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Provigil (modafinil) Tablets
MACMIS 1D # 10183

Dear Mr. Kirsch:

This letter objects to Cephalon Inc's (Cephalon) dissemination of false or misleading promotional
materials’ for Provigil (modafanil) Tablets. As a part of its routine monitoring and surveillance
program, the Division of Drug Marketing, Advertising, and Communications (DDMAC) has reviewed
these materials for Provigil and has concluded that they are false, lacking in fair balance, or otherwise
misleading in violation of the Federal Food, Drug, and Cosmetic Act (Act), and applicable regulations.
Our specific objections follow:

Promotion of Unapproved Uses

Promotional materials are false, lacking in fair balance, or otherwise misleading if they contain
representations or suggestions that a drug is better, more safe, more effective, or useful in a broader
range of conditions or patients than has been demonstrated by substantial evidence. Provigil is
indicated in a select group of patients. Specifically, the "Indications and Usage" section of the
approved product labeling (PI) for Provigil states, "Provigil is indicated to improve wakefulness in
patients with excessive daytime sleepiness associated with narcolepsy."

The claims contained in your promotional materials suggest that Provi%il is safe and effective for a
variety of unapproved uses. For example, your journal advertisements” prominently present the
following misleading claims under the header "Consider PROVIGIL to improve wakefulness:"

"When patients complain of FATIGUE or TIREDNESS"
"When patients present with SLEEPINESS"
"When patients complain of SLEEPINESS"

' The promotional materials include, but are not limited to the following sales aids (PRO214, PRO215,
PRO212, PRO227, PRO221, PRO197, PRO198 and PRO164), journal advertisements (PRO230,
PRO231, PRO228, PRO229, PR0225, PRO224, PRO223, and PR0O222), and Provigil website
(http://www.provigil.com) PRO264.
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Paul M. Kirsch Page 2
Cephalon Inc.
NDA 20-717

"When patients present with FATIGUE or TIREDNESS"

"When patients complain of feeling FATIGUED or TIRED"
"When patients present with sleepiness and Decreased ACTIVITY"
"When patients complain of sleepiness and Decreased ACTIVITY"
"When patients present with Lack of ENERGY™

"When patients complain of Lack of ENERGY™

The claims are misleading because Provigil is not approved to treat such symptoms as sleepiness,
tiredness, decreased activity, lack of energy, and fatigue. Therefore, the claims promote Provigil for
unapproved uses.

Similarly, your sales aids® prominently present the claim "[a] wake-promoting alternative for your
psychiatry practice..." on the front cover, followed by the claim "PROVIGIL: A prescription for
daytime wakefulness," on the inside front cover. These claims are misleading because they suggest
that Provigil is a safe and effective treatment for anyone with daytime sleepiness. Provigil is indicated
to improve wakefulness in patients with excessive daytime sleepiness associated with narcolepsy.
Provigil is not approved for use as a daytime stimulant. Furthermore, presenting the indication for
Provigil in small print at the bottom of the sales aids and journal advertisements does not correct the
overwhelming misleading impression that Provigil can be used to improve wakefulness in all patients
presenting with symptoms of daytime sleepiness, characteristic of generalized sleep disorders, whether
or not they have narcolepsy.

The Provigil website* also prominently presents the claim, "Provigil, a prescription for daytime
wakefulness," along with a questionnaire with the headline, "Do you suffer from excessive daytime
sleepiness?” Thus, the Provigil website is misleading because, like your sales aids and journal
advertisements, the website does not adequately communicate the indication for Provigil.
Additionally, the website promotes Provigil for unapproved uses by suggesting that Provigil is useful
for anyone with excessive daytime sleepiness.

Minimization of CNS Effects and Abuse Potential

Your promotional materials’ present claims that "Provigil promotes wakefulness without widespread
CNS stimulation in preclinical models" and "Low abuse potential” to suggest that Provigil does not
have CNS properties that may lead to abuse and are common to other scheduled stimulants or
stimulant-like drugs. The claim is misleading because it is inconsistent with the PI.  The PI states,
"[t]he abuse potential of modafanil (200, 400, and 800mg) was assessed relative to methylphenidate
(45 and 90mg) in an mpatient study in individuals experienced with drugs of abuse. Results from this
clinical study demonstrated that modafanil produced psychoactive and euphoric effects and feelings
consistent with other scheduled CNS stimulants (methylphenidate)." Furthermore, presenting data
from pre-clinical models 1s not considered substantial evidence to support efficacy claims.

> PRO197, PRO198, PRO214, and PRO215
* PRO264, http://provigil.com/patient/ess/default.asp
° PRO222, PRO223, PRO224, PRO225, PRO228, PRO229, PRO230, and PRO231
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Misleading Mechanism of Action Claims

Claims contained in your promotional materials® suggest that the mechanism of action of Provigil is
understood. For example, your sales aids, journal advertisements, and Provigil website present the
following misleading claims:

"PROVIGIL works differently from stimulants in preclinical models."

"PROVIGIL promotes wakefulness without widespread CNS stimulation.”
"PROVIGIL acts selectively in areas of the brain to regulate normal wakefulness."
"Unlike stimulants, PROVIGIL is not mediated by a dopaminergic mechanism."
"The highly selective CNS activity of PROVIGIL is distinct from amphetamine and
methylphenidate in pre-clinical models."

The claims are presented with pictures that illustrate selective sites of action in the brain where
Provigil is purported to have activity based on animal studies. Moreover, the claims and pictures are
presented in comparison to amphetamine and methylphenidate. These presentations are misleading
because they imply that the mechanism of action of Provigil is fully understood when such 1s not the
case. The PI specifically states that "the precise mechanism(s) of action through which modafanil
promotes wakefulness is unknown." Additionally, it is misleading to make claims based on data from
animal studies to suggest clinical significance when, in fact, no clinical significance has been
demonstrated. Furthermore, placement of statements in small print that "the relationship of these
findings in animals to the effects of Provigil in humans has not been established” or "the precise
mechanism of action is unknown” does not correct the overwhelming misleading impression presented
by the claims and pictures.

Misleading Switch Protocol

Your sales aids’ and Provigil website® state or suggest that patients should be switched from traditional
stimulants (e.g., methylphemdate) to Provigil, along with other claims such as "switching to Provigil is
easy" and "switch to Provigil for all the right reasons.” Additionally, a protocol for switching from
methylphenidate to Provigil is provided in the promotional materials. The claims and switch protocol
are misleading because they imply that the efficacy of Provigil and methylphenidate, for example, are
equivalent when such has not been demonstrated by substantial evidence.

Unsubstantiated Superiority Claims

Your sales aids’ present claims that patients dissatisfied with stimulants and patients seeking a well-
tolerated agent are candidates for Provigil. Your sales aids also claim that patients should be switched
to Provigil because Provigil has more selective activity in the brain and improves sleep latency
compared to traditional stimulants. These claims are misleading because they suggest that Provigil is
superior to other agents when such has not been demonstrated by substantial evidence i.e., head-to-

S PRO197, PRO198, PRO212, PRO214, PRO215, PR0O222, PR0O223, PRO224, PRO225, PRO228,
PRO229, PRO230, PRO231, and PRO264, http://www.provigil.com/patient/ess/default.asp
"PRO197, PRO198, PRO212, PRO214, and PRO215

¥ PRO264, http://www.provigil.com/physician/materials/dosing.asp
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head clinical studies. In fact, data used to support the improved sleep latency claim was derived from a
post-hoc analysis of sleep latency. Data from post-hoc analyses are not adequate evidence to support
superiority or comparative efficacy claims.

Additionally, your sales aid'’ presents the misleading claim "Provigil significantly improved daytime
wakefulness in patients unsatisfactorily treated with traditional stimulants” followed by a graph entitled
"Provigil improved wakefulness." The claim and accompanying graph are misleading because they
suggest superiority for Provigil versus dextroamphetamine, methylphenidate, and pemoline, when such
has not been demonstrated by substantial evidence.

Requested Action

We request that you immediately cease the dissemination of sales aids, journal advertisements,
websites and all other promotional materials and activities for Provigil that contain the same or similar
violations outlined in this letter. Your written response to the above request should be recetved no
later than January 17, 2002. Your response should include a list of all promotional materials that are
discontinued and the date that they were discontinued. If you have any questions or comments, please
contact James Rogers, Pharm.D., by facsimile at (301) 594-6771, or at the Food and Drug
Administration, Division of Drug Marketing, Advertising, and Communications, HFD-42, Rm 17-B-
20, 5600 Fishers Lane, Rockville, MD 20857. We remind you that only written communications are
considered official.

In all future correspondence regarding this particular matter, please refer to MACMIS ID # 10183 in
addition to the NDA number.

Sincerely,
{See appended electronic signatuve page)

James R. Rogers, Pharm.D.

Regulatory Review Officer

Division of Drug Marketing,
Advertising, and Communications

19 pRO164
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Which patients are candidates
for PROVIGIL?

PROVIGIL

(MODAFINILY

Tablets

For excessive daytime sleepiness
associated with narcolepsy




The only agent indicated to improve wakefulness in patients with excessive daytime

Patients dissatisfied with

Prior stimulant users and newly diagnosed patients both
stayed awake longer with PROVIGIL as compared to placebo’

PROVIGIL improved sleep latency

ence in réspg)

Percent
change

in sleep 399
latency

from

baseline 20%
at week 9

i

109 @

0% : - .
Prior stimulant No prior stimulant
n=244 n=106

Results of two 9-week double-blind, placebo-contolled clinical trials in 530 patients with EDS due to narcolepsy.

There were no statistical differences in response
to PROVIGIL between newly diagnosed patients
and patients previously treated with stimulants.




sleepiness associated with narcolepsy

stimulants.

PROVIGIL significantly improved daytime wakefulness in
patients unsatisfactorily treated with traditional stimulants’

PROVIGIL improved wakefulness

40%

Percent :
improvement ., ]
in ESS score

from baseline
at week 6 20% -

10%
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Dextroamphetamine Methylphenidate | Pmolme |
n=47 n=63 n=35

Previous therapy

Tl

0%

*P=0.0001 vs baseline.

Results of a 6-week, open-label, multicenter study involving 151 patients with
narcolepsy who had been unsatisfactorily treated for EDS with stimulants.
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A prescription for
Please see full prescribing information on last pages. daytime wakefulness™

PROVIGIL
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The only agent indicated to improve wakefulness in patients with excessive daytirr

Patients seeking a well-1

PROVIGIL was
well tolerated for
up to 88 weeks
in open-label
extensions’

The acute effects of PROVIGIL
on mood were not
significantly different from
placebo as measured by
Profile of Mood States:

* Anger/hostility

» Confusion/bewilderment

* Tension/anxiety

Vigor/activity increased with PROVIGIL

Convenient for you and
your patients

* Fewer prescribing restrictions than
methylphenidate or dextroamphetamine

— Phone-in prescriptions permitted
— Phone-in refills permitted

— No triplicate Rxs required

Proven safety profile

* PROVIGIL is generally well tolerated
— Most frequently reported adverse events
were headache, nausea, nervousness,
anxiety, infection, and insomnia (most
adverse events were mild to moderate)

» No specific symptoms of withdrawal
were observed during 14 days of
observation in a 21-center study?

* May interact with drugs that inhibit,
induce, or are metabolized by cytochrome
PA50 isoenzymes
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epiness associated with narcolepsy

lerated agent.

PROVIGIL did not interfere with nighttime sleep
architecture after 9 weeks of treatment'*

L T1%,
- stages 1-4

Placebo (n=185) PROVIGIL 200 mg and 400 mg (n=369)

PROVIGIL dld not affect sleep duratlon‘*

“y Pt LT 3R AR

Placebo ‘ 395
(n=185) L
PROVIGIL [ Bl saseline
200 mg
(n=1 85) N Week 9
PROVIGIL |
400 m - e
(n=184 et _ - )
TEEMERAG R . D T D0 e AT I
100 200 300 400
Sleep duration (minutes) PI@WGIL
*In two 9-week, randomized, double-blind, placebo-controlled, multicenter trials (n=" 554), M O D A F | N I l_ "
nocturnal polysomnography data were collected to determine the effect of modafinil cn Tablets

nighttime sleep parameters in patients with narcolepsy.

A prescription for
Please see full prescribing infarmation on last pages. daytime wakefulness™




PROVIGIL: For patients dissatisfied
with stimulants

e Effective in both previously treated and newly
diagnosed patients

e Acute effects on mood not different from placebo
e No disruption of nighttime sleep architecture
e Incidence of insomnia comparable to placebo

e Phone-in Rxs and refills, no triplicate Rxs

e Recommended dose: 200 mg every morning

« 200 mg and 400 mg doses are effective and generally
well tolerated

» Once-a-day dosing may enhance compliance

Please see full prescribing information inside.

® -
! f 3 References: 1. Data on fila. Cephalon, Inc. 2. Broughton RJ, Fleming JAE,
PVIGIL L b Cep halon® George CFP, et al. Randomized, double-blind, piacebo-controlled crossover trial
(M OD A F |N IL)@ {® of moadafinil in the treatment of excessive daytime sleepiness in narcolepsy.
Neurology. 1997:49:444-451, 3. US Modafinil in Narcolepsy Multicenter Study

Tablets Group. Modafinil administration and withdrawal in narcolepsy patients with

A prescription for excessive daytime somnolence. Neurology. In press.
daytime wakefulness™

For more information about PROVIGIL, please visit our Website at www.PROVIGIL.com or call Cephalon Professional Services at 1-800-896-5855.
© 2000 Cephalon, Inc.  PRO164  Feb 2000  All rights reserved. Printed in USA.
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PROVIGIL works
differently.

PROVIGIL promotes wakefulness without generalized
stimulation in preclinical models."*

Highly selective CN'S activity, distinct from amphetamine and methylphenidate*

PROVIGIL amphetamine methylphenidate

CA = caudate AH = anterior hypothalamus Dara adapred from Lin, Hou, Jouver, 1996, study in cat.

e PROVIGIL acts selectively in areas of the brain believed to regulate
normal wakefulness

e PROVIGIL is not a direct- or indirect-acting dopamine receptor agonist

e Unlike traditional stimulants, PROVIGIL does not mediate wakefulness
by a dopaminergic mechanism

*The relationship of these findings in animals to the effects of PROVIGIL in humans has not been established. .




Switch to PROVIGIL
for proven efficacy.

Prior stimulant users and newly diagnosed patients both stayed
awake longer with PROVIGIL.?

PROVIGIL improved sleep latency*

38%
40%
There were no
. statistical differences
o 30% in response to
gd PROVIGIL between
2 s0n nem_/ly dlagnoseq
£9 patients and patients
IE previously treated
g* 10% with stimulants?
0% - 2 A
Prior stimulant Newly diagnosed PROVIGIL
n=244 n=106
(MODAFINILY)
Tablets
*Results of post hoc analysis from two 9-week double-blind, placebo-contolled clinical trials in 530 patients with EDS due to narcolepsy. A prescription for

Please see full prescribing information on last pages. daytime wakefulness™




Switch to PROVIGIL for .-
safety and convenience. &

Proven safety profile.

« PROVIGIL did not affect sleep duration or
interfere with nighttime sleep
architecture®”

« PROVIGIL is generally well tolerated.
Most frequently reported adverse events
were headache, nausea, nervousness,
anxiety, infection and insomnia. Most
adverse events were transient and mild
to moderate in severity

e Discontinuation rate of 5% in clinical trials**

« May interact with drugs that inhibit,
induce or are metabolized by cytochrome
P450 isoenzymes

PROVIGIL was proven
to be well tolerated

for up to 88 weeks in
open-label extensions.’*

The acute effects of PROVIGIL
on mood were not
significantly different from
placebo as measured by
Profile of Mood States’:

» Anger/hostility
e Confusion/bewilderment

e Tension/anxiety

Vigor/activity increased with PROVIGIL.

