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approved for treating cataplexy. Of the esti-
mated 140,000 Americans who suffer from
n a r c o l e p s y, between 60% and 90% experience
c a t a p l e x y. Orphan Medical Inc. developed
Xyrem under the FDA’s Orphan Drug Act of
1983, which provides market exclusivity to
companies that develop products for small,
underserved patient populations. 

While the Orphan Drug Act provides some
financial advantages to the developing compa-
ny in the form of tax credits, which are available
for testing expenses for drugs, vaccines, diag-
nostic drugs, or preventive drugs used to treat
rare diseases or conditions, bringing Xyrem to

market wasn’t an easy task. Xyrem is a formu-
lation of the chemical compound gamma
hydroxybutyrate, or GHB, which has been
around since the 1960s. GHB, a central nervous
system depressant, was developed as an anes-
thetic and hypnotic for use in humans in
Europe, but was soon withdrawn due to adverse
side effects. Later, GHB gained notoriety
because of its potential for abuse and illicit use. 

The journey for Orphan Medical began in
1994 when the FDA approached the company
to gauge its interest in developing GHB as a
treatment for narcolepsy. The drug previously
had been under development for narcolepsy by

, a symptom of the chron-
ic sleep disorder narcolepsy, is an alarming con-
dition, resulting in sudden, brief episodes of
muscle weakness or paralysis brought on by
strong emotions such as laughter, anger, sur-
prise, or anticipation. In severe attacks, the
patient may collapse and be unable to move for
up to several minutes. 

Until recently, there were no approved
treatments for people with this condition.
That changed July 17, 2002, when the Food
and Drug Administration approved Xyrem
(sodium oxybate) oral solution for the treat-
ment of cataplexy. Xyrem is the only drug
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another company, but had
been dropped. After
researching the proposal,
executives at Orphan Med-
ical expressed interested in
developing GHB, but were
concerned about the propri-
etary situation. Full sup-
port was given to the pro-
ject after it was discovered
that the drug was eligible
to receive orphan drug sta-
tus. Orphan Medical has
created a niche in the
industry by acquiring,
developing, and marketing
pharmaceuticals of high
medical value for inade-
quately treated and uncom-
mon diseases treated by
specialist physicians.

“GHB is a compound
that has been around since
the early 1960s, and only
now has been approved by
the FDA for a therapeutic
use,” says John Bullion,
CEO and chairman of
Orphan Medical. “Since the
compound has been in the
public domain, no pharma
company was willing to
develop it. Were it not for
the protection afforded by the Orphan Drug
Act, we wouldn’t have developed the drug
e i t h e r. ”

Orphan drug status is given to medica-
tions that treat a rare disease or condition —
defined as one that affects less than 200,000
persons in the U.S. (for more information see
box on page 58). 

Soon after Orphan Medical began develop-
ing GHB, serious concerns emerged because of
an explosion of reports surrounding abuse.

“When we began development, one thing
we considered was the abuse characteristic of the
drug,” Mr. Bullion says. “Most GHB abuse
appeared to be in the weight-lifting and body-
building community because it had been report-
ed to be a growth-hormone-releasing agent.”

The compound GHB originated about 40
years ago when it was synthesized as a peripher-
ally administered agonist of the inhibitory neu-
r o t r a n s m i t t e r, gamma-aminobutyric acid. It
was used as an alternative anesthetic to aid in
s u rgery because of its ability to induce sleep and
reversible coma. However, it had little analgesic
effect, and onset of coma often was associated
with seizure activity, including tonic-clonic
jerking movements of the limbs or face.

During the 1980s, GHB was sold in health-
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food stores, training gyms,
fitness centers, and on the
Internet. In addition, it was
promoted as a natural treat-
ment for insomnia and to
induce weight loss.

In 1990, the FDA issued
a press release warning
against GHB, stating that it
was illegal and dangerous.
Illicit GHB use has been
associated in combination
with ecstasy and other ille-
gal drugs as a euphoric drug,
and in reported date rapes as
a sedative. The drug is odor-
less and colorless, making it
impossible to detect when
added to a drink. 

According to the Drug
Abuse Warning Network, a
division of the Substance
Abuse and Mental Health
Services Administration, the
number of patients treated
for GHB overdose or GHB-
related problems in hospital
e m e rgency departments in
1994, when Orphan Medical
began developing the drug,
was 55. By 1998, the num-
ber was 1,282 and by 1999,
the number of GHB-related

medical emergencies was reported at 2,973.
More than 70% of emergency department
episodes involving GHB were found to involve
more than one drug; alcohol was the most fre-
quent substance mentioned in combination
episodes. The substance has been linked to about
60 deaths, mostly in combination with alcohol.

The significant increase in the incidence of
GHB abuse led to a movement to petition
Congress to make the compound a Schedule I
drug — drugs that have a high potential for
abuse, that require greater storage security, and
have a quota on manufacturing, among other
restrictions. Schedule I drugs are only available
for research and have no approved medical use.

After learning of this petition, company
executives began working with Congress and
the FDA to find a way to resolve the situation.

“ We got wind of the bill and approached
those in Congress seeking to make GHB a
Schedule 1 compound,” Mr. Bullion says. “We
explained that the compound had shown sig-
nificant efficacy in the treatment of narcolep-
s y, and Congress ultimately approved the
F D A’s proposed bifurcated schedule.”

In February 2000, the passage of the Hillo-
ry J. Farias and Samantha Reid Date-Rape
Drug Prohibition Act of 2000, named for two

teenagers who died after the substance was
slipped into their soft drinks, amended the
Controlled Substances Act and created a bifur-
cated schedule for GHB, the first for any drug.
According to the bifurcated schedule, when
intended for abuse or misuse, GHB is a Sched-
ule I agent. If it is used as an approved medi-
cation, such as Xyrem, it is classified in the
Schedule III category. Schedule III and Sched-
ule IV drugs are available by prescription, may
have five refills in six months, and may be
ordered orally. In addition, Xyrem’s distribu-
tion is governed by Subpart H of the Food,
Drug & Cosmetic Act. Subpart H provides for
restrictions on the marketing, distribution,
and risk management of pharmaceuticals.

“The bifurcated schedule for GHB was a very
appropriate response to the situation — allow-
ing patients access to the medication for treat-
ment of a serious, debilitating disease, and pro-
viding an appropriate penalty to anyone abusing
the drug,” Mr. Bullion says. “We worked with
Congress to shape that legislation and we think

• Am e ri cans with narco l e p s y:

Ap p rox i m ately 140,000 Am e ri ca n s,

h oweve r, only about 75,000 are

diagnosed and tre ate d, with some

re po rts suggesting diagnosis is as low as

50,000 pe o p l e.

• Na rcoleptics with cat a p l exy: 60% to

9 0 %.

•The mean number of years be twe e n

the onset of symptoms and co rre ct

d i a g n o s i s : 14 ye a r s.

• Age and gender facto r s : Na rco l e p s y

occurs in both men and women at any

a g e, although s y m p toms are usually

first noticed in teenagers or yo u n g

a d u l t s be tween the ages of 15 and 30.

• He re d i ty facto r: 8% to 12% of

people with narcolepsy have a close

re l at i ve with the disease.

• Economic impact : Sleep depri vat i o n

and unt re ated sleep disorders are

e s t i m ated to cost more than $100

billion annually in lost prod u ct i v i ty,

m e d i cal ex pe n s e s, sick leave, a n d

p ro pe rty and env i ro n m e ntal damage.

Ma rket Fa ct s
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n a rco l e p s y.
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it is a perfect balance between needed patient
therapy and potential abuse.”

In addition to working with Congress and
the FDA to create the bifurcated scheduling,
the company worked with law enforcement
agencies to make it difficult for potential
abusers to get hold of the product.

“Throughout the development program we
consulted with institutions such as the DEA,
law enforcement agencies, and the toxicology
community — people who deal with the abus-
ing populations,” says Bill Houghton, M.D.,
V P, chief medical officer, and chief scientific
officer of Orphan Medical. “As a result, we pro-

posed, as part of the approval process, a very
restricted distribution program for the post-
approval availability of Xyrem so that we could
proactively ensure that the patients who really
needed the drug had it, at the same time mak-
ing it as impossible as we could for misplace-
ment or diversion of the drug.”

Re s t ri cted Ac ce s s

In an effort to ensure that only narcoleptic
patients would receive Xyrem, Orphan Medical
created a limited distribution plan known as

the Xyrem Success Program. Under the
arrangement, Xyrem only is available to pre-
scribers through a single centralized pharmacy.
Orphan Medical is making Xyrem available to
the public through an exclusive distribution
arrangement with Express Scripts’ Specialty
Distribution Services (SDS) subsidiary.

Once Xyrem is manufactured it is shipped
to Express Scripts’ SDS, which will provide
pharmacy services to patients, collect patient-
registry information, provide reimbursement
support, distribute informational materials, and
serve as a resource for product and educational
program information. Prescriptions written for

Understanding Na rco l e p s y
THE APPEAL OF A DRUG LIKE XYREM IS APPA R E N T, GIVEN T H E

D EVA S TATING IMPACT NARCO L E P S Y, AND THE CO N D I T I O N

CATA P L E XY,CAN HAVE ON THE LIFE OF THE AFFECTED INDIVIDUA L .

Na rcolepsy is a disabling neuro l og i cal disorder of sleep re g u l at i o n

t h at affe cts the co nt rol of sleep and wa ke f u l n e s s.

No rm a l l y, when an individual is awa ke, b rain waves show a re g u l a r

rhy t h m .When a person first falls asleep, the brain waves be come slow-

er and less re g u l a r, a sleep state called non-rapid eye move m e nt

(NREM) sleep.After about an hour and a

half of NREM sleep, the brain wave s

begin to show a more act i ve pat te rn

a g a i n , even though the person is in a

deep sleep, a state called rapid eye

m ove m e nt (REM) sleep, which is when

d reaming oc c u r s.

In narco l e p s y, the order and length

of NREM and REM sleep pe ri ods are dis-

t u r be d, with REM sleep oc c u rring at

sleep onset instead of after a pe ri od of

NREM sleep.Al s o,some of the aspe cts of

REM sleep that normally occur only dur-

ing sleep — lack of muscle to n e, s l e e p

p a ra l ys i s, and vivid dreams — occur at

other times in people with narco l e p s y. It

can be descri bed as an int rusion of the dreaming state of sleep, R E M ,

i nto the wa king state.

Sy m p toms generally appear in people be tween 15 years old and 30

years old.The four classic symptoms of the disorder are exce s s i ve day-

time sleepiness, sleep para l ys i s, hy p n a g ogic hallucinat i o n s, and cat a-

p l exy — sudden, b rief episodes of muscle we a kness or para l ysis ofte n

b ro u g ht on by strong emotions such as laughte r, a n g e r, s u rp ri s e, o r

a nt i c i p at i o n . For pat i e nts with seve re cat a p l exy, the episodes can hap-

pen fre q u e ntly throughout the day and with little provocat i o n .

“I have cat a p l exy quite seve re l y, and without any medication I can have

a nyw h e re from 20 to 40 co m p l e te collapses in a day,”s ays Mali Ei n e n ,c l i n i-

cal re s e a rch coo rd i n ator at the Ce nter for Na rcolepsy Re s e a rch in the St a n-

fo rd Sleep Di s o rders Ce nter and a Xy rem pat i e nt.“ Even thinking almost any-

thing can cause a co l l a p s e, it doe s n’t nece s s a rily take ext reme emotion.

I n s tead cat a p l exy can be tri g g e red by any pro a ct i ve thought, if I see some-

body I re cog n i ze, I can have a co m p l e te loss of muscle tone and co l l a p s e.”

In the U.S., a bout 140,000 people have narco l e p s y.While 100% of pe o-

ple with narcolepsy suffer from the exce s-

s i ve daytime sleepiness symptom of nar-

colepsy, about 60% to 90% of those

p at i e nts also have cat a p l exy.

Cat a p l exy comes on as an immediate

attack that lasts for minute s.The pat i e nt ca n

lose co nt rol of multiple muscle gro u p s

including neck, a rm s, and legs during an

at t a c k .The brief attacks can occur fre q u e nt-

ly enough to preve nt pat i e nts from ca rry i n g

on a normal life, s i n ce any social inte ra ct i o n

can cause at t a c k s. This can lead to many

p at i e nts withdrawing from any situat i o n

w h e re they may ex pe ri e n ce emotion.

“ Be fo re taking Xy re m , I was on the bri n k

of disability,” s ays Bob Cl o u d, exe c u t i ve

d i re ctor of Na rcolepsy Ne two rk and a Xy rem pat i e nt.“I co u l d n’t leave the

o f f i ce without fear of falling down in the stre e t s.Sometimes I co u l d n’t hold

a te l e p h o n e. I fell eve ry place imaginable.Th at was the reason I began tak-

ing Xy re m , and after seve ral weeks the cat a p l exy symptoms disappe a re d

by about 90%.”

The usual tre at m e nt for narcolepsy includes sympto m atic tre at m e nt

of exce s s i ve daytime sleepiness and sleep attacks with stimulants or

d rugs such as Cephalon Inc.’s Prov i g i l , a wa ke f u l n e s s - p romoting agent

t h at was approved in De ce m ber 1998 for the tre at m e nt of exce s s i ve day-

140,000 people have narco l e p s y.

While 100% of people with

n a rcolepsy suffer from the

exce s s i ve daytime sleepiness

s y m p tom of narco l e p s y, a bo u t

60% to 90% of those pat i e nt s

also have cat a p l exy.
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Xyrem only can be filled by Express Scripts,
which verifies that the physicians are in good
standing, makes sure that the physician has
received the Xyrem physician-education pro-
gram, verifies that the patient has received a
patient-education program, contacts the
patient to ensure that they are prepared to
receive the drug, and then ships the product to
the patient using a courier service. 

“The single, mail-order pharmacy will cap-
ture patient names and data in a patient reg-

istry as well as data on the physicians,” Mr.
Bullion says. “Impropriety should be readily
apparent and that information will be avail-
able to law enforcement agencies. This is quite
different from having upwards of 100,000
retail pharmacy distribution points. This is a
very direct distribution system: from manu-
facturer to pharmacy to patient.”

Orphan Medical executives believe the sys-
tem not only will help prevent the drug from
getting into the wrong hands, but will help

educate patients
and physicians,
as well as pro-
vide the compa-
ny with impor-

tant prescribing data and trends. “ We view
this program as a very nice continuum,” says
Mark Perrin, executive VP and chief commer-
cial officer for Orphan Medical. “Even though
the distribution program was set up as part of a
risk-management system, one that clearly ful-
fills our obligations, it is a highly comprehensive
patient and physician education program that
provides us with a clear understanding of how
the product is being prescribed as well with
other valuable information.”

While GHB has been the subject of nega-
tive publicity, and doctors will need to go
through a rigorous prescribing process for
Xyrem, those in the medical community don’t
believe the drug’s success will be hampered.

time sleepiness assoc i ated with narco l e p s y. Prov i g i l ,h oweve r, is not indi-

cated fo r, and does not tre at, the other symptoms of narco l e p s y.

Be fo re the approval of Xy re m ,the symptoms of cat a p l exy, sleep para l y-

s i s, and hy p n a g ogic hallucinations we re ty p i cally tre ated with ant i cat a-

p l e ctics — tri cyclic ant i d e p re s s a nts or select i ve sero tonin re u p t a ke

i n h i b i tors used off labe l .Pat i e nts suffe ring from narcolepsy that ex pe ri e n ce

cat a p l exy ty p i cally take a co m b i n ation of stimulants and ant i d e p re s s a nt s.

For cat a p l exy, t re at m e nt with ant i d e p re s s a nts is used be cause the

d rugs are kn own to suppress REM sleep.Cat a p l exy is a pat h o l og i cal equiv-

a l e nt of REM sleep atonia unique to narco l e p s y. Although ant i d e p re s s a nt s

s u p p ress REM sleep, the drugs have a significa nt side-effe ct pro f i l e.

“With Xy rem I don’t have the side effe cts that the va rious ant i d e p re s-

s a nts ca u s e d, such as dry mouth, g a s t ric co m p l i cat i o n s, and bumps on my

eyeballs from dry eye s,” M s. Einen says. “I don’t have any of these side

e f fe cts with Xy rem and more of my cat a p l exy is curbed as we l l .”

Xy re m , while not side-effe ct fre e, was found to have fewer and more

to l e rable side effe cts than commonly used ant i cat a p l e ct i c s. The pri m a ry

side effe cts assoc i ated with Xy rem are co n f u s i o n ,d i z z i n e s s, n a u s e a , oc ca-

sional vo m i t i n g, oc casional be dwe t t i n g, and oc casional sleepwa l ki n g.Th e

F D A’s Ce nter for Drug Eva l u ation and Re s e a rch drug info rm ation also lists

t rouble bre athing while asleep,a b n o rmal thinki n g,d e p re s s i o n ,a n d

loss of co n s c i o u s n e s s.

“Ce rtainly Xy rem has side effe ct s,”s ays Bill Ho u g hto n ,M . D. ,V P,c h i e f

m e d i cal office r, and chief scientific officer of Orphan Me d i ca l .“ Bu t

these are balanced by ve ry strong clinical effica cy and the benefits in

t re ating narco l e p s y, so it ce rtainly re p re s e nts a sat i s f a cto ry side-effe ct

p ro f i l e.”

Xy rem also has been found to have an exce l l e nt to l e ra n ce pro f i l e.

With ant i d e p re s s a nt tre at m e nt s, in addition to the side effe ct s,

p at i e nts often build to l e ra n ce to the ant i d e p re s s a nts and doses are

i n c reased to obtain clinical effe ct i ve n e s s.

Al s o, in studies with Xy re m , the drug was not found to cause any

a d d i ct i ve be h avior or withdrawal symptoms when used in a co n-

t rolled manner.

“In clinical re s e a rc h ,t h e re was no ev i d e n ce of the deve l o p m e nt or

re s u rfacing of symptoms at any given dose over time,”s ays Jed Bl a c k ,

M . D. ,d i re ctor of the St a n fo rd Sleep Di s o rders Cl i n i c.“One of the ways

to get a sense for to l e ra n ce is to re co rd how much re bound oc c u r s

when the medication is withdraw n . The abrupt disco nt i n u ation of

GHB does not result in any re bound cat a p l exy, u n l i ke any other ant i-

catapletic medicat i o n .With Xy rem there is no ev i d e n ce of withdrawa l

s y m p to m s.”

Be fo re taking Xy re m , I was on the brink of disability.

I co u l d n’t leave the office without fear of falling dow n

in the stre e t s. Sometimes I co u l d n’t hold a te l e p h o n e.

I fell eve ry place imaginable.Th at was the reason 

I began taking Xy re m , and after seve ral weeks the 

cat a p l exy symptoms disappe a red by about 90%.

BOB CLO U D
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“At this point, I think the medical commu-
nity has respect for the agent and wants to mon-
itor it closely to make sure there is no misuse or

illicit use,” says Jed Black, M.D., director of the
Stanford Sleep Disorders Clinic. “There’s been
no abuse of the drug within the narcolepsy

patient population. There doesn’t appear to be
any addiction potential in these patients and
there have been no dose escalation problems, so

The te rm “o rphan dru g” re fers to a prod u ct

t h at tre ats a ra re disease affe cting fewe r

than 200,000 Am e ri cans or affe cting more

than 200,000 persons in the U.S., but there

is no reasonable ex pe ct ation that the co s t

of developing and making available a dru g

for disease or condition will be re cove re d

f rom sales in the U.S. of such a dru g.

The Orphan Drug Act was signed into

l aw Ja n .4 , 1 9 8 3 , to stimulate the re s e a rc h ,

d eve l o p m e nt, and approval of prod u ct s

t h at tre at ra re diseases.

This mission is accomplished thro u g h

s eve ral mechanisms, i n c l u d i n g :

Ph a rm a ce u t i cal co m p a ny sponsors are

g ra nted seven years of 

m a rketing exc l u s i v i ty a fter approval of

its orphan drug prod u ct.

Ph a rm a ce u t i cal co m p a ny 

s ponsors are g ra nted tax

i n ce nt i ves for clinical re s e a rc h t h ey

h ave undert a ke n .

The FDA’s Of f i ce of Orphan Prod u ct s

Deve l o p m e nt coo rd i n ate s

re s e a rch study design assistance fo r

s ponsors of drugs for ra re diseases.

The Of f i ce of Orphan Prod u ct s

Deve l o p m e nt, division of the Food

and Drug Ad m i n i s t rat i o n , e n co u ra g e s

s ponsors to co n d u ct ope n

p ro toco l s, a l l owing pat i e nts to be added

to ongoing studies.

Gra nt funding is ava i l a b l e to

d e f ray costs of qualified clinica l

testing ex penses incurred in co n n e ct i o n

with the deve l o p m e nt of orphan prod u ct s.

The Orphan Drug Act

From 1983 to 2000, t h e re have been 1,063 orphan designat i o n s, and 218 orphan marke t i n g

a p p rovals — 20.5% of te s ted orphan prod u cts re ce i ved FDA marketing approva l .

2 0 0 2
O rf a d i n (nitisinone) for tre ating ty rosinemia ty pe 1 — Swedish Orphan AB

Re m od u l i n ( t re p rostinil) for tre ating pulmonary arte rial hy pe rtension — Un i ted Th e ra pe u t i c s

Co rp.

Sy nthetic po rcine secre t i n for use in co n j u n ction with diagnostic proce d u res for pancre-

atic disorders to increase pancre atic fluid secretion and for use in the diagnosis of gastrinoma 

a s s oc i ated with Zo l l i n g e r - Ellison syndrome — Ch i Rh o Clin Inc.

Xy re m ( s odium oxy b ate) for tre ating cat a p l exy — Orphan Me d i cal Inc.

Zeva l i n ( i b ritumomab tiuxetan) for tre ating B-cell non-Hod g ki n’s lymphoma — Idec 

Ph a rm a ce u t i cals Co rp.

2 0 0 1
Ca m p at h ( a l e mtuzumab) for the tre at m e nt of chronic lymphocytic leukemia — Mi l l e n n i u m

and Il ex Pa rtners LP

Gl e eve c ( i m atinib mesylate) for tre ating chronic myeloid leukemia — Nova rt i s

To p a m a x ( to p i ra m ate) — for the tre at m e nt of Le n n ox - Gastaut syndrome — Johnson & 

Jo h n s o n

Tra c l e e r ( bo s e ntan) for tre ating pulmonary arte rial hy pe rtension — Actelion Ltd.

Zo m e t a ( zo l e d ronic acid) for tre ating excess calcium in the blood caused by tumors — Nova rt i s

2 0 0 0
Cro Fa b ( a nt i ve n i n ,c rotalidae po l yva l e nt immune Fab (ovine)) for the tre at m e nt of 

e nve n o m ations inflicted by No rth Am e ri can crotalid snakes — Pro t h e rics Inc.

Go n a l - F ( fo l l i t ropin alfa, re co m b i n a nt) for the induction of spe rm atogenesis in men with 

p ri m a ry and seco n d a ry hy pog o n a d o t ropic hy pogonadism in whom the cause of infe rt i l i ty is not

due to pri m a ry testicular failure — Se rono La bo rato ries Inc.

My l o t a rg ( g e mtuzumab ozogamicin) for tre ating CD33-po s i t i ve acute myeloid leukemia in

p at i e nts 60 years or older who have relapsed for the first time and are not suitable ca n d i d ates fo r

the standard but poo rly to l e rated cy to toxic thera py — Wye t h

Ne u ro Bl oc ( botulinum toxin ty pe B) for the tre at m e nt of ce rv i cal dys tonia — Elan 

Ph a rm a ce u t i cals Inc.

No rd i t ro p i n ( s o m at ro p i n , re co m b i n a nt) for the long-te rm tre at m e nt of children who have

g rowth failure due to inadequate secretion of endogenous growth hormone — Novo No rd i s k

Tri s e n ox (arsenic tri oxide) for tre ating acute pro mye l ocytic leuke m i a , a ca n cer of white blood

ce l l s, in pat i e nts whose disease has re c u rred or who have failed to re s pond to standard thera py

— Cell Th e ra peutics Inc.

Re ce ntly Ap p roved Orphan Dru g s
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I think the medical commu-
nity feels pretty good about
X y r e m . ”

Analysts believe the
focus will be on the benefits
of the drug. In clinical trials,
Xyrem has been shown to
reduce cataplexy attacks by
70% and is able to maintain
its effect long term.

“Most physicians who are
in a position to prescribe the
drug are well-aware of the
therapeutic benefits and
they are just waiting for this
drug to be launched,” says
Donald Ellis, Pharm.D.,
partner at Thomas We i s e l
Partners LLC.

Wa king Up 
the Ma rke t

Orphan Medical plans
to launch Xyrem in mid-

October of this year with
the backing of a dedicated
salesforce of more than 30
experienced sales represen-
tatives that the company
has hired specifically to
detail the compound.

“Given the sophisticat-
ed nature of the drug, the
launch is going to be chal-
lenging, yet very reward-
ing,” Mr. Perrin says. “The
company evaluated options
on how to best commercial-
ize Xyrem and we elected
to hire a dedicated group of
specialty representatives.
We’re fielding a team of
about 36 people and they
will be solely responsible
for Xyrem, they won’t be
involved in any of Orphan
M e d i c a l ’s other products.”

The Xyrem salesforce
will target the nearly 600
accredited sleep centers
across the U.S. Orphan

Medical has compiled a proprietary database of
physicians who have high numbers of patients
with sleep disorders. The salesforce also will
t a rget these 3,000 to 4,000 physicians who
comprise three specialty groups: neurologists,
psychiatrists, and pulmonologists. 

In addition, the company will supplement
salesforce calls with traditional non-personal
detailing, including direct mail and journal
advertising. Because the product is a Subpart
H drug with a black-box warning, the compa-
ny is prohibited from doing any direct-to-con-
sumer advertising.

In addition, Orphan Medical has plans to
partner with a major university to undertake a
comprehensive CME initiative to help the pre-
scribing community better understand nar-
colepsy and the debilitating effects of cataplexy. 

The company plans to continue to align
itself closely with patient advocacy groups,
which the company worked with throughout
X y r e m ’s development.

“When working with Congress, we also
worked very closely with patient groups such as
the Narcolepsy Network, the National Sleep
Foundation, and other patient groups,” Mr. Bul-
lion says. “Early on we began working with
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these groups to learn more
about the condition, the
patients, and the idiosyn-
crasies of the marketplace.
We’ve worked closely with
patient groups to discover
what their other needs may
be. Patient groups are going
to be very important by let-
ting the narcolepsy com-
munity know that Xyrem
is available for cataplexy. ”

Analysts believe that Xyrem will be well-
received and have a strong uptake by cataplexy
patients. Furthermore, industry experts expect
that patients currently being treated with
other remedies, such as antidepressants, will
convert to Xyrem and that the market will
expand because of the drug’s strong efficacy
and safety profile.

“ We believe that Xyrem’s efficacy and side-
effect profile should support uptake of the
drug upon its launch among this population,”
says Andrew Forman, senior analyst and man-
aging director in the healthcare research group
of Friedman, Billings, Ramsey & Co. “Xyrem
likely will increase the size of the market as
patients with milder symptoms, who current-
ly choose not to take antidepressants due to
their side effects, decide to try Xyrem as an
advancement in the treatment of cataplexy.
We forecast the cataplexy market will be more
than $100 million, in which Xyrem would be
the only approved treatment.”

According to analyst forecasts, Xyrem is
expected to generate sales of $11 million in
2003, $31 million in 2004, $54 million in
2005, and $81.9 million in 2006. 

Another factor that encourages analysts is
Orphan Medical’s development of Xyrem for
an additional indication: the treatment of
excessive daytime sleepiness in narcolepsy. 

“While we had very positive results in the
reduction of cataplexy, we were surprised to
see positive efficacy results in the management
of excessive daytime sleepiness,” Mr. Bullion
says. “Xyrem appeared to provide a positive
effect in reducing excessive daytime sleepiness,
incrementally to the effect provided by stimu-
lants. Since we used a subjective, though vali-
dated measurement, as a secondary endpoint
in our pivotal study, we are conducting anoth-
er trial using objective measures of the prima-
ry endpoint: the reduction of excessive day-
time sleepiness.”

A Phase IIIb study is under way and
expected to be completed by the end of 2003,
with a supplemental new drug application fil-
ing in 2004 and potential approval in 2005. 

“The addition of this indication to the
d r u g ’s label would broaden Xyrem’s utility to

all narcolepsy patients,”
M r. Forman says. “While
there would be significant
overlap with the cataplexy
market, we conservatively
estimate that an excessive
daytime sleepiness indica-
tion could expand the mar-
ket by 20% or more. We
believe the opportunity for
patients to treat two of
their symptoms with one

drug will help drive growth.”
This additional indication would also be

covered under the Orphan Drug Act. 
Xyrem only is approved for marketing in the

U.S., however, the company is actively seeking
marketing partners in Europe and Japan.

Upon the U.S. launch of Xyrem, Orphan
Medical will have seven orphan drugs on the

market: Antizol for ethylene glycol or methanol
poisoning, or for use in suspected ethylene gly-
col or methanol ingestion, either alone or in
combination with hemodialysis in humans;
A n t i z o l - Vet for ethylene glycol or suspected
ethylene glycol ingestion in dogs; Busulfex for
use in combination with cyclophosphamide as a
conditioning regimen prior to allogenic
hematopoietic cell transplantation for chronic
myelogenous leukemia; Cystadane for homo-
cystinuria, a genetic disease; Elliotts B Solution,
for intrathecal administration of methotrexate
sodium and cytarabine for the prevention or
treatment of meningeal leukemia or lympho-
cytic lymphoma; and Sucraid for sucrase defi-
c i e n c y, a genetic disease. ✦
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