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thank the committee for the opportunity to address
you on this issue. M name is Bob C oud, and
would like to briefly talk to you, first about ny
own | ong, personal use of Xyrem and | will call it
Xyrem not GHB or sodi um oxybate and, secondly, ny
very serious concerns as director of Narcol epsy
Network, which is a national non-profit, primarily
pati ent organization. In that capacity we have
recei ved funds, a mnor amount of funds, perhaps
ten percent of our revenues, from Orphan Medica
over the | ast several years.

First, my personal experience with Xyrem
as a narcol epsy patient with cataplexy. | am57
years old, married, have two adult children, and
aman attorney in private practice, primarily
fam |y, probate and crimnal |aw which sonetines
can be intense and have a few enptions attached to
it.

| believe | amthe first American to have
used Xyrem for narcol epsy, and | am probably the
| ongest continuing user of Xyrem which now
approaches 19 years every night without fail. M
nar col epsy/ cat apl exy synptonms began in the md-30"s
and by age 39 included severe and recurring

cat apl exy together with excessive daytinme
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sl eepi ness and sudden sl eep attacks. M catapl exy
caused nunerous daily episodes of conplete body
col | apse, such that | couldn't |eave ny office or
hone wi thout risk of harmto nyself or others.
Feel i ng any enotion, humor, anger or nere
ent husiasm would result in sudden inmediate
collapse. | guess we are all ignorant of what
di seases feel like that we don't have them but ny
best description of the sudden coll apse of
cat apl exy woul d be to imagi ne a puppet on strings
and suddenly the strings, which are your mnuscle
tone, are immediately et go and so you fall to the
ground i medi ately, and your head cones down | ast
and whi ps agai nst whatever -- sidewal k or table
corner or escal ator or whatever mght be there. |
have been rescued by police and energency squads
and |ife guards and wel | -neani ng strangers and
friends.

Qoviously no injury for me has been fata
because | am here, but unfortunately I do know
ot hers whose fall has occurred at the top of the
stairs and they fell down backwards and kill ed
t hensel ves, and there are others that | don't know
about .

In 1982 ny treating physician sent nme to
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Sunnybr ook Medical Center in Toronto, Canada to
begi n prescriptive use of Xyrem under the research
bei ng conducted by Dr. Mrtiner Manel ak. After
three weeks | returned honme and continued using
Xyrem al ways prescribed by my | ocal physician
under his own individual investigational new drug
application. M severe catapl exy synptons
di sappeared al nost overnight. | was inmediately
able to return to nmy full-time |law practice and
have continued to this day to use Xyrem under that
i ndi vi dual application and subsequently in the

clinical trials under the O phan Mdica

application. During these 19 years, | have never
changed the dose. | have never experienced
tolerance. | have never noted side effects.

Sinmply stated, the drug is as safe and effective as
it was on day one. It is hard to imgine a

phar maceutical product having such a quick

conpl ete, safe and enduring benefit.

As director of Narcol epsy Network, | have
said on a nunmber of occasions that | think the
greatest tragedy in the treatment of people with
narcol epsy is that Xyrem or GHB has not been
avai |l abl e so that other patients could benefit from

it as | have. Hopefully, this conmittee will
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renedy that.

We are sensitive to the reports of
injuries and deaths and other victimnizations from
t he abuse of GHB and, as an organi zation, we work
with | aw enforcenent and conmunity drug agencies to
partake in their activities to limt that and
correct that. | think it is obvious that O phan
Medi cal is going above and beyond the call of duty
to also contribute to restricting the unlawful use
of GHB.

In closing, | subnmt that our concern for
patients with narcol epsy should receive your
hi ghest consi derations so that people can
redi scover their economc and particularly their
famly lives and avoid disability. Thank you.

DR. KAWAS: Thank you, M. Coud. The
next speaker is C ndy Pekarick from Pennsyl vani a.

M5. PEKARICK: Hi. M nanme is Cindy
Pekarick, and | amhere today to tell you how GHB
killed ny daughter. 1In October of 1998, ny
daughter Nicole, a college student and gym
ent husi ast met a new boyfriend who introduced her
to a product called Renewtrient. In Novenber she
researched the product over the Internet and

received only positive information. She could take
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it before bedtine and wake up in only four hours
feeling refreshed, well-rested, and all her nuscles
woul d be conpletely recovered and ready for another
wor kout .

In Decenmber | found out she was taking
this supplenent. | didn't believe the prom ses
made by the advertisers. Arguments ensued and she
prom sed she woul dn't drink it anynore. She was
away at school from nid-January until April.

In April she returned hone. She was
behind in all her bills. She was black and bl ue on
her arnms and | egs. She stopped attendi ng cl asses,
and she kept losing things. |In My | discovered
she had essentially dropped out of school

In June | could see mild changes in her
behavi or. She began taki ng power naps, as she
called them She would sleep three hours in the
nm ddl e of the day and get up at four o'clock and go
to work. She continued |osing things and havi ng
difficulty paying her bills. | searched her room
and car but found no evidence of substance abuse.

By July, my younger daughter, Noelle,

i nformed me that Nicole was having problens. She
said, "nom she isn't taking anything bad or

illegal. She takes a muscle suppl emrent that

205



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

doesn't agree with her. Sonetinmes she has bad
reacti ons and she doesn't even know it. She
enbarrasses herself and nme when she acts weird and
then goes to sleep. When she awakes she never
renmenbers anyt hing that she did. She started
taking it once in a while so she could go to sleep
right away after work when she got honme. Then she
started using it nore often. It disgusts ne to see
her out of control."

It was at this tine |I discovered Nicole
had been taki ng GHB since Novermber. | then began
my own search over the Internet for nore accurate
information. |n August, Nicole was found having a
seizure in a public bathroom She had urinated and
defecated on herself while pulling at her clothes
and hair and flailing her arns. She was rushed to
the hospital where we arrived to find her
unconsci ous, intubated, with her arms, |egs and
wai st strapped to the bed. They clained her
seizure was violent. She barely had a pul se when
t hey found her.

It was at this tinme | knew ny daughter was
addi cted to whatever she was taking. There is
absol utely no other reason why a young, bright,

heal t hy wonan woul d take a suppl enent that was
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harnful. | begged the doctors to transfer her to a
treatment center for chem cal dependency, but they
said they wouldn't do it without the patient's
perm ssion. She was cluel ess as to why she was
hospitalized and she had no recall of anything that
happened to her. She was di scharged.

In Septenber, N cole, sweating profusely,
with a red face and shaki ng hands while crying

said, "nom | have to talk to you. I'mreally
scared. | have a problem | can't stop drinking
it." | stood up, wapped ny arns around her and
hugged her as hard as | could. | told her that she
was on her way to getting better, that

acknow edgi ng that "g" had a hold on her was a step
i n healing.

On Monday norning, on her way to the
treatment center, N cole refused to go in. She
clained that "g" wasn't addictive; that she did the
research and she was just having reactions to it.
She said she was now in control of her life and
future. She stayed in counseling and, by the end
of Septenber, Nicole had applied, transferred, and
was accepted at the university. She was excited.
Thi ngs seened okay on the surface but she was

hi di ng trenors, hallucinations and insomia. She

207



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

went days without sl eeping but never told ne.

On Cctober 3, 1999 at 2:00 p.m she said
she needed to take a nap before she went to work
since she hadn't slept the night before. She set
the alarmfor 4:00 p.m but she never heard it.

She was in her final sleep. M firstborn child was
found in bed, blue, at 6:00 p.m W found a bottle
of GHB in the trunk of her car. The autopsy
reveal ed she had GHB and GBL in her systemat the
time of her death. No other chenicals were found.

Ni col e was an honor student, captain of
two varsity teans and graduated third in her class.
For her undergraduate studies she najored in
bi ol ogy, with a plan to nmgjor in engineering for
her master's degree. Her ultimate goal was to
beconme a bionedi cal engineer. She wanted to be
able to design body parts to help extend people's
lives. She understood that to function well, one
had to be healthy. She was a |loving, sensitive,
caring and intelligent wonan. Her only fault was

that she was naive. Thank you

DR. KAWAS: Thank you, Ms. Pekarick. The

next speaker is Eric Strain. Doctor Strain is from

the Col |l ege on Problens of Drug Dependence.

DR. STRAIN. Thank you. | would like to
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thank the FDA and the nenbers of the Peripheral and
Central Nervous System Drug Advisory Conmittee for
providing ne the opportunity to speak. M nane is
Eric Strain. | ama professor in the Departnent of
Psychi atry at Johns Hopkins University School of
Medicine. | ama board-certified psychiatrist with
qualifications in addiction psychiatry, and I am
here today representing the Coll ege on Probl ens of
Drug Dependence, CPDD.

The College is the | eading organization of
drug abuse scientists in the United States. | am
al so the forner chairman of the FDA's Drug Abuse
Advi sory Conmittee. | have sponsored my own travel
to today's neeting, and | have no relationship with
O phan or other pharnaceutical conpanies that nake
nar col epsy products.

There are two point that | would like to
make during these brief conments. The first is
that the Coll ege on Probl enms of Drug Dependence
woul d I'i ke to enmphasize the inportance of
sci ence- based assessnments of new nedi cations,
especially as they relate to i ssues such as abuse
liability evaluation and safety of abused products.
The Col |l ege wi shes to stress the long history that

has led to the establishnent of reliable and valid

209



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

nmet hods for determ ning abuse potential. This work
i ncl udes both preclinical as well as clinica

studi es. Several academnmic nedical centers contain
rich experience in this area of research. Methods
have been well tested, and outcones from previous
studi es have hel ped i nform and gui de agenci es such
as the FDA in nmaking determ nations regardi ng abuse
potential, therapeutic efficacy, and safety of new
nedi cati ons.

CPDD has played a key role in such
matters, as its nenbers are the primary group that
have conducted such studies. The Coll ege w shes to
strongly and forcefully advocate that decisions
made by the FDA grow out of and be based upon
wel | - conduct ed research, and whenever possible
deci si ons shoul d be derived fromwell-controlled
studi es and data driven. In order to achi eve such
goal s, advice on substance abuse related matters
shoul d be solicited fromexperts in the field.

The second point | would like to make has
to do with the Drug Abuse Advisory Commttee. As
the fornmer, and the last chairman of this advisory
conmittee of the FDA, | believe it is inmportant for
me to conment upon its ternmination. The Drug Abuse

Advi sory Conmittee has been dissol ved by the FDA
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and in the process the FDA has | ost an inportant
resource that can inform decisions regarding

subst ance abuse. To ny know edge, today's neeting
is the first FDA advisory commttee neeting since
this term nation where issues of drug abuse are an
i mportant el enent in your discussions.

I am pl eased to see that there are severa
drug abuse experts represented here today, however,
| am concerned that the nunmbers do not allow the
breadth of expertise that woul d have been found on
the DAAC. Such breadth is essential to fully
consider all of the issues involved in advising the
FDA on the abuse potential of new nedications, the
extent of the public health consequences of such
abuse, additional data that the FDA should require
conpani es provi de, and recomendati ons regardi ng
post - narketi ng surveillance.

The College is particularly concerned that
conpar abl e experience and know edge brought to the
Drug Abuse Advisory Committee by experts in the
drug abuse field is no longer readily available to
the FDA. I n ny experience as chairnan of the
conmittee, | was able to witness firsthand on
repeat ed occasi ons the value of having a group of

scientists and clinicians who could provide
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i nfornmed knowl edge and experience to the FDA on
matters such as those that appear to be on today's
agenda.

The loss of the DACCto the FDA is
significant and substantial, and adequate
representati on of drug abuse issues on other
advisory comittees needs to be clearly
denonstrated by the FDA. | speak on behalf of the
Col l ege in expressing the College's continued
concern regardi ng the dissolving of this advisory
conmttee. Gven the tragi c consequences of drug
abuse to our society, as exenplified by the
previ ous speaker, its preval ence and the grow ng
body of nedications for the treatnent of substance
abuse disorders, it is particularly concerning that
the FDA has decided to termnate this particul ar
advi sory comittee.

Again, | wish to thank the FDA and this
advisory comittee for allowing ne to nake these
comments today. The hope of the College is that
t hese conpanies will spur tangi ble denonstration of
FDA's conmitnent to having adequate outside input
by experts in the drug abuse field in the advisory
conmittee process either through the renewal of the

Drug Abuse Advisory Committee or through adequate
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and substantial representation by drug abuse
experts on other advisory conmittees where issues
of drug abuse may be of substantial inmportance.
Thank you.

DR. KAWAS: Thank you, Dr. Strain. The
next speaker is Deborah Zvorsec. Dr. Zvorsec is
from Hennepin County Medical Center in M nnesota.