Convenient for you and
your patients.

e Once-a-day dosing

e Fewer prescribing restrictions than
methylphenidate or dextroamphetamine

_ Phone-in prescriptions permitted
— Phone-in refills permitted

— No triplicate Rxs required




Switching to
PROVIGIL is easy.

Select the approach that works best for your patients.”

Day 1 Day 3
Stop Continue
methylphenidate PROVIGIL
at 4 pm 200 mg/day
Stop No drug
methylphenidate
at 4 em
Reduce i Reduce .-
methylphenidate B methylphenidate dose by |
dose by | an additional 20%-40%:
20%-40% continue PROVIGIL
200 mg/day
* Switching approach and dosage should be
determined at ph ysician’s discretion
* Recommended dose: 200 mg taken once daily
in the morning AT
* 200 mg and 400 mg doses are effective PROWG IL
and generally well tolerated " VINJA
{MODAFINIL)G-
Tablets
* There were no significant differerces found in safety profile and toierability armong the 3 approaches in a randomized study of 35 patients.? A prescr i ption for

Please see full prescribing informmation on last pages. daytlme W&kemlneSSTM




‘Switch to PROVIGIL for .

all the right reasons. =

* Proven efficacy as confirmed by objective and subjective measures
of wakefulness

. Effective in both previously treated and newly diagnosed patients
* Generally well tolerated; adverse events were mild to moderate

* Long-term safety established for up to 88 weeks

* No adverse effect on sleep duration or sleep architecture

* Acute effects on mood not different from placebo

* No black box warning

* Phone-in Rxs and refills permitted, no triplicate Rxs required

e Recommended dose: 200 mg taken once daily in the morning

* 200 mg and 400 mg doses are effective and generally well tolerated

References: 1. Lin 15, Hou Y, Jouvet M. Potential brain neuronal targets for amphetamine-, methylphenidate-, and modafinil- .
induced wakefulness, evidericed by c-fos immunocytochemistry in the cat. Proc Natl Acad Sci USA. 1996;93:14128-14133. "

2. Edgar DM, Seidel WF. Modafinil induces wakefulness without intensifying motor activity or subsequent rebound hypersom- Pl@WG
nolence in the rat. / Pharmacol Exp Ther, 1997;283;757-769. 3. Data on file. Cephalon, Inc. 4. US Modafinil in Narcolepsy et

®
Multicenter Study Group. Modafinil administration and withdrawal in narcolepsy patients with excessive daytime somnolence. ( M OD A ’ F IN I l_) C
A N

Neurology. In press. 5. US Madafinil in Narcolepsy Multicenter Study Group. Randomized trial of modafinil for the treatment of

iL

pathological sormnolence in narcolepsy. Ann Neurol. 1998;43:88-97. 6. Mitler MM, Harsh J. Hirshkowitz M, Guilleminault C. Long- Tablets
term efficacy and safety of modafinil (PROVIGIL®) for the treatment of excessive daytime sleepiness associated with narcolepsy. p keful :
Sleep Med. 2000;1:231-243. 7. Broughton R, Fleming JAE, George CFP. et al. Randomized, double-blind, placebo-controlled romotes wakefulness
crossover trial of modafinil in the treatment of excessive daytime sleepiness in narcolepsy. Neurology. 1997;49:444-451 all day long — and still
Please see full prescribing information on preceding pages. lets them sleep at night

For more information about PROVIGIL, please visit our Website at www.PROVIGILcom or call Cephalon Professional Services
at 1-800-896-5855.

© 2000 Cephalon, Inc.  PRO212 Aug 2000 All rights reserved.  Printed in USA. @ Cephalonw
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A wake-promoting alternative
for your psychiatry practice...




¢

PRO VIGIL: A prescription for daytime wakefulness™

PROVIGIL has proven efficacy.

- PROVIGIL improved patients’ ability to remain awake during
the day by 33%-39% after 9 weeks as measured by MWT."?*

- PROVIGIL improved patients’ ability to participate in daily
activities by 20%-32% as measured by ESS.'?'

- PROVIGIL improved the clinical conditions of 64%-72% of
patients after 9 weeks as measured by CGI-C.*#*

PROVIGIL is convenient
for you and.your patients.

- No triplicate Rxs required.
- Phone-in prescriptions and refills permitted.

- Once-a-day dosing.

*IWT: Maintenance of Wakefulness Test, an objective assessment of sleepiness that measures patients' ability to remain awake,
YESS: Epworth Sleepiness Scale, a validated patient self-questionnaire that provides a subjective measurement of sfeepiness.

PROVIGIL has proven safety.

~ PROVIGIL was generally well tolerated. Most frequently
reported adverse events were headache, nausea,
nervousness, anxiety, infection and insomnia {most adverse
events were mild to moderate).

~ Well tolerated for up to 88 weeks in open-label extensions >

- May interact with drugs that inhibit, induce or are
metabolized by cytochrome P450 isoenzymes.

L R Gy

(MODA
Tablels

For excessive daytime sleepiness
assoclated with narcolepsy™

PROVIGIL
ey )6

*CGI-C: Clinical Global Impression-Change over time, a validated independent physician rating assessment,




Prescribing PROVIGIL is easy.

For you...
vaSm__. has *mém_. Uﬁmmn:d_:@ restrictions than Schedule 1l m@mz?
mn:mn_:_m ._._.:u“_nmﬁm _"o:_,.m Refills _u:o_._m.._z_ _..da
PROVIGIL*® v NO YES* YES
§m%£vjm:amﬁm__~. Il e No ‘ .zo..
..omxnomavsmﬁi_jm%._ _ - o Yes _ " No - No

For your patients.

O:nm -a- n_m< dosing is convenient and 3m< m::m:nm patient compliance.

_uom_sm m_.mncm:Q

Recommended Dose

_,\_Ea_m-o,..:.._m-c.me. Uom._:m

PROVIGIL® QD 200 mg QD NO

Methylphenidate” BID-TID 10-60 mg BID to TID Yes (TID)
. . UOmm must be individually adjusted

Dextroamphetamine® BID-TID 5-60 mg BID to TID

. 'Dose must be individually adjusted

Yes {TID)

*Up to 5 refills permitted within & months.

Please see full prescribing information in pocket,

_u_~.<_ IL

{MODAFINIL)E

Tablets

A prescription for
daytime wakefulness™




.m._\_\..ﬂni:n to PROVIGIL is easy.

mm_mnﬁ :..m m_o_o_.om.n: that <<o_._Am _ommﬁ *o_. your patients.

Day 1 Day 3 i
Stop Continue
methylphenidate PROVIGIL
at 4 v 200 mg/day
Stop No drug
methylphenidate
at4 pm
Reduce Reduce methylphenidate
methylphenidate dose by an additional
dose by 20%-40%: continue

20%-40% PROVIGIL 20C mg/day

 Tolerability and safety were similar with all 3 approaches.’

* Switching approach and dose should be determined at
physician’s discretion.

* Recommended dose: 200 mg taken once daily in the morning. T—N./\—D:l ‘

{(MODAFINIL)E
¢ 200 mg and 400 mg doses are effective and generally 5_3

A prescription for

S\Q\\ HONQH. a HQQ. daytime walefuiness™




Switch to PROVIGIL for all ¥
the right reasons.

* Proven efficacy as confirmed by objective and
subjective measures of wakefulness

¢ Long-term safety established for up to 88 weeks
e PROVIGIL has fewer prescribing restrictions than Schedule il agents
» Once-a-day dosing is convenient and may enhance compliance

e No black box warning

» Phone-in Rxs and refills permitted, no triplicate Rxs required

Switching to PROVIGIL is easy.
Request your free samples and
discover for yourself.

Simply complete-and return the sample request card enclosed.

References: 1. US Modafinil in Marcolepsy Multicenter Study Group. Randomized Urial of modafinil for the treatment of pathalogical scmnclence in
narcolepsy. Ann Meurol, 1998;43:88-97. 2. US Modafinil in Narcclepsy Multicenter Study Group. Modafinil administration and withdrawal in narcclepsy
patients with excessive daytime somnolence. Meurology. In press. 3, Mitler MM, Harsh J, Hirskkowitz M, Guilleminautt C. Long-term efficacy and safety of
madafinil (PROVIGIL®) for the treatment of excessive daytime sleepiness associated wilh narcolepsy. m___mm_c_ima_ 2000;1:231-243. 4. Data on file. Cephalon,
e, 5. PROVIGIL full prescribing information. 6. Key Lo controlled substances categories. In: Physicians’ Desk Reference. Sdth ed. Montvale, M)

- Medical Economics Co; 2000:345. 7. Ritalin® {methyiphenidate HClY prrescribing information. East Hanover, M} Novartis Pharmaceuticals; 2000,
8. Dexedrine® {dextroamphetamine sulfate) prescribing information. Philadelphia, Pa: SmithKline Beecham Pharmaceuticals; 2000,

Please see full prescribing information in pocket.

for more information about PROVIGIL, please visit our Website at www.PROVIGIL.com or call Cephalon Professional Services
at 1-800-896-5855.

© 2000 Cephalon, Inc.  PRO215  Oct 2000 All rights reserved.  Printed in USA.
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A wake-promoting alternative
for your psychiatry practice...
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PROVIGIL: A prescription for daytime wakefulness™

PROVIGIL has proven efficacy.

— PROVIGIL improved patients’ ability to remain awake during
the day by 33%-39% after 9 weeks as measured by MWT, 2

— PROVIGIL improved patients’ mc__:a\ to participate in daily
activities by 20%-32% as measured by ESS."*

~ PROVIGIL improved the dlinical conditions of 649%-72% of
patients after 9 weeks as measured by CGI-C.'#

PROVIGIL 'is convenient
for you and your patients.

- No triplicate Rxs Eﬂc_aQ
— Phone-in prescriptions and refills permitted.

— Once-a-day dosing.-

*MWT: Maintenance of Wakefulness Test, an objective assessment of sleepiness that measures patients’ ability o remain awake.

PROVIGIL has proven safety.

— PROVIGIL was generally well tolerated. Most frequently
reported adverse events were headache, nausea,
nervousness, anxiety, infection and insomnia {most adverse
events were mild to moderate).

- May interact with drugs that inhibit, induce or are
metabolized by cytochrome P450 isoenzymes.

_U_N.Sn__m |

{MODAFINIL)E
Tablets
For excessive daytime sleepiness

TESS: Epworth Sleepiness Scale, a validated patient self-questionnaire that provides a subjective measurement of sleepiness, associated with narcolepsy
*CGHC: Clinical Global Impression-Change over time, a validated independent physician rating assessment.




PROVIGIL has a proven safety profile.

e PROVIGIL is a C-IV agent. As a class, C-IV agents have lower potential for abuse than C-li m@maﬁ 5
« The acute effects of PROVIGIL on mood were not significantly different from

placebo as measured by Profile of Mood States.’ —U—N./\—O——l

« Long-term safety established for up to 88 weeks in open-label extensions.* (MODAFINIL)
» PROVIGIL did not interfere with nighttime sleep architecture.””* :zma
« Adverse events with PROVIGIL were generally mild to moderate in severity. %@ﬂmﬂﬁmfﬂz

The highly selective CNS activity of PROVIGIL is distinct from amphetamine and methylphenidate
in pre-clinical models.”*'

PROVIGIL \/

amphetamine

cA = caudate AH = anterior hypothalamus Data adapted from Lin, Hou, Jouvet, 1996, study in cat.

*In two 9-week, randomized, double-blind, placebo-controfled, multicenter trials (n= 554), nocturnal polysomnography data were collected to determine the effect of modafinil on nighttime sleep
parameters in patients with narcolepsy. :
The relationship of these findings in animals to the effects of PROVIGIL in humans has not been established. Please see full prescribing information in pockel,




¢

.m._\S.ﬁnE:Q to PROVIGIL is easy.

mm_mnﬂ ﬁ:m m_u_o_.om_n_._ that <<o_._Am _omﬂ *o_, your patients.

) Day 1 e | Um<~ IR Day 3 " Day4
zoEmm:o:ﬁ H Stop z_mﬁ ..>z..mﬁ§_. __ e Continue mozﬁ_scm
L methylphenidate - "PROVIGIL™ ~ * PROVIGIL " 'PROVIGIL
N R at 4 pm o, 200mg/day. - 200 mg/day A Noo 3@&%
‘With washout Stop © " Nodwg - No drug “Start _umosm__.
. methylphenidate T : _ :
o o at 4 pm o _ o
.mﬁﬂ.&&i:. . Reduce 0 Maintain. 7 Reduce methylphenidate _ :
o methylphenidate Bm.ﬁg_n:m:_amﬁm n_Omm - dose by an additional _ Bmﬁg_urm:_amﬁm
dose by . star vxo<_m=. 20%-40%; continue continue _umo<_m=. __.
20%-40% 200 3@\0_% _. - PROVIGIL 200 mg/day 200 3@&% ,
. q.oumwm?.:c\ and safety were similar with all 3 mb_cﬁomnrmm.:
» Switching approach and dose should be determined at
physician’s discretion.
e Recommended dose: 200 mg taken once daily in the morning. —U—6<—O——l
e 200 mg and 400 mg doses are effective and generally well tolerated. (MODAFINIL)E :
Tablet
*Randomized study of 35 patients. A prescription for e
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‘Switch to PROVIGIL for all
the right reasons.

* Proven efficacy as confirmed by objective and
subjective measures of wakefuiness

* Long-term safety established for up to 88 weeks

* PROVIGIL does not adversely affect sleep architecture
or Profile of Mood States

* No black box warning
* Phone-in Rxs and refills permitted, no triplicate Rxs required

Switching to PROVIGIL is easy.
Request your free samples and
discover for yourself.

Simply noa.owmwm and return the sample request card enclosed.

References: 1, US Modafinil in Narcolepsy Multicenter Study Group. Randomized trial of modafinil for the Ereatment of pathological samnolence in narcclepsy. Ann
Meurod. 15998;43,88-97, 2. US Modafinil in Narcolepsy Multicenter Study _mac__uu‘ Modafinil administration and withdrawal in nascolepsy patients with excessive
daytime somnolence. Meurclogy. 2000,54:1166-1175. 3. Key to controlled substares categaries. In: Physicians’ Desk Reference. 54th ed, Montvale, hJ; Medical
Economics Co; 2000:345. 4, Broughton RJ, Fletning JAE, George CFF, el al. Randomized, double-blind, placebo-contralled crassover trial of modafiril in the treatment
of excessive daylime sleepiness in narcolepsy. Newrofogy, 1997,49:444-451. 5, Data on file. Cephalon, Inc. 6. hitler M&A, Harsh J, Hirshkowitz M, Guilleminault C.
Long-term efficacy and safety of modafind (PROVIGILY] for the treatment of excessive daytime sleepiness associated with narcolepsy. Sleeo Med. 2000;1:231-243.
7. Lin -5, Hou Y, Jouvet M. Potential brain neuronal targets for amphetamine-, methylphenidate-, and madafinil-induced wakefulness, evidenced by c-fos immunocy-
. tochermistry in the cat. Proc Mat! Acad Scf USA. 1996;93:14123-14133. 8, Edgar DM, Seidel WE Modafinil induces wakefulness without intensifying motor activity or
subsequent rebound hypersomno®ence in the ral. J Pharmacol Exp Ther. 1997,283:757-769.

Please see full presciibing information in pocket,
For more information about PROVIGIL, please visit aur Website at wawnw.PROVIGILcom or call Cephalon Frofessional Services at 1-800-896-5855,
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PROVIGIL: A prescription for daytime wakefulness™

PROVIGIL has proven efficacy.

- PROVIGIL improved Um:msmamg_xf to remain awake during
the day by 33%-39% after 9 weeks as measured by MWT, "2*

~ PROVIGIL improved patients’ ability to participate in daily
activities by 20%-32% as measured by ESS."**

~ PROVIGIL improved the clinical conditions of 64%-72% of
patients after 9 weeks as measured by CGI-C.'?*

PROVIGIL is convenient
for you and your patients.

- No triplicate Rxs required,
- Phone-in prescriptions and refills permitted.

- Once-a-day dosing.

“MWT. Maintenance of Wakefuiness Test, an objective assessment of sleepiness that measures patients’ ability to remain awake.

PROVIGIL has proven safety.

- PROVIGIL was generally well tolerated. Most frequently
reported adverse events were headache, nausea,
nervousness, anxiety, infection and insomnia (most adverse
events were mild to moderate),

- May interact with drugs that inhibit, induce or are
metabolized by cytochrome P450 isoenzymes.

PROVIGIL

{MODAFINTL)E
Tablets

For excessive daytime sleepiness
assoclated with narcolepsy

fESS: Epworth Sleepiness Scale, a validated patient self-questionnaire Emﬁ%ﬁo.‘,_amm a subjective measurement of sleepiness,

*CGI-C: Clinical Global Impression-Change over time, a validated indepen

ent physician rating assessment.




PROVIGIL has a proven safety profile.

* PROVIGIL is a C-1V agent. As a class, C-IV agents have lower potential for abuse than n..: mmm:um s
* The acute effects of PROVIGIL on mood were not significantly different from

placebo as measured by Profile of Mood States.* . . —U—NOSO——l

* Long-term safety established for up to 88 weeks in open-label extensions.**

(MODAFINILY
* PROVIGIL did not interfere with nighttime sleep architecture.’** ;ﬁ._%
* Adverse events with PROVIGIL were generally mild to moderate in severity. e o

The highly selective CNS activity of PROVIGIL is distinct from amphetamine and methylphenidate

in pre-clinical models.”*

PROVIGIL ~ amphetamine

Ca = caudate AM = anterior hypothalamus Data adapted from Lin, Hou, Jouvet, 1996, study in cat,

*In two 9-week, randomized, double-blind, placebo-controlled, multicenter triafs {n=554),
parameters in patients with narcolepsy.

nocturnal polysomnography data were collected to determine the effect of modafinil on nighttime sleep

TThe relationship of these findings in animals to the effects of PROVIGIL in humans has not been established. Please see full prescribing information in pocket,
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Switching to PROVIGIL is easy.

Select the m_u_u_.om_n: that quxm _omﬂ *oq your patients.
No Euu_,_o_cd.___ Stop R _zmﬁ _sz._mﬁn‘ __. | Continue 3 no:ﬂ_:cm _
S methylphenidate - .~ PROVIGIL . . PROVIGIL “PROVIGIL :
o o at 4 pu - 200mg/day 200 mg/day . Noo mg/day -
With washout Stop " Nodg No drug ' Start PROVIGIL
methylphenidate S | 200 mg/day
_ at 4 pm S _ IR . o
Step down __ Reduce o Maintain o  Reduce methylphenidate = __mﬁou ;
T methylphenidate Bmﬁrﬁbjm:amﬁm dose; - dose by an additional - methylphenidate;
dose by - start PROVIGIL - 20%-40%; continue continue- PROVIGIL
20%-40% 1 200mg/day ~ PROVIGIL 200 mg/day 200 mg/day

» Tolerability and safety were similar with all 3 approaches.**

» Switching approach and dose should be determined at
physician’s discretion.

e Recommended dose: 200 mg taken once daily in the morning. —U—NOSD:I
» 200 mg and 400 mg doses are effective and generally well tolerated. (MODAFINILY
*Randomized study of 35 patients. A prescription for ﬂmw_mwm

daytime walefulness™




F - -Switch to PROVIGIL for all
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the right reasons.

¢ Proven efficacy as confirmed by objective and
subjective measures of wakefulness

* Long-term safety established for up to 88 weeks

* PROVIGIL does not adversely affect sleep architecture
or Profile of Mood States

* No black box warning
* Phone-in Rxs and refills permitted, no triplicate Rxs required

Send for more information
about PROVIGIL.

Simply complete and return the reply card enclosed.

References: 1. US odafiril in Marcolepsy Multicenter Study Group. Randomized trial of modafinil for the treatment of pathological somnolence in narcolepsy. Ann
Meurcl. 1998;43:88-97. 2. US Modafinit in Marcalepsy Multicenter mEnJ macm. Modafinil admi ion and withdrawal in narcolepsy patients with excessive
daytime somnolence. Neurplogy. 2000,54:1166-1175. 3. Key to cantrolled substarices categories. In; Physicians” Desk Reference. S4th ed. Montvale, N3 Medical
Economics Co; 2000:345, 4. Broughton RJ, Fleming JAE, George CFP et al. Randomized, double-blind, placebo-contralled crossover trial of modafinit i
of excessive daytime sleepiness in narcolepsy. Neurology, 1997,:49:444-451. 5, Data on fite. Cephalon, Inc, 6. Mitler kAM, Harsh ), Hirshkowitz M, .
Long-term efficacy and safety of modafinil (PROVIGIL®) for the treatment of excessive daytime sleepiness associated with narcolepsy. Steep iMed. 2000;1:231-243.
#.Un -5, Hou Y, Jouwvet dd. Potential brain neuronal targets for amphetamine-, methyiphenidate-, and modafinil-induced wakefulness, evidenced by c-fos immunacy-
tachemistry in the cat, Proc Matf Acad Sei USA, 1995,93:14128-14133, 8, Edgar DM, Seidel WE Modafinil induces wakefulness withoUt intensifying motor activity or
subsequent rebound hypersomnalence in the rat. J Pharmacofl Exp Ther. 1997:283:757-769.

Please see fult prescribing information in pocket.
For more inforrnation about PROVIGIL, please visit our Website at wwaw, PROVIGIL.com or call Cephalon Professional Services at 1-800-896-5855.
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Alert. Aware. Awake:




PROVIGIL has proven efficacy.

- PROVIGIL improved patients’ ability to remain awake during
the day by 33%-39% after 9 weeks as measured by MwWT,12x

- PROVIGIL improved patients’ ability to participate in daily
activities by 20%-32% as measured by ESS.t

= PROVIGIL improved the clinica conditions of 64%-72% of
patients after 9 weeks as measured by CGi-C."

PROVIGIL is convenient
for you and your patients.

= No triplicate Rxs required.
— Phone-in prescriptions and refills permitted.

- Once-a-day dosing.

*MWT: Maintenance of Wakefulness Test, an objective assessment of sleepiness that measures
YESS: Epworth Sleepiness Scale, a validated patient self-guestionnaire that provides a subjective
*CG-C: Clinical Global Impresslon-Change over time, a validated independent physician rating

patients’ ability to remain awake,
measurement of sleepiness,
assessment,

vmo VIGIL: A prescription for da ytime wakefulness™

PROVIGIL has proven safety.

= PROVIGIL was generally well tolerated. Most frequently
reported adverse events were headache, nausea,
nervousness, anxiety, infection and insomnia {most adverse
events were mild to moderate),

— Well tolerated for up to 88 weeks in open-label extensions,

- May interact with drugs that inhibit, induce or are
metabolized by cytochrome P450 isoenzymes,

O g
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Prescribing PROVIGIL is easy.

For you...
PROVIGIL has fewer prescribing restrictions than Schedule Il agents.

~ Schedule Triplicate Forms Refills - Phone-In Rxs
PROVIGIL®*® v NO YES* YES
Methylphenidate®” [ _ Yes No No
Dextroamphetamine®® | I Yes No _ No
For your patients,
Once-a-day dosing is convenient and may enhance patient compliance.
Uomz._o _"_.mn..._sz ~ Recommended Dose - Middle-of:the-Day Dosing
PROVIGIL® QD 200 mg QD NO
Methylphenidate’ BID-TID _ 10-60 mg BID to TID- Yes (TID)
¥ ~ Dose must be individually adjusted . _ ‘
Dextroamphetamine® . BID-TID 1 5-60 mg BID to TID _ Yes (TID)
: ' : Dose 3:& be _:9<_acm__< m&cﬂma
(MODAFIN _ L)€
Fc_m_
*Up 1o 5 refills permitted within 6 months, d m%:ﬂ”.mﬂﬂwm:_.__:ﬂmi
Please see full prescribing information in pocket.




Switching to PROVIGIL is easy.

mm_mnﬁ ﬁ:m m_uvqomn_‘_ that <<o_._c.. _omﬂ *o_. ‘your patients.

Day 1

Day 3

Stop
methylphenidate
at 4 pm

Cohtinue
PROVIGIL
200 mg/day

Stop
methylphenidate
at 4 pm

No drug

Reduce
methylphenidate
dose by
20%-40%

Reduce methylphenidate
dose by an additional
20%-40%; continue

PROVIGIL 200 mg/day

o Tolerability'and safety were similar with all 3 approaches.’

physician’s discretion.

well tolerated.

Switching approach and dose should be determined at

Recommended dose: 200 mg taken once daily in the morning.
200 mg and 400 mg doses are effective and generally

_u_ﬂ.<_h_=l
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A prescription for
daytime wakefulness™
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Switch to PROVIGIL for all ¥
the right reasons.

* Proven efficacy as confirmed by objective and
subjective measures of wakefulness

* Long-term safety established for up to 88 weeks
* PROVIGIL has fewer prescribing restrictions than Schedule Il agents
* Once-a-day dosing is convenient and may enhance compliance

* No black box warning

* Phone-in Rxs and refills permitted, no triplicate Rxs required

Send for more information
about PROVIGIL.

Simply complete and return the reply card enclosed.

References: 1. US Modaflnil in Narcolepsy Multicenter Study Group. Randomized trial of modafimil for the reatment of pathological somnolence in
narcolepsy. Ann Meurol, 1998,43:88-97, 2, US Modafinil in Narcolepsy Mufticenter Study Group. hModalinil administration and withdrawal in narcolepsy
patients with excessive daytime somnolence, cha__om_._\ In press. 3. Mitler MM, Harsh J, Hirshkowitz b, Guilleminault C. Long-termn efficacy and safety of
modafinil (PROVIGIL®} for the treaiment of excessive daytime sleepiness associated with narcolepsy. Sleep Med. 2000;1:231-243. 4. Data on file. Cephalon,
Inc. 5, PROVIGIL full prescribing information, 6. Key to controlled subslances calegories. In; Physicians’ Desk Reference. 54th ed. Mantvale, MI:
Medical Economics Co; 2000:345. 7. Ritalin® {methylphenidate HC I} prrescribing Information, East Hanover, MJ: Novartis Pharmaceuticals: 2000,
8. Dexedrine® {dextroamphetamine sulfate} prescribing information. Philadelphia, Pa: SmithKline Beecham Pharmaceuticals; 2000.

Please see full uamnacim information in pocket.

For more information about PROVIGIL, please visit our Website at www.PROVIGIL.com or call Cephalon Professional Services at
1-800-896-5855,

© 2000 Cephalon, Inc,  PRO198 Oct 2000 All rights reserved.  Printed in USA,
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vwmmn:cSm PROVIGIL is easy.

For you...
PROVIGIL has fewer prescribing restrictions than Schedule Il agents.
| Schedule Triplicate Forms Refills Phone-In Rxs
E&O{._m__.m..M v NO YES* YES
Methylphenidate®’ g Yes No No
Dextroamphetamine®® il Yes No No

For your patients.

Once-a-day dosing is convenient and may enhance patient compliance.

Dosing Frequency

Recommended Dose

Middle-of:the-Day Dosing

PROVIGIL? QD 200 mg QD NO

Methylphenidate’ BID-TID 10-60 mgBDto TID Yes (TID}
v Dose must be individually adjusted . _

Umxﬁom.aujmsi._:mm _ BID-TID 5-60 mg BID to TID Yes (TID)

Dose must be Sa_sacm_z m&cﬂma

*Up to 5 refills permitted within & manths.

Please see full prescribing information in pocket.
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PROVIGIL has proven efficacy.

- PROVIGIL improved patients’ ability to remain-awake during
the day by 33%-39% after 9 weeks as measured by MWT."#*

— PROVIGIL improved patients’ ability to participate in daily
activities by 20%-32% as measured by £SS.+*

- PROVIGIL improved the clinical conditions of 64%-72% of
patients after 9 weeks as measured by CGI-C.'*

PROVIGIL is convenient
for you and your patients.
- No triplicate Rxs required.

— Phone-in prescriptions and refills permitted.

- Once-a-day dosing.

*WT Maintenarice of Wakefulness Test, an objective assessment of sleepiness that measures patients’ ability to remain awake.
tESS: Epworth Sleepiness Scale, a validated patient seff-questionnaire that %Ec_amm a subjective measurement of sleepiness.
ent physician rating assessment.

1CGI-C: Clinicat Global Impresslon-Change over time, a validated indepen

PROVIGIL has proven safety.

— PROVIGIL was generally well tolerated. Most frequently
reported adverse events were headache, nausea,
nervousness, anxiety, infection and insomnia {most adverse
events were mild to moderate).

- Well tolerated for up to 88 weeks in open-label extensions.>

- May interact with drugs that inhibit, induce or are
metabolized by cytochrome P450 isoenzymes.

Tablets

For excessive daytime sleepiness
associated with narcolepsy




What woulc you prescribe
|mprove Wd kerIHQSS in patients
who present with these comp\alnts'? :

Fatigue or tiredness

Lack of energy

Sleepiness

with excessive daytime sieapiness PR.VIGIL

associated with narcolepsy (MODAFINITL)

Tablets




Consider PRO\/|G|L’ ) nigue

wake-promoting agent.

I feel better.

58%-72% of narcolepsy
patients showed overall _ i
improvement in CGI-C - I’m ableto be more
with PROVIGIL."? actlve durihg_.__th_e'_ day .

PROVIGIL improved narcolepsy patients’
ability to participate in daily activities by
20%—32% based on ESS.'*

Thiaek

PR

* CGI-C: Clinical Global Impression-Change over time, a validated independent physician

rating assessment.
1 ES5: Epworth Sleepiness 5cale, a validated patient self-questionnaire that providas a subjective

measurement of sleepiness.

References: 1. US Modafinil in Narcolepsy Multicenter Study Group. Ann Neurol. 1998:43:88-97.
2 US Modafinil in Narcolepsy Multicenter Study Group. Neurology: 2000;54:1166-1175. 3. Lin J3,
Hou Y, Jouvet M, Proc Natl Acad Sci USA, 1996;93:14128-14133, 4, Edgar DM, Seidal WE /
Pharmacol Exp Ther 1997, 283:757-769. 5. Data on file, Cephalon, inc. 6. Physician’s Desk

# MWT: Maintenance of Wakefulness Test, an objective assessment of sleepiness that measures Reference, current edition,
patients’ ability to remain awake. Pease see brief summary of prescribing infarmation at the end of this advertisement,
. § The relationship of these findings in animals to the effects of PROVIGIL in humans has not vate 9

been established.




and read WIthOUt
"dozing off.

PROVIGIL improved narcolepsy
patients’ ability to remain
awake during the day by
33%-39% in MWT."#

For more information about PROVIGIL, please call
Cephalon Professional Services at 1-800-896-5855
or visit our Website at www.PROVIGIL com
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To improve wakefulness in patients
with excessive daytime sleepiness
associated with narcolepsy

PROV'G IL keeps patients

Alert, Aware, Awake all day.
And still lets them sleep at night.

PROVIGIL works differently from stimulants
in predlinical models.
* PROVIGIL promotes wakefulness without widespread CNS stimulation.

» Unlike stimulants, PROVIGIL does not mediate wakefulness by a
dopaminergic mechanism.

Pharmacologic activities in preciinical models,*

PROVIGIL Amphetamine Methylphenidate

Wakefulness ++ ++ ++
Locomator activity —/+ ++ +
Stereotypy - ++ ++
Anxiety - ++ ++
Intense NREM rebound - ++ +4
Blood pressure - + +
Heart rate - + +
L — = No aClivity  —/+ = minimal activity 4+ marked acuvity J

PROVIGIL offers proven efficacy as confirmed by
objective and subjective measures of wakefulness.

* Both prior stimulant users and newly diagnosed patients stayed awake
longer with PROVIGIL.
PROVIGIL does not disrupt nighttime sleep patterns.-

* Won't interfere with the architecture of nighttime sleep or with patients’
ability to fall asleep when needed.

» No statistical difference vs placebo in nighttime sleep duration.
* Incidence of insomnia comparable to placebo (5% vs 3%).°

PROVIGIL has a proven safety profile.

* PROVIGIL is generally well tolerated. Most frequently reported
adverse events were headache, nausea, nervousness, anxiety, infection
and insomnia. Most adverse events were mild to moderate.

+ Long-termn safety has been established for up to 136 weeks?

* May interact with drugs that inhibit, induce or are metabalized by
cytochrome P450 isoenzymes.

PROVIGIL is easy to prescribe.

» PROVIGIL, a @ agent, has few prescribing restrictions and low abuse potential
cormpared to @ agents such as methylphenidate or dextroamphetamine.®

— Phone-in prescriptions and refills permitted.
— No triplicate/multiple prescriptions required.

PROVIGIL offers convenient once-a-day dosing.
* Recommended dose: 200 mg taken once daily in the morning.
* 200 mg and 400 mg doses are effective and generally well tolerated.




PROVIGIL® (madafinil) TABLETS
BRIEF SUMMARY: Consull Package Insert for Complete P Thing nf

INDICATIONS and USAGE: To improve wakefulness in patients with excessive daytime sleepiness associated
with narcolepsy.

CONTRAINDICATIONS: Known hypersensitivity to PROVIGIL

PRECAUTIONS: General: Patients should be cautioned about operating an automobile or other hazardous
machinery until they are reasonably certain that PROVIGIL therapy will not adversely affect their ability to
engage in such activities.

Cardigvascular System: In clinical studies of PROVIGIL, signs and symptoms including chest pain,
palpitations, dyspnea, and transient ischemic T-wave changes on ECG were observed in 3 subjects in
association with mitral valve prolapse or left ventricular hypertrophy. It is recommended that PROVIGIL
tablets not be used in patients with a history of left ventricular hypertrophy or ischemic ECG changes, chest
pain, archythmia or other clinically significant manifestations of mitral valve prolapse in associalion with CNS
stimulant use. Patients with a re¢ent history of Ml or unstable angina should be treated with caution. Periodic
monitoring of hypertensive patients taking PROVIGIL may be appropriate.

Central Nervous System: Caution should be exercised when PROVIGIL is given to patients with a history of psychasis,
Pallenls with Severs Renal Impairment: Treatment with PROVIGIL resulted in much higher exposure to
its inactive metabolite, modafinil acid, but not PROVIGIL itself.

Patignts with Severe Hepatic Impairment: PROVIGIL should be administered at a reduced dose because
its clearance is decreassd.

Patients Using Cont I The effecti of steroidal contraceptives may be reduced when used
with PROVIGIL and for 1 month after discontinuation. Alternative or concomitant methods of contraception
are recommended during and for 1 month after treatment.

Information for Patients: Physicians are advised to discuss the following with patients taking PROVIGIL:
Pregnancy: Animal studigs to assess the effects of PROVIGIL on reproduction and the developing fetus were
not conducted so as to ensure a comprehensive evaluation of the potential of PROVIGIL to ad ly affect

PROVIG IL

{(MODAFINIL)E

Tablets

Labar and Delivery: The effect of PROVIGIL on labor and delivery in humans has not been systematically
investigated, Seven normal births occurred in patients who had received PROVIGIL during pregnancy.
Nursing Mathers: It is not known whether PROVIGIL or its metabolite are excreted in human milk. Caution
should be exercised when PROVIGIL is administered to nursing woman,

PEDIATRIC USE: Safely and effectiveness in individuals below 18 years of age have nat been established,
GERIATRIC USE: Safety and effectiveness in individuals above 65 years of age have not been established.
ADVERSE REACTIONS: PROVIGIL has been evaluated for safety in over 2200 subjects, of whom more than
900 subjects with narcolepsy or narcolepsyhypersomnia were given at least 1 dose of PROVIGIL. In
controlied clinical trials, PROVIGIL was well tolerated, and most adverse experiences were mild 1o moderate.
The most commonly observed adverse events (25%) associated with the use of PROVIGIL more frequently
than placebo-treated patients in controlled US and foreign studies were headache, infection, nausea,
nervousness, anxiety, and insornnia. In US controlied trials, 5% of the 369 patients who received PROVIGIL
discontinued due 10 an adverse experience. The most frequent (21%) reasons for discontinuation that
occurred at a higher rate for PROVIGIL than placebo patients were headache (1%). nausea (1%). depression
(1%) and nervousness (1%). The incidence of adverse experiences that occurred in narcolepsy patients ata
rate of *1% and were more frequent in patients treated with PROVIGIL than in placebo patients in US
controlled trials are listed below. Consult full prescribing information on adverse events.

Body as a whaole: Headache,' chest pain, neck pain, chills, rigid neck, fever/chills

Digestive: Nausea,' diarrhea,’ dry mouth,’ anorexia,' abnormal liver function,? vomiting, mouth ulcer, gingivitis, thirst
Respiralory system: Rhinitis,' pharyngitis.’ lung disorder, dyspnea, asthma, epistaxis

Nervous syslem: Nervousness,! dizziness, depression, anxiety, cataplexy, insomnia, paresthesia,
dyskinesia? hypertomia, confusion, amnesia, emotional lability, ataxia, tremor

fardigvastular: Hypotension, hypertension, vasodilation, arthythmia, syncope

Hemic/Lymphatic: Eosinophilia

Special senses: Amblyopia, abnormal vision

fertility, or cause embryolethality or teratogenicity. Patients should notify their physician if they becomne
pregnant or intend to become pregnant during therapy. They should be cautioned of the potential ingreased
risk of pregnancy when using steroidal contraceptives (including depot or implantable contraceptives) with
PROVIGIL and for 1 month after discontinuation. Nursing: Patients should notify their physician if they are
breast feeding. Cancomitant Medication: Patients should inform their physician if they are taking or plan to
take any prescription or over-the-counter drugs, because of the potential for drug interactions. Aleohal: It is
prudent to avold alcohol while taking PROVIGIL. Alfergic Reactions: Patients should notify their physician if
they develop a rash, hives, or a related allergic phenomenon,
Drug Imeractions: CNS Active Drugs: In a single-dose study, coadministrtion of PROVIGIL 200 mg with
methylphenidate 40 mg delayed the absorption of PROVIGIL by approximately 1 hour. The coadministration
of a single dose of clemipramine 50 mg with PROVIGIL. 200 mg/day did not affect the pharmacokinetics of
either drug. One incident of increased levels of clomipramine and its
active metabolite desmethylclomipramine has been reported. In a
single-dose study with PROVIGIL (50, 100 or 200 mg) and triazolam
0.25 mg. no cfinically important alterations in the safety profile of
either drug were noted. In the absence of interaction studies with
maonvamine oxidase (MAQ) inhibitors, caution should be
ised. Potential Interactions with Drugs That inhibit, Induce,
or Are Metabolized by Cytochi P-450 1 Y and Other
Hepatic Enzymes: Chronic dosing of PROVIGIL 400 mo/day
resulted in —20% mean decrease in PROVIGIL plasma trough
concentration suggesting that PROVIGIL may have raused
induction of its metabolism. Coadministration of potent inducers of
CYP3A4 (eg, carbamazepine, phenobarbital, rifampin) or inhibitors of CYP3Ad (eg, ketoconazole,
itraconazole) could alter lhe levels of PROVIGIL. Caution needs to be exercised when PROVIGIL is coadmin-
istered with drugs that depend on hepatic enzymes for their clearance; some dosage adjustment may be
required. Potentially relevant in vivo effects of PROVIGIL based on i vitro data are;
A slight induction of CYP1A2 and CYP2B6 in a concentration-dependent manner has been observed.
A modest induction of CYP3A4 in a concentration-dependent manner may resull in lower levels of GYP3A4
substrates (eg, cyclosporineg, steroidal cortraceptives, lheophylline).
An apparent concentration-related suppression of expression of CYP2C9 activity may result in higher levels
of CYP2CY substrates (eg, warfarin, phenytoin).
A reversible inhibition of CYP2C19 may result in higher tevels of CYP2C19 substrates (eg, diazepam, propranciol,
phenytoin, S-mephenytain).
In some patients deficient in CYP206, the amount of metabolism via CYP2C19 may be substantially larger.
Co-therapy with PROVIGIL may increase levels of some tricyclic antidepressants (eg, clomipramine,
desipramine).
Carcinog is, M i pail of Ferlility
Carcinogenesis: The haghest dose studied in carcinogenesis studies represents 1.5 times (mouse) or
3 times (rat) the maximum recommended human daily dose of 200 mg on 3 m/m= basis, There was
no evidence of tumorigenesis associated with PROVIGIL administration in these studies, but because
the mouse study used an inadequate high dose below thal representative of a maximum toleraled dose, the
carcinpgenic potential in that species has not been fully evaluated. Mutagenesis: There was no evidence of
mutagenic or clastogenic potential of PROVIGIL. fmpairment of Fertifity: When PROVIGIL was adminis-
tered orally to male and female rats prior 10 and throughout mating and gestation at up to 100 mg/kg/day
(4.8 times the maximum recommended daily dose of 200 mg on 3 mg/me basis) no effects on fertility were
seen, This study did not use sufficiently high doses or large enough sample size to adequately assess effects
on fertility.
Pregnancy: Pregnancy Calegory C: Embryotoxicity was observed in the absence of matemal toxicity when
rats received oral PROVIGIL throughout the period of organogenesis. At 200 mg/kg/day (10 times the
maximum recommended daily human dose of 200 mg on a mg/me basis) there was an increase in
resorption, hydronephrosis, and skeletal variations. The no-effect dose for these effects was 100 ma/kg/day
(5 times the maximym recommended daily hurman dose on a mg/m? basis). When rabbits received oral
PROVIGIL throughout organogenesis at doses up to 100 mg/kg/day (10 times the maximum recommended
daily human dose on a mg/mz basis), na embryotoxicity was seen. Neither of these studies, however, used
optimal doses for the evaluation of embryotoxicity. Although a threshold dose for embryotoxicity has been
identified, the full spactrum of potential toxic effects on the fetus has not been ¢haracterized. When rats
ware dosed throughout gestation and lactation at doses up to 200 mg/kg/day, no developmental toxicity
was noted post-natally in the offspring. There 4re no adequate and well-controlled teials with PROVIGIL in
pregnant women. PROVIGIL should be used during pregnancy only if the potential benefit outweighs
the potential risk,

Metabolic/Nutritional; Hyperglycemia, albuminuria

Musculo-skeletal: Joint disorder

Skin/Appendages: Herpes simplex, dry skin

Urogenital: Abrormal urine, urinary retention, abnormal ejaculation*

'Incidence =5%,’ Elevated liver enzymes.? Qro-facial dyskinestas,* Incidence adjusted for gender.

Dose Dependency: In US trials, the only adverse experience mare frequent (=5% difference} with
PROVIGIL 400 mg/day than PROVIGIL 200 mg/day and placebo was headache.

Vital Signs Changes: There were no consistent effects or pattems of change in vital signs for patients
treated with PROVIGIL in the US trials.

Weighl Changes: There were no clinically significant differences in body weight change in patients
treated with PROVIGIL compared to placebo.

Lahoratory Changes: Mean plasma levels of gamma-glutamyl transferase {(GGT) were higher follawing
administration of PROVIGIL but not placebo. Few subjects (1%%) had
GGT elevations outside the normal range. Shift to higher, but not
clinically signilicantly abnormal, GGT values appeared to increase
with time on PROVIGIL. No differences were apparent in alkaling
phosphatase, alaning aminotransferase, aspartate aminotransterase,
total protein, albumin, or total bilirubin. There were more elevated
eosinophil counts with PROVIGIL than placebo in US studies; the
differences were not clinically significant.

ECG Changes: No treatment-emergent pattern of ECG abnormalities
was found in US studies following administration of PROVIGIL.
DRUG ABUSE and DEPENDENCE: Abuse Potential and
Dependence: In addition to wakefulness-promoting effect and
increased locomator activity in animals, in humans, PROVIGIL produces psychoactive and euphoric effecls,
alterations in mood, perception, thinking, and feelings typical of other CNS stimulants. /n vitro, PROVIGIL
binds to the dopamine reuptake site and causes an increase in extragellular dopamine but no increase in
dopamine release. PROVIGIL is reintorcing, as evidenced by its self-administration in monkeys previously
traingd to self-administer cocaing, In some studies PROVIGIL was also partially discriminated as stimulant-
like. Physicians should follow patients closely, especially those with a history of drug and/or stimulant (gg,
melhylphenidate, amphetarnine, or cocaine) abuse. Patients should be observed for signs of misuse or
abuse (eg, incrementation of doses or drug-seeking behavior), In individuals experienced with drugs of
abuse, PROVIGIL produced psychoactive and euphoric effects and feelings consistent with other scheduled
CNS stimulants (mathylphenidate). Patients should be abserved for signs of misuse or abuse.
Withdrawal: Following 9 weeks of PROVIGIL use in 1 US trial. no specific symptoms of withdrawal were
observed during 14 days of observation, although sleepiness returned in narcoleptic patients.
OVERDOSAGE: Human Experience: A total of 151 doses of =1000 mg/day (5 times the maximum
recommended daily dose) have been recorded for 32 individuals. Doses of 4500 mg and 4000 mg were
taken intentignally by 2 patients participating in foreign depression studies. In both cases, adverse
experiences observed were limited. expected, and not lile-threatening, and patients recovered fully by the
following day. The adverse experiences included excitation or agitation, insomnia, and glight or moderate
glevations in hemodynamic parameters. [n neither of these cases nor in others with doses =1000 mg/day,
including experience with up to 21 consecutive days of dosing at 1200 mg/day, were any unexpected effects
or specific organ toxicities observed. Other observed high-dose effects in clinical studies have included
anxigty, irritability, agqressiveness, confusion, nervousness, tremar, palpitations, sleep disturbances,
nausea, diarrhea, and decreased prothrombin time. Overdose Management: No specific antidote to the toxic
effects of PROVIGIL overdose has been identified. Overdoses should be managed with primarily supportive
care, including cardiovascular monftoring. Emesis or gastric lavage should be considered. There are no data
suggesting that dialysis or uninary acidification or alkalinzation enhance drug elimination. The physician
should consider contacting a poison-control center on the treatment of any overdose.

Manufactured for: Cephalon, inc., West Chester, PA 19380 -
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\What woud you prescribe t
improve Wd ketulness patients
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Lack of energy

Fatigue or tiredness

Sleepiness

To improve wakefulness in patients “\
with excessive daytime sleepiness PROVI
associated with narcolepsy AMODAFINTL)G~

Tablets




Consider PROV|G|L a unigue §

wake-promoting agent

feelmg Ilke
myself agam

58%—72% of narcolepsy
patients showed improvement
in CGI-C with PROVIGII..*>*

* CGI-C: Clinical Global Impression-Change over time, a validated independent physician
rating assessment,

+ MWT: Maintenance of Wakefulness Test, an objective assessment of sleepiness that measures
patients’ ability to remain awake.

+ E55: Epworth Sleepiness Scale, a validated patient self-questionnaire that provides a subjective
measurement of sleepiness.

§ The relationship of these findings in animals to the effects of PROVIGIL in humans has not
been established.

'Now I mmnot dozmg
- off all the time.

PROVIGIL improved 'narcolepsy
patients’ ability to remain awake
during the day as measured by MWT .2

References: 1. US Modafinil in Narcolepsy Multicenter Study Group. Ann Newrol. 1998;43:88-97,
2. U$ Modafinil in Narcolepsy Multicenter Study Group, Neurology. 2000;54:1166-1175.

3. Schwartz JR, et al. [Abstract 1189.K2]. Sleep. 2000;23(suppl 2):A306, 4. Data on file,
Cephalon, Inc. 5. Lin JS, Hou Y, Jouvet M. ProC Natf Acad Sci USA. 1996;93:14128-14133.

6. Edgar DM, Seidal WE. / Pharrnacef Exp Ther: 1997;283:757-769. 7. Physician's Desk Reference,
current edition.

Please see brief summary of prescribing infarmation at the end of this advertisement.



'actl e durmg the day |

ESS scores of narcolepsy
patients significantly improved
vs baseline in just one week
with PROVIGIL (P<0.001).34*

For more information about PROVIGIL, please call
Cephalon Professional Services at 1-800-896-5855
or visit our Website at www.PROVIGIL.com

PROVIGIL

(MODAFINIT)G

Tablets
To improve wakefulness in patients
with excessive daytime sleepiness
associated with narcolepsy

PROVI G I I_ keeps patients

Alert, Aware, Awake all day.
And still lets them sleep at night.

PROVIGIL works differently from stimulants
in preclinical models.**

N
rHigth selective CNS activity, distinct from amphetamine and methylphenidate

——,—.—.

d\),

PROVIGIL amphetamine methylphenidate

k CA=caudate  AH = anterior hypothalamus  Datd adupted from Lin, Hou, louvet, 1995, Sty in eat. J

* PROVIGIL promates wakefulness without widespread CNS stimulation.

* PROVIGIL acts selectively in areas of the brain believed to requiate
normal wakefulness.

* Unlike stimulants, PROVIGIL does not mediate wakefulness by a
doparninergic mechanism,

PROVIGIL does not disrupt nighttime sleep patterns.*?

* Won't interfere with the architecture of nighttime sleep or with patients’
ability to fall asleep when needed.

* No statistical difference vs placebo in nighttime sleep duration.

PROVIGIL has a proven safety profile.

* PROVIGIL is generally well tolerated. Most frequently reported adverse
events were headache, nausea, nervousness, anxiety, infection and
insomnia. Most adverse avents were mild to moderate.

* Long-term safety has been established for up to 136 weeks.*

* May interact with drugs that inhibit, induce or are metabolized by
cytochrome P450 isoenzymes.

PROVIGIL has low abuse potential,’

* PROVIGIL, a & agent, has fewer prescribing restrictions than @ agents
such as methylphenidate or dextroamphetamine.
— Phone-in prescriptions and refills permitted.
— No triplicate/multiple prescriptions required.

PROVIGIL offers convenient once-a-day dosing.

* Recommended dose: 200 mq taken once daily in the morning.
* 200 mg and 400 mg doses are effective and generally well tolerated,




‘are Awake'

PROVIGIL® (modafinil) TABLETS

BRIEF SUMMARY: Consult Package Insert for Complele Prescribing Information

INDICATIONS and USAGE: To improve wakefulngss in patients with excessive daytimeg sleepiness associated
with narcolepsy.

CONTRAINDICATIONS: Known hypersensitivity to PROVIGIL

PRECAUTIONS: General: Patients should be cautioned about operating an automobite or other hazardous
machinery until they are reasanably certain that PROVIGIL therapy will not adversely affect their ability to
engage in such activities.

Cardlpvascular System: |n clinical studies of PROVIGIL, signs and symptoms including ¢hest pain,
palpitations, dyspnea, and transient ischemic T-wave changes on ECG were observed in 3 subjects in
agsaciation with mitral valve prolapse or left ventricular hypertrophy. [t is recommended that PROVIGIL
fablets not be used in patients with a history of left ventricular hypertrophy or ischemic ECG changes, chest
pain, arrhythmia or other clinically significant manifestations of mitral valve prolapse in association with CNS
stimulant use. Patients with a recent history of M| or unstable angina should be treated with caution. Periadic
monitoring of hypertensive patients taking PROVIGIL may be appropriate.

Central Nervous System: Caution should be exercised when PROVIGIL is given to patients with a history of psychosis.
Fatients with Severe Renal Impainnent: Treatment with PROVIGIL resulted in much higher exposure to
its inactive metabolite, modafinil acid, but not PROVIGIL itself.

Patients with Severe Hepatic Impairment: PROVIGIL should be administered at a reduced dose because
its ¢learance is decreased.

Palients Using Contraceplives: The ettectiveness of steroidal contraceptives may be reduced when used
with PROVIGIL and for 1 month afler discontinuation. Alternative or concomitant methods of contraception
are recommended during and for 1 month after treatment.

information tor Palients: Physicians are advised to discuss the following with patients taking PROVIGIL:
Pregnancy;: Anirnal studies to assess the effects of PROVIGIL on reproduction and the developing fetus were
not conducted 5o a3 to ensure a comprehensive evaluation of the potential of PROVIGIL to adversely affect
fertility, or cause embryolethality or teratogenicity, Patients should notify their physician if they become
pregnant or intend to become pregnant during therapy. They should be cautioned of the potential ingreased
risk of pregnancy when using steroidal contraceptives (including depot or impiantable contraceptives) with
PROVIGIL and for 1 month after discontinuation. Nursing: Patients should notify their physician if they are
breast feeding. Concomitant Medication: Patients should inform their physician if they are taking or plan to
take any prescription or over-the-counler drugs, because of the potential for drug interactions, Afcobal: |t is
prudent to aveid alcohol while taking PROVIGI., Alfergic Reactions- Fatients should notify their physician if
they develop a rash, hives, or a related allergic phienomenon,

Drug Imeractions: CNS Active Drugs: In a single-dose study, coadministration of PROVIGIL 200 mg with
methyiphenidate 40 mg delayed the absorption of PROVIGIL by approximately 1 hour, The coadministration
of a single dose of clomipramine 50 mg with PROVIGIL 200 mg/day did not aftect the pharrgcokinetics of
either drug. One incident of increasad levels of clomipramine and its
active metabolite desmethylclomipramine has been reported, In a
single-dose study with PROVIGIL (50, 100 or 200 mg) and triazofam
0.25 mg, no clinically important alterations in the safety profile of
either drug were noted. In the absence of interaction studies with
monoamine oxidase (MAD) inhibitors, caution should be
exercised. Potential Inferactions with Drugs That Inhibit, Induce,
or Are Melabolized by Cytach P-4501: ymes and Other
Hepatic Enzymes: Chronic dosing of PROVIGIL 400 mg/day
resulled in ~20% mean decrease in PROVIGIL plasma trough
concentration suggesting that FROVIGIL may have caused
induction of its metabolism. Coadministration of potent indugers of
CYP3A4 (ag, carbamazepine, phencbarbital, rifsmpin) or inhibitors of CYP3A4 (ry, ketoconazole,
itraconazole) could alter the levels of PROVIGIL Caution needs to be exercised when PROVIGIL is coadrmin-
istered with drugs that depend on hepatic enzymes for their clearance; some dosage adjustment may be
required, Potentially relevant in vivo eHects of PROVIGIL based on i vitro data are-

A slight induction of CYP1A2 and CYP2B6 in a concentration-dependent manner has been observed.

A modest induction of GYP3A4 in a concentration-dependent manner may result in lower levels of CYP3A4
substrates {eg, cyclosporine, steroidal contraceptives, theophylline).

“An apparent concentration-related suppression of expression of GYP2G9 activity may result in higher levels
of CYP2C9 substrates (eg, warfarin, phenytoin).

A reversible inhibition of CYFZC19 may result in higher levels of CYP2C19 substrates (&g, dizepamn, propranoiol,
phenytoin, S-mephenytoin).

In some patients deficient in CYP2DE, the amount of metabolism via CYP2G19 may be substantially larger.
Co-therapy with PROVIGIL may increase levels of some tricyclic antidepressants (eg. clomipramine,
desipramine),
Carci

Iz, Mut, is, Imp of Fertility

Carinagenesis: The highest dose studied in carcinogenesis studies represents 1.5 times (mouse) or
3 times (rat) the maximum recommended human daily dose of 200 mQ on a m/n¥ basis. There was
N0 evidence of tumorigenesis associated with PROVIGIL administration in these studies, bul because
the mouse study used an inadequate high dose below that representative of a maximum tolgrated dose, the
carcinogenic potential in that species has not been fully evaluated. Mutagenesis: There was no evidence of
mutagenic ar clastogenic potential of PROVIGIL Jmgaiment of Ferifity- When PROVIGIL was adminis-
tered orally to male and female rats prior to and throughout mating and gestation at up to 100 mg/kg/day
(4.8 times the maximum recommended daily dose of 200 mg on a mg/me basis) no etfects on fertility were
seen. This study did not usa sufficiently high doses or large enough sample size to adequately assess effects
on fertility.

Pregnancy: Pregnancy Categary C: Embryotoxicity was observed in the absence of maternal toxicity when
rats received oral PROVIGIL throughout the period of organogenesis. At 200 mg/kg/day (10 limes the
maxfmum recommended daily human dose of 200 mg on a mg/m? basis) there was an increase in
resorption, hydronephrasis, and skeletal variations. The no-effect dase for these effects was 100 mg/kg/day
(8 times the maximum recommended daily human dose on a mg/m: basis). When rabbits received oral
PROVIGIL throughout organogenesis at doses up to 100 mg/kg/day (10 times the maximum recommended
daily human dose on a mg/me basis), no embryotoxicity was seen. Noither of these studies, however, used
optimal doses for the evaluation of embryotoxicity. Although a threshold dose for embryotoxicity has been
identified, the full spectrum of potential toxic effects on the fetus has not been characterized. When rats
were dosed throughout gestation and lactation at doses up to 200 markg/day, no developmental toxicity
was noted post-natally in the offspring. There are no adequate and well-controlled trials with PROVIGIL in
pregnant women, PROVIGIL should be used during pregnancy only if the potential henefit outweighs
the potential risk.

PROVIGIL

Laber and Delivery: The effect of PROVIGIL on labor and delivery it humans has not been systematicaily
investigated. Seven normal births occurred in patients who had recefved PROVIGIL during pregnancy.
Nursing Moihers: It is not known whether PROVIGIL or its metabolite are excreted in human milk. Caution
should be exercised when PROVIGIL is administered to nursing woman,

PEDIATRIC USE: Safely and effectiveness in individuals below 16 years of age have not been established.
GERIATRIC USE: Safety and effectiveness in individuals above 65 years of age have not been established.
ADVERSE REACTIONS: PROVIGIL has been evaluated for safety in over 2200 subjects, of whom more than
900 subjects with narcolepsy or narcolepsy/hypersomnia were given at least 1 dose of PROVIGIL In
controlled clinical trials. PROVIGIL was well tolerated, and most adverse experiences were mild to moderate.
The most commonly observed adverse events (=5%) associated with the use of PROVIGIL more frequentty
than placebo-treated patients in controlled US and foreign studies were headache, infection, rausea,
nervousness, anxiety, and insomnia. in US controlled trials, 5% of the 369 patients who recefved PROVIGIL
discontinued due to an adverse experience. The most frequent (=1%) reasons for discontinuation that
accurred at a higher rate for PROVIGIL than placebo patients were headache (1%), nausea (1%), depression
{1%) and nervousness (1%). The incidence of adverse experiences that occurred in narcolepsy patignts ata
rate of >1% and were more frequent in patients treated with PROVIGIL than in placebo patients in US
controlled trials are listed below. Consult full prescribing inforrmation on adverse events.

Body as a whole: Headache,' chest pain, neck pain, chills, rigid neck, fever/chills

Digestive: Nauses,' diarrhea, dry mouth,” anorexia,' abnormal iver function,? vormiding, mouth ukcer, gingivitis, Hirst
Respiratory syslem: Rhinitis, pharyngitis,' lung disorder, dyspnea, asthma, epistaxis

Nervous system: Nervousness,' dizziness, depression, anxiety, cataplexy, insomnia, paresthesia,
dyskinesia hypertonia, confusion, amnesia, emotional lability. ataxia, tremor

Cardiovascular: Hypotension, hypertension. vasodilation, arrhythmia, syncope

Hemic/Lymphatic: Eosinophilia

Special senses: Amblyopia, abnormal vision

Metabolic/Nutritional: Hyperglycemia, albuminuria

Musculto-skeletal: Joint disorder

Skin/Appendages: Herpes simplex, dry skin

Uragenllal: Abnormal urine, urinary retention, abnormal ejaculation®

'Incidence 25%,’ Elevated liver enzymes,’ Oro-facial dyskinesias,* Incidence adjusted for gender.

Dose Dependency: In US trials, the only adverse experience more frequent (=5% difference) with
PROVIGIL 400 mg/day than PROVIGIL. 200 mg/day and piaceho was headache.

Vital Bigns Changes: There were no consistent effects or pattems of change in vital signs Tor patients
treated wilh PROVIGIL in the US trials,

Weight Changes: There were no clinically significant differences in body weight change in patients
treated with PROVIGIL compared to placebo.

Laboratory Changes: Mean plasma levels of gamma-glutamyl transferase (GGT) were higher following
administration of PROVIGIL but not placebo. Few subjects (1%) had
GGT elevations outside the normal range, $hift to higher, but not
clinically significantly abnarmal, GG values appeared to increase
with time on PROVIGIL No differences were apparent in alkaline
phosph . alanine amingtranse , aspartate aminotransft 3
total protein, albumin, or total hiftrubin, There were more elevated
eosinophil counts with PROVIGIL than placebo in US studies; the
differences were not clinically significant.

ECG Changes: No treatment-emergent pattem of ECG abnormalities
was lound in US studies following administration of PROVIGIL.
DRUG ABUSE and DEPENDENCE: Abuse Potential and
Dependence: In addition to wakefuiness-promoting effect and
increased locomator activity in animals, in humans, PROVIGIL produces psychoactive and euphoric gffects,
alterations in mood, perception, thinking, and feelings typical of other CNS stimulants. /7 vitro, PROVIGIL
binds to the dopamine reuptake site and causes an increase in extracellular dopamine but no increase in
dopaming release. PROVIGIL is reinforcing, as evidenced by its self-administration in monkeys previously
trained to self-administer cocaine. In some studies PROVIGIL was atso partially discriminated as stimulant-
like. Physicians should follow patients closely, especially those with a histary of drug and/or stimulant (eg,
methylphenidate, amphetamine, or cocaine) abuse. Patients should be observed for signs of misuse or
abuse (eg, incrementation of doses or drug-seeking behavior). In individuals experienced with drugs of
abuse, PROVIGIL produced psychoactive and euphoric effects and feelings consistent with other scheduled
CNS stimulants (methylphenidate). Patients should be observed for signs of misuse or abuse.
Withdrawal: Following 9 weeks of PROVIGIL use in 1 US trial, no specific symptoms of withdrawal were
observed during 14 days of observation, aithough sleepiness returned in narcoleptic patients.
OVERDQSAGE: Human Experience: A total of 151 doses of 21000 mg/day (5 times the maximum
recommended daily dose) have been recorded for 32 individuals. Doses of 4500 mg and 4000 mg were
taken intenfionally by 2 patients participating in foreign depression studies. In both cases, adverse
experiences obsarved were limited, expected, and not life-threatening, and patients recovered fully by the
following day. The adverse experiences included excitation or agitation, insemnia, and slight or moderate
elevations in hemodynamic parameters. In neither of these cases nor in others with doses =1000 my/day,
inclyding experience with up to 21 consecutive days of dosing at 1200 mg/day, were any unexpected eftects
or specific organ toxicities observed. Qther observed high-dose effects in clinical studies have included
arxety, irritability, aggressiventess, confusion, nervousness, tremor, palpitations, sleep disturbances,
nausea, diarrhea, and decreased prothrombin time. Overdose Management: No specific antidote to the taxic
effects of PROVIGIL overdose has been identified. Overdoses should be managed with primarily supportive
care, including cardiovascular monitoring. Emesis or gastric lavage should be considered. Thare are no data
suggesting that dialysis or urinary acidification or alkalinization enhance drug elimination. The physician
should consider contacting a poison-control ¢enter on the treatment of any overdose.

Marufactured for: Cephalon, In., West Chester, PA 19380 -
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PROVIGIL® (modafinil) TABLETS

BRIEF SUMMARY: Consolt Package insert for Complete Prescribing Information

INDICATIONS amd USAGE: To improve wakefulness in patients with excessive daytima sieepiness associated
with narcolepsy.

CONTRAINDICATIONS: Known hypersensitivity to PROVIGIL

PRECAUTIONS: Genersl: Patients should be cautioned about operating an automobile or other hazardous
machinery until they are reasonably certzin that PROVIGIL therapy will not adversely affect their ability to
engage in such activities.

Cardlovastoiar System: In clinical studies of PROVIGIL, signs and symptoms including chest pain,
palpitations, dyspnea, and lransient ischemic Twaw chano%dn ECG were observed in 3 subjects n
association with mitral vale p or left ypérirdphy. It is ded that FROVIGIL

ARSI AL
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Tablets

Labor and Dalivery: The gffect of PROVIGIL on labor and delivery in has not been sy ik
investigated_ Seven normal births occurred in patients who had recsived PROVIGIL during pregnancy.
Nursing Mothert: it & not known whether PROVIGIL or its metabolite are excreted in human milk. Caution
should be exercised when PROVIGIL is admintstered ‘o nursing woman.

PEDIATRIC USE: Safely and effectiveness in individuals below 16 years of age have not been established.
GERLATRIC USE: Safety and effectiveness in individuals above 65 years of age have not been established.
mmmmowmmsmmmwmmmmmrmm of whorn more than
00 suby with k werd given at Jeast 1 dose of PROVIGIL in
controMed choical tridks, PRO\nGII. was well tolemmd and most adverse experiences wera mild t moderats.
The mast commonly observed adverse events (25%) associated with the use of PROVIGIL more frequently
than placebo-treated patients i controlled US and foreign studies were headache, infection, nauses.

tablets not be used in patients witha history of left ventricular hypertrophy or ischemic ECG changes, chest
pain, arrhythrmia or other clinically significant manifestations of mitral valve prolapse in association with CNS
stimulant use. Patients with a recent history of MI or unstable angina should be treated with caution. Periodic
monitoring of hypertensive patients taking PROVIGIL may be appropriate,
wmmmmmmmmamslmmmmmammm
Patients with Sevore Renal Impairment Treatment with PROVIGIL resutted in much higher exposure to
its inactive metabolite, modafini acid, byt not PROVIGIL itsel.

Patients with Severs Hepatic Impairmest: PROVIGIL should be administered at a reduced dose because
its clearance is decreased.

Patients Using C The effectr of steroidal cc D may be reduced when used
with PROVIGIL and for 1 month after discontinuation. Atternative or concomitart methods of comraception
are recommended during and for 1 month after treatment.

Information for Patients; Physicians are advised to discuss the lollowmg with patients takmg PROVIGIL:
Pregramy: Animal studies to assess the effects of PROVIGIL on reprod and the developing fetus were
nat conducted so as to ensure 3 comprehensive evaluation of the potential of PROVIGIL to adversely affect
fertlity, or cause embryolethality or teratogenicity. Patients shoukd notify their physician i they become
pregnant or intend 1o become pregnant during therapy. They should be cautnoned of the potential mcreased
tisk of pregnancy when using steroidal contracsptives (including depot or i C

ey anxiaty, and | ia. [n US controlled trials, 5% of the 369 patients who received PROVIGIL
discontinued due to an adverse experienca. The most trequent (=1%) reasons for discontimuation that
occurrad 3t a higher rate for PROVIGIL than placebo patients were headache (1%), nausea (1%), depression
(1%) and nervousness (1%). The incidence of adverse experiences that occurred in narcolepsy patients at a
rate of 21% and were more frequent in patients treated with PROVIGIL than in placebo patients in LS
controtied trials are iisted below. Consult full prescribing information on afiverse events.

Body a5 2 whale: Headache,' chest pain, neck pain, chills, rigid neck, fever/chifs

Digestive; Noassea,!' diarrher, dry mouth,” anoreda,' abnorrral liver function,! vormiting, mouth ulcer, ginghtis, thirst
Respiratory sysiem: Rhinitis,' pharyngitis,’ lung disorder, dyspnaea, asthma, epistaxis

Nervous system: Nervousness' diziness, depression, anxiety, cataplexy, insomnia, paresthesia
dyskinesia frypertonia, confusion, anwesia, emotional lability, ataxia, tremor

Cardlovatcular: Hypotension, hypartansion, vasodilation, arfrythmia, syncope

Hemie/Lymphatic: Eosinophilia

Special xenses: Ambtyopia, abnormal vision

Metabelic/Muritiensl: Hyperglycemia, albuminuria

Muscuig-skeietal: Joimt disorder

Sklu/»um Herpes simpiex, dry skin

) with
PROVIGIL and for 1 month atter discontinuation. Nursing: Patiems should notify their physman it mey are
breast feeding. Concomitant Medication: Patients should inform their physician if they are taking or plan to
take any prescription or aver-the-counter drugs, because of the patential for drug interactions. Alcahol: It is
prudent to avoid alcohol while taking PROVIGIL. Allengic Reactions: Patients should notity their physician it
they develop a rash, hives, or a related allergic phenomenon.
Drug Interactions: CNS Active Drugs: In a single-dose study, coadministration of PROVIGIL 200 mg with
methylphenidate 40mg detayed the absorption of PROVIGIL by approximately 1 hour, The coadminigtration
of 3 single dose of clomipramine 50 mg with PROVIGIL. 200 mg/day did not affect the pharmacokinetics of
either drug. One incident of increased levels of clomipramine and its
attive metabolte desmethylclomipraming has been reporled. In a
single-dose study with PROVIGIL (50, 100 o 200 mg) and triazolam
(.25 mg, no clinically important alterations in the safety protile of
either drug were noted. In the absence of interaction studies with
monoaming oxidase (MAQ) inhibitors, caution should be
exercised. Potentlal Interactions with Drugs That inhibH, Induce,
or Are Metabolized by Cytochrome P-450 Isoenzymes and Other
Hepatic Enzymes: Chronic dosing of PROVIGIL 400 mo/day
resulted in ~20% mean decrease in PROVIGIL plasma trough
concentration suggesting that PROVIGIL may have caused
induction of its metabolism. Coadministration of potent inducers of
CYP3A4 (eg. carbamazepine, phencbarbital, rifampin) or inhitwors of CYP3A4 (eg, ketoconazole,
itraconazole) could alter the tevels of PROVIGIL Caution needs 1o be exercised when PROVIGIL. is coadmin-
istered with drugs that depend on hepatic enzymes for their clearance; some dosage adjustment may be
required. Potentially relevant in vive effects of PROVIGIL based on 1 witro data are;
A slight induction of CYP1A2 and CYP2B6 in a concentration-dependent manner has been observed.
A modest Induction of CYP3A4 in a concentration-dependent manner may result in lower levels of CYP3A4

i: Abnormial urine, urinary retention, abnormal ejaculation®
Incidence 25% T Elevated liver enzymes,’ Oro-facial dyskinesias,! Incidence adjusted for
Dose Dependenty: In US triaks, the only adverse experience more frequent (25% ditference) with
PROVIGIL 400 mg/day than PROVIGIL 200 mg/day and placebo was headache.
Vilat Sipns Changes: There were no consistent effects or patterns of change in vital signg*for patients
traated with PROVIGIL in the US trials.
Weight Changea: There were no clinically significant differences in body weight change in patients
treated with PROVIGIL compared 1o placebo.
Laboratory Changes: Mean plasma fevels of gamma-glutamyl transterase (GGT) were higher following
administration of PROVIGIL but not placebo. Few subjects (1%) had
GGT efevations outside the normal range. Shift lo higher, but not
clinkcally significantly abnormal, GGT values appeared 0 increase
with time on PROVIGIL. No differences were apparem in alkalme
, alanine ami f aspartate
total protein, albumin, or total bilirubin. There were more elevated
eosinophil counts with PROVIGIL than placebo in US studies; the
differences were not clinicaily significant.
ECG Ch : No treatment gent pattern of ECG abnormalities
was found in US studies following administration of PROVIGIL.
DRUG ABUSE and DEPENDENCE: Abuse Poiantial and
Dependenes: In addition to wakefulness-promoting effect and
increased locomator activity in animais, in humans, PROVIGIL produces psychoactive and euphoric effects,
alterations in mood, perception, thinking, and fee!mgs typical of other CNS stimulants. /n vitrp, PROVIGIL
binds to the dopamine reuptake site and causes an in dopamine but no increase in
dopamine relsase. PROVIGIL is reinforcing, as evidenced by its self-administration in monkeys previously
trained to sa-administer cocaine. In some studleés PROVIGIL was also partially discriminated as stimutant-
hka F‘hysn.‘.lans should hllow patients closaly, especiafly those with a history of drug and/or stimulant (ep,
ine, or cocaine) abusa. Patients should be observed for signs of misuse or
abuse (sg incramentation of doses or drug-seeking behavior). In individuals experienced with drugs of
abuse, PROVIGIL produced psychoactive and euphonic etfects and feslings with other scheduled

t (g, cyclosporine idh ptives, theophyiline).
An ation-related suppression of jon of CYP2CY activity may result in higher levets
of CYP2CS substrates (eg, warfarin, phemrytoin). '
A reversible infibition of CYF2C19 ey ressult in higher levets of CYP2019 sutrstrates (eg, diazepam, propranoiol,
phestytoin,

S-mephenytoin)_
In some patients deficient in CYP2D8, the amount of metabolism via CYP2C19 may be subslan‘lnl’y Iarqst
Co-therapy with PROVIGIL may increase levels of some tricyclic antidep ts (eg, C
des:pramine)
[ iy, Mut: i3, impairment of Fertility
Ban.'lmgmmeh»ghestdoses!udmdln- inogenesis studies rep 1.5 times (| )
3 times (rat) the maximum recommended human daily dose of 200 mg on a mg/me basis. Therewas
no evidence of tumorigenesis associated with PROVIGIL administration in these studies, but b

CNS stirmut (methylphenidate). Patients should be observed for signs of misuse or abuse.
Wileirawad: Folkmng 9 weeks of PROVIGIL use in 1 US trial, no spedfic symptoms of withdrawal were
observed during 14 days of observation, although sleepiness returned in narcoleptic patients.
QVERDOSAGE: Hemam Experlemce: A total of 151 doses of 21000 mg/day (5 times the maximum
recommended dadly dose) have been recorded for 32 individuals. Dosas of 4500 mg and 4000 mg were
taken intentionally by 2 patierfs participating m foreign depression studies. In both cases, adverse
experiences observed were limited, expected, and not life-threatening, and patients recovered fully by the
follo\mng day The adverse luded excitath

the mouse study used an inadequate high dose below that repl ive of 3 maxi k d dose, the
carcinogeric potential in that species has not been fully evaluated. Motageaesis: There was no evidenca of
mutagenic o clastogenic potential of PROVIGIL. impairment of Fertility: When PROVIGIL. was adminis-
tered orally to male and female rats prior to and throughout mating and pestation at up to 100 mg/kg/day
(4.8 times the maximum recommended daily dose of 200 mg on a mg/m? basis) no effects on fertility were
seen. This study did not use sufficiently high doses or large encugh sample size 10 adequately aseess effects
on fertility.

Pragwancy: Preguanty Category C: Embryotoxicity was obiserved in the absence of materreal toxicity when
rats received orel PROVIGIL thioughaudt the period of organogenesis. At 200 mg/kg/day (10 times the
maximum recommended dally human dose of 200 mg on a mg/me basis) there was an increase in
resorption, hydronephrosis, and skeletal variations. The no-effect dose for these sffects was 100 mg/kg/day
(5 times the maximum recommended daly human dose on @ mg/m¥ basis). When rabbits recetved oral
PROVIGIL throughoiit organogenesis at dosas up to 100 mg/kg/day (10 times the maximum recommended
daity human dose on a mg/mv basis), no embryotoxicity was seen. Neither of these studies, however, used
optimal doses for the evaluation of embryotoxicity. Although a threshold dose tor embryotoxicity has been
identified, the full spactrum of potential toxic etfects on the fetus has not been characterized. When rats
were dosed throughout gestation and lactation at doses up to 200 mg/kg/day, no developmental toxicity
was noted post-natally in the offspring. There are no adequate and well-controlted trials with PROVIGIL in
pregnant women. PROVIGIL should be used during pregnancy only i the potential benefit outweighs
the potential risk.

peri i or agitalion, insomnia, and slight or moderate
emody parameters. |n neither of these cases nor in others with doses =1000 mg/day,
including axpemnce with up to 21 consecirtive days of dosing at 1200 mg/day, were any unexpected effects
of specific organ toxicities observed. Other observed high-dose effects in climical studies have included
anxiety, imitability, acpressh confusion, ner tremor, palpitations, sleep disturbances,
nausea, diarrhea, and decreased prothrembin ime. Overdose Managemest: No speuﬁc annane fo the toxic
gfects of PROVIGIL averdose has been identified. O should be ) with p ly supportive
care, inchding cardiovascular monitoring. Emesis or gastric lavage should be consu!ered There ara no data
suggesting that dlalysis or urinary acidification or alkalinization drug el jon. The physi
should consider contacting a poison-control center on the treatment of any overdose.

Manufactured for: Gephalon, Ine., West Chister, PR 19330
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For more information about PROVIGIL, please call Cephalon Professional Services at 1-800-896-5855
or vigit our Website at www. PROVIGIL.com

® 2001 Cephalon, Inc.

PROZ22 Jan 2001 Primed in USA.

Al rights reserved.




Patients with sleep disorders present with various symptoms. PROVIGIL, a unique wake-
promoting agent, keeps patlents AIErt Aware Awake all day. And lets them sleep at night."?

Efficacy confirned
by objective and
subjective measures
of wakefulpess in .
narcolepsy patients..

* PROVIGIL improved

patients’ ability. to remain.
awake during.the day by
39%- in MWT."2* -

33%-—
» Prior stimulanit users and.

newly diaghosed patients. -
both stayed'fajw_ake longer?

Proven safety profile.

. PROVIGIL is' generally well
toléfated. Most frequently
reported adverse events
were Feadache, nausea,

" Nervousness, anxiety,
infection and insomnia.
Most adverse events
were mild to moderate.

» May interact with drugs
that inhibit, induce or
are metabolized by cyto-
chrome P450 isoenzymes.

WOrks dlfferently“'

mediate wakefulness

by-a dopaminergic

Easy to prescribe.

* PROVIGIL, a (¥ agent,
has few prescribing
restrictions and low abuse
potential compared to (1
agents such as
methylphenidate or
dextroamphetamine.®

— Phone-in prescriptions
and refills permitted.

- No triplicate/multiple
prescriptions required.

* MWT: Maunlenance of Wakefulness Test: an nbpclwe assessment of sleepiness that measures patients’ ability to remain awake.

Convenient
once-a-day dosing
may enhance
compliance,

¢ Recommended dose:
200 mg taken once
daily in the morning.

» 200 mg and 400 mg
doses are effective and
generally well tolerated.

For more information about
PROVIGIL, pleasa call
1-800-896-5855 or visit our
Waebsite at www.PROVIGIL.com

1 The precise mechanism of action i unknown.
# The relationship.of these findings in animals 1o ‘Lhe eflects of PROVIGIL in humans has not been established.

References: 1. US Modafinil in Narcolepsy MihcenuSmdy Group. Ann Neurd. 1998,43:88-97. 2. US Moda'i“ml in Narcolep?xzﬁumcenter Study Group. Neuralogy, 2000:54:1166-1175. 3. Data on fike,
Cephalon, Inc. 4. km IS, Hou Y, jouvet M, Proc Natf Acd Sci USAL 1996;93:14128-14133_ 5. EdgarDM Seidal WF.

Please see bne{ summary of prescribing nnicnmauon an-the adjacent page.

Ther, 1997;283.757- 769 6. Physician’s Desk Reference, cumrent edition.
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PROVIGIL® (modafinil) TABLETS

BRIEF SUMMARY: Consult Package Inserl for Complets Prescribing Informatien

INDICATIONS and USAGE: To improve wakefulness in patients with excessive daytime sleepiness ssociated
with narcolepsy.

CONTRAINDICATIONS: Known hypersensitivity to PROVIGIL

PRECAUTIONS: Beneral: Patients should be cautioned about operating an automobile or other hazardous
machinery until they are reasonably certain that PROVIGIL therapy will not advarssly affect their ability to
Bngage in such activities.

Cardiovaseular System: In clinical studies of PROVIGIL, signs and symptoms including chest pain,
palpitations, dyspnea, and transient ischemic T-wave changes on ECG were observed in 3 subjects in
association with mitral vaive protapse or left ventricular hypertrophy. It is recommended that PROVIGIL
tablets not be usad in patients with a history of left ventricular hypertrophy or ischemic ECG changes, chest
pain, arriythmia or other chnically significant manifestations of mitral vaive prolapse In assocztion with CNS
stimulant use, Patients with a recent history of M1 or unstable angina shoukd be treated with cautlon Periodic
monitoring of hypertensive patients takng PROVIGIL may be appropriate.
mmwmmmwmmwmsmmmmammm
Patisnis with Sévers Rexal Impairmest Treatment with PROVIGIL resuited in much higher exposure to
its inactive metabokite, modafinil acid, but not PROVIGIL itself.

Patients with Severy Hepstic Impairment: PROVIGIL should be administered at a reduced dose because
its clearance Is detreased.

Patients Using Contraceptives: The effi of steroidal ¢ may be reduced when used
with PROVIGIL and for 1 month after discontinuation. Altermnative of concomitant methods of contraception
are recommended during and for 1 month after treatment.

Information for Patients: Physicians are advised to discuss the following with patients taking PROVIGIL:
Pregnancy: Animal studies to assess the effects of PROVIGIL on reproduction and the developing fatus were
nol conducted 5o as to ensure a comprehensive evaluation of the potential of PROVIGIL to adversely affect
fertility, or cause embryciethality or teratogenicity. Patients should notily thelr physician if lhey become
pregnant or intend to become pregnant during therapy. They should be cautioned of the |

risk of pregnancy when using stercidal contraceptives (including depol or implamtable contraceptives) with
PROVIGIL and for 1 month after discontinuation. Mers/ng: Patients should notify therr physician i they are
breast feeding. Concomitant Medlcation: Patients should inform their physician if they are taking or ptan to
take arty prescriplion or over-the-counter drugs, b of the potential for drug i ions, Akcohol: Itis
prudent to avoid alcohol while taking PROVIGIL. Allergie Reactions: Patients shoukd notify their physician i
they develop a rash, hives, or a related allergic phenomenon,

Drug Indetactions: CNS Active Drugs: In a single-dose study, coadministration of PROVIGIL 200 mg with
mathyiphenidate 40 mg dalayed the absorption of PROVIGIL by approximately 1 hour. The coadministration

Tablets

Lahor and Dallvery: The effect of PROVIGIL on labor and delivery in h hag not been icalty
investigated. Seven normal births occurred in patients who had received PROVIGIL dunng pregnancy.
Nursing Mothers: It is not known whether PROVIGIL or its metabolite are excreted in human milk. Caution
should be exercised when PROVIGIL is admintstered to nursing woman,

PEDIATRIC USE: Safely and sffectiveness in individuals below 16 years of age have not been established.
GERIATRIC USE: Safety and effectiveness m individuals above 65 years of age have not been established.
ADVERSE REACTIONS: PROVIGIL has been evaiua!ed for safety i over 2200 subjects, of whom mare than
900 subjects with , or ia were given 3t kast 1 dose of PROVIGIL. In
controlled clinical trials, PROVIGIL was wel (olerated and most adverse experiences wera mild to moderate.
‘The most commonly observed adverse evertts (25%) associated with the uss of PROVIGIL more frequently
than placebo-treated patients in controdled US and foreign studies were headache, miection, nausea,
ner anxiety, and i 2 in US controfed trials, 5% of the 369 patients who received PROVIGIL
discontinued due to an adverse experiénce. The most frequent (=1%) reasons for discontswation that
oceurred at a higher rate tor PROVIGIL than placebo patients were headache (1%), nausea (1%), depression
(1%} and ner (1%). The incik of adverse experiences that occurred in narcolepsy patients at a
rate of 21% and were more trequesrt in patients treated with PROVIGIL than in placebo patients in US
controlled trials are listed below, Corsult full prescribing information on adverse events.

Body a3 a whole: Headache.' chest pain, neck pain, chills, rigid neck, fever/chills

Digestive: Naumea,' diarhen.’ dry mouth,’ am'mwmm'mmmmmmm
Resplratory systam: Rhinitis," pharyngitis, lung di , dyspnea, asthma,

Nervous system: Nervousness!' dizziness, depression, anxmy cataplexy, insomnia, paresthesia,
dySklﬂBSla hypenoma. confusm amnesia, emotional lability, ataxia, tremor

ion, vasodilation, arrhythmia, syncope

Hemlcll.ympham Eosmomllia

Special senses: Amblyopia, abnormal vision

Metabolic/Nutritional: Hyperglycemia, albuminuria

Musculo-skeletal: Joim disorder

Skin/Appendages: Herpes simplex, dry skin

Urngenital: Abnormal unine, urinary retention, abnormal ejacutation*

‘Incidence 25%,’ Elevated liver enzymes,” Oro-facial dyskinesias,* incidence adjusted for gender.

Dese Dependoncy: In US trials, the only adversa experence more frequent (25% differénce) with
PROVIGIL 400 mg/day than PROVIGIL 200 mg/day and placebo was headache.

Vital Sigws Changes: Thers wore no consistent effects or patterns of change in vital signs 4or patients
treated with PROVIGIL in the US trials.

Weight Changes: There were no clinically significant ditferences in body weight change in patients

treated with PROVIGIL compared to placebo.

of a single dose of clomipramine 50 mg with PROVIGIL 200 mg/day did not affect the phar ki of
either drug. One incident of increased levels of clomiprarnine and its
active bolite hyiclomi ine has been reported. In a
single-dose study with PROVIGIL (50 100 or 200 mg) and tnazolam
0.25 mg. no clinically important atterations in the safety profile of
either drug were noted. In the absence of interaction Studies with
monoaming oxidase (MAQ) inhibitors, caution should be
exercised. Potertial Imteractions with Drugs That inhibit, induce,
or Are Melabolized by Cyloch P-450 ) rymes amd Other
Hepatie Enzymes: Chronic dosing of PROVIGIL 400 mg/day
resuited in -20% mean decrease in PROVIGIL plasma trough
concentration suggesting that PROVIGIL may have caused
induction of its metaboiism. Coadministration o potent inducers of
CYP3M (ep. carbamazepine, phencbarbital, rifampin) or inhibitors of CYP3A4 (eg, keloconarole,
itraconazole) could alter the levels of PROVIGIL. Caution needs to be exercised when PROVIGIL & coadms

y ( Mean plasma levels of gamma-glutamyl transferase (GGT) were higher following
admrinistration of PROVIGIL but not placebo. Few subjects (1%) had
GGT elevations outside the normal range. Shift 1o higher, but not
clinically significantty abnermal, GGT values appeared to increase
with time on PROVIGIL. No differences were apparemt in alkaline
phosphatasa, alanine aminc 1] aspartate ami

total protein, albumin, or total bilinsbin. There were more elevated
eosinophil counts with PROVIGIL than placebo in US studies; the
differences wera not clinically significant.

ECG Changes: No treatment-emergent pattern of ECG abnormalities
wag found in US studies following administration of PROVIGIL.
DRUG ABUSE and OEPENDENCE: Abusa Potemtial and
Dependence: in addition to wakefulness-promoting effect and
increased locomator activity in animals, in humans, PROVIGIL produces psychaactive and euphoric effects,

istered with drugs that depend on hepatic enzymes for thelr clearance; some dosage adjustment may be
required. Potentially relavant in vivo effects of PROVIGIL based on i vitro data are:

A slight induction of CYP1A2 and CYP2B6 in a concentration-dependent manner has been obsarved.

A modest induction of CYP2A4 in a concentration-dependent manner may result in lower lavels of CYPIA4
substrates (eg, cyclosporine, sternidal contraceptives, theophylline).

An apparent con related supp of of CYP2C3 activity may result in higher levets
of CYP2C9 substrates (eg, warfarin, pherytoin).

A reversibi infibition of CYP2C19 may result in higher levels of CYP2C19 substrates (ag, o ol

Rerations in mood, perception, thinking, and feelings typical of other CNS stimutants. /n vitro, PROVIGIL
binds 1o the dopamine reumake site ang causes an mcrease in extraceilular dopan'me bu‘l L] nncrease |n
dopamine release, PROVIGIL is reinforcing, as d by it setf-admi in
trained to seff-administer cocaing. In some studies PROVIGIL was also partially discriminated as snmulant—
like. Physmans should follow patients dosa!y espedially those with a history of drug and/or stimulant (eg,

hetaming, or ine) abuse. Patients should be obrserved for signs of misuse or
abuse (eg incrementation of doses or dmg-saﬁ\g behavior). in individuals experienced with drugs of
abusa, PROV!GIL prodmd psyr.mmva and euphoric effects and feelings consistent with other scheduted
CNS

phemytin. S-mephenyicin).
In some patients deficient in CYP2D6, the amount of metabolism via CYP2C19 may be substantially targer.
Co-therapy with PROVIGIL. may increase levels of some tricyclic antidspressants (eg, clomipramine,
desipramine).
Carcinogenetis, Mulagenesis, impairment of Fortliity
Carcinogenesis: The highest dose studied in cartinogenesis studies represents 1.5 times (mouse) or
. 3 times (rat) the maximum recommended human daily dose of 200 mg on a mg/me basis. There was
no evidence of turorigenesis associated with PROVIGIL admmnstmtu)n in lhese studies, but because
the mouse study used an inadequate high dose below that rep ofa d dose, the
carcinogenic potential in that species has not been fully evaluated_ Metagenesis: There was no evidence of
mutagenic or clastogenic potential of PROVIGIL Impa/rmest of Fertiiity: When PROVIGIL was adminis-
tered orally to male and female rats prior to and throughout mating and gestation at up 10 100 mg/kg/day
{4.8 times the madmum recommended daily dose of 200 mg on a my/n basis) no eifects on fertility were
seen. Thrs study did not use sufficiently high doses or large enough sample size to adequately assess effects
on fertility.
Pragnancy: Pregnancy Category £ Embryotoxicity was observed in the absence of maternal toxicity when
rate received oral PROVIGIL. throughout the period of organogenesis. At 200 mg/kg/day (10 times the
maximum recommended daily human dose of 200 mg on a mg/ms basis) there was an increase in
resorption, iydronephrosis, and skeletal variations. The no-effect dose for these effects was 100 mg/kg/day
(5 times the maximum recommended daily human dose on a mg/m? basis). When rabbits received oral
PROVIGIL throughout organogenesis at dases up to 100 mg/kg/day (10 times the maximum recommended
daily human dose on a mg/me basis), no embryotoxicity was seen. Neither of these studies, however, used
optimal dosas for the evaluation of embryotoxicity. Although a threshold dose for embryotoxicity has been
identified, the full spectrum of potential taxic effects on the fetus has not been characterized. When rats
were dosed throughout gestation and lactation at doses up to 200 mg/kg/day, no developmental toxicity
was noted post-natally in the offspring. There ara no adequate and well-controlled trials with PROVIGIL in
pregnant women, PROVIGIL should be used during pregnancy only if the potential benefit outweighs
the potential risk.

ok Patients should be obsarved for signs of misusa of abuse.
Withdrawal: FolmeweeisanROVlGlen1 UStnal nospeciﬂcsyn‘lptomsolwﬂhdrawalwe
obsewedﬂurinqudaysofobsewaﬂm.m . d in k patients,
OVERDOSAGE: Hemae EwormAtmu'lSlmmszOmglday(snmesmemmum
recommended dally dose) have been recorded for 32 individuals. Doses of 4500 mg and 4000 mg were
taken intentionalty by 2 patients participating in foreign depression studies. In both cases, adverss
experiences observed were limited, axpected, and not lile-threatening, and patients recovered fully by the
following day. The adverse experiences included axcitation or agitation, insomnia, and stight or moderate
elevations in hemodynamic parameters. In neither of these cases nor in others with doses =1000 mo/day,
inctuding experience with up to 21 consecutive days of dosing at 1200 my/day, were any unexpected effects
or specific organ toxicities observed. Omer observed high-dose eflects in clinical studies have included
anxiety, |rrl|amhly, aggress nes tremor, palpitations, skep disturbances,
nausea, diarrhea, and bin time. (hwend Nospecﬁr.anhdotemthemm
ettects of PROVIGIL overdose has been identified. Overdeses should be d with primarily
care, including cardiovascular monitoring. Emesis or gastric lavage should be cormdered There are no data
suggesting that dialysis or urinary acidification or alkainization enharice drug elimination. The physician
should consider contacting a poison-control center on the treatment of any overdese.

Manutactured for: Cephalon, Inc., West Chester, PA 19350
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For more information about PROVIGIL, preasa calt Caphalon Professional Services at 1-800-896-5855
or vigit our Website ai www. PROVIGRL .com
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When patierts present W|th

SLEEPINESS

Patients with sleep disorders present with various symptoms. PROVIGIL a unique wake-
promotmg agent, keeps patients Alert, Aware, Awake all day. And lets them sleep at night."

E fflcacy confirmed Works differently.*s afety profile.  Easy to prescribe Convenient

by objective and * PROVIGIL promotes ILis generally well = PROVIGIL, a @ agent, once-a-day dosing
subjective measures wakefulness without Most frequently. Has few prescribing may enhance

of wakefulness in widespread CNS stimula- \ “" restrictions and low abuse  compliance.
narcolepsy patients. tion in preclinical mode potential compared 0 @ . Recommended dose:
+ I the ESS, PROVIGIL "o Unlike agents such as 200 mg taken once

methylphenidate or
dextroamphetamine.

daily in the morning.

» 200 mg and 400 mg

~ Phone-in prescriptions doses are effective.and
teract with drugs and refills permitted. generally'wéir tol

inhibit, |nduce or

improved patients’ ability Pl
particigate in daily Mg

— No triplicate/multiple
prescriptions required. For mora information a
PROVIGIL, please call

1-800-896-5855 or visit
Website at www.PRO!

LS Madating in-Narcolepsy Mutticenter Study Group., Neumlogy 2000;54:1166-117 vel Y
DM, Serda( WF./ Phannacol Exp Ther. 1997,283:757-7€9. 6. Physman’s Destk Referenee: cumment edﬁbm
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PROVIGIL® (modafinll) TABLETS

BRIEF SUMMARY: Conzult Package lisert for Complets Praseribing Information

INDICATIONS and USAGE: To improve wakefulness in patients with excessive daytime sleepiness associated
with narcolepsy.

CONTRAINDICATIONS: Known hypersensitivity to PROVIGIL.

PRECAUTIONS: Ganeral: Patients should be cautioned about operating an automobile or other heazardous
machinery until they are reasonably certain that PROVIGIL therapy will not adversely affect their ability to
engage In such activities. .

Cardiovascular System: In clinical studies of PROVIGIL, signs and symptoms indluding chest pain,
palpitations, dyspnea, and ient ischemic T-wave changes on ECG wers obsarved in 3 subjects in
association with mitral valve prolapse or left ventricutar hypertrophy. It is racommended that PROVIGIL
lablstsno(bausedinpaﬁmﬂstahistmyMbnwmmnhrhypemophyu'scrnthCdem
pain, arrhythimia or other chinicasly sipnificant manifestations of métral valve prolapse in ssockation with CNS
stimulant use. Patients with a recen history of MI or unstable angina should be treated with caution. Perodic
monitoring of hypertensive patients taking PROVIGIL may be appropriate.
wmmmmmmmmmsmmmmamum
Fatlents with Severs Renal impairment: Treatment with PROVIGIL resulted i much higher exposure to
its inactive metaboiite, modafinil acid. but not PROVIGIL itseli,

Fatlenis with Severs Hegatic Impairment; PROVIGIL should be administered ai a reduced dose because
ity clearance is decreased.

Patignts Using Contracemtives: The effectiveriess of steroidal contraceptives may be reduced when used
with PROVIGIL and for 1 month after discontinuation. Aemative or concomitart methods of contraception
are recommended during and for 1 month after treatment. .

Informatlon for Patlents: Physicians are advised to discuss the following with patiants taking PROVIGIL:
Pregnancy: Animal studies 10 assess the effects of PROVIGIL on reproduction and the ) fetus were
not conducted 50 as to ensure a comprahensive evaluation of the potential ot PROVIGIL to adversely aifect
fertility, or cause embryolethatity or teratogenfcity. Patients should notify their physician il they become
pregnant or intend to become pregnant during therapy. They should be cautioned of the potential increased
nisk of pregnancy when using steroidal contraceptives (including depot or imptantable contraceptives) with
PROVIGIL and for 1 manth after discontinuation. Morsig: Patients should notity ther physician if they are
breast feeding. Concomitam Medication: Patients should inform their physician if they are taking or pian to
take any preseription or over-the-counter drugs, of the p ial for drug il ions. Alcohol: 1t is
prudent 10 avoid alcohol while taking PROVIGIL Allergike Reactions: Patiems should notify their physician if
they develop a rash, hives, or a related allergic phenomenon.

Drug Interactions: CNS Actfve Druys: In a single-dose study, coadministration of PROVIGIL 200 mQ with
methylphenidate 40 mg delayed the absorption of PROVIGIL by approximately 1 hour. The coadministration
of a single dose of clomipramine 5@ mg with PROVIGIL 200 mo/day did not affect the pharmacokingtics of
_either drug. One incident of increased levels of clomipramine and its
active bolite o hylclomipramine has been reported. In a
single-dose sfudy with PROVIGIL (50, 100 or 200 mg) and trizzolarm
0.25 mg, no clinically important alterations in the safety profile of
sither drug were noted. In the absence of interaction studies with
monocaming oxidase (MAQ) inhibitors, caution should be
exercised. Potentis! Interattions with Drugs That Inhibit, indece,
or Are Metabolized by Cylochrome P-450 Isperzymes and Other
Hepatic Enzymes: Chronic dosing of PROVIGIL 400 mg/day
resulted in ~20% mean decrease in FROVIGIL piasma trough
concentration suggesting that PROVIGIL may have caused
induction of its metaboksm. Coadministration of potent inducers of '
CYP3Ad (eg, carbamazepine, phenobarbital, rifampin) or inhibitors of CYP3A4 (eg, ketoconazole,
ftraconazole) could alter the levels of PROVIGIL. Gaution nesds to be exercised when PROVIGIL is coadmin-
istered with drugs that depend on hepatic enzymes for their clearancs; some dosage adjustment may be
required. Potentially relevant in vivp effects of PROVIGIL basd on i vitro data are;

A slight induction of CYP1A2 and CYP2B6 in a concentration-dependert rmanner has been observed.

A modest induction of CYP3A4 in a concentration-dependent manner may result in lower levels of CYPIA4
substrates (eqg, cyclosporine, steroidal contraceptives, theophyiling).

An apparent concentration-related suppression of expression of CYP2C9 activity may result in higher levels
of CYP2C9 (eg, wartarin, phenylon),

A reversible inhibition of CYP2(19 may result in higher levels of CYP2C19 subsirates (g, dizersam, propranoiol,
phenytoin, $-mephenytown).

In some mmaammwnm.mmummmsmmwm Larger.

Co-therapy with PROVIGIL may incraase levals of some tricyclic antidep (e, clommp ,
desipramine).

Carcinogenesis, Mutageoesis, Impakrment of Fartitity

Carcinggenesis: The highest dose studied in carci is studies rep 1.5 times ( ) or

(MODAFINTLYE-

Tablets

Labor and Dalivety: The eftect of PROVIGIL on Labor and defivery in h has not been sy
investigated. Seven normal births occurred in patients who had received PROYIGIL during pregnancy.
Nurzing Mothers: it is not known whether PROVIGIL or its metabolite are excreted im human milk. Caution
should be exercised when PROVIGIL is administered to nursing woman.

PEDIATRIC USE: Safely and effectiveness in individuals betow 16 years of age have not been established.
GERIATRIG USE: Safety and etfectiveness in individuals above 65 years of age hava not been estabiished.
ADVERSE REACTIONS: PROVIGIL has been evaluated for safety in over 2200 subjects, of whom more than
900 subjects with narcolepsy of MMypersomng were given at kast 1 dose of PROVIGIL. In
controked chinecal trials, PROVIGIL was wel tolerated, and most adverse experiences were mild to moderate.
Themostwnnm'yobservedadvefseevents(ﬁ%)miatedmmﬂwuseofPRWIGlehmmy
than placebo-treated patients in controlled US and foreign studies were headache, infection, Nases,
nervousness, anxiety, and insomnia. In US controlled trials, 5% of the 369 patients who recaived PROVIGIL
discontimued due to an adverse experience. The most fraquent (=1%) reasons for discontinuation that
occurred at a higher rate for PROVIGIL than placebo patients were headache (1%), nausea (1%), depression
(1%) and nervousness (1%). The incidence of adverse experiences that occured in narcolepsy patients at a
rate of 1% angd were more frequent in patients treated with PROVIGIL than in placebo pabents in US
controlled trials are listed beiow. Consult ull prescribing information on adverse events.

Body as a whola: Headache.' chest pain, neck pain, chills, rigid neck, fever/chills

Digegtive; Nauses,' diarhea, dry moush," anorexia,' abnonmal liver function,! vomiting, mouth uicer, gingivitis, thirst
Resplratory system: Rhinitis,' pharyngitis,’ lung disorder, dyspnea, asthma, epistaxis

Nervous system: Nervousness, dizziness, depression, anxiety, cataplexy, i ia, parasth
dyskinesia,' hypertonia, confusion, amnesia, emotional lability, ataxia, tremor

Cardiovascular: Hypotension, hypertension, vasodilation, arrhythmia, syncope

Hemie/Lymphatie: Eosinophilia

Special senses: Amblyopia, abnormal vision -

Meatabolic/Nytritioaal: Hyperglycemia, albuminuria

Mustulo-skeletsi: Joint disorder

Skin/Appandages: Herpes simplex, dry skin

Ursgesital: Abnormal uring, uninary r ion, abnormal ey

"Incidenca =5%,” Elevated liver enzymes,’ Oro-facial dyskinesias,” Inci diusted for gender,

Dose Dependency: In US trials, the only adverse experience more frequent (=5% difference) with
PROVIGIL 400 mg/day than PROVIGIL 200 mg/day and placebo was headache.

Vital $igns Changes: There were no consistenl effects or patterns of change in vital signgrior patients
traated with PROVIGIL in the US trals,

Weight Changes: There were no clinically significant differences in body weight change in patients
treated with PROVIGLI. compared to placebo.

Laboratory Changes: Mean plasma levels of gamma-glutamyl transterase (GGT) were higher following
administration of PROVIGIL but not placebo. Few subjects (1%) had
GGT elevations outside the normal range, Shift to higher, but not
clinically significantly abnormal, GGT values appeared 10 increase
with time on PROVIGIL. No differences were apparent in aliafine
phosph alanine ami o] aspartate ami fi ,
total protein, albumin, or total bilirubin. There were more elevated
eosinophil counts with PROVIGIL than placebo in US studies; the
differences were not chnically significant.

ECE Changes: No treatment-emergent pattemn of ECG abnormalities
was found in US studies following administration of PROVIGIL
DRUG ABUSE and DEPENDENCE: Abuse Potestial and
Dependence: In addition to wakefulness-promoting effect and
increased locomotor activity in animals, in humans, PROVIGIL. produces psychoactive and suphoric effects,
alterations in mood, perception, thinking, and feelings typical of cther CNS stimulants. /i vitro, PROVIGIL
binds to the dopamine reuptake ste and causes an increase in extracellular dopamine but no increase in
dopamnine release. PROVIGIL is reinforcing, as evidenced by its seX-administration in monkeys previously
trained to seif-administer cocaine. In some studies PROVIGIL was also partizlly discriminated as stimultant-
likg. Physicians should foliow patients closely, especially those with a history of drug and/or stimulant (eg,
methylphenidats, amphetamine, or cocaine) abuse. Patients should be obssrved for signs of misuse or
abuse (eg, incrementation of dosas or drug-seeking behavior). In indivi perenced with drugs of
atnise, PROVIGIL produced psychoactive and euphoric eftects and Teslings consistent with other scheduled
CNS stimutants (methylphenidate). Patients should be obrsarved for signs of misuss or abuse.
Withdrawal. Following 9 weeks of PROVIGIL use in 1 US triad, m specific symptoms of withdrawal were
observed during 14 days of observation, although skeepiness retumed in narcoleptic

OVERDOSASE: Human Experience: A total of 15 doses of =1000 mg/day (5 times the maxmum
recommende daify doss) have been recorded for 32 individuals. Doses of 4500 mg and 4000 mg were
taken intentionally by 2 patients paricipating in forsign depression studies. In both cases, adverse

3 times (rat) the maximum recommended human dai;y dose of 200 mg on a mg/me basis, Thers was
no evidence of tumorigenesis associated with PROVIGIL administration in these studies, but b

observed were imited, expected, and not life-threatening, and patients recoversd tulty by the
lolquy.mmwmwmmwnm.WWWUmmme

the mouss study used an inadequate high dose beiow that represeniative of a maximum tolerated dose, the
carcinogenic poterial in that species has nol been fully evahmted. Myfagenesis: Thero was no evidence of
tagenic of clastogeni tial of PROVIGIL Impairment of Fertiifly: When PROVIGIL was adminis-
tered orally to male and femake rats prior to and throughout mating and gestation at up to 100 mg/kg/day
(4.8 times the maximur recommended daily dosa of 200 mg on a mg/me basis) no effects on fertility were
seen. This study did not use sufficiently high doses or Large enough sample size to adequately assess effects
on fertility.
Pregnancy: Pregnancy Category C: Embryotoxicity was observed in the absence of matermal toxicity when
rats received oral PROVIGIL throughout the period of organogenesis. Al 200 mg/kg/day (10 times the

maximum recommended daily human dose of 200 mg on a my/m basis) thers was an increase in

resarption, hydronephrosis, and skeletal variations. The no-etlect dose for these effects was 100 my/kg/day
(5 times the maximum recommended daily human dose on a m/me basis). When rabbits recaived oral
PROVIGIL throughoul organogenesis at doses up to 100 mg/kg/day {10 times the maximum recommended
daily human dose on a mg/me basis), no embryotoxicity was seen. Nefther of these studies, however, used
optimal doses for the evaluation of embryotoxicity. Although a threshold dose for embryotaxicity has been
identified, the full spectrum of potential toxic effects on the fetus has not been characterized. When rats
were dosed throughout gestation and lactation at doses up to 200 mg/kg/day, no developmental toxicity
was noted post-natally in the oftspring_ There are no adequate and well-controlled trials with PROVIGIL in
pregnant women. PROVIGIL should be used during pregrancy only il the potential benefft outweighs
the potential risk.

in lynamic parameters. In nefther of thesa cases nor in others with doses 21000 ma/day,
including experience with up to 21 consecutive days of dosing a 1200 mg/day, were any unexpectsd effects
or specific organ toxiities obsérved. Jther obsarved high-dose etfects in clinical studies have included
anxigly, irritability, aggressh , comfusion, ner , tremof, paipitations, sleep disturbances,
Nauséa, diarthea, and decreased prothrombin time. Overdess Management: No specific antidote 10 the 10xic
effects of PROVIGIL overdose has been identified. Overdeses should be managed with primarity supportive
care, including cartiovascular monitoring. Emesis or gastric lavage should be considered. There are no data
suggesting that dealysis of urinary acadification or alkalinization enhance drug efimination, The physician
should consider contacting a pofson-cortral center on the treatment of any overdose.

Manufactured for: Cepivalon, Inc., West Chester, PA 15380

O Cephalon-

For more information about PROVIGIL, please calk Cephalon Professional Services at 1-800-896-5855
of visit our Website at www_PROVIGR.com
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Patients with sleep disorders present with \)arious symptoms. PROVIGIL, a unique wake-
promoting agent, keeps patients Alert, Aware, Awake all day. And lets them sleep at night.'?
Efficacy confirmed Works differently. o

Provenisafety profile. Low at_ic',ijs'é'potential.’ Convenient

by ‘?bieff"Ve and * PROVIGIL promotes ¢ PROVIEIL is generally well  » PROVIGIL, a (v agent, once-a-day dosing
subjective measures wakefulness without : Most frequently . _.has fewer prescribing may enhance

of wakefulness in widespread CNS stimula- dverse everts;, & restrictions than Magents  compliance.
narcolepsy patients.'* tion in prechinical. rmeg A such as methylphenidate  , Racommended dose:
© PR * PROVIGI or dextroamphetamine. 200 mg taken once

* patients’ ability to in ar - Phone-in prescriptions daily in the morning.

“rernain awake during and refills permitted. . 200 d

G derat ) ) mg and 400 mg

-__lta_he fay a5 measured - e m':)h Zra € — No triplicate/multiple doses are effective and

By pteract with drugs prescriptions required. enerally Well tokized
. B L : nhibit, induce or P 9 g y o

For more information 2

PROVIGIL, please call
1-800-896-5855 or visit .
Website at www.PRO!

1 ir Narcolepsy Multicenter Study Group. Neurology. 7000;54:1166-117 i
83:752-769. 5. Physician's Desk Referance, currert ecktion. - E

(MODAFINTLY)
Tablets
To improve wakefulness in patients
with excessive daytime sleepiness
associated with narcolepsy




PROVIGIL® {modatlnil) TABLETS

BRIEF SUMMARY: Consult Package Insert for Compiets Preseribing Information

INDICATIONS and USAGE: To improve wakefuiness in patients with excessive daytime sleepiness associated
. with narcolepsy,

CONTRAINDICATIONS: Known hypersensitivity to PROVIGIL

PRECAUTIONS: General: Patients should be cautioned about operating an jle or other hazardous
machinery until they are reasonably certain that PROVIGIL therapy will not adversely affect their ability to
engaga in such activities.

Cardlovaseular System: In clinical studies of PROVIGIL, signs and symptoms including chest pain,
palpitations, dyspnea, and transient ischemic T-wave changes on ECG were observed in 3 subjects i
association with mitrad vaive prolapse or left ventricular hypertrophy. it is recommended that PROVIGIL
tablets not be used in patients with a history of left ventricular hypertrophy or ischemic ECG changes, chest
pain, arrhythmia or other clinically significant manifestations of mitral valve prokapse in association with CNS
stimulart use. Patients with a recent history of M1 or unstatle angina should be treated with caution. Periodic
monitoring of hypertensive patients taking PROