consensus was there wasn't enough data
there -- forget about what the data actually
showed, but there just wasn't enough to be able to
be confortable that we have adequately
characterized the safety at 9, which is what we
have to do. The only vote you took on
ef fecti veness was effectiveness at 9 g. So, if you
think it is useful to reopen a discussion about
whet her or not you think there is effectiveness at
6 g, and if you do, then you have considerably nore

exposure to think about. So, that is your call. |
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mean, Dr. Wblinsky suggested that he thought there
m ght be sone evidence of effectiveness at 6. |
don't know how the others feel, and | leave it up
to you as to whether or not you want to reopen that
guesti on because if you do think there is
ef fectiveness at a | ower dose, it increases your N
fromthe point of view of safety. So, | just throw
t hat out.
DR. KAWAS: | actually think that is
probably worth our doing. Wth regards to
ef fectiveness at 6 g, what are the thoughts of the
conmittee? | will start by saying that | suspect
that there is effectiveness for at |east many
patients at 6 g, partly for all the reasons that
ot her menbers of the committee have said, but also
because there appears to be a fairly prom nent
dose-response curve not only in terns of AES but
also in terms of efficacy. And, what isn't
factored into a total dose is the |evels of
particul ar patients, the weights of particular
pati ents or whatever, but the data shows ne that at
| east a subset of patients appear to be responding
at least in sone of the trials to 6 g. Dr. Katz?
DR KATZ: Study 21, the withdrawal study.

DR HOUGHTON: That is the slide that |
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would really like to showif | could.

DR. KATZ: The dose there was 50 ng/kg, is
that correct? What was the distribution of doses
in that study?

[Slide]

DR. HOUGHTON: This is shown here. There
was an equal distribution of patients at the 6, 7.5
and 9 g and if you |l ook at that paradigmof acute
wi t hdrawal , the response to placebo randomi zation
is obviously very robust at 6 and 7.5 g, as it is
at the 9 g. The problemwth the GHB-2 study is
that it is only a 4-week study and the slope of the
line hadn't plateau'd at the end of 4 weeks. \When
we did apply that to open | abel, even though it was
open | abel we still saw the nmaxi mum nadir at 8
weeks. So, if you then take a group of patients
who have been on active treatnent for a very long
time and are then random zed to placebo, if you
believe that is a support for long-termefficacy
then efficacy is supported at 6 g and 7.5 g.

DR. KAWAS: Whuld nenbers of the conmittee
like to conment on this data or any other data
showi ng efficacy or non-efficacy at 6 g? Yes?

DR. SIMPSON: | do think that this trial

in fact, is very inpressive. | just want to renind
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everybody of the caveat of this, that the people
that you were | ooking at |ong-term exclude al

t hose peopl e who have dropped out for adverse

events.

DR. KAWAS: | think that is a very good
point. | nean, this was a study done in responders
rat her than just random narcol eptics. |Individuals

in this group represented probably are individuals
who felt they were getting benefit or saw benefit.
DR. SIMPSON: And provided the drug is
safe, then in fact this mght be a fair rule to
| ook at to say, yes, the drug is effective.
DR MANI: | would just like to point out

that these conparisons are not of random zed

groups.
DR. KATZ: They are not random zed to
dose.
DR. MANI: They are not random zed to
dose.

DR KATZ: It is obviously a randonized
study. So, they are not random zed to dose in the
sense of typical dose response. These are doses
that presumably they had been responding to in open
experience, and there is not as bal anced across the

doses, that is true. And, the nunbers are quite

318



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

319
smal | on each dose. On the other hand, you have
al ready decided that in toto it is a study that
denonstrates effectiveness.

DR. KAWAS: | nean, | think even though we
all recogni ze these are responders, the fact that a
group of individuals on 6 g who, when wi thdrawn,
showed this effect at least told me that there was
a subgroup that did respond, as | said before, to
6. The question is how big is that subgroup, and
when we are tal king about indications and efficacy
do we feel that on the whole 6 is a dose to which
peopl e respond based on all the evidence that we
have seen so far?

DR. FALKOMSKI: And | would also like to
say | ama little unconfortable with the idea of
saying that we have so many patient hours for nopst
drugs but, because this is orphan status, we have
it but we don't have -- Dr. Katz' remarks -- but we
don't have any nunbers. WelIl, that, to nme, puts
the sponsor in a difficult situation about, you
know, what is adequate in trying to devel op a new
drug and it nakes it very difficult for us here to
try to reach a conclusion. Enlighten ne, here.

DR. GU LLEM NAULT: Can we nake a conment,

as a sleep expert, on the issue?
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DR. KAWAS: | amsorry, who is speaking?
DR. GU LLEM NAULT: Yes, can we nmeke a
comment on that issue as sleep experts?

DR. KAWAS: Please. Yes, you are on the

DR GU LLEM NAULT: Okay. The coment
that | want to nmake is that currently there is no
drug for cataplexy which is at a fixed dosage.

None. Because there is a certain amunt of
variability frompatient to patient, and a patient,
for exanple, can respond at 20 ng of fluoxetine or
60 nmg of fluoxetine. |In general terns, it is
unrealistic to believe that there will be a single
dose which will control all cataplectic attacks for
all narcoleptic patients. So, you have dose
ranges, and | think that that is what these studies
are showing. Looking at the data that you have,
efficacy for sone patients is at 6 or for sone
patients at 9. And, that is the clinical

experi ence, 20 years of clinical experience. That
is the best that you are going to get. So, your
efficacy for some is 6 and for sone is 9. Al

drugs used for cataplexy are like that. Al

pati ents respond follow ng that schene.

DR. KAWAS: Thank you. Dr. Katz, would
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you like to conment on Dr. Fal kowski's concerns
about the orphan status?

DR KATZ: The only witten rules that |
am aware of which tal k about nunbers that are
adequate, or are potentially adequate, for an NDR
or for a typical NDR, there are no numbers witten
down anywhere as policy or guidance.

So, as | say, had agreed that a total of
500 was appropriate -- we, the conpany and the
di vi si on.

DR. FALKOWBKI: So they cane up short.

DR KATZ: Well, that is the question we
are asking. There was, on our part, that at |east
a big chunk of that would be at a therapeutic dose.
So that is why we are asking you whet her or not you
think it is adequately chararacterized.

| just want to make one other conment with
regard to the 6-gram effectiveness and to ask the
conpany just -- should make this explicit, although
| think Dr. Trout said it a couple of tinmes.

In Study 2, the p-value for the 6-gram
versus placebo contrast was 0.0529, or 0.053,
believe. That was including a correction for
nmul ti pl e conpari sons given the three doses.

So you have one study which, basically,
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has a p-value of 0.05 at the 6-gram dose; right?
And then you have what you have seen. So | just
rem nd the conmittee of that.
DR. FALKOABKI: And that was the four-week

study, the GHB-2 study; right? Gkay.DR KATZ: i

DR. KAWAS: Any final conments before we
take a vote on the sponsor establishing the safety
of Xyrem when used for the proposed -- well,
actually --

DR SIMPSON: Would it be appropriate to
do a revote on the efficacy?

DR KAWAS: Not revote, but we can do
anot her vote on whether or not the panel thinks
that there was efficacy denmonstrated at --

DR. SI MPSON: A dose between 6 and 9.

DR, KAWAS: Well, | think we will have to
say either a dose of 6 or a dose of 7.5 or
sonet hing |ike that.

DR KATzZ: Well, if you conclude it is
effective at 6 and you have already concluded it is
effective at 9, it would be sort of odd if it
wasn't effective at 7.5. So, if you just want to
vote it at 6, we will take it fromthere

DR. KAWAS: (Okay. W are voting on 6.
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Has the sponsor denonstrated efficacy of Xyrem for
the proposed indication to treat cataplexy at the
dose of 6 grams per day? Al in favor? Al who
agree that the efficacy has been denpnstrated,
rai se your hand.

[ Show of hands. ]

DR. KAWAS: Let's start and identify
yoursel f as we are going around.
SI MPSON:  Si npson.
ROVAN:  Roman.
WOLI NSKY: Wbl i nsky.

LACEY: Lacey.

T3 333

KAWAS: All who do not feel that the
conpany has denonstrated efficacy at 6 to treat

cat apl exy, raise your hand. Start identifying at

t hat end.

DR PEN X: Peni x.

DR VAN BELLE: Van Belle.

DR. PENN:.  Penn

DR KAWAS: And | amthe [one abstention
| think.

DR. FALKOWBKI: Over here

DR KAWAS: Ch; and Fal kowski. So we have
a split committee for you on 6. |If | vote, | break

it. Actually, I amfairly convinced that there is
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efficacy at 6. So Kawas.

Now, safety. W are now tal king safety
between 6 to 9. W are now tal ki ng about a | ot
nore patient hours, patient years. The floor is
open for discussion for safety between 6 and 9
grans a day.

DR. PENN: Can the conpany give us the
nunber of patient years exposure 6, 7, 9, total
because we can't do it fromyour data that we have
seen here. How close to the magic 500 are you?
Patient years; excuse ne.

DR. KATZ: Not patient years. 250
patients greater than six nonths, if | added that
up correctly. That is without Dr. Scharf. This is

now with, so the nunbers are bigger. Wthout Dr.

Scharf, | calcul ate about 250 patients for at |east
six nonths. |s that about right?

DR. VAN BELLE: | got 399.

DR KATZ: Greater than six nonths?

DR. VAN BELLE: Yes.

DR KATZ: At 6 and above? W can just
split the difference

DR. VAN BELLE: How many Ph.D.s does it
take to add nine nunbers?

DR KATZ: | amnot a Ph.D. | can't be
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expected to. Can you put the slide back w thout
Dr. Scharf?

DR. KAWAS: | cone to about 150 patient
years of exposure just |ooking at the individuals
who were on at 12 nonths or nore.

DR. REARDON: This is the data w thout Dr.
Scharf included fromthe |SS.

DR KAWAS: | think it is inportant that
we know exactly what we are | ooking at so thank you
for pointing that out to us. On the other hand, |
will say that it is to -- ny personal inpression
was that Dr. Scharf's data, although it was the
nost extensive and the |ongest term was collected
the | east systematically. G ven sone of the other
i ssues that were brought up about it, it is
probably to your advantage to stick with this
dataset in terns of AEs.

kay; then the vote is about to be called
for. |If the sponsor has established the safety of
Xyrem when used for the proposed indication at the
dose of 6 to 9 grans per day. Al who think yes,
rai se your hands.

[ Show of hands. ]

DR. KAWAS: Wit a nminute. Sonething very

funny just happened here. It seened |like nore
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people were willing to say it was safe at 9 than
are willing to say it is safe at 6 to 9?7 Let ne

try again. W thinks it is safe, raise your hands

now.
[ Show of hands. ]
DR. KAWAS: ldentify yourself fromthat
end.
DR. ROVAN:  Roman.
DR. WOLI NSKY: Wl i nsky.
DR. PENN:  Penn

DR. KAWAS: Kawas in there. Anyone el se?
Who does not think it is safe, raise your hands,
that safety has been denonstrated, established
safety at the dose from6 to 9 raise your hand now?

[ Show of hands. ]

DR. KAWAS: Has not been denonstrated to
your satisfaction. Fal kowski, Sinpson, Lacey,
Peni x? Anyone el se?

DR. VAN BELLE: Van Belle abstains.

DR. KAWAS: And one abstention. W are
really helping a |lot.

DR. KATZ: | didn't count. Was that a
split?

DR. KAWAS: Right down the nmiddle. Really

hel pi ng.
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The third question that the FDA has asked
us to consider is the adoption of a risk nanagenent
pl an necessary for the safe use of Xyrem | would
like to focus us on that question. First, in a
yes/ no way rather than the details of whether or
not, of what belongs in a nanagenent programif we
think yes, or what doesn't belong if we think yes.

DR. FALKOABKI: | thought part of our
di scussion was going to be different el enents of
t hat .

DR. KAWAS: That is the next part. First,
let's decide do we need a risk-nanagenent program
yes or no. And then, if we do, what should be the
el ements. Jerry?

DR. WOLINSKY: | think there are really
two issues here. | wish there weren't, but there
are two. One is the risk-nmanagenent program and
whether it is critical for the patient popul ation
in which the drug seens to be indicated. |

actually don't think that is inportant.

Then the question is is there a risk-nanagenent

programthat is necessary for the
concerns about the societal risk at large. There,
I think the answer is absolutely yes. Because of

that conflict, we may be in an unusual position if
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we favor this drug, favoring, potentially,

maki ng a

precedent step in which we put unusual controls on

physi ci ans and patients, nmore so than we have had

in the past.

| amnot sure there is anything wong wth

that, but | amnot sure that this is a | arge enough

forumin which this question should be addressed.

DR. KATZ: There certainly are precedents

for risk-nanagenent prograns bei ng necessary for

the safe marketing of the drug. | don't know that

there are many, but there are certainly --

and |

thi nk you heard about sone. So there is this

precedence for a risk-managenent program

Now, the details--1 don't know

328

specifically which details you are thinking about--my make

this nmore of a precedent. But, certainly,

ri sk- mnanagenent progranms of this type or simlar

type have been used and have been approved.

DR WOLINSKY: | don't disagree with that,

but | think we are tal ki ng about whether or

not

there is an inherent problemwi th the drug in terns

of the efficacy, safety level that we are seeing.

Most of the risk-management prograns that

am

aware of that have been put in place have been put

in place for the protection of the patient

not the
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protection of society.

DR. KATZ: Again, you have nade a
di stinction which we have not yet explicitly made.

It is afair distinction. | amnot sure everyone
agrees that there would be no need for a risk-nanagenent
programif it was just--if you weren't

worried about the societal questions. But it is a

fair point for sure.

DR. PENIX: Also, isn't it the difference
in the fact that this is a controlled substance and
the other drugs are not that the safety neasures
that are put in place for the protection of the
patients are usually not controlled substances. So
that may be a difference in this particular case.

DR WOLINSKY: This is controlled, but I
am not sure that the controlled substances have
this much potential control on themis what we are
suggesti ng here.

DR. FALKOWBKI: | have a question which is
has the FDA ever been in a position where they have
a drug com ng before themthat has al ready been
schedul ed? This seens to be uni que.

DR. LEIDERMAN. Could | just answer a
coupl e of these questions?

DR KAWAS: Pl ease, Dr. Leiderman.
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DR. LEIDERVAN. Let nme refer you to a
table. It is actually the |ast page in your blue
FDA briefing package book. It actually lists
several exanples of risk-nanagenent plans for
di fferent drugs that conme fromdifferent classes
and for different therapeutic indications that are
all in place for various safety reasons within the
FDA, and they range fromother controlled
subst ances, potent opiates in the case of Actiqg and
fentanyl, to mfeprex and thalidom de. The risks
and the intended protected individuals nmay be
different in each case. Qbviously, in thalidonide,
the risk isn't to the patient but to the accidental
fetus. Simlarly, nmuch of the consideration in
Actig, which is a potent opiate, was concern for
other individuals within the household and, again,
not for an opiate-tolerant severely debilitated
pai n patient.

So, to answer Dr. Penix' question, in
fact, or Dr. Fal kowski's, sonme of these have been
al ready schedul ed drugs. | think what is unusua
but not absolutely unique is to start out with a
drug that is basically in Schedule I and then to be
bringing it into the therapeutic arena but, again,

it is not entirely unprecedented either
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DR. KAWAS: Thank you. | can't hel p but
point out that it is probably unprecedented, but
this drug has gone fromover the counter, a
conpl etely unregul ated food suppl enent that could
be bought by anybody ten years ago to Schedul e |
whi ch seens to nme even nore unusual

So we are back to the question about the
adaption of a risk-managenent plan necessary for
the safe use of Xyrem | think the comrents that
have been nade, that Dr. Wlinsky nade, was it nmay
not be necessary for the safe use but it is
necessary for other reasons.

Can we amend what we vote on, whether or
not it is necessary, period, for whatever reasons
and vote on it in that regard?

DR. KATZ: Yes; | would prefer you did,
actual ly.

DR. KAWAS: (Okay. The real question is is
a risk-managenent program necessary. | have a
feeling we are ready to vote on that. So | will
call the question. Al in favor say aye.

[ Chorus of ayes.]

DR. KAWAS: No?

DR. PENN:  No.

DR KAWAS: Let the record show that Dr.
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Penn voted no. Any abstentions?

[ No response.]

DR. KAWAS: Dr. Penn, do you want to give
your conments, since you were the descendi ng
opi ni on.

DR. PENN. | think this is a very
conplicated issue and | don't think we can resol ve,
at the end of a committee neeting, the
responsibilities toward the general popul ation of
controlling the drug and the FDA controlling it for
a group of patients.

| see that the whole issue is being
distorted in the same way that drugs for treating
pai n have been a problemand that is if we limt
the drug with all these regulations, that the
pati ent population, which is quite snall, wll not
be served

That certainly has been true with narcotic
drugs over the years, that many, nany physicians
have underprescribed narcotics for a |l ong period of
time. | think we will see the sane here except
there won't be the sane push to get it accepted by
cancer patients. The narcol epsy group is much too
smal |

So it is going to be a very hard bal ance.
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| also worry about the idea of "voluntary" ways of
doing this. They are not voluntary on the conpany.
The conpany wants to get the drug out and they
realize that they can't do it unless there are

soci etal controls on the drug and they are willing
to do it.

But | don't like the precedent of the drug
conpany deciding for a physician whether, for
exanpl e, sonmebody 17-years old will get the
nmedi cati on or whet her sonmebody, because of
di fferent metabolismof the drug, might not be used
on a slightly higher dose than 9.

Those are things that we have
traditionally let the treating physician do and we
have al so not let the conmpany choose who are the
treating physicians. So | think this is sonething
that needs a | arge anount of debate and that is why
| was being obstinate and voting no on this without
qual i fication.

DR. KAWAS: Thank you. Rusty?

DR. KATZ: Just as far as the dose and the
limtations, that is sonething that can be
di scussed in the context of what type of risk-nanagenent
program you think needs to be in place.

You coul d have a risk-nmanagenent program that

333



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

doesn't say you cannot ever give a dose greater
than 9 grans.

In a typical drug, when we have | abeling,
we have information that the drug is effective or
safe only up to dose X, we don't usually say, "You
can't possibly give any nore." W just say, "Here

is the data. There is no data above dose X. "

334

So it isn't part and parcel of any risk-managenent

programthat you would automatically
limt the dose. | supposed you could, but it is
not presupposed that that nust be the case.

DR. PENN. But you might limt age. The
other thing is who is going to make these
decisions. W were given this in the context of a
very particular type of risk managenent. | think
the devil is in the details in these types of
situations and to vote yes or no is very difficult
wi t hout knowi ng exactly what details we are tal king
about. They nmke nmmjor substantive differences.

DR. KAWAS: Let's go on.

DR KATZ: That is why | wouldn't ask you
to vote on the details.

DR. KAWAS: That is what | was going to
say. Let's go on to the details. | want to ren nd

the conmittee, particularly because of the I ateness
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of the hour, if there is a detail that is not

i mportant to you, please don't fill up too many of
the airwaves with it so we can get to the ones that
are inportant to you.

So the first one is should there be a
requi renent for additional safeguards; i.e.
keeping drugs in a | ocked storage space in the
patient's hone. Just for a straw vote to begin
with. How nany people think that there should be
the requirenent for a | ocked cabinet in the
patient's hone? Anyone who thinks yes? Straw
vote. Anyone who thinks no? Straw vote.

I think we have got a cl ear preponderance
here. | think I will at |east express ny thinking
is that we don't require patients to keep Denerol
or Valiumor Halcion or anything else in a cl osed
cabi net, many of the drugs that are potentially at
| east as abusable as this.

Havi ng said that, | think that al nost al
drugs belong in a | ocked cabinet. That is the rea
i ssue here and | amnot sure to what extent
requiring it would nmake one difference or another

So, should there be a requirenment for

addi ti onal safeguards? Can | say, in general, that
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the conmittee felt that that was not essential, necessary.
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Shoul d there be additional warnings on the
| abel i ng of the dose cups and/or bottle? Any
comment s?

DR. WOLI NSKY: | heard sonething that |
t hought was very insightful fromone of the people
who talked to us in the public session and that it
woul d be useful if there was sone distinguishing
feature about the bottles that could not easily be
counterfeited and this was be in everyone's best
i nterest.

DR. KAWAS: Thanks. | assune that woul d
be sonething that the conpany would do to the
bottl e rather than sonething the patient--

DR WOLINSKY: | assune so.

DR. DYER. Are the dose cups to be | abel ed
because those are not? So additional would be
additional to that or additional to what is
required by |aw, because they should definitely be
| abel ed.

DR KATZ: If | can just interject. |
don't think there is anything required by |aw
This is what the patient keeps at hone. Ri ght now,
I think they are just as you see them There is
nothing on them There is no |abeling of any sort;

is that right? They are just blank?
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DR. KAWAS: Would the conpany like to
comment? |s any additional |abeling planned for
the dose cups? O naybe it is about to be planned
for the dose cups?

M5. ENGEL: Actually, no. As you know,

t he poison-control systemnationwide is going to a
central 800 nunber as well as having a logo that is
"M . Yuck" like but better tested for kids. That
we expect to be ready in Cctober. At that point,
the central pharmacy will put into each of the
packages three stickers, one for the bottle and one
for each dose conputer that will include that "M.
Yuck" type synmbol plus the central 800 nunber for
the entire poison-control system nationw de

DR. DYER M concern is that if the
bottle ever leaves the little dose caps--if you go
away for a night, I amgoing to take nmy two doses
with ne. |If they are separated fromthat bottle,
no one is ever going to know what it is.

M5. ENGEL: As | said, there are three of
those | abels that will go, so one for each--no; it
does not .

DR. DYER It needs to say what it is. |If
you go stay at a friend's for the night and you

have narcol epsy and you take those two bottles with
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you, child-resistant caps are designed to keep
children out for one to two minutes. That is it.
Sonebody will get into that and, if they do, there
is no way to know what it is.

When they call that nunber to the poison

center, they say, "I have a bottle with a "M.
Yuck" sticker onit." It needs to say Xyrem and
now many mlligramns.

DR. KAWAS: | would like to call the

guestion. Should there be additional warnings on
the | abeling of the dose cups and the bottle of
GHB? Do | need to separate those two out or can |

put the dose cups together with the bottle.

Let's start with should there be |abelings

on the bottles. Al in favor raise their hands?

[ Show of hands. ]

DR. KAWAS: Is that al nbst unani nous? No?

Label s on the dose cups saying that it is Xyrem or
GHB or sonething. That is unani mous, please note
on the record.

How about shoul d there be additiona
war ni ngs on the dose cups and/or bottle of GHB? |
am not sure, maybe | should ask, what is the
definition of additional? What is supposed to be

on there already? Dr. Katz?
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DR KATZ: | think we are probably nostly
t hi nking of the cups. There was supposed to be
not hi ng on cups. So anything you put on is
additional. | don't know about the bottle. |
don't know if we were thinking specifically about
the bottle. | assume that has all the usua
required statenments, whatever they are.

DR. KAWAS: Are you satisfied by our vote
that there needs to be labeling on the dose cups?

I think, though, | amstarting to feel fromthe
conmittee that there is sone expression of wanting
certain kinds of warnings added? No?

DR. DYER If | could just add in, by |aw,
you have to have "Keep out of reach of children,"
"Don't take with depressant drugs," "Avoid
hazardous nachinery." So those kinds of standard
thi ngs would be on there and | don't know t hat
anyt hi ng el se woul d be required.

DR. KAWAS: Dr. Lacey?

DR LACEY: |If this is a schedul ed
substance with inplications for--Iega
i mplications, why woul dn't we put that type of
warning in as few words as possible there. Maybe
it would deter soneone.

DR. DYER There is already a requirenent
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for "Federal |aw prohibits dispensing of this drug
to other than who it is prescribed.” There is
already a | abel like that required on
prescriptions.

DR PENIX: It could also attract certain
people as well, | think.

DR. KAWAS: Yes; these warning | abels have
a mxed response. Can we nmove on to speci al
concern or advice regarding limtations on the
gquantity supplied at any one time. Perhaps the
sponsor can correct ne but nmy recall is that it is
goi ng to be di spensed at one nonth and then--a
maxi mum of one-nonth supply at a tinme? |s that
correct?

DR. REARDON: We had proposed to the
agency initially to start at one nonth with each
patient. As the patients and pharmaci sts get
experi ence, that m ght be extended to three nonths
or could be kept to one nonth.

I think the FDA is asking should there be
a regulatory or legal description on the Iength of
period that a Schedule Il drug should be
prescri bed.

DR. KAWAS: Rusty?

DR. KATZ: | am not sure we neant that
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guestion to be generic with regard to any Schedul e
1. W want to know whether or not, in this
particul ar risk-management program there ought to
be a provision that says you only get one nonth at
atine, or you only get three nonths at a tinme. W
just wanted to know what you felt about that.

DR. KAWAS: The floor is open for
di scussion. First, do people think there should be
any restrictions on the anount, period, and then we
can discuss the timng. So straw vote. All people
who think that we should be talking restriction of
sone sort or another raise their hand. And people
who don't think we need to be talking restriction
on length of time, raise your hands.

W have got a roughly split straw vote
wi th the probabl e preponderance on the no tine
limt. Does that hel p enough?

DR KATZ: Sure. |If that is what you
think, it is helpful. | can't guarantee we will
agr ee.

DR. KAWAS: Having worked in sleep
| aboratories as well as doing other physician
t hi ngs where certain drugs--1 nean, mnmy persona
rul e has been that drugs that have the kind of

potential for trouble, of which there are many,
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many, many of them already in our armanmentarium |
never give out nore than one nonth's supply wth
three refills.

DR FALKOWBKI: That is why | think that,
particularly with this, we need to be cogni zant of
that and that there should be a linitation on that.
That is all | wanted to say. And | also don't know
where it conmes in, or where this discussion
happens, but | really believe that a drug, if you
| ook at the third page fromthe back of the
materials the FDA provided about just the
scheduling criteria for drugs, that this drug,
although it is efficacious for people with
cat apl exy, with narcol epsy or else on stinulant
drugs, that it clearly--

DR. KAWAS: Your point it getting |ost.

DR. FALKOWSKI: It should be in Schedul e
I1. | believe it should have the di spensing
restrictions that are nore consistent with a
Schedule Il drug and | don't believe that would put
undue burden on the patients because nost of them
are already on Schedule Il drugs because they are
on met hanphet am nes or ot her drugs.

Sonehow, | wanted to say that today.

Thank you.
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DR. KAWAS: Do you feel satisfied with
what you have heard on that question, Rusty?

DR. ROMAN: d audia, one nore point is how
are the patients going to be selected. | think
woul d shoul d at | east mention that the patient
shoul d have a cl ear diagnosis of narcol epsy with
pol ysommogram and NMSLT

DR. KAWAS: You are jumping to Question 6,
but why don't we go ahead and do that since |I agree
that is an inportant point and | amworried we
won't get to it.

So what are your thoughts?

DR. ROMAN: That patients should have a
recent pol ysommogram followed by MSLT in order to
confirmthe diagnosis of narcol epsy.

DR. PENN:. Who is going to deci de whet her
it really is narcolepsy or not? The governnent?
The conpany? The person who reads the test? The
doctor that is taking care of the patient? That is
why | nean the details are very inmportant. You can
say that it sounds good that we shoul d have a
di agnosi s, but these are inportant points.

DR. KATZ: Can | just clarify what we
nmeant ?

DR. KAWAS: Thank you.
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DR KATZ: W neant the treating
physician, in other words, would nake the
di agnosis. W certainly, obviously, are not going
to get involved in the diagnosis of a patient from
where we sit. The conpany didn't anticipate that
they would either if | can speak for them

No; we just neant do you think that the
pati ents have to have a bona fide di agnosis, does
the physician who is witing the prescription have
to assert, in witing, before the prescription wll
be filled that, yes, this patient has narcol epsy.

Then you can throw this apart and say do
they have to assert that the patient has catapl exy
and that is what you have decided the effectiveness
data supports. So that is a subtlety or nuance of
t he question you can get to. But specifically with
regard to who is going to nake the diagnosis, if
you neant that question seriously, we nmeant the
prescribi ng physician.

DR. KAWAS: Response to that? Dr. Ronan,
do you want to give your opinion and then Dr.
Wl i nsky has a question or comments.

DR ROVAN: | think that there are
di agnostic criteria that are sort of fairly well

accepted, at least here in the USA. The question
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of should it be a certified pol ysonographer or
should it be one of the certified centers in the
nation, we will start getting into the problem of
what happened with the patient who lives in the in
the m ddl e of nowhere and has no way to get to the
next sleep center at 500 mles.

DR. KAWAS: Excuse ne, but that is not
what Dr. Katz asked you. He wants to know do you
thi nk the physician needs to certify, however they
cone to this decision, that the person has
nar col epsy, that they need to certify up front,
this person definitely has narcol epsy.

DR. ROVAN: One of the speakers nentioned
that it is relatively sinple to get a sleep attack
and narcol eptic episodes that are real enough to
fool the best unsuspecting doctor. So, since we
have objective ways of naking a di agnosis of
narcol epsy, | think we need to use that for the
protection of the public at |arge.

DR. KAWAS: Thanks. Jerry?

DR WOLINSKY: | think this actually
franmes what is nmy concern from before about
protecting, or treating patients and protecting
society. Now | want to get back nore to protecting

peopl e who are treated. That really gets to an
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i ssue that we run away fromin this country and
that is, if we want to be able to push the envel ope
to be able to provide drugs that may be hel pful for
patients with true orphan di seases, we probably

al so have to say that we are willing to make sure
that those peopl e have what they say they have and
that the drugs are being used in the context of the
set of patients in whomthey were originally
tested.

It is one thing to tal k about henorrhoid
creambut it is another thing to talk about a drug
with a narrow therapeutic wi ndow and a di agnosi s
whi ch can be nade with accuracy by experts nost of
the tine and could be nisapplied by others a | ot of
the tine.

This beconmes a critical issue so that if
soneone is not willing to nonitor this, all that we
do, in looking at the hard science of what is
presented to us, flies out the wi ndow as soon as
t he drug gets approval .

DR. HAGAMAN: Can | nmake one quick
conmment? | think, as a physician treating these
patients, if they have had a PSG and MSLT in the
past, there is really no need to bring them back in

for another one. At that point, you have to trust
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t he physician's judgnent that yes, they do have a
di agnosi s of narcol epsy, they have had the PSG MSLT
done.

DR. WOLINSKY: | don't think the panel was
guestioning that at all

DR. M GNOT: Especially because, in such
cases, you will have to stop nedications which is
anot her probl em

DR. KAWAS: | don't think that was being
suggested. So let's nove on if we could, please.

DR. SIMPSON: | don't know if this fits
under it, but the way the question is worded,
shoul d there be restricted prescribing for the
product. | just want to put in a plea for
prescribing for children. As far as | can see,

t here have been no pharnmacoki netic studies in
children and children's pharnmacodynam ¢ and

phar macoki netic profile can be very different from
adul ts.

So, given its conpl ex pharmacokinetic
profile, as it is, | would be very concerned if it
was prescribed in children based, as is usual, on a
way to a BM.

DR. KAWAS: | am not sure that we have

answered your question. Actually, | still have a
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qguestion that | want the comittee to focus on
unless Dr. Katz feels otherwise. Is it inportant
that we deci de whether or not it needs to be
restricted to people with cataplexy as a conponent
of their illness?

DR. KATZ: | amnot sure whether or not
you think you have nade sonme sort of recommendation
about whether or not it needs to be restricted to
patients with narcol epsy globally yet. Do you
t hi nk you have, because |I didn't hear it if you--

DR. KAWAS: No; | don't think we have.
You are tal king now about certifying that the
person has narcol epsy, at |east on some signature
I evel .

DR KATZ: W did not put in how we you
woul d know t hat the patient has narcol epsy. W
anticipated that the physician would nmake the
di agnosi s appropriately. W didn't ask--1 don't
think we did anyway--about whet her or not there
shoul d be specific diagnostic criteria that they
have checked off or they have had a recent, or ever
had a pol ysomogram

W anticipate, for purposes of this
guestion, that the diagnosis would be up to the

physician to nake appropriately w thout any
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addi ti onal specific requirements, but | suppose you
could say patients nust have a history of
pol ysommogr aphy and other tests, a multiple sleep
| atency test or an MPT before they can be
prescribed this.

You coul d decide that you think that that

is appropriate. W left it open intentionally.

DR. KAWAS: | think the conmrittee needs to
di scuss that particular point. | want to nake the
commrent, though, before we get too far, | would

tend to leave it open and | recognize all of the

t hi ngs of nodern nedicine that all of the people in
this committee are familiar with because we sit at
maj or nedi cal centers.

But there are people with narcol epsy and
cat apl exy at places that do not have access to
sl eep-di sorder centers and pol ysonmogr aphy.
think that needs to be kept in mind or discussed on
sone | evel as we are cogitating about this.

DR. ROVAN: The problemis that you need
to go through the differential diagnosis of
excessi ve dayti ne sl eepiness and the differential
di agnosi s of cataplexy. In npst cases, that is
going to require at |east a polysomogram a sl eep

test, to rule out obstructive sleep apnea,
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restl essness, and what have you

So, in nost patients, at |east those who
present for the first time to get this nedication
I don't see how you can avoi d doing these tests.

DR. BLACK: | hate to interrupt, but a
point that | think is worth bringing up is that the
condition indication here is cataplexy. Cataplexy
is a clinical diagnosis not confirnmed by any
testing or MSLT. |If you are going to limt it to
cataplexy, | think it is inmportant to recognize
that you can't nmmke any verification on the
di agnosis with MSLT as far as the catapl exy goes.

DR. KAWAS: Since we have you up there,
what percentage of people have isol ated catapl exy
wi t hout narcol epsy and sl eep attacks?

DR BLACK: It is incredibly rare.

DR. KAWAS: Thanks.

DR. BLACK: Incredibly so. But, on the
ot her hand, the incidence of cataplexy and
sl eepi ness without an MSLT that confirms it is a
nodest subset. In other words, if you have
cat apl exy, you won't necessarily have two sl eep-onset
peri ods on your MSLT, so we need to keep
that in mnd so that we don't potentially limt

folks with true sl eepiness and catapl exy and
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nar col epsy that don't show the MSLT fi ndi ngs.

It is not 100 percent specific or
sensitive

DR. KAWAS: W have sone people over on
this side who wanted to--

DR. LEIDERVAN. | just wanted to be clear
about the question that | think we were asking.

What was di scussed internally within the agency was
the concern about off-label use. W all know that

drugs are used often nore frequently for other than
their | abeled indications. The question we wanted

to pose for this specific drug, does the conmmittee

recomend restricting its prescription to the

| abel ed indication.

DR. KAWAS: So, actually, | think nmaybe,
put in that context, we could call the question and
try a vote here. In the opinion of this conmttee,
are we recommending that this drug needs to be
restricted in sone fashion to on-label use? Al in
favor?

[ Show of hands. ]

DR. KAWAS: Al nost unani nously. Negative?

[ One hand rai sed.]

DR. KAWAS: One negative vote fromDr.

Penn.
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DR. VAN BELLE: | amgoing to abstain
because | was out of the room

DR. KAWAS: Dr. Van Belle is abstaining
Everyone el se voted yes; am| correct? So, did we
give you a better answer this tine?

DR. KATZ: Yes. Al your answers are
good.

DR PENN: Isn't this the first tinme
anybody has ever suggested that the FDA shoul d be
restricting off-1abel use of drugs?

DR KATZ: | doubt. | don't know.

DR. PENN: Isn't it stated in the FDA, al
of your regs, that you do not regul ate nedi ci ne and
of f-1abel use is up to the physician?

DR. KATZ: | don't knowif it says we
don't regul ate nedicine but, certainly, | think we
have the authority to do, | think, plenty of things
that some people might consider practice of
nmedicine. So | don't think, as far as | know,
there is any--as far as | know, there is no | ega
bar to this if that is the question you are asking.
I think we have done it in the past.

DR KAWAS: | think that | want to make
the comment that even if it was the first tine that

the FDA was doing this, it certainly is not newto
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medi ci ne. Now, insurance conpani es routinely make
us do this.

DR. FALKOWBKI: | have one question, |
guess, or one concern, and | just want
clarification. Did | not read this correctly? |
tried toread it all, but nowhere does it says
ganmahydr oxybuterate. |Is this correct, sponsors,
that there is not the word gammahydroxybuterate in
any of these doctor or patient things.

In terms of issues here, | think it is
very inportant that the doctor information says
what this is.

M5. ENGEL: As we worked with our
col l eagues in | aw enforcenent, they urged us not to
put gammahydr oxybuterate as the generic nane of the
materials, et cetera, because they felt, for
exanple, if you are a patient, and you have
somet hing in your home that says
ganmmahydr oxybuterate, that mght actually be an

attractant to a babysitter or someone el se.

So the attenpt, based on the advice of |aw

enforcenent, was to separate that out.
DR FALKOABKI: | am not tal king about
patient materials--to the doctors. WII the

doctors get to know? They don't have their
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materials sitting around their hone.

DR. KAWAS: Excuse ne. Dr. Katz, is this
a question you would like the comittee to di scuss?

DR KATZ: | think it is an interesting
gquestion. | think we can work it out. The point
is well taken and, as the conpany says, they have
gotten conflicting advice for good reasons as well.
| think we can work it out.

DR. KAWAS: Great. Thanks.

DR. LEIDERMAN: | just wanted to respond
to Dr. Penn's comment about restrictions on
prescribing. Actually, there is sone very recent
precedence in the non-CNS drug arena. The drug,

m fepristone, in fact, was approved under very
restricted distribution. 1t requires signed
docunents by both physician and patient to be
returned to the distributor before--and only a
restricted group of physicians who certify to a
certain ability to handle the conplications are, in
fact, allowed to prescribe the drug.

So that is a precedent in the non-CNS
arena.

DR. KAWAS: | amtold that sonebody on one
of our phone lines would |ike to nake a conment ?

Can you hear us?
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DR. CHERWN: Yes; | had wanted to make a
conment several conments ago, just to briefly
reiterate. | agree with Dr. Black said which may
be inmportant that not all patients with catapl exy
have positive sleep studies. So, in addition to,
per haps, in sone cases, sleep studies not being
avail able, this is another concern

DR. KAWAS: Thank you.

DR. CHERWN:. Another thing is that
catapl exy is not always a crystal-clear diagnosis.
Not too nany peopl e have tal ked about that, but
there can be cataplexy in the eye of one physician
that does not exist in the eyes of another
physician. That is a potential problem

Finally, the International C assification
of Sleep Disorders, which is to the sleep field
simlar to what the DSMis to psychiatrists, does
not specifically require a sleep study di agnose
nar col epsy.

I thought those three things night be
salient to the discussion especially--since we sort
of junped to the appropriate prescribing section
maybe we can run through the questions there and
see how many of them we can quickly conment on for

Dr. Katz and the agency.
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Shoul d physi ci ans docunent that they read
the material sent to them before the pharmacy fills
the initial prescription? If we took a straw vote
ri ght now, how nany people would say yes? How nmany
peopl e woul d say no? Since we have got a split
here, of the people who are on the yes side right
now, woul d sone of you |ike to coment on what kind
of docunentati on you want?

| mean, are we talking a signature saying,
"I have read the materials that were sent to ne,"
or are we tal ki ng about sonething nore than that?.
Jerry?

DR WOLI NSKY: Again, it sort of depends
what we require or what mght be expected for a
di agnosi s rat her than what would be required. |
think if a sleep specialist is confortable with the
di agnosis in that patient, and refers the patient
back to treatnent to that physician who is back in
Nort h Dakota that you keep nentioning that can't
possi bly have all of the diagnostic tests around,
then | think it is inportant that that physician in
Nort h Dakota knows what they have signed on to.

If it is the sleep specialist who has got
150 patients on treatnment because they are very

expert at this, if they have signed the docunent
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once, that is probably enough for ne.

But | think these are details that | am
not sure that we need to work out today. There are
pl enty of things that can be worked out by Russ and
hi s peopl e.

DR. KAWAS: Russ and his people gave us
this question.

DR. KATZ: And we didn't anticipate,
necessarily, a vote. But right now, as
understand the program the initial prescription is

filled and then the physician and the patient have

to send back a card that says, "Yes; | read this

stuff." It was just some sentiment internally for
all of that docunentation that, "Yes; | have read
it. Yes; | understand it," that is to happen even

before the first prescription was fill ed.

We are going to get into nmajor problens if
we try and apply a different standard to different
types of treating physicians, the expert versus the
non-expert. Actually, this was one of the issues
that | actually did want. A lot of them are not
necessarily that critical but this was one of the
fewthat | really wanted sone di scussion on. There
are a lot of other details | think we can take care

of .
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DR. WOLI NSKY: But | guess | was sayi ng
that, that even the expert would sign it. He just
woul dn't have to sign it every time he gives out a
new dose

DR KATZ: No, no, no, no. W don't
anticipate that.

DR KAWAS: Once.

DR KATZ: | just meant the first time you
give a dose to a particular patient, you would sign
a card before the initial prescription was filled
for that patient. That is what | think we
antici pate.

DR. FALKOWNBKI: On a patient by patient?

DR. KAWAS: | want to nmake the comment
that | amconfortable with the notion of physicians
having to sign for this potentially, but I am not
confortable with what was suggested as a nechani sm
to have it happen by the sponsor and that is
sending a drug representative to the physician's
office. | really feel very strongly that is not
the way this should be done.

Dr. Penix?

DR. PENIX: This is a question for Dr.
Katz. What is the purpose of the physician signing

such a docunent ?
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DR KATZ: It is just to acknow edge that
they have read the nmaterial and that they are
famliar with its safe use and that they have
spoken to the patient about its safe use.

Actually, that is a separate question, but it is
al |l conbi ned--that they know how t he drug shoul d be
used, what its risks are, what the penalties are
for inappropriate use.

DR. KAWAS: Doesn't it also sort of
acknow edge that this is a somewhat unusual drug in
sone sense because every drug has all these risks
in prescribing and we don't ask any physician to
sign for all those drugs.

| sense on the conmittee a grow ng concern
that the nore drugs we have to sign for, the nore
unconfortabl e they are becoming. But | think
really, it points out to the physician who is
signing it that there is sonething different here.

DR. PENIX: | think, also, in that sense,
it is inportant for the physician-infornmation
packet that they are aware that this drug is GHB
and so, therefore, they may understand why it is
required for themto sign this information.

I think that is really the bottomline.

So | think it would be useful for a treating
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physician to know what type of drug this is.

DR. FALKOWBKI: | would say yes only if

says it is GHB.

DR. DYER: Wuldn't CIlI nmake that inplicit

to know that this is a drug that has illega
i mplications and woul d be dangerous?

DR KATZ: It is Schedule II1I.

DR. DYER | amsaying it belongs in
Schedul e 11

DR KATZ: | think that question has been
dealt with definitively. It has been legislated as
Schedul e I'l'l by Congress.

DR. FALKOABKI: Right. That was
| egi sl ated at another tine.

DR PEN X: Not to bel abor this, but

agree with that drug conpany's position not to |et

the patient information--or not include GHB in the

patient information. But | think the treating
physi ci an should be aware of that.

DR. KAWAS: | think that is a very
i mportant point because physicians do have a
know edge base of GIB even if it is fromthe
newspaper or whatever to insure that they
understand what it is.

DR. ROMAN: It also has the |egal
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i mplications of a physician somewhere who has been
prescribing this at a higher rate than expected for
that population. He may find his licensing--and a
problemif they find that he is prescribing nore of
these, let's say nore than a couple of patients in
a year, or whatever it is that delinmts.

So we need to look into that because there
is potentially a risk for nedical |icensing.

DR. KAWAS: Can we see if we have shifted
the straw vote from about a 50:50 split to
sonet hing that is nore consensuslike for the
agency? On the question, should physicians
docunent that they read the material sent to them
before the pharmacy fills the initial prescription,
presunmably, sonme of those materials would
i ncorporate the fact that what this drug really is
is GIB whether or not it is on the bottle.

Al in favor?

[ Show of hands. ]

DR. KAWAS: Nos?

[ Show of hands. ]

DR. KAWAS: And no abstentions. So |et
the record show that nos were Dr. Richard Penn and
Dr. Gerald Van Belle. The remainder of the

conmittee voted yes. No abstentions.
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Shoul d physicians be required to
denonstrate safe use and appropri ate dosage
preparation to patients before the first
prescription and be required to docunent that it
has been acconplished? Do we want to try a straw
vote and see if we can keep on goi ng?

| think | will make the conment that
pati ent education is too inportant and sorely
underdone in this medical world that that is true
for everything. | think, personally, that it would
be the hope that, with all drugs, that the
heal t hcare teamwi || insure these denonstrations.
I am going to suggest that we do not need to
require any specific denonstration or any specific
certification of this process.

| see sone heads going in different
directions. Let ne get a straw sense on this one.
Shoul d physicians be required to denpnstrate safe
use and dosage? How many people are going to say
yes? Straw vote.

DR FALKOWBKI: Is the intent here that it
just be denonstrated regardl ess of who does it,
whet her it is a nurse or a physician? Wat is your
intent?

DR KATZ: The intent was that--1 don't
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thi nk we necessarily meant the physician but
soneone responsible in the physician's enmploy. It
shows them how to draw it up and how nuch your dose
is.

DR. FALKOWSKI :  Shoul d sonmebody
denonstrate how you adm nister this drug before the
patient takes it. So | think that is a good
guestion. Can we take a vote on that?

DR. KAWAS: You mean soneone in the
physician's office should be required to
denonstrate it and, in sone way, ascertain it. The
gquestion is called on that. Wo votes yes?

DR VAN BELLE: Before we vote, there is a
further addition to that statenment here, and it
says, "And be required to docunent that it has been
acconplished.” Are you intending to have that
i ncluded as wel | ?

DR. KAWAS: | think everything that
happens in a physician's office needs to be
docunented. So, yes. That is why we are witing
twenty-seven page H&Ps right now.

So we have got one vote yes? |Is that all?
Dr. Fal kowski. No votes?

[ Show of hands. ]

DR KAWAS: Abstentions.
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[ One hand rai sed.]

DR. KAWAS: W have got one abstention
with Dr. Sinpson and the remmi nder of the conmittee
vot ed no.

DR. WOLI NSKY: Having voted no on that in
terns of the office personnel and the physician, it
seens to ne that it would be advantageous to the
conpany to have first doses shown in the hone when
medi cation arrives. This is actually the effective
educati on.

What goes on in the physician's office, ny
bias is, may not be as effective as with hone nurse
agents.

DR. KAWAS: | think we are not going to
repeat the restricted prescribing for the drug
guestion. W have gone over that adequately,
hope.

But the next one, does the risk-managemnment
program assure appropriate prescribing or
sufficiently reduce the risks of msuse or
overdose. | amnot quite sure where to start with
this one. Actually, Dr. Katz, which conmponents of
t he risk-managenment program are you asking us to
conment on?

DR. KATZ: That is a fair question. This
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is sort of a global question, |I think. To the
extent that you have seen the details of the
proposal, is there anything that |eaps out at you
as being absolutely inappropriate, or is there
something that is not there that is a glaring
om ssion that you all believe absolutely should be
t here?

I think that is sort of the sense of the
guesti on.

DR PENN: Yes. | don't think the
potential problens of the drug are explained to the
pati ent adequately. That is, the narcoleptic
pati ent won't necessarily know that this is an
abused drug or if they take it in the wong way
that they can get into a lot of trouble and that
the real education has to be to the patient in sone
nmanner.

| usually think that is the responsibility
of the physician to do that, but | don't see that--I nmean,
we are protecting the patient from know ng
what the nane of the drug is. W are protecting
them from knowi ng what the real side effects m ght
be.

It doesn't say that if you take double the

dose, it may have nore than double the effect and
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that you nmay go into coma and becone inconti nent
and have seizure--well, probably not seizure but
stop breat hing or somnething unpl easant |ike that.

I think the enphasis should be on the
pati ent understandi ng the nedication and how to use
it. The narcoleptic community suffers enough and
has pretty good ways of |letting each other know
about the disease. Maybe you should use their
ability to instruct patients on the proper way to
do it and conbine it in some way.

But that is where | think the glaring
error is. This is a drug with very little | eeway
for dosing and peopl e have to understand they
shouldn't use it during the day, for exanple,
because they won't have this period of tine off.

So | think there is a huge anpbunt to be
done. | just don't like to see it done in this
mandat ory fashi on because | don't think it wll
work. You will get a lot of signed papers, but you
won't get the education you need done.

DR KATZ: But | just want to clarify.
under stand your reservations about the entire
process but, given that there is a docunment that
goes to the patient that ostensibly tells them what

they need to know about using the drug safely, you
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beli eve that that docunent that is currently
witten really needs to be beefed up as far as
conmuni cating to the patient what the risks are and
how to use it?

DR. PENN: Yes; | think that the patient
has to know what it is, that it is an abused
substance that potentially can be abused. It would
be like our not telling patients who use oxi codon
not to chop it in two and take it. That gets them
into trouble and they ought to know about that.

So there is a lot of education that has to
be done with this medication.

DR. FALKOWNBKI: | think | already
addressed this question by saying | think the word
ganmahydr oxybut erat e shoul d appear for patients and
particularly for the physicians, the prescribing
physicians. What is the secret? The way to have a
drug cone into the market when it is already a
substance of abuse is not to pretend it doesn't
exi st and not even call it what it is.

| don't think that is an infornmed approach
for physicians to know what it is.

DR. LACEY: Just as one presenter, and
don't renenber who, today gave us the comobn nanes,

the club nanes and everything. | think the patient
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actual ly should be provided with as nmuch of that

i nfornati on as possible. To not want to put it on

the printed book or sonething because

it is exposed

to sonmeone else is one thing. But the patient

shoul d be provided as nuch information as possible

to know what they are dealing wth.

DR. KAWAS: Any other conments before we

nove on to the next question? Jerry?
DR. VAN BELLE: Let me just

conment. | agree with that and, also,

make a

fromthe

practical point of view, we have already heard this

afternoon that the narcol epsy website network is

just far flung. |If this is going to be approved by

the FDA, the word will be out in the next fifteen

m nut es.

So to play coy and not put it on one set

of labels is just not going to work.

DR. ROMAN: | conpletely agree.

The USA

Today had the title, "Conpany wants date-rape drug

approved for a sleep-disorder treatnent."

is in the newspapers--

I f that

DR FALKOWBKI: This question is--it is

under standi ng, and | asked for clarification for

my
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this prior to the beginning of this neeting today--that we

are voting here on specific questions.

I's
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the deternination of approval nade upon FDA's
consi derati on of what we tal ked about today?

DR KATzZ: Well, sure

DR. FALKOWBKI: Is it nmde today?

DR KATZ: |Is the decision about what to
do with the application made today? Absolutely
not, no. Your opinions are all advisory. W take
them very seriously and then we go back and we
discuss it internally and we conme to a deci sion, by
t he PDUFA due date.

DR. KAWAS: Coing to the next question
can | ask, Dr. Katz--tell us what do you nean by
certification and certification of physicians for
prescri bi ng?

DR KATZ: There was sonme sense
internally, on the part of sone people that
physi ci ans should--first of all, that it mght be
restricted to use only by sleep experts or
physi ci ans woul d have to sonmehow take a test to
show t hat they know about narcol epsy, that sort of
thing, that they are appropriate prescribers in
sone sense

DR. KAWAS: So we are not tal king about
the sane thing that we were tal ki ng about

previously, documenting that they have read
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what ever nmaterials with the first prescription that
they wite?

DR KATZ: It is sonething nore than that.

DR KAWAS: (kay. Let's take a straw vote
on that. | think we can get past that one
potentially fast, then. W are talking about nore
than just docunenting that you have seen nmterials.
Shoul d certification of physicians, or sone other
restrictions, for prescribing Xyrem be required?
Straw vote. How nany people think yes? How many
peopl e think no? How many people are abstaining?

Let the record show that Dr. Wbl i nsky

abstained. | amnot sure, but | need to know why.
DR WOLINSKY: Well, | aminternally
conflicted on this. Wen | say conflicted, | don't

nmean that | have sone stockhol di ngs anywhere but
that | am-

DR. KAWAS: Anyone knows when they use
that word they have tinme on the fl oor

DR. WOLI NSKY: | haven't cone to a fina
decision in ny own mind, but | would | ean towards,
| guess, certification of physicians when the
circunmstances are special. That doesn't actually
keep patients fromassessing care. It nmay nmean

that they have to be diagnosed in an appropriate
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situation and then can be cared for by a physician
who is willing to educate thensel ves about how to
best use the drug.

I know that nost of my coll eagues won't
like this but | think that this is where we have to
go if medicine is to maintain credibility with an
i ncreasingly conplex nedical world that we live in.

DR. KAWAS: Now to go backwards to No. 5,
whi ch the questions deal with safe use by the
patient. Should the patient sign an inforned
consent form before receiving the initial shipnent
of the drug? Straw vote. How many peopl e think
yes? How many peopl e think no?

I won't ask Dr. Penn.

DR. PENN: | amworried about the nedical-Iegal
i mplications of infornmed consent in this
situation. What does informed consent nean? Who
signs it? Al the things we get to in the
controlled trials and that we deal with daily in
the university setting.

It seems to me that, unless we work out
the details, | can't feel confortable voting for
it.

DR. KAWAS: Actually, | abstained on the

straw vote. M concern, and maybe ny question is,
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i nforned consent about what? Presumably, we are
tal ki ng about sone version of the education that we
have said they need to have. So is this just an
acknow edgnment of that education? Wat is it we
want to nake sure that they are infornmed about and

get a signature to verify that?

DR. KATZ: Usually, infornmed consent is--it nostly

enphasi zes the potential risks. There
are drugs, of course, that have informed consent as
part of their approval. So that was the question
G ven the potential risks of this particular
treatment, do people think that patients need to
sign an informed consent.

It is unusual, but there certainly are
precedents for it.

DR PENIX: | think inforned consent does
inmply a certain nmedical-legal situation but,
per haps, a contract |like they use in many pai n- management
centers so that the patients acknow edge
the problenms with the di spensing of the drug and
that type of thing. So maybe a contract would be a
better idea than an infornmed consent.

DR KATZ: Again, we put it on the list
because it was raised internally at severa

di scussi ons that we had. It doesn't nean that we
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necessarily, as a group, endorse it or nost of us
think it is a good idea. It was an option. W
wanted to see what you thought about it.

DR. WOLI NSKY: Call that question again.

DR. KAWAS: Does that nmean you want to
change your vote?

DR WOLINSKY: | would like to withdraw ny
yes because this is much nore conplicated than
i medi ately neets the eye and goes beyond what we
really need, given all the other things that are
already in this package.

DR. KAWAS: kay. Do we need any nore
di scussion before we call the question the second
time? Any other conments people want to nake?
Shoul d patients sign an informed-consent form
before receiving the initial shipnment of the drug.
Al'l who think yes, raise their hand.

[ Show of hands. ]

DR. KAWAS: Let's go around the table and
identify the yes votes.

DR SI MPSON:  Si npson.
FALKOWSKI :  Fal kowski
ROVAN:  Roman.

LACEY: Lacey.

3333

VAN BELLE: Van Bel | e.
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Fur t her nor e,

DR. KAWAS: All who think no.

DR. WOLI NSKY: Wl i nsky.

DR. KAWAS: Kawas.

DR. PENN:  Penn

DR. PENI X: Peni x.

DR. KAWAS: (kay; we are set there.

shoul d the patients be

required to return a registry formbefore receiving

the first shipnent? Now,

formthat we are tal ki ng about

sponsor ?

DR KATZ:

we tal ked about with the physician.

was right now,

submtted after the first

that they have read the materials,

Agai n,

assune that a registry
is kept by the
thi s anal ogous to what

The idea here

the plan calls for such a formto be

prescription is filled,

t hey have

recei ved them and t hey have read them

The question here was just whether or not

you think that al
get the first dose.
DR KAWAS
consi derably, then.
t hi nk yes,

with the first dose.

DR. SI MPSON

To ny m nd,

Straw vot e.

has to happen before they even

that sinplifies it

How nmany peopl e

it should be done before not after or

Is this in addition to the

374
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consent forn®

DR. KAWAS: This is different than the
consent form yes.

DR. SIMPSON: So, would it be in addition?
| mean, if they did the consent form would they
need to fill out another formand send it in?

DR. KAWAS: | amnot sure | amthe right
person to answer that because | don't know whet her
or not there is going to be a consent form But
maybe Dr. Katz coul d--

DR KATZ: W asked it separately. They

are two different things, although they are very

closely related, | suppose. |If you sign a inforned
consent that says, "I know what the risks are.
"The card--what do we call it--a registry card

That presunmably could be sonething that says, "I
have read the material. | assert that | know how
to draw the appropriate dose up. | know how to mi x
it. | knowthat | have to m x both doses first."
They have a sense of how it is supposed to
be taken. So you would imagine it would have
different information, could have different
i nformation, than an informed-consent form
DR. KAWAS: So the registry, actually,

has--it is not just a name, address, serial nunber
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of a person who is getting the drug. That is not
what we are talking about in the registry forn? W
are tal ki ng about - -

DR. KATZ: | think the idea here was, as
sai d before, whether or not, anal ogous to the
guestion with regard to the physicians, that they
have read the materials, what | intended, anyway,
for this question was the exactly anal ogous
situation for the patient.

Shoul d the patient have to send the form
back. It would be a registry form | suppose, in
terns of who they are, but the pharnacist already
knows who they are so they get into the registry
that way, | suppose

But whet her or not they have read the
mat eri al and t hey understand what the risks are and
t hey understand how to take the appropriate dose,
just before the first dose.

DR. KAWAS: Okay. Now | think we can
better take a straw vote.

DR SIMPSON: | just wanted to say |
t hought the consent form was that.

DR. KAWAS: But, having rephrased it for
us, | think essentially what we are saying i s now

we have said that we want the physicians to certify
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that they have read, know and understand sonme of
the issues, the question is, should we ask the
patients to do the sane thing.

Al'l who think yes, raise your hand.

[ Show of hands. ]

DR. KAWAS: And nos?

[ Show of hands. ]

DR. KAWAS: | think we have got a bunch of
abstentions, nostly. Wuld you |like to comment no
your thi nki ng?

DR PENIX: | think it is just pretty
conplicated. | amnot sure what a registry is
going to do, what the drug conpany is going to do,
with the informati on, who shoul d keep the
information. There are a lot of different issues,
so | guess, in the late hour, I amgoing to
abst ai n.

DR. LACEY: | would think these two things
could be combined i nto one sone way or the other.
If they can't, it is just getting to be too
conplicated in terns of all the forns and whatever
so they are losing interest init.

DR. KAWAS: Are you talking about the
patient or the coomittee? No; | think that

sonmething really inportant was just said here,
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actually. | think that if we put too nmany |ayers

that nobody is going to pay attention to any
| ayer here. The whole idea is to do exactly
opposite, to have both the patients and the
physi cians taking this seriously.

Anybody can wite in a patient's ch

have denonstrated how to do a safe dosage thr

singl e

t he

art, "l

ough

the patient," and signed their initials. That only

takes a few seconds. Getting themto spend t
time to do it in the office is quite a differ
t hi ng.

Qovi ously, what is nore inportant
is actually done and not what is certified.
let me see if | amgetting the flavor fromth

conmittee that, in general, they think there

be one certification, registration, inforned-consent

or whatever for both physician and
for patient. 1s that the gist of what we hav
sayi ng?

All who agree with that statenent,
vote, yes. Al who think no.

DR. PENN:. | abstain.

DR. KAWAS: Ch, gosh. And Dr. Penn
abstains and we are not going to even bot her

findi ng out why.

he

ent

s what

But

is

shoul d

e been

straw
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Dr. Katz?

DR KATZ: Gven the late hour and the
l[ist that still remains, | don't think we really
need nuch in the way of discussion or even a vote,
or a straw vote, on any of the other remaining
i ssues.

I woul d ask, though, the conmittee nenbers
to just sort of quickly glance at it, or not, as
you wi sh. But, again, if there is anything that
strikes you as being a glaring om ssion in the
program as proposed and as anended by your previous
votes, just sing out. But |I don't think we need
any detail ed discussion of the rest. | think we
can sort of work it out.

DR. KAWAS: | would like to make the
conment that, at |east on the postnarket
surveillance, | think there should be required
post marketing reporting, surveillance, nonitoring.

DR PENIX: In addition to the usua
adverse effects, of course.

DR. KAWAS: Are there any other coments
or thoughts fromthe committee particularly on the
items we didn't specifically discuss like centra
phar macy, postnarketing surveillance or other

recomendati ons on protecting--
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DR SIMPSON. | guess there was just one
i ssue brought up about who would police the
pol i cemen.

DR. KAWAS: You want to nore specific in
whi ch policenmen we are talking about?

DR. SI MPSON: The issue was whether the
drug conpani es should be policing the correct usage
of the drug and then, if that were the case, who
woul d be policing that the drug conpany were doing
it right. And, if the physicians are supposed to
be maki ng sure that the patients are doing it
right, and so on. That is what | nean. There is
| ayer on | ayer here.

DR, KAWAS: Let's start with the first
| ayer about if there is a surveillance or whatever
fromthe conpany.

DR. KATZ: Again, in sone sense, we are
al ways in a position to oversee what the conpanies
do in terns of neeting their appropriate reporting
requi renents and this sort of thing.

I think there is an understandi ng that
what comes out of this registry and the experience
will be reported to us. It will have to be
reported to us. W will be working in close

cooperation with the conmpany to make sure that this
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happens.

W won't be down at the first |ine making
sure that the pharmacist is calling the patients
within 24 hours. But, |ike many other things,
there is an understanding that the conpany is
responsi bl e for maki ng sure any gi ven system of
surveillance is working appropriately and we have
interactions with them periodically.

So that is as far as we have gotten

DR. LEIDERVMAN. There are al so precedents,
at least for independent nonitoring conmittees.

And that has certainly been in approval agreenents
in the past. So that is the kind of thing that I
think we need to work out.

DR. KAWAS: Unless there are any nore
burni ng conments or thoughts or theories, | would
really like to thank the conpany, the agency, the
menbers of the panel and all the invited speakers
as well as the speakers fromthe public forumfor
this interesting and chal |l engi ng day

This meeting is now adj our ned.

[ Wher eupon, at 6:00 p.m, the neeting was

adj our ned. ]
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