DR. ZVORSEC:. Thank you very nuch. M
research is in the area of gamma hydroxybutyrate
abuse toxicity, addition and withdrawal. Dr. Steve
Smith and I, with others, published a case series
in Morbidity and Mortality Weekly Report in
February of '99 that described adverse events due
to ingestion of dietary supplenents containing GBL,
GHB precursor. | was the |ead author of a case
series of 1,4 butanediol toxicity that was
published in The New Engl and Journal of Medicine in
January 2001. These toxicity episodes included two
deaths that occurred with no co-intoxicants and no
evi dence of aspiration or asphyxiation or
adul terants.

I will focus today on GHB addiction. In
the course of our work, Dr. Smith's and ny nane
were |listed on the project GHB help site. W

received calls fromover 40 addicted patients from
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25 states, and have treated an additional 5 cases
of inpatient withdrawal at HCMC i n M nneapolis.

The vast mpjority of these addicted people
began using GHB to treat insomia, anxiety,
depression, chenical dependence or for
body- bui | di ng purposes, as reconmended by
mar ket ers, websites and fringe pro-GHB physici ans.
Many, indeed, began with GHB, continued with GiB
and never used any of the dietary suppl emrent
anal ogs. Qur patients began with small doses,
often only at night, and di scovered that it nmde
them feel good; increased dosing frequency and, as
t ol erance devel oped, needed nore GHB in order to
feel good. Wthin nonths, they were taking GHB
every one to three hours around the clock to avoid
wi t hdrawal synptons. By the tine they realized
that they might be physically dependent, attenpts
to abstain resulted in severe anxiety, insomia,
pani ¢ attacks and hal | uci nati ons.

Their addiction destroyed their |ives.
They lost their spouses. They |ost access to their
children, their jobs. They acquired trenmendous
debt to support their habit. They becanme comatose
whil e driving and crashed their cars, frequently on

mul ti pl e occasions. They called us in absolute
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desperation. Their detox was frequently simlar to
the worst cases of deliriumtrenens, requiring

| arge and often mmssive doses of sedatives, often
with intubation.

Al most all patients suffered weeks or
nont hs of profound depression and anxiety after
det ox, and sone al so experienced nuscle tw tching
and trenors. O the over 40 patients we have
worked with, only a scant handful have remai ned
GHB-free, frequently despite CD treatment. Many
have detox'd nunerous tines but continue to
rel apse, sonetines within hours of discharge from
treatment. Unfortunately, nmany never lost faith in
GHB and continued to be convinced that they could
get back on it and use it responsibly. They
continue to argue its health benefits.

One of our patients was a 50-year old
busi nessman with his own busi ness who began using
GHB, not an analog, five years ago, initially for
body- bui I di ng purposes. Wthin nmonths he had
i ncreased his dosing to around the clock. His life
was entirely controlled by the need to have GHB
with himat all tines. He tried nunmerous times to
quit. His wife was unaware of his addiction. She

descri bed wi tnessing frequent frightening hypnotic
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states, punctuated with clonic novenents. She
beli eved that his frequent states of apparent
somanbul i smwere due to a sl eep disorder but
despai red when a sl eep specialist could not cure
him This woman is a very bright professional who
was totally unaware of GHB, as is the case with
many famly menbers. It was only on the norning of
hi s admi ssion that she learned the truth. After
si x days of detox he was through the worse and
appeared to be on the road to recovery.
Psychiatrists treated hi mw th sl eepi ng neds and
antidepressants, but within three days he was using
GHB again to control anxiety attacks and
depr essi on.

GHB i s perhaps the nost addictive drug
ever abused. Experienced drug users describe a
euphoria that surpasses that of any other drug.
Availability of off-label prescription presents
prof ound personal and public health risks. The
fringe physicians who now pronote GHB will be
j oined by thousands of nai nstream physicians with
the approval of the FDA. The mgjority of
physi cians are ignorant of the diverse health risks
of GHB, as are toxicologists and | aw enf or cenent

officials. Users will seek Xyrem from physici ans



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

who don't recogni ze sodi um oxybate as GHB and are
unfam liar with the health risks. Patients wll
obtain prescriptions for sleep disorders, also for
i nsomi a, depression, anxiety, treatnent of al coho
and drug dependence and ot her conditions for which
it has been touted.

We know that addicts often use GHB and its
anal ogs i nterchangeably. Their conmpound of choice
i s dependent on access, determ ned by cost,
perceived quality, ease of procurenent. dinica
literature reports one user who spent $200 per day.
That comes to $70,000 per year. Qur patients
report ingestion of up to a bottle every one to two
days, comng to $11,000 to $36,000 per year. A
Xyrem prescription will be a bargain for such
users, who will then avoid the high prices, erratic
avai lability and risks of supplenment and sol vent
purchase. W know that many people are afraid to
buy or nake their own GHB due to risks of
contam nation or errors of production. Xyrem a
pharmaceuti cal product of controlled quality,
avai |l abl e by | egal prescription, and with very
little risk if found in their possession, will be
very attractive. W know that users are watching

for the release of Xyrem Recreational drug sites

217



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

post links to narcol epsy sites and publications
about Xyrem One hotyel |l ow98. com for exanple,
instructs users "click here to find out when GHB
will be released under the trade nanme of Xyrem"
DR. KAWAS: Your tinme is up, Dr. Zvorsec.
Pl ease finish. Thank you very much, Dr. Zvorsec
Qur nest speaker is Trinka Porrata of California.
M5. PORRATA: | wish I had tine to tel
you the stories of 200 dead people that | know of,
hundreds of rape victinms and thousands of GHB
overdoses, and About Cal eb Shortridge, to whom our
website www. proj ectghb. org i s dedi cated, about
Matt hew Coda and Joshua Parks to whom our GHB
addi ction hotline is dedicated. | wish | could
tell you about Ben Croman, M ke Fox, Tyler Johnson
and ot her young men from New Zeal and to Sweden who
ei ther have or are right now considering suicide
because of the withdrawal fromthis drug; about
nore than 300 people | personally know about who
are horribly addicted to GHB, and who coul d each
nane at | east one dozen people nore just |ike them
| have lived and breathed GHB since June
of 1996 when | was first assigned to handle it for
the LAPD. Four young nen collapsed. Two literally

di ed and were brought back to life by the
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paranmedi cs. One thing was clear, people were dying
fromGHB and it was being mssed. It has been a
heart breaking five years, nixed with the privilege
of learning nore and teaching others to recognize

t he rape, overdose and deaths and getting rape
victims into treatnment and addicts help. It has
been very lonely at times when the agenci es who
shoul d care haven't.

DEA has revi ewed and docunented 71 deaths
related to GHB but, basically, stopped counting
once the drug was control |l ed, for obvious reasons.
No one at FDA has ever expressed interest in these
cases. M database now incl udes over 200
GB-rel ated deaths. In fact, Robert MCorm ck, of
the FDA's Orphan Drug Unit, told nme enphatically he
did not care how nmany peopl e had di ed nor were
addicted to it because he intended to approve it
anyway. Something is wong with this picture.

This is the nost horrid drug | have encountered in
25 years as a police officer

Much new has come to |ight during the past
two years, none of it good. Around the world
countries are just now awakening to their probl enms
with GHB. Schedule IV by WHO i s sinply an

awakening to the problem As we speak, countries
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are restricting it. France is backing away.
England is struggling with it. Sweden has an
unr ecogni zed addi ction and suicide problem New
Zeal and tried it as a prescription drug and now
realizes they screwed up royally. NDA is
currently releasing $2 million in research on this
drug. This is not a tinme to be pushing it forward
on an unsuspecting Anerican citizenry.

You are here today to approve GHB,
di sgui sed as sodi um oxybate, for use with
nar col epsy/ cat apl exy. Orphan's investors have been
assured that you will do so. Wen the |ast neeting
was cancel |l ed the stock dropped 30 percent in
frustration over it. You have not seen ny
vi deot apes of the day-to-day struggle of GHB
addi cts showi ng that GHB clearly gives previously
heal t hy peopl e synptons that can only be descri bed
as temporary narcol epsy/ cat apl exy, just like the
ni ne-year old you saw in the tape. Their heads
ri cochet off board roomtables around this country.
They break mirrors. They are cut up. They crash
cars. They die and kill others. It is destroying
them Their wives are terrified of their husbands
and have no idea what is happening. They are

| ocked in psychiatric wards because doctors and
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energency roons do not recognize GHB psychotic
epi sodes.

There are no answers for them So, how
can you approve this drug for use? M addicts
suffer alone, nuch as narcol eptic/cataplectic
patients do. Many do not have insurance or their
i nsurance will not pay for this drug that is not
recogni zed as an addictive drug.

I am deeply concerned about the off-I|abe
use policy, enabling any doctor ultimtely to
prescribe it for any condition as | have no faith
that its use will be linmted to
nar col epsy/ cat apl exy. Look at the chatter around
O phan about fibronylagia, a condition with vague
synmptons for which a drug seeker could easily get a
prescription. | know the vast najority of doctors
do not realize that sodi um oxybate, Xyrem is GHB
| see no significant talk on the legitimte
nar col epsy websites about it, but the nmessage
boards where GHB addi cts hand out are buzzing. In
fact, the key figures in illegal GHB Internet sales
were posting on the website www. xyrem com

There is very little drug diversion
enforcenent in the United States. Only a handfu

of agencies devote any tine to this. It is a small



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

222
portion of DEA effort. States are not prepared.
They are not able to handle it. Therefore,

O phan's proposed voluntary -- key word, voluntary
-- prom ses of distribution are frightening.

More inportantly, the issue goes beyond
di version of Orphan's product to use of Orphan as a
shield for possession of GB in general. It would
be unrecogni zed by | aw enforcenment. Once in
possession of that prescription and a bottle of
Xyrem the addict will be home free. There is no
field test kit. Al investigations of GHB are
difficult. Encountering a prescription, real or
counterfeit, and a bottle of Xyrem real or
counterfeit, the officer would have zero ability to
identify it -- none; zero; nada.

To those who claimreal GHB is safe and
only street stuff is dangerous, poppycock. M
addi cts have used everything from European
pharmaceutical grade to bad stuff. The
unprecedented split scheduling of GHB was unwi se
and unenforceable. W were forced to accept it.
It was political, not science. The people in the
clinical trials have reason to obey; people in the
streets do not.

If I were to convey to you but one
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t hought, it would be that not enough information is
known about GHB to approve it for any purpose at
this time, and certainly not appropriate for

of f-1abel use. Any approval at this point wll
trigger an absolute further epidemnm c of general
abuse because you will create an aura that it is
safe. | ask you please table this issue until the
NI DA research cones in. Please do not make this

m st ake.

DR. KAWAS: Thank you, Ms. Porrata. Qur
next speaker is Matt Speaknan from West Virginia.
Wi le M. Speakman is conmng up, | just want to
rem nd everybody | amnot trying to be nean; | am
not trying to be difficult, but we are trying to
keep the public hearing section of this neeting
down to under two hours and that will only happen
if everyone sticks to their five mnutes. W would
like to let the conmittee get a chance to have sone
nore di scussions for everyone. So, we greatly
appreci ate honoring the time constraints. M.
Speaknman?

MR. SPEAKMAN:. Thanks. | just wanted to
say thanks. This is kind of a unique experience
addressing doctors. It is really cool.

My nane is Matt Speaknman and | have
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narcol epsy. | will describe very briefly ny
experience. | have cataplexy also. M first
experience was in chemstry class my junior year in
hi gh school. The professor pulled out the liquid
ni trogen experinent and was freezing flowers and
flicking them nmking themshatter. | got very
excited and he called us to the front of the room
and, on nmy way up to the front of the room | felt
ny legs start to buckle. This was the first tine
anything like this had happened. | had had trouble
laughing a little bit because catapl exy sonetines
has onset with |aughter and enption, but it wasn't
very serious.

| eventually just realized that | was
going to fall. So, | went back to nmy desk and

col l apsed on the desk with ny face down in ny arns,

ki nd of draped over the thing. It was humliating.
| couldn't nove. | was awake and aware and | could
still hear the class kind of |ooking around and
what - not .

This started to happen nore regularly and
| started to fall asleep during class. M grades
started slipping. | had to stop swimm ng. | was
on the swmteam Falling asleep in the pool is

ki nd of dangerous. So, | quit doing that. Mst of
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nmy teachers suspected drug use and | don't blane
t hem

But | managed to get into the University
of Kentucky and | went there for a year. | was
unable to neet friends and nmy grades weren't very
good because | spent nost of my tinme in ny dorm
room | didn't make it to class very often; very
hard to wake up. It is very hard to keep
consi stent notes when you are falling asleep al
the tine.

My parents weren't happy so they found,
you know, | needed sone other treatnent. So,
went to a doctor in Cincinnati who was part of the
study for what is now Xyrem That was four years
ago, and | amtaking it nightly unless | pull an
al | -ni ght study session or sonmething like that.
don't have any withdrawal synptonms when | don't
take it. | don't have any side effects when I do
take it. | sleep well. | have no cataplexy. | am
here speaking to you right now and | certainly
woul dn't be doing this without this treatnent. |
used to take stimulants and anti depressants to
control the catapl exy, none of which worked; they
just had nasty side effects. It wasn't very good.

Two weeks ago | graduated from West
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Virginia University with honors. | am |l ooking for
ajob --

[ Laught er]

-- and | amthinking about going to grad
school. That is definitely on the bill, but I am
going to need sone nmoney first. So, first things
first. Right?

| understand all the concerns about the
illicit use and that definitely needs to be
addressed, but this drug is working for
narcol eptics and, you know, | have a girlfriend and
| have a life, and | live nornally. A couple of
years ago | got a job as a full-tine canp counsel or
in Maine; drove there nyself; had no problenms. |
read the review they gave ne after the sunmer was
up and it said, this guy has the energy of a small
power plant, which was nice to hear after suffering
from narcol epsy for a couple of years. So, | am
happy. | am working on success, and | just wanted
to thank you for giving ne the time to speak with
you and | hope you can work all this thing out, but
nmy main point was that the drug is working for
narcol eptics and | want to thank the Narcol epsy
Network for paying for ny travel arrangenents and

my hotel. | amnot in any way tied to O phan
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Medical. | don't care who makes it. | just want
to let you guys know it is working. Thank you.

DR. KAWAS: Thank you, M. Speakman. The
next speaker is Charles Ci chon, president of the
Nati onal Association of Drug Diversion
I nvesti gators.

MR. CICHON: Good afternoon and thank you.
My nane is Charlie C chon.

DR. KAWAS: My apol ogi es.

MR. CICHON: No apol ogy. The nuns never
got it in grade school; nobody has ever got it
right. | go everywhere from Ceechon to Chicken.

[ Laught er]

| have a 16-year background in | aw
enforcenent, but for the last 12 years | have
worked in the health regulatory field with the
Maryl and Board of Physician Quality Assurance, the
state nedical board licensing and regul atory agency
for Maryland. But | am here today as the president
of the National Association of Drug Diversion
I nvesti gators.

Establ i shed in 1987, the National
Associ ation of Drug Diversion |Investigators, NADDI,
was formed in Maryland, in Annapolis by a sergeant

in the Ann Arundel County police departnent. CQur
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organi zation is a unique organi zati on whose nenbers
are responsi ble for investigating, prosecuting and
preventing pharnaceutical drug diversion

NADDI has proven to be a val uable asset to
| aw enforcenment, the pharmaceutical industry and
heal th regul atory professionals. NADDl principa
activities conprise cooperative education and
training in the specifics of pharmaceutical drug
di version, investigation and prosecution; the
sharing of investigated information and
conmmuni cation with a wide variety of interested
parties with regard to the nature, scope and i npact
of pharmaceutical drug diversion; and the
devel opnent of stronger effective neasures to
conbat the probl em of pharmaceutical drug
di ver si on.

NADDI supports the safety and efficacy of
the new drug application, NDA 21-196, Xyrem
proposed to reduce the incidence of cataplexy and
to inprove the synptoms of daytine sl eepiness for
persons w th narcol epsy.

NADDI is aware that in many reported cases
the use of GHB has changed from homenmade GHB to
i ngesting of industrial chemicals that convert to

GHB in the body. (M car got towed away yesterday;
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| lost my other glasses. | noticed that when | was
sitting in the back and I couldn't read ny paper
So, | apol ogi ze.)

We are al so aware that there are no known
cases which involved Xyrem Rather than consider
t he above issues as tangential, O phan Medical has
gotten invol ved, hel ping to educate and uncover
solutions in conjunction with stakehol ders such as
NADDI. In fact, since Novenber of 2000, an O phan
representative appeared at our national conference
i n Colunbus, Ohio, and for the |ast several nonths
has been involved in several states in
multi-regional training with over 600 NADDI
nenbers.

| nput has been sought regarding
di stribution systens that will mnimze and
identify potential diversion situations, allow ng
di version investigators to nore easily perform
their jobs. It is the job of the pharmaceutica
di version professionals to investigate potenti al
di versi on, however, Orphan is willing to cooperate
with the appropriate local, state and federal
agenci es. Thank you.

DR. KAWAS: Thank you. The next one is

Debbi e Al unbaugh from Fl ori da.
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M5. ALUVMBAUGH. Good afternoon. M nane
i s Debbie Alunbaugh, fromFlorida, and I amthe
surviving nother of Mchael Tiedemann. He was 15
years ol d when he died. That was just over two
years ago. The cause of M chael's death was
aspiration vonmtus and GHB toxicity.

M chael was a sophonore at a hi gh schoo
in Florida. He was a black belt in karate, and he
was al so an instructor. He had won severa
academ ¢ awards for reading, spelling, mathematics

and nusi c.

On Cctober 1, 1998, M chael came hone from

school and asked if he could go to the show with
his friends. It was unusual for a school night but
we decided to let himgo. W required Mchael to
bring home a progress report every week from schoo
and he had brought one hone and he was making A's
and B's in all of his subjects. Before they left,
one of Mchael's best friends cane into our hone
and they shot into Mchael's bedroom This boy was
only in there for five mnutes and when he | eft
M chael was passing out within ten mnutes of this
young man | eavi ng our hone.

We found out 18 nmonths after M chael died

that when they left our home they drove three
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bl ocks and started to play a gane of basketball on
the way to the show M chael had the ball and was
going for a lay-up, and when he canme down he was
unconscious. He lay there several minutes. His
friends, not knowi ng what to do or recognizing the
red flags, giggled and | aughed. They scooped ny
son up and took himon to the novies. W
understand M chael never saw the first five mnutes
of the novie. He passed out again.

When t hey brought our son home, ny husband
| ooked at himand he asked him M chael, are you on
sonething? Did you take sonething, son? He said,
no, dad, nothing. Brad decided not to lecture
M chael this late at night; he would talk to him
tomorrow. Brad never got that chance. M chael
died that night, alone in his bed.

The next norning, when Brad went to wake
M chael for school he could hear M chael's alarm
blaring. Mchael had full intentions of getting
up. Wen he opened our son's door he knew he was
dead. The first thought that ran through his nind
was to run, run out of the house and not | ook back
My son was on his bed, his eyes w de open, his
nout h hangi ng open, his tongue swollen so nuch that

nmy husband couldn't shut his mouth. He had dry
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vomt running down his chin into a puddle on his
col l arbone. H's hands were in a clawed position
where he had tried to roll hinself over but
couldn't. GHB takes away the gag reflexes and it
paral yzes you.

We didn't know why M chael had died. None
of his friends would speak up. It took 12 weeks
for us to find out that M chael had i ngested GHB
that evening. It was the first and only tine that
thi s had happened.

In the last three years, in Florida al one,
we have lost 207 young lives to these drugs. From
1999 to 2000 our numbers have nore than doubled in
Fl orida al one.

After several months after M chael died,
he came to his father in a dreamand said, dad it
is wong to destroy the body the way | have done.

I need you and nomto go out and tell my friends
and ny generation of people ny story, our tragedy.
This put a burden on our hearts and we seened to
stop healing until one day M chael's father

gat hered up enough courage and strength and he nmde
the first phone call.

We now go to schools all over and share

our story with students about GHB, and the tragedy
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of our famly. Friday, June 1 our son would have
been 18 and he woul d have graduated on that day.
When we went to his grave one Friday, his
graduating class had left white roses and the
mascot for the graduation cap. W missed prom we
m ssed graduation because of this drug. Qur voices
have to be heard. Please investigate this drug.

It is not safe. It is killing our children and it
is not the pushers that are dying; it is our good
kids that we are losing. Thank you.

DR. KAWAS: Thank you, Ms. Al unbaugh. The
next speaker is Brian Hunter, of the Young Adults
wi t h Nar col epsy.

MR. HUNTER. Good afternoon. M/ nane is
Brian Hunter. | amthe founder of Young Adults
wi th Narcol epsy or YAWN. | amalso a nedica
student at the University of Mnnesota and a person
wi t h narcol epsy and cat apl exy.

I would |ike to preface ny conments today
by di scl osi ng that O phan Medi cal has provided ny
organi zation with a mnor grant and it provided a
general grant to the Narcol epsy Network who has
paid for nmy travel and accomopdations to attend
this neeting.

YAWN is the first youth-focused online
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nar col epsy support and advocacy organi zation. W
work at the grass roots level to advance public
awar eness of narcol epsy on behal f of young adults
and others whose |ives are affected by this often
debilitating sleep disorder

As founder of YAWN, | believe | amin a
uni que position to conment on the issue currently
under consideration by this committee. | do not,
and have not used Xyrem for treatnent of ny
cat apl exy but as the representative of many young
adults in need of an effective treatment for their
narcol epsy, | amconpelled to present ny views on
the risk managenment issues pertaining to the safety
and efficacy of Xyrem

Nar col epsy is nmpbst conmonly di agnosed by
the middle of the third decade of life, often 5-15
years after the onset of synptons, the nost
dramatic of which is cataplexy. Excessive daytine
sl eepi ness, conbined with the inpact of sudden
attacks of cataplexy that may last froma few
seconds to hours can be profoundly damaging to the
i nterpersonal, educational and professiona
devel opnent of these young adults at an extrenely
critical point in their development. Although |I am

fortunate only to experience rare and nild attacks
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of cataplexy, | know others who are conpletely
i ncapaci tated by catapl exy and have not, or would
not been able to achieve their persona
prof essional goals w thout a medication |ike Xyrem
| submit that the risk for experiencing
t he negative inpact of untreated catapl exy on the
potential of so many young adults w th narcol epsy
is a serious issue that nmust be included in any
di scussion of risk managenent of Xyrem
Xyrem offers a singularly inportant
therapy for the 65-70 percent of young adults with
nar col epsy who suffer with cataplexy. W nust
recogni ze the consequences of failing to approve
Xyremto treat the 1/1000 people suffering with
narcol epsy. For exanple, after formng YAWN, | was
contacted by the parents of a 16-year old boy,
living in a small town not three hours away from
the nearest city. This young man was bright. He
did well in school, and was active in his community
until his 12th birthday when he began experiencing
severe epi sodes of cataplexy that |lasted for hours.
When | first spoke to himon the phone he
told ne that his condition was so severe that he
was forced to spend five days a week in a nursing

hone, and he is still there. Wat are the costs of

235



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

providing nursing hone care in a public institution
for a 16-year old boy for the next 60 to 70 years?
By not adequately controlling his catapl exy, what
are his chances for becomng a contributing nmenber
of our society? Unfortunately, this man's story is
all too common. Unless sonething is done about the
current environnent of linted access to inadequate
pharmaceutical therapies, the future of young
adults suffering with cataplexy will remain bl eak
This, however, does not have to be the
case. In fact, a brighter future has been achieved
by the lucky few who have participated in Xyrem
clinical trials. They have become success stories.
To these young adults with narcol epsy Xyrem has
nmeant the difference between a life within an
institution and having the opportunity to achieve
their goals, free fromthe physical constraints of
their di sease. Xyrem has enabl ed many young
adults, nmy friends, to earn their Ph.D.'s or becone
| awyers, doctors or to sinply be good parents.
These are people who took Xyrem and
couldn't have succeeded otherw se. Yet, there
continue to remain thousands of other talented and
capabl e young adults who have not yet had a chance

to fulfill their dreams. They are the reason
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formed YAWN and why | am here testifying before you
today. W can no longer afford to neglect the
potential of so many young adults by failing to
provide themw th the only nedication known to be
safe and effective. It is our responsibility to
protect their right to pursue a happy and
productive |ife by having access to nedications
like Xyremthat will effectively treat their

di sease.

Thank you for allowing me to present these
remarks to you today. | urge you to approve the
NDA for Xyrem There really are lives at stake.

DR. KAWAS: Thank you, M. Hunter. The
next one is Joe Spill ane.

DR SPILLANE: | would like to al so say
thank you for an opportunity to speak to the FDA
and to this committee on this inportant issue.

I work at Broward General Medical Center
which is a comunity hospital in south Florida. MW
experience with GHB is as a pharmaci st and in
clinical toxicology. | also teach as an associate
professor at the Coll ege of Pharnmacy at NOVA
Sout heastern University.

Qur experience in the energency departnent

is very sinmlar to what Dr. Dyer nentioned. W
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have a | ot of CGHB overdoses. W had 48 overdoses
associated with GB in 1999. That nunber increased
by 60 percent to 77 in 2000. W have nore GHB
overdoses than ecstasy. W have nore GHB overdoses
than oxicondon. | think it is inportant that |
just underscore the inmmensity of the problem
associated with GIB abuse. Mdst of our overdoses
cone in with people who have altered nmental status
and, basically, they just need a short period of
supportive care, airway nmanagenent. Mst wake up
Many of them-- and | think this is inportant to
poi nt out, nmany of them nention that sonebody had
given them GHB, put it into their drinks, and so
forth. As such, the media an nany peopl e have
advi sed don't accept a drink from anybody but the
bartender. W had a bartender up in our |ICU about
a nonth ago, and when he did recover | spoke with
hi mand he said, yes, | chronically use GHB. A |lot
of my friends in the beverage industry al so do.

And, | think we can understand what the potential
probl ens could be with that.

W have also treated five withdrawal cases
and, again, the numbers mght not be that big but
this is just one hospital and, since it is a

difficult thing to identify, we are probably
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m ssing cases and | am sure there are cases m ssed
t hr oughout the country.

There have been nine deaths where, in the
estimation of the nedical exam ner in Broward
County, a county of 1.6 million people -- nine
deaths were caused by GHB and | think it is
i mportant to point out that at |east one of those
deaths was with GHB al one, with no co-intoxicants
and no al cohol [ evel

| guess ny mmjor concerns are with the
schedul i ng and sone of the off-1abel prescribing
i ssues, and the voluntary nature of this
distribution system | kind of just want to
sunmari ze briefly by saying | think there are four
guestions that are major concerns of mne and
hope this comrttee addresses those concerns.

The first one is, is it really wise to
rely upon an essentially voluntary, supposedly
cl osed-1 oop distribution system designed by the
manuf acturer, to prevent diversion of an
i ncreasingly popular, highly lethal, addictive and
abused substance?

My second question is, is it prudent to
require very little governnental regulatory

oversi ght of such a systemwhen the strict
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adherence to that system nay not be in the best
financial interest of the entity responsible for
that strict adherence?

My third questionis, is it responsible to
rely solely on those with a vested interest in
denonstrating little or no diversion to verify that
little or no diversion is occurring? It is ny
understanding that that is essentially what we may
be doing here. | think there was an exanpl e of how
this could be problematic just in today's
proceedings. | certainly was under the inpression
by several people who spoke today that there was no
diversion in the clinical trials. | think Dr.

Mani, fromthe FDA, said that, indeed, there were
some cases of diversion. So, | just think that is
a potential concern

My fourth question is does it denobnstrate
judicious foresight to establish a precedent for
sort of circunventing existing scheduling and
di stribution processes, and couldn't such a
precedent be used in the future to the financial
benefit of pharnmaceutical nanufacturers and to the
detriment of drug diversion prevention?

| would Iike to comend O phan for their

work and bringing a medication that they feel is
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effective to those who could benefit fromit. |
think a mandatory, not voluntary, system of
di stribution, with adequate governnmental regulatory
controls and any restrictions on off-|abe
prescribi ng woul d advance anot her one of their
stated goals, which is reducing abuse and
di version. Thank you very much for having ne.

DR. KAWAS: Thank you, M. Spillane. The
next one is Ms. Mali Einen

M5. EINEN: Hello, and thank you for the
opportunity to speak before you today. | could
tell you ny story of nmy scars and bunps and brui ses
fromnmy many falls from cataplexy, or | could tel
you about ny disappointnment from having had to give
up my career that | was dedicated to and | oved, not
to nention the |l oss of incone and security.
Instead, the part of ny story | share with you
today is the loss of the normal, everyday things
that nost parents take for granted.

My nane is Mali Einen. | ama single
not her from California with narcol epsy and what is
consi dered severe cataplexy -- and a | ot of
nervousness. As a person wi th narcol epsy, | was
fortunate to be diagnosed fairly quickly after the

onset of ny synptoms. | was diagnosed at the age
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of 22 after first noticeable systens of narcol epsy,
appeari ng at about age 22.

In the early years my catapl exy was
triggered nostly by strong enptions -- a truly
funny joke or ny young daughter saying sonethi ng
adorable. As the years progressed, ny catapl exy
wor sened, requiring less and | ess of an enotiona
trigger to cause a conplete collapse -- unable to
nove or talk for seconds, sonetinmes even m nutes at
atine despite ny daily medications.

As ny daughter grew and ny catapl exy
wor sened, | was unable to attend her perfornmances,
school programs or sports activities without
several full collapses. M young, then seven or
ei ght year ol d daughter would conplain, why do you
bother to come? You spend nost of your tine passed
out. That is what she called catapl exy. |
wonder ed woul d she ever understand that it was ny
joy for her success and ny |ove for her that
prevented ne from participating in these
m | est ones.

Several years l|later ny daughter's sinply
relaying a story to ne, excitedly, about her |atest
crush or her experiences with her friends would

cause nme to crunble, nuch like the filmthat Dr.
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M gnot showed earlier today. It dawned on ne that
I had not only given up ny experiencing anything
that m ght involve positive enotion, it had becone
difficult for ne to even participate as a spectator
in my daughter's life.
During the years, | had been able to
mai ntai n success in ny devel opi ng career as a nobney
manager. M workaholic, nose to the grindstone
wi t hdraw kept nme away fromthe usual office fun and
wat er cool er norments, while allowing ne to avoid
enbarrassing cataplexy. But this too had begun to
erode. Although the various nedications allowed ne
to keep ny cataplexy partially in check, it seened
that my nighttine sleep becane nore and nore
di srupted, sleepy during the day, yet never able to
sl eep nmore than an hour or two at a tine at night.
By 1996, ny spotty nights of a few hours
of sleep, my sneaking naps during the work day, and
col lapsing in exhaustion any tinme | sat still had
affected ny ability to continue to performny job
adequately. Long ago ny daughter had given up on
nmy being able to read her a story or to help her
with her homework. My l|ife had beconme draggi ng
nyself to and fromwork, attending to the basic

needs of my daughter, while constantly working to
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keep ny enotions in check. There was little room
for fun and interaction. Sole provider for ny
daughter and nyself, | finally voluntarily left ny
j ob.

By this time | had become a conplete slave
to ny next dose of nedication to either control ny
cat apl exy or to help keep me awake. The
nmedi cations didn't rmake me feel well; they made ne
feel horrible, yet, | was their slave. | had never
taken a back seat to finding better or best
treatment options. | tried no less than five to
seven different antidepressants over the years with
varyi ng degrees of success, but each with such a
cost .

Wthin a year after | had left work, |
became aware of a new nedi cal study through
Stanford, an experinmental treatnment for narcol epsy
and cataplexy. | started Xyrem M life changed!
After a horrific washout period when, unnedi cated,
| was faced with my inability to care for nyself,
| et alone ny daughter, with nere thought causing
col l apse after collapse, | found that Xyrem
controll ed nmost of nmy cataplexy and | was thrilled
how the better quality nighttime sleep allowed ne

to feel normal, al nost good upon waki ng.
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Al t hough not required by the nedica
study, | began to voluntarily decrease ny daily
doses of amphetamines. The better, |ess disrupted
nighttine sleep allowed nme not to be a slave to ny
next dose of stimulants in order to nmake it through
t he next several hours. | now go many days wi thout
stimulants at all, and other days take 5 ng or |ess
of Dexedri ne.

I not only began to be able to listen to

nmy daughter's glee-filled stories of her day, |

started to volunteer at her school. | could joke
with the kids; | could even watch Kel sey snash a
Wi nning serve across the volley ball court. | nust

admt, occasionally a funny story or ny evening
interaction with nmy daughter still causes mny facial
nmuscl es to slacken with a bob of the head, but ny
daught er now uses these opportunities to give ne a
hard tine, knowing that | will recover in a second
or two and we will have fun and enjoy our life
t oget her.

| asked ny now 17-year old, upon
contenpl ati ng being here today, would you say ny
t aki ng Xyrem has nmade a difference in your life?
had expected the usual teenage disinterested reply.

I nst ead, Kel sey responded, as tears welled in her



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

246
eyes, as nuch as | hate it sonetines, you are
really a part of nmy life now, you know everyt hi ng
that's going on with ne.

It is for this that | amtruly grateful to
O phan Medical and Xyrem-- and | think |I forgot to
say ny conflicts of interest.

DR. KAWAS: That is the only reason we are
going to let you go nore over tine.

M5. EINEN: | am a sharehol der of O phan
Medi cal and a nunber of other stocks of products
that | believe in. Narcol epsy Network has
generously paid for ny air fare and accomvdati ons,
but they have not conpensated me for my time, nor
am| paid for the tinme away from ny brand-new job
back in the career which I had to | eave five years
ago.

DR. KAWAS: Thank you, Ms. Einen. Next is
Ms. Sandra Jones from California.

MS. JONES: Good afternoon, |adies and
gentlemen. M nane is Sandra Jones, and | am from
Los Angeles, California. M travel expenses are
bei ng rei mbursed by the Narcol epsy Network. | am
50 years old. It was only 19 years ago that ny
not her truly becanme a nother to ne, ny brother and

sister. Nineteen years ago my nother began taking
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what we now call Xyrem Wthin a week after she
started taking this nedicine we noticed the
i ncredi bl e change in her. She could cook dinner
wi t hout collapsing to the floor. She could sit
down and eat dinner with us without falling asleep
She coul d make a sound that we hadn't heard in a
very, very long time -- |aughter, and nore | aughter
without falling to the floor.

She becane a totally new person to our
fam ly. That was not the case nearly thirty years
ago. She quit her career as a nurse for fear of
how t he di sease m ght affect her care of her
patients. She becane sort of a recluse in her hone
and we grew used to seeing her sleeping throughout
the day and staying up all night. She was afraid
she would fall and bring enbarrassnent to herself
and especially to her famly. People just did not
under stand her di sease. She once coll apsed at a
party and peopl e dism ssed her as being a drunk
My nother didn't drink. It was what the narcol epsy
had done to her.

This is an evil, evil disease and unl ess
you have witnessed it firsthand you cannot
understand the horrible ways it affects a person's

live. Imagine having a newborn child, ny sister
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and not being able to hold her for fear of dropping
her. Inmagine not being able to go to the grocery
store for fear of falling in the aisle. |magine
not being able to read stories to her children
because she would fall asleep, not us. |nagine not
being able to drive a car for fear of collapsing
behi nd the wheel. This was ny nother.

But Xyrem changed all that. It was a
di fference between night and day and nother quickly
redi scovered the joys that she had missed for
decades -- playing ganes with us, going dancing,
going to the novies, celebrating fam ly birthdays
and holidays. The day-to-day tasks that you and
take for granted, she could finally do as a nornal
person. This was the nother that we had never
known until Xyrem gave us her |ife back and her
fam ly back. | have seen the difference. | have
lived the difference. Please make this valuable
nmedi cati on avail abl e to peopl e who have narcol epsy.
They and their children will see the change in
their lives. Thank you.

DR. KAWAS: Thank you, Ms. Jones. That
concl udes the section of open public hearing, and
want to thank everybody who expressed their views,

i nformati on and hel ped the conmittee keep sight of
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all the issues here.

W will now reopen the questions fromthe
conmittee to the invited speakers, sponsor and the
FDA. In particular, | would |ike to focus on the
presentations that we had right before | unch
i nvol ving the epi deni ol ogy, adverse nedical events
and the sponsor presentations on risk nanagenent
and abuse liability. So, who wants to start the
guestions fromthe commttee with regard to sone of
t hose presentations?

Conti nued Conmmittee Discussion and Deliberations

DR SIMPSON: | put up nmy hand under fal se
pretenses because | had just one question really --

DR. KAWAS: W don't |ike fal se pretenses
around here!

DR. SIMPSON. It was really relating to
the efficacy. | nean, a lot of the presentations
we have just heard give the inpression that the
cat apl exy was, if not conpletely controlled, alnost
conpletely. Yet, when we | ook at the data we see
that the nedi an nunber of events at the end of sone
of the studies is about eight or so on drug. So,
do we have any data about how nany people actually
had no catapl ectic events?

DR. REARDAN:. | think that this question
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was di scussed to sone extent this norning. It
dealt with conplete catapl exy --

DR. SIMPSON: No, no, | am saying do we
have data on the people who were, quote, cured?
Were there any?

DR. REARDAN. W have a slide on that, |
under st and.

[Slide]

DR. HOUGHTON: This is an exanple of the
| ong-term data, and one of the problems with the
controlled GHB-2 trial is that it nmay be too short.
The reason that the time was restricted is because
of the inposition of patients on placebo for |onger
periods of tine. But that represents a picture of
the long-termresponse in terns of percentage
change. So, we have a control across all doses,
denonstrated here for a 12-nmonth period, around the
90 percent or better mark. Now, that doesn't nean
to say people don't have any cataplexy, but it is
certainly very significantly reduced.

DR KAWAS: Dr. Katz?

DR KATZ: Yes, we have seen this slide a
nunber of times. | just want to remind the
conmittee that this is open, uncontroll ed,

non-randoni zed data, not the sort of data that we
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woul d ordinarily rely on to draw any sort of
concl usi on about effectiveness of any sort.

DR. KAWAS: Maybe the sponsor could show
us some of this data fromone of the random zed
trials?

DR. HOUGHTON: W could show you the
change in the GHB-2 study again, which is the
four-week study.

[Slide]

The data is nmedi an change from basel i ne.
We had a nedian incidence of 23.5 in the 9 g group
a change from baseline of 16.1. |If we present that
agai n as percentage change -- because, once again,
it is conplicated by the spread in the data

DR SIMPSON: | guess my question is if
the median at the endpoint is 8.7, it means 50
percent of the people were above it and 50 percent
were bel ow. Now, how many were bel ow, say, 1 or 2?

DR HOUGHTON: Well, it depends on what
their starting |l evel was, and the conditions of
entry were 3 cataplexy or nore attacks per week.

We did have patients with very high incidence. So,
in terms of absolute nunbers, that is a very
difficult response. | amnot trying to be evasive.

DR. WOLI NSKY: The ot her piece of that
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data though that you presented and m ght be worth
| ooking at quickly is the randoni zed stop conponent
of the trial

DR. HOUGHTON:. Sorry?

DR. WOLI NSKY: \When patients were
randoni zed to be taken off --

DR. KAWAS: The 21 study.

DR. REARDAN. Right. The question is on
a-patient-by-patient basis, how many patients went
from X amount of cataplexy to zero cataplexy. |Is
that what you are trying to get at?

DR. SI MPSON: Zero or close to zero

DR. REARDAN. That is in the data listings
for the trial. W didn't bring individual breakout
of the data. W brought summary information for
the commttee. | don't know if Dr. Mani has a
recol l ection or Dr. Katz.

DR KATZ: You don't have a distribution
of how nany events patients had? |n other words,
you know, X percent had two or fewer events; Y
percent had between two and five events.

DR. HOUGHTON: No, we didn't break it down
like that. | think the slide that you were
referring to was the one that | showed with

i ndi vidual patient plots, and | can show you that
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qui ckly.

[Slide]

That is just an exanpl e of absolute
nunbers. These were individual patients plotted.
That was their incidence at the baseline, and that
was sonme two years after this was conducted. That
is the sort of response they got when their active
treatment was withdrawn. That is the group in
active treatnent. So, in terms of just absolute
nunbers, that is just a snapshot. That is not a
statistical presentation. It happens to be every
patient that cane fromthat original trial through
into this trial, and | show it as individual plots.
It is the best inpression of individual patient
data | can give you to answer your question

DR BLACK: Just a conment on that. In
this section we do have pl acebo-controll ed data and
we have the number of catapl exy attacks on pl acebo
versus active nedications after patients have been
on treatnment for a long period. Dr. Katz' comment
is very good. The data that has been generated
over the open |abel, though it does suggest there
is atine course till optinmal effect of at |east
two nonths, is open label. But this is

pl acebo-control |l ed data, suggesting that the
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average there of cataplexy attacks per day -- |
don't know i f you have the nunmbers of that, Dr.
Houghton, but it is very low during the tine of
treatment unless they are taken off and then on the
pl acebo-control | ed portion.

DR. KAWAS: | have a question for the
conpany as well as probably Dr. Dyer. | want to
hear both sides of why we heard such very different
descriptions of the potential for wthdrawal
syndrones with this disorder. | recognize fully
that the conpany has studied individuals with
narcol epsy and it is possible that alone could
conprise the difference, but we do have a very nice
wi t hdrawal study in study 21, which is not
typically the case, and the findings that were
collected fromthat are in fairly sharp contrast to
the stories that we have heard fromDr. Dyer with
regard to wi thdrawal syndronmes, and | wondered if
both sides could tell me what the difference was.
Is it dose? What is the difference here?

DR. REARDAN, | will ask Dr. Balster, but
| believe it is dose and frequency. Bob, do you
want to comment ?

DR. DYER. | doubt that we disagree.

Clearly, in ny set of patients and what we use
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nearly as a diagnostic paraneter and which patients
we should admit, even though their early synptons
are mld, is the frequency with which they are
using it. So, the kinetics of the drug show us a
duration of activity around three or four hours.
When these patients increase their frequency so
that their body constantly is exposed to GHB, those
are the ones that we feel becone severely

physi cal |y dependent and then go through this

wi t hdrawal syndrome that can have an onset within
hours of discontinuing the drug.

DR. KAWAS: So, in your opinionit is
frequency of dosing, not even the nunber of grams
per day.

DR DYER As far as | can tell, it is
frequency because if | take the sponsor's
i nfornmati on, and for years | have spoken to the
i nvestigators that are doing this and they have
said they have had no trouble. Their patients have
a 12-hour drug holiday daily, which is two to naybe
three times what they are calling a half-life for
this drug. So, the drug is conpletely elimnated
fromthe body for a tine period, and the patients
have t hat becone severely addicted, all of them--

I mean, that is kind of diagnostic for the severe
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wi t hdr awal ,

hours around the cl ock.

t hat,

DR. BALSTER: Yes, | agree conpletely with

sonebody who is taking it every three

and naybe the anal ogy that would hel p you

understand it woul d be the anal ogy, for exanple,

wi th al cohol where really al cohol

can produce a

very significant physical dependence but you can

drink it every evening with your

beconme dependent

and the next day it

meal and you won''t

because between that evening use

has cleared the body. So,

what ever physi ol ogi cal adjustnents are necessary

have corrected thensel ves.

agreenent .

DR. KAWAS: Thank you

So, we are in conplete

Dr. Katz?

DR KATZ: Just as an extension of that,

there was also the inplication or the explicit

st atenent that

in sone of those people who took it

very frequently and ultimtely, presunmably, becane

addi ct ed,

they were conpelled to take it nore

frequently. In other words, there was a tol erance

t hat devel oped and they had to increase their

frequency to get the sanme sort of pharnacol ogic

ef fect.

Dr .

So, I will just ask the sanme question that

Kawas asked about w t hdrawal .

We have heard
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fromthe conpany that patients who have taken the
drug for years and years and years don't devel op
tol erance; they don't have to increase their dose;
they don't increase the frequency of
self-admi nistration. But, we are hearing that on
the outside there are people in whomthis
phenonenon apparently does occur. So, | will ask
the sane question. Wy the disparity?

DR. DYER: Again, there haven't been
really good studies or anything scientific. It is
kind of my thoughts or opinions but, again, it is
acconmopdat i on because you are taking it around the
clock. So you are accommodating. Also, in the
patients that are taking it -- well, | don't know,
they are not really patients -- in the people who
are abusing it there is a lot of the feeling that
if alittle is good, a lot is better. They are
taking it initially, these body builders, for this
growt h hornone burst. So, they really feel like
they are doing the right thing. So, there is
not hing to have themdi m nish their dose or hold
their dose as it is. Then, once they start taking
it more frequently, the duration of the drug as it
wears off in three or four hours, we think, gives

t hem ki nd of a dopani ne surge for which then they
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are going to feel alittle depleted and want to
take that next dose. Then there is also physical
craving for that kind of high. They are awake and
feeling that kind of high as opposed to the
patients that are taking it inmmedi ately upon going
to bed and then sl eeping through this euphoric --
what ever the kids are trying to get that are
abusing it -- if you can roll that into an answer.

DR. BALSTER: That is exactly the way |
woul d see it too. Just to add one further thing to
that, the way to | ook at tol erance, you have to
understand that it occurs through different effects
at different rates and in different ways. So, the
therapeutic effect is one effect. The intoxicating
effect is a different effect. And, conmonly in
abuse situations where persons are trying to
mai ntain an i ntoxication, they have to escal ate
dose and frequency in order to do that, whereas the
data obtained in these clinical trials, of course,
is on the therapeutic effect.

DR. DYER: One other comment, in the
al cohol abuse trials they did escalate their dose
in more of a craving kind of manner. That was
about 15 percent.

DR. KAWAS: Dr. Ronan?
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DR ENGEL: | would like to add sonethi ng,
if I nmay, to this point that is based on the risk
managenment system proposed by the sponsor. As you
saw, the data collected by the specialty pharmacy
will include dose by patient. And, because of
that, the specialty pharnmacy will be able to
predi ct when is the appropriate tining for a given
patient to have their prescription refilled. So,
for exanple, there are patients attenpting to
refill too soon, so to speak, that will be
identified and it will be an opportunity for the
pharmaci st to interact with the physician very
qui ckly, before a patient might get into a
situation like which Dr. Dyer is describing with an
overuse syndrone.

DR. ROMAN: A question perhaps again for
Dr. Balster. |Is the pharnmacology of GBL and 1, 4-BD
simlar in animal experience to GHB? Nunber two,
if there is a difference, did | understand
correctly that GBL and 1,4-BD are not currently
drugs of abuse?

DR. BALSTER: Well, the first question
phar macol ogi cal conparisons of GBL, GHB and 1, 4-BD
t hese haven't been very extensively done. So,

hopefully sonme of those NI DA grants that someone
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was tal king about will really take that question
on. But let nme say that in a number of those
studi es that were done to describe the pharnacol ogy
of GHB, in sone of these studies actually GBL was
adm ni stered to the animal with the viewthat it
was a prodrug for GHB. | forgot who said it but
soneone said that so far as we know, all of the
effects of GBL and 1,4-BD are really as a
consequence of their conversion to GHB. | believe
that would be the current state of know edge about
that although it is inperfect.

Now, the question about control, in a
sense, yes, all of these drugs are potential drugs
of abuse because they can be taken and basically
are active in the case of precursors with
netabolites. So, yes, all of these are potentially
drugs of abuse. Only one of themis a controlled
subst ance and one of them by congressional action
of last year, becanme what is called a |isted drug,
and | could explain that to you or, actually, Dr.
Sannerud woul d know better than | what exactly that
means. But it essentially neans that there is
limted distribution.

DR ROVAN: So, with GBL and 1,4-BD there

is no control.
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DR BALSTER: Well, as | say, for 1,4-BD
to ny know edge, there is no control. | need to
step back a little bit fromthat because we could
get into too long of a discussion about what
constitutes an anal og under the specific | anguage
of the legislation. So, it is possible for
prosecuting attorneys to claimthat one or another
of these drugs are anal ogs of a controlled
substance. The Controlled Substances Act, in a
sense, regul ates anal ogs. Now, 1,4-butanediol is
guestionably an anal og, but that would be sonethi ng
that woul d be worked out in court. So, | am not
trying to tell you that someone could absol utely,
with inpunity, sell 1,4-BD to children and say that
it wasn't a drug of abuse because | am sure that
there woul d be authorities and prosecutors who
would try to do sonething about that. But in terms
of the actual |anguage of regulation, only GB is a
control | ed substance.

DR SANNERUD: GHB is a Schedul e
control |l ed substance. Butanediol and GBL are
consi dered control |l ed substance anal ogs under
federal |aw, which neans they can be prosecuted, as
GHB, with penalties and other things would apply if

someone is caught trafficking, distributing or
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cl andestinely manufacturing or selling these
conpounds as well. GBL is listed as a List |
chemical, which nmeans that there is record-keeping
and registration required. There are no retai

sal es of butanediol, and there is a graph in here
with the product. These are used in industrial
uses. So, this conparison is really alittle bit

m sl eading. | don't know the numbers but GHB is
not even marketed yet, so this number on production
is only for clinical trials |I assune.

As far as the GHB and Xyremthey are both
GHB. There is no forensic analysis that is going
to differentiate between the two. So, when sanples
are subnitted to labs there is no way to tell if it
is the product or if it is something that is made
at honme. So, for soneone to say that there has
never been any diversion of the product, there is
no way to tell that because there is no way to
differentiate between the two under forensic
| aboratory conditions.

Anot her question | wanted to address is
the quota issue. M. Meyers brought up quotas for
Schedul e I'l conpounds, the stinulants. DEA sets
the quota, as it will with GIB as well. It has

never been the case that drug has run out at the
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end of the year because the quotas are set too | ow
If there is a problemw th the drug manufacture the
guot as can al ways be increased throughout the year

and they are done so on a regular basis. So, there
has never been the case where a drug has run out.

DR KAWAS: Dr. Mani?

DR MANI: | would just like to touch upon
the issue of drug diversion during the clinica
trials once again briefly. Many speakers have
asserted that there has been no evidence that Xyrem
or GHB used in the clinical trials included in the
dat abase was diverted. That may very well be true,
barring the one exception that | cited earlier, and
I have no firmevidence to the contrary. However,
| have gone through the NDA, reviewed the whole
NDA, and | would be a little nore hesitant in
maki ng that assertion, and | will tell you why, and
that has to do with the way the drug was di spensed
in the Scharf study which, as you know, occupied
about 30 percent of the database in terms of
pati ent nunbers and about 70 percent of the
dat abase when you are tal ki ng about patient years
of exposure.

VWhat happened here was that patients saw

Dr. Scharf in Cncinnati, at |least for an initial
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visit, and had an appropriate diagnosis nade and
were then enrolled in the trial and then went back
to whatever part of the country they came from
Prescriptions for nedication were filled based on
their returning conpleted diaries. |In sone
instances it appears, at least fromny |ooking at
the case report forns, that prescriptions were
sonmetines filled in advance or the diaries being
returned, obviously to prevent the patient from
runni ng out of the drug. But the inmportant thing
is that patients were not required to return unused
supplies of nedication prior to getting a fresh
prescription, or to provide any formal accounting
of how nuch nedication they used or did not use.
In the absence of any active surveillance of that
kind, as | said, | would be quite hesitant in
maki ng the assertion that no nedi cation was

di vert ed.

DR. REARDAN. | need to nake a qualifying
statement here. W do not disagree with Dr. Mani
However, under the conpany's clinical |IND, our
pati ents under IND didn't begin entering trials
until 1996. Patients were required to document
their dose; to return their bottles. The bottles

were all qualified by volune in terms of what was
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returned. The incident that Dr. Mani refers to, |
bel i eve, occurred in 1986, when GIB was avail abl e
as a nutritional supplenent and Dr. Scharf's trial
again, was clinical practice. There were a |ot of
i ssues on GCP conpliance in that trial. W do not

take responsibility for accountability of drug

under Dr. Scharf's trial. So, | will just qualify
that. Okay?

DR MANI: | agree.

DR. FALKOMBKI: | have a question and it

has to do with the fact that we are tal king about a
met hod of taking this drug where you take half the
anmount at bedtinme and then you wake up several
hours later, but don't really wake up, and take the
rest of it. And, | amjust wondering what woul d
happen if you were confused. It also involves
mxing it ahead of time to the right strength.
am asking this both to Dr. Dyer and the sponsor
what woul d happen i f soneone took 9 ng at once?
You know, if soneone got confused and took it al
at once, what would be the expected outcone?

DR. REARDAN. | had a nunber of questions
about this at the break froma couple of nenbers of
the conmittee -- how do they nake it up, and so on

It might be worthwhile to ask Patti Engel to go
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t hrough that. The other point about narcol eptic
pati ents waki ng up, maybe Dr. Bl ack, you could
conment on how t hey wake up and take their second
dose.

DR. FALKOWSKI: Right, but my bottomline
guestion is what woul d happen to a person who
i nadvertently took all of their dose at once, and
really insist on an answer to that. Thank you.

DR. BLACK: That question has been
answered by patients who have taken inadvertently
| arger doses. As far as the waking up at night,
the patients that are here could probably respond
to that, but the overwhelning najority are awake
actually before the four hours later on their own
and they are fully awake. The nedication is
prem xed so there is no mixing that needs to occur
at that point. There are fol ks who have taken
extra doses and there is nore sedation that occurs
with the extra duration and the period of sleep is
| onger with the higher dose.

DR. FALKOWSKI: |Is the answer then
i ncreased sedation? 1Is that the answer to ny
di rect question?

DR BLACK: Yes, if the dose is increased

there is increasing sedation and a | onger sleep
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peri od.

DR FALKOWBKI: Ckay. Dr. Dyer, could you
respond to that?

DR. DYER. It is my opinion that the dose
woul d be around 100 ng/k and at that point you are
goi ng to have coma and sone of the other side
effects that we see in our club goers are very
likely to be what you would see. So, voniting and
aspiration is a possibility. You know, the ability
to hear and react to fire alarnms, children
what ever, that is all going to be blunted

DR FALKOWBKI: 1s it a possibility then
that some of these people who may have doubl e dosed
woul d be in a cona but who woul d know, you know?

Is that a possibility, sponsor? | mean, who is to
know?

DR BLACK: | think that the question is a
good one, and what | might call deep sleep someone
el se might call a cona. But when we | ook at the
brain wave activity of the folks with the higher
doses, they have nothing in the EEG that woul d be
consistent with straightforward cona.

DR FALKOABKI : But you didn't take EEGs
on these people when they were sleeping in

situations |like this.
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DR. BLACK: Well, we have done EEGs on the
fol ks when they have been sleeping at the 9 g dose
but not on double the 9 g dose.

DR FALKOWBKI: Ckay.

DR. KAWAS: Dr. Katz, please

DR KATZ: Yes, a couple of things. Maybe
the best way to get at this if it is possible is to
ask the company to show us any data that they have
about what happened to patients who took, let's
say, a single 9 g dose. | don't know how many
patients did that, but if there is data on that it
woul d be nice to see.

So, | don't know, maybe you could | ook for
that while | get to the second part which is,
agai n, just another variant about the question we
were tal ki ng about before, this perceived disparity
bet ween patients and non-patients who take the drug
recreationally. W have heard again, not just in
terns of w thdrawal and addiction and tol erance but
just in terms of serious adverse events, a number
of the serious adverse events that we have heard
about in the energency room situati on seemto have
occurred at doses, presumably -- | don't know how
reliable the dose information is in that setting,

am not sure, but presumably at doses that patients
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routinely get and which they tolerate extrenely
well. So, | will ask the same disparity question
agai n there.

DR. MG\OT: | think you have to realize
al so that you are tal ki ng about narcoleptic
pati ents who al so experience dayti ne epi sodes of
overwhel m ng sl eepi ness that sonmetines lead to
confusion, and there are a ot of horror stories
about narcol eptic patients, independently of GHB,
at any nonent of their life where they can
sonetimes be in a risky situation just because they
have what we call automatic behavior, this
overwhel mi ng sl eep attack where they really don't
know what they are doing, where they may be driving
or doi ng somet hing dangerous. | think that is also
important to keep in mnd. The danger of taking
two doses at atine, if it is relatively well
di spensed, for narcolepsy patients |I think needs to
be put in perspective for their other synptons.

DR. REARDAN. | amonly aware of one case
in our database. It was a patient who
i nadvertently took 18 g and |I think, Dr. Mani, you
are well aware of that. He did fall on his head.
So, it is confusing as to whether it was a result

of his 18 g dose -- you know, that was the best
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estimate we had -- or in the fall he hit his head,
but he did end up being taken to the energency
department and did need supportive care. Ch, Bil
is saying that was a nornal dose. | amsorry, |et
me get himto clarify.

DR. HOUGHTON: Yes, | amsorry. That is
one of the cases that we know very little about.

It was a patient who was in the kitchen. There was
a loud bang. His wife heard the noi se and cane in,
and her husband was on the floor. So, we got no
dose relationship to that event. W know not hi ng
as to whether it is related to Xyrem

The 18 g overdose was the patient who was
supposedl y sl eepwal king, in the Scharf database,
who supposedly then took 18 g on top of his nornal
dose and was taken to hospital and ended up on a
ventil ator.

Real |y, the best prevention we have of 9 g
bei ng taken together is the fact that the dose has
to be nade up into separate doses. The
instructions to the patient are very clear. They
make two doses up together, dilute it in the water
drink one when they get into bed and the other, in
a seal ed cup, put away. Now, if they took the

second dose in ten mnutes or two hours, we have
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not done that study and it is very dangerous to
extrapol ate that sort of dosing. On one hand, |
can quote the patient who took 180 g and was taken
to hospital unconscious and wal ked out of hospita
four hours later to be adnmitted to the psychiatric
unit.

| certainly don't want to propose that as
t he normal pharmacodynamni c response. We have not
done a study that has escal ated beyond the 4.5 g
dose twice a night, and | think it is very
dangerous to extrapolate. It is also very
dangerous to extrapol ate the anesthesia data or
some of the data that Dr. Dyer tal ked about this
norni ng. Doses were given up to 100 ng/ kg
i ntravenously. |If we believe the bioequival ence
data, the absolute bioavailability data, that is
equivalent to at |east 300 ng/ kg as an anesthetic
dose, and that would be the best dose rel ationship
we could give to dose escalation. Again, wthout
true data | amnot prepared to extrapolate from
t hat .

DR. KAWAS: Dr. Mani, do you still want
the floor?

DR. MANI: Yes, very briefly, just as

further evidence of how nuch individual variability
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there is in response to this drug. There is a

subj ect who Dr. Houghton had referred to in his
presentation this norning, a healthy subject
participating in a pharnacokinetic trial, a healthy
young subj ect who received a single dose of 4.5 g
and afterwards becane obtunded, devel oped
obstructed respiration perhaps because of his jaw
falling back, became incontinent or urine and
stool, and took a number of hours to recover but
did not need any special supportive care. So, even
a 4.5 g dose may not be entirely safe for

ever ybody.

DR. HOUGHTON: That story is somewhat true
but not quite accurate. The patient was easily
arousabl e, wal ked to the bathroom after the event
of passed urine, after resting back in bed had a
normal sleep and, two hours |later was awake and ate
a normal lunch. So, again, | can't account for the
degree of obtundation but that still represented
t he maxi mum si ngl e dose in our database. It was a
single dose of 4.5 g after a 10-hour fast.

DR. MANI: Al though those details about
the patient being able to get up and go to the
bat hroom and eat her lunch, and so on, wasn't in

the narrative that we have avail abl e.
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DR. HOUGHTON: We were collecting urine
sanpl es every two hours and | can assure you the
pati ent was wal ked to the bathroom She certainly
vomited at the tine.

DR KAWAS: Dr. Leiderman?

DR. LEIDERVAN. Very briefly because Dr.
Mani rai sed one of the points that | wanted to, but
the other question | had for the sponsor and the
sl eep neurophysi ol ogi sts here, do you think that in
some of the differential response that we are
seeing in the narcol epsy patients as conpared to
t he subj ects who becone dependent, addicted, have
overdose problens that there may be a role not only
of the basic neurophysiol ogy of the narcoleptic
brain but, of course these patients tended to be
co-nmedi cated with stinulants, and what role do you
think that m ght be playing in the narcol epsy
popul ati on?

DR. REARDAN:. |s the concern that
stimulants would still be present on board when
they take their nightly dose of Xyrenf? Is that
what you are after, or what?

DR LEIDERVMAN: Well, | am asking for your
t houghts on, shall we say, the differential effects

of GHB on the two popul ations, and one of the sort
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of clear differences, taking sort of the first cut,
is that narcol epsy patients are co-nedicated with
stinmulants generally, whereas the abusing drug
popul ation, if anything, is self co-nedicating with
ot her CNS depressants or using GHB at hi gh doses

al one.

DR BLACK: | think there are a nunber of
guestions that surface. W have patients in
protocols where they are wanting to remain on the
protocols or wanting to be drug conpliant. There
are reasons that they wouldn't abuse in addition or
outside of the fact of co-pharmacy with stinulants
and so forth. So, it is hard to conpare those two
groups clearly.

I think the best we can do is specul ate.
We have a nunber of patients that were not
co-treated with stinulants as well, that were on
just Xyrem and they didn't self-escal ate the dose
or abuse the agent either. | think the only way to
do it would be to give high dose frequently to the
nar col epsy patient population and see if they are
simlarly addictable, and then it would be al so
interesting to find out what percentage of the
normal popul ation is addictable as well.

Qovi ously, those studies couldn't be done. But |
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think we can't conpare the two and it is real hard
to try to extrapolate the informati on we have to do
a conpari son.

DR. KAWAS: Dr. Dyer, followed by Dr. Van
Belle, followed by Ella Lacey, followed by the
guestions that the FDA has asked us to consider
In between, we will get a quick denpnstration of
t he m xi ng.

DR. HOUGHTON: Could I just add one point
of clarification to Dr. Leidernman's question?
There were patients in all of the studies that were
not on stinulants. In the GHB-2 study | think it
was about 15 percent when we did a recent |ook at
the database for Dr. Mani. So, there was at | east
a proportion of patients represented in the
dat abase that weren't on stinulants as concomnitant
nmedi cati on.

DR. DYER: There was one study, | believe
it was done in rats where anphetam nes and then a
second with caffeine, where those were shown to
kind of be antidotal to GHB poi soning, where it
prevents the rats' loss of riding reflex. So,
there nmay be sonme of that issue if they are taking
it concurrently. One of the other things about the

di sparity, where | don't see the disparity as being

275



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

so much is that the narcoleptics are taking their
dose at night. W know pretty conmmonly fromthe
surgi cal studies fromwhat we see coming into the
energency roomand fromthe adverse effects of the
study, that GHB causes voniting and incontinence.
So, we are seeing that in both popul ations of
patients.

DR. CHERVIN: Is anybody there?

DR. KAWAS: Yes, is that one of our phone

consultants, Dr. Chervin or Dr. Quillem nault?

DR. CHERVIN. Sorry, it seens |like we were

conpletely cut off.

DR. KAWAS: Can you hear us now?

DR CHERVIN:. Just barely. |If there is
any way you can make this signal nore than barely
audi bl e, it would be hel pful ?

DR. KAWAS: W can barely hear you but it
sounds |ike we are going to have to get the AV
people on it, if you give us a nonent.

DR. CHERVIN: | do have questions if |
have tine to ask them

DR. KAWAS: | know that you are on a
timetable, so we will put you in the mddle of the
si x-person pileup, if we could | et the speaker that

i s going now finish though
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DR. DYER. So, there was anot her study
where they took the patients and the patients that
they gave the dose to and then forced or tried to
mai ntai n thensel ves awake, those were the patients
t hat becane confused.

The other thing is that in our energency
department study where we were trying to verify our
ability to predict GHB by toxidrone, we |ooked at
patients that came in with a GCS score less than 8
t hat were spontaneously breathing. So, unlike nost
CNS depressants that cause profound comm, generally
the breathing is still spontaneous and mai ntai ned.
You see mild respiratory acidosis but it is not
very conmmon that these patients need to be
i ntubated. So, it is not contrary to be thinking
that a patient mght be comatose and survive the
ni ght.

DR KAWAS: Dr. Van Belle, while we are
still working on the audio, do you want to go ahead
and ask your question?

DR. VAN BELLE: | just have a brief
guestion with respect to age eligibility. WII
this medi cati on be available to people under 18
years ol d?

DR. REARDAN: The conpany has not
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specifically devel oped data for pediatrics, and
think this would have to be sonething we work out
with the agency but, typically, a nedication
approved for adults is not denied children. FDA
and Congress have tried to put incentives in to get
sponsors to devel op pediatric information. In
addition, narcolepsy is not generally a pediatric
di sease. | don't know if either Dr. Mgnot or Dr.
Bl ack want to comment further. Dr. Katz?

DR. KATZ: Well, generally speaking,
unl ess there is a good reason not to, we would
limt the age that would be at least included in
the indications or in labeling or dosage
adm nistration to the age of the lower lint of the
age studied in the trials. | don't know exactly
what the youngest patient was in these trials.

DR. REARDAN. Bill Houghton is saying 12.

DR. KATZ: Ckay, 12. Again, if there was
one patient who was 12 and everybody el se was 18
and above, we would say adults or 18 and above,
that kind of thing. It is true that there is no
prohi bition, obviously, froma physician witing a
prescription for a drug for a child if it is only
explicitly approved for an adult. It happens

obviously all the tine. But one of the questions
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when we get to it with regard to risk managenent
and that sort of thing is if there were no children
studi ed, or children studied below a certain age,
do you think attenpts should be made to restrict it
in this case? So, you know, it is open for
di scussi on.

DR. M GNOT: To answer the question, onset
of the disease is roughly between 15 and 25. That
is really when the bulk of the patients are com ng
in, especially for cataplexy, and | think it is
very inportant to treat themearly. As there is
nore and nore know edge about narcol epsy being an
i nportant di sease and bei ng recogni zed early -- |
thi nk you have heard a |l ot of testinobny about how
inmportant it is to treat themearly so that they
can go through normal schooling. | think it wll
be very inmportant to not be too restrictive towards
t he | ower age.

DR. KAWAS: Dr. Lacey?

DR. LACEY: Two questions, one regarding
t he packaging. Wth the packaging being in a
bottle and it is child-resistant dosing, and all,
but hearing about adol escents and their invol venent
with GHB, | wondered if you considered ot her

packagi ng. In deciding on this packaging, did you



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

consi der individual dosage packaging at all, and

what happened with that?
DR. REARDAN:

dosi ng packagi ng for sur

We consi dered i ndivi dual

e.

We t hought that was a

greater potential for diversion as it is easy to

take those individual doses. | think nmaybe you

woul d get sone reassurance if Patti Engel can go

t hrough how we instruct the patients to dose and

what the controls are fo

r

that. Patti?

M5. ENGEL: Thank you. To the point of

i ndi vidual dosing, we did speak quite extensively

about that with | aw enforcenent.

DR. LACEY: Ye

S,

| ampretty convinced

about the patient. | am nobre concerned about

others in the household who are exposed to a

bottl e.

M5. ENGEL: Right. | wll address that as

well. On the individual

was concer ned about snml

dosi ng, | aw enforcement

contai ners that could be

stuck in a pocket or purse, or slipped in someone's

drink nore easily. One of the things | shared with

you earlier is that the bottle itself cones with a

chil d-resistant cl osure.
fromthis distance, but

press-in bottle adaptor.

it

What is difficult to see
is sonething called a

When the patient gets
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this, thereis alittle well, if youwll, in
there. Even if a child can get this lid off, you
can't drink it down. \hat has to happen is there
is a netered syringe provided. It gets stuck in
here and the patient renpves a netered dose. Ckay?
They then have two child-resistant dosing cups and
these aren't fancy. W took them because they are
CPIS tested for child resistance, of course, and

they put it in, preparing both doses by their

bedsi de.

Now, the dose itself is nmetered. This
Xyrem to be frank, is not good tasting stuff. It
i s sodium oxybate. It is very salty. Many people

will dilute it. How nuch they dilute it really is
to their taste. W did not want to cherry flavor
it or anything |ike that that may nmake it nore
attractive to children. GCkay? Does that answer
your question?

DR LACEY: It really wasn't the snall
children that | was concerned about as | was about
the ol der, the adol escents in the household who can
open it the sanme as | could. So, | guess your
answer was that |aw enforcement was concerned about
the smal|l dosages just being put in a pocket.

M5. ENGEL: That is right. Renenber,
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illicit use of Xyremalso falls under C I
penalties, like heroin or LSD. So, we wll never
be able to find a package that a 19- or a 21-year
old will not be able to get into. What we do,
however, is to educate the Xyrem patient on a
nunber of occasions of the penalties should that
occur. So, there is an elenent of patient
responsibility with this.

DR. LACEY: Thank you. The second
guestion | have is about the suicide attenpts that
were presented by Dr. Houghton this norning. That
was in that |ist of adverse events | believe, and
it has continued to bother me that we tal k about it
as a suicide attenpt as though nothing el se
happened and | am just curious, | guess, in those
attenpts were sone of the other adverse events al so
experi enced by those persons who were suicide
attenpters?

DR. REARDAN:. As you heard from Dr.

M gnot, depression is very conmon in narcol eptics,
but I will ask Bill to comment on that.

DR. HOUGHTON: In all the patients who
attenpted suicide there was preexisting disease.

In ternms of response to the dose taken, only one of

the suicide attenpts involved Xyrem and that was
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the patient who took a very |arge dose, about 300
m of the drug which is equivalent to at |east 150
g, and he becane comatose, incontinent of feces and
urine, continued to breathe spontaneously, was
found by his wife in the bathroom transported to
t he emergency nedical care, did not require

i ntubation or ventilation, and wal ked out of
hospital four hours later to be admitted to the
psychiatric unit. | certainly don't propose that
as the norm There will be certainly unconscious
patients at nmuch | ower doses. So, please don't
think I am proposing that as the pharnacodynanic
profile of the drug. But you asked ne what the
side effects of the suicide event were and that is
the only data that | can give you.

The second suicide event that was not
fatal did not involve Xyrem One of the fata
attenpts did not involve Xyremat all. The |ast
sui cide attack in the bipolar disorder patient was
a real pharmacol ogi c cocktail involving
benzodi azepi nes, opiates, a number of drugs and
some Xyrem

DR LACEY: But for those individuals who
did have the suicide attenpts, they did not have

other -- not with the attenpt directly but other
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adverse events also in their report?

DR. HOUGHTON: No. One of those was a
| ady who had a group of people to her honme. She
asked themall to | eave early, and when attenpted
to be contacted the next norning didn't respond,
and when her attentions were sought she was found
dead in the hone.

The second attenpt was a young | ady who
t ook an overdose of buspirone and told her father
i medi ately. Her behavior was normal to that
point. So, that is an exanple.

DR. KAWAS: Dr. Chervin or Dr.
Guill em nault, can you hear us now? You guys are
next in the line up

DR. CHERVIN:. Thank you. | have two
guestions. Please tell me if it has been covered
and | just was not able to hear it, but | read in
some of the material that was distributed prior to
the nmeeting about conparisons of the therapeutic
i ndex or the therapeutic wi ndow for GHB to that of
other drugs that are currently approved and used.
I was wondering if perhaps Dr. Dyer or Dr.

Fal kowski or Dr. Bal ster could address that

conpari son.

DR. DYER Is that the conparison of LD 50
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inrats?

DR. CHERVIN. | guess it was rats, and it
was LD-50 and effective dose, and they | ooked at
the ratio.

DR. DYER: The problem | have with sone of
the rat data, |ethal dose data, is the deaths we
see are often secondary to coma. |t takes high
doses to cause pure respiratory depression. W
have sone patients that idiosyncratically have a
pul monary edema, but npbst of the deaths are

secondary to unprotected coma and | oss of airway.

So, | don't know that that woul d extrapol ate or
cone fromrat data at all. | don't think you would
see that.

DR. CHERVIN: Is there any other way to
get at the issue of is Xyremgoing to be nore
danger ous than other drugs that are used carefully
when i ndi cat ed?

DR. REARDAN. Dr. Chervin, | have sone
data on LD-50 that will help. Oal GIB has an
LD-50 on the order of 9000 ng/kg in rats, and about
3500 ng/ kg in mce. The IV LD-50 is about a third
of that for GBL and for butanediol it is on the
order of 2000 ng/kg. |If you look at the effective

dose, we are in the range, | believe, of about
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50-120 ng/ kg recomrended for the narcol eptic
patients. Now, that is just on an LD 50 basis.
don't know if Dr. Mani wants to conmment on the
t herapeutic range, or Dr. Katz

DR. KATZ: | don't think we really know.
| amnot sure if the animal data is relevant at
all. And, | don't think we have data that, in a
systematic, adequate way, explores the full dose
response both with efficacy or tolerability. As
you have said, you have done a trial where the
maxi mum dose, fixed dose, was 9 g per night and,
you know, we either decide that that was a
tol erabl e dose or it wasn't. And, you have the
dose response for the effectiveness, and that is
all you have. As you acknow edge, you haven't
expl ored hi gher doses so | don't think we really
know, and | don't know how you would really get at
t he question of how the therapeutic w ndow, if
there is one, conpares to other drugs that are in
conmon use. Sone drugs that are used, there is a
belief that they have a very narrow therapeutic
wi ndows, and sone are wide. | don't think you can
say nore than that.

DR. REARDAN. | don't disagree.

DR. GUI LLEM NAULT: | have a question
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Nar col epti c patients have hypnagogic
hal | uci nati ons. They may even shoot -- if a gun is
avai l abl e they may hurt their bed partner because
they are keeping their hallucination. How nuch
does Xyrem decrease hypnagogi ¢ hal | uci nati ons,
which is a very significant side effect which may
kill neighbors and may kill even bed partners?

DR REARDAN. If | understand the
question, Dr. Quillemnault, it is how nuch did
Xyrem reduce hypnagogi ¢ hal [ uci nations in our
trials, and I guess ny first response is the
i nci dence was very |low and we did not see a
statistical significance in GHB-2. | don't know if
Dr. Houghton wants to comment further on hypnagogic
hal | uci nati ons.

Just while they are finding the data, it
is fair to say that the incidence of hypnagogic
hal | uci nations recorded in the four-week trial was
very low. There was a trend towards inprovenent
that certainly didn't reach statistica
significance. There was a better representation in
the | ong-term open-| abel study and we coul d show
that but | amloathe to do so because | certainly
don't want to claimit as efficacy. | think we

will be able to find the GHB-2 dat a.
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[Slide]

DR. HOUGHTON: In the Lanmers study there
was a reduction from 0.87 hypnagogi ¢ hal | uci nati ons
per night over the 4-week treatnent period to 0.28
i nci dence per night, with a p value of 0.008. That
is one set of figures.

DR. M GNOT: Just to sort of expand on
what you said, if only about 40-60 percent of
pati ents we narcol epsy/ cat apl exy have hypnagogi c
hal | uci nati ons as their synptons or sleep
paral ysis, then obviously that nust reduce the
power for the trial because they have only about
hal f of the patients they included who even had
t hat synptom

[Slide]

DR. REARDAN. This is a slide from GB-3.
| guess that is open label, | don't know if we want
to go into that. Wat it shows is nedian change
frombaseline to visit nunber and out through 12
nmont hs. You see a nedi an change in hypnagogic
hal | uci nations, a reduction of 0.35 per day. |Is
that right?

DR KAWAS: Dr. Penis and then Dr.

Fal kowski and then this committee will be | ooking

at the questions that the FDA has asked us to vote
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on.

DR. PENIX: | think we have to anticipate
several different possibilities in the treatnment of
patients with any drug, and | am sonewhat concerned
about the fact that the effective dose of Xyrem
appears to be the maxi num dose avail abl e, nunber
one. Secondly, in regards to the possible
protective effects of stinulants on the side effect
of sedation, and whet her we shoul d consider Xyrem
as a nmonot herapy drug or as an adjunctive
treatment, and the question | would like to ask --

I think Dr. Houghton nay have presented this data
of tal ked about it, of the 15 percent of patients
who did not receive stinmulants while on Xyrem

whet her there was a difference in the maxi nrum dose
escal ation in those patients conpared to the ones
who were on stimulants. | amnot sure if we can
answer the question, but if there is data on that,
if there is a difference.

DR. HOUGHTON: No, we don't have data
separate for those on stinulants and those not on
stimulants. There was only about 15 percent in
that controlled trial that were not on stinulants.
So, we hadn't plotted that at all. Renenber that

stinmulants are taken in the norning and usually the
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| ast dose at |unch because narcol eptics are really
trying to sleep at night and stinulants really
conplicate that, and the half-life of the gamm
hydr oxybutyrate i s about an hour

So, even after their second dose their
pl asma | evel s on awakening in the norning are
extraordinarily low. So, a contribution of
stinmulants to change that is quite unlikely. W
certainly didn't see an abnornmal sleep response in
the normal volunteers in any of the pharnacokinetic
studi es, except the one patient who becane
obtunded, and she was awake four hours | ater and
ate lunch, and then went hone that day. So, the
only real suggestion of data | could give you in
t he absence or stimulants is the single dose
response or the repeat dose response in the
phar macoki netic studies, and that certainly didn't
appear to be different at all.

DR. BLACK: | would just conment on the
noti on of a potential protective effect with
stimulants. Wth the traditional stimulants, they
are relatively short acting and there is a
phenonenon cal |l ed rebound hypersomia as the
nedi cation wears off -- well denobnstrated in

ani mal s and humans -- where the individual becones
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nore sleep than they woul d have been had they not
taken a nedication; often a problemfor those with
nar col epsy who are using those nedications.

Rat her than those stinulants keeping
peopl e nore awake and | ess affected by the Xyrem
dose, there is the potential for even greater
sl eepi ness with that rebound hypersommia. That has
not been well explored, but I think it would be
erroneous to assune that there is any protective
effect fromthe traditional stimulants. Fromthe
| onger acting stinmulant, nodafinil, sleep studies
have been done to suggest that there is no inpact
one way or the other on sleep in terns of depth of
sl eep and so forth.

DR KAWAS: Dr. Fal kowski ?

DR FALKOWBKI: | have to take issue --
well, | already did with the statenent that Xyrem
will not contribute to the public health probl em of

abuse of CGHB-1ike substances because | think it
will and | want to take just a few minutes to
el aborate on why that m ght be sonething I couldn't
cover in the confines of ny 15 mnutes as well as
covering those other points.

| had occasion | ast week, in Philadel phia,

to present at a conference on drug abuse addiction
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speak about drugs of abuse, when | got to GHB
said, so, tell me about GHB in your conmunity.
Havi ng heard from 15 people from 15 distinct parts
of the country on this, a conmon thene energed and
that had to do with the fact that people who were
abusing it couldn't quite get the dosing right
because they kept passing out. Passing out becane
sort of a way of life. | think in Dr. Dyer's data
we even saw that as well.

This is a drug that causes people to | ose
consci ousness and in sone cases respiratory arrest.
Wll, | think this is particularly rel evant because
if dosing is the problem| believe that this wll
only make nore attractive a predictable dose as a
known entity in a prescription product. "Cee, | can
get around all these dosing problens by getting the
prescription.”

| am al so concerned that none of the
sponsor's packaging that | | ooked at even mentions
the word gamma hydroxybutyrate, or did | miss that?
| looked for it; | didn't see that. That concerns
me because, as we have seen with oxi codon, we know,
for exanple -- and | think it is a good case, we

know that narcotic addicts will seek out
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prescription narcotics for predictable dosing and
for predictable purity. And, we have seen an
i ncrease once | ong-acting oxi codon was devel oped - -
we have seen an expansion in its prescribing not
just for chronic pain but for the treatnent of even
acute pain. That plays out to the tune of 300, 000
oxi codon prescriptions in 1998 and over 5 mllion
oxi codon prescriptions in the year 2000.

What peopl e have to do, what drug seekers
have to do to acquire it is go to a doctor and
feign pain. This happens with unsuspecting doctors
and it is happening in all parts of the country.

Now, diversion of drugs does not occur by
peopl e stornming with nachi ne guns the one central
manuf acturing. It occurs at the patient-doctor
level. And, | amvery concerned about the
possi bility of folks who are having trouble.

Again, this is a diverse population; it is not just
kids using drugs. This is weight-lifters, these
are peopl e seeking effects, going to a doctor and
sayi ng, gee, you can get around all that; just go
to a doctor and tell himyou are sleepy. Just go
to a doctor and tell himyou collapsed. This is
really seriously nmy concern about this, and | don't

think that these two issues are separate. This
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DR. KAWAS: | would now |like to focus on
t he questions that the FDA has asked us to vote on
Do you feel very strongly that your comments are
necessary before that?

DR. RISTANOVIC. | amgoing to nmake a
conment extrenely brief. The coment is very brief
because in today's tinme we know how to di agnose
narcol epsy. So, there is no way, even if soneone
is trying to malinger, to be given a diagnosis
wi t hout appropriate testing in the sleep lab. That
is a prerequisite.

DR. KAWAS: Thank you.

DR. RISTANOVIC. That is all.

DR. KAWAS: The FDA has given us three
guestions that they want this panel to vote on, and
a whol e page and a half of other itens that they
would like this committee to discuss.

So, | would first like to ask themif it
is acceptable to facilitate the discussion, can |
make the decision to split the first question into
two?

DR KATZ: Absolutely.

DR. KAWAS: Thank you. It might be the

only thing that gets done quickly today. The first
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guestion is going to be has the sponsor
denonstrated efficacy of Xyremfor the proposed
indication to treat cataplexy? | am opening the
floor for discussion on that. Yes, Dr. Katz?

DR KATZ: Again, | think it is very
i mportant for us to hear a discussion about dose
and which dose. | nmean, | nentioned that earlier
in my comrents this norning, but if you could
address that it would be very hel pful

DR. KAWAS: Absolutely. In fact, maybe |
would like to facilitate this part because | think
this is the easiest thing that is going to happen
in the next hour. To nmy mind, there have been two
pi votal studies that have suggested efficacy for
this drug in relationship to cataplexy at the 9 g
| evel . Maybe by making that not overly provocative
conment we can stinulate di scussion. Does anyone
want to comment on the dose or the effect on
cat apl exy before we vote?

DR FALKOWSKI: Is that the recomended
dose? It is not. That is why | am sincerely
confused because the study seened to show efficacy
at 9 g, yet, the recommended dose i s sonethi ng
other than that and that needs explanation. |

don't understand that.
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DR. KAWAS: Any other comments? Richard?

DR. PENN. | was going to nake it a notion
so we woul d save sone steps. | think it is very
clear that what you said is a good sumary of the
case that, in fact, they haven't set the dose at 9.
They have suggested a different dose regi mren and
that has to be | ooked into very carefully. But the
one thing I think we all we agree on is your
statenment. | would, therefore, put it as a notion,
since we are supposed to do a notion so that that
has been shown.

DR. KAWAS: Would you like to nake a
comment, GCerald, before we pick the notion that is
about to be on the floor?

DR VAN BELLE: Sure. Well, | think it is
the issue of dose response that | am struggling
with in this case in terns of the pharmacokinetic
nodel . If you assunme that there is a
phar macoki neti ¢ nodel that is dose related, | would
say if evidence has been shown for an effect at 9
there is probably an effect at 8.5 as well. Wll,
where do you draw the line at that tinme, and
don't quite know where to do that. | think there
i s ambi guous evidence for an effect at 6 and one

study showed that. So, if you want the technica
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answer, | think there is only evidence for clinica
ef fectiveness at 9 but that ignores, to ny mnd,

t he pharmacoki netic aspects of the data so | am
struggling with this.

DR KAWAS: Could we restate Dr. Penn's
notion that this conmmttee vote on whether or not
there has been efficacy denmonstrated of this drug
for the treatment of cataplexy and, specifically at
t he dosage of 9?

DR. SIMPSON: This may be ny ignorance,
but when sonething is |abeled, for exanple, that it
is efficacious at a dose of 9, does that nean that
a doctor would necessarily prescribe it at 9? He
could prescribe it quite a |lot higher, couldn't he?

DR. PENN: That is going to get us into
the next thing, which is howthis is going to be
noni tored. Because it sounds |ike we want to put
an absolute dose lint and we don't want to allow
variability in the population. By the technica
way we are going to allowthis out, if they are
goi ng to be watching how nuch a patient can take,
then is a doctor going to be allowed the latitude a
pati ent nore, and you are asking can they be given
less? | think the answer is usually the doctor

makes that decision. Everybody understands that is
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t he nmean does that you have to use but that doesn't
mean your patient will respond to it. So, there is
the latitude unless we put into force this
vol untary program

DR KAWAS: | would like to focus this
conmittee back on the questions or we will never --
well, we will have everyone on a plane without a
gquorumin order to vote on these issues.

The first question really isn't so nuch
about safety and what a doctor will do, the FDA has
just asked us have they denonstrated efficacy for
this drug in either of the two indications.

DR. FALKOABKI: | believe they have
denonstrated efficacy for reduci ng cataplexy in
cat apl ectic narcoleptics on stimulant drugs. |
think that is what their studies have shown us
t oday.

DR. KAWAS: Ckay. We will be taking a
vote and everyone's vote is going to count. Are
there any other comments people want to nake before
we put Dr. Penn's notion on the floor?

DR. SIMPSON. | really agree that they
haven't necessarily denonstrated efficacy in
treating cataplexy but really in reducing

cat apl exy.
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DR. KAWAS: Do you want to put your notion
on the floor again?

DR. PENN: The company has shown efficacy
at 9 g per day using a 4.5 divided dose for
treating cataplexy in narcoleptic patients.

DR. KAWAS: These votes are going to have
to be recorded individually I think. So, can we
start with everyone who agrees that the sponsor has
denonstrated efficacy of Xyremfor the proposed
indication to treat cataplexy? Please raise your
hands now.

| just want to renmi nd everybody that the
voting menbers of the conmittee actually are sort
of in the central part of the table, beginning with
Dr. Sinpson and then going around to Dr. Penix.

Al'l who agree the conpany has denonstrated efficacy
for catapl exy, raise your hand.

[ Show of hands]

How about if we go around and identify,

and start with Dr. Penix for the record?

DR PENI X: | agree.

DR. KAWAS: Just your nane.
DR PENIX: Dr. Penix.

DR VAN BELLE: Van Belle.
DR. PENN:  Penn
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KAWAS: Kawas.

WOLI NSKY: Wbl i nsky.

333

ROVAN:  Roman.

DR. KAWAS: All the people who do not fee
t he conpany has shown efficacy for the treatnment of
cat apl exy, please raise your hand and start
i denti fying.

[ Show of hands]

DR SI MPSON:  Si npson.

DR FALKOWSKI :  Fal kowski .

DR. LACEY: Lacey.

DR. KAWAS: | think that was everyone, so
no abstentions in that case.

Movi ng on to the next hard one, has the
sponsor denonstrated --

DR. KATZ: Dr. Sinpson and Fal kowski ,
beli eve in your comments you said you thought there
was an effect denonstrated, or sonething, but the
vote went the other way. | just want to
under st and.

DR FALKOWBKI: Right, | believe that they
have denponstrated that there is some evidence of
ef ficacy for reducing cataplexy in cataplectic
narcol eptics on stinulant drugs. These studies

have been conducted on people who were already on
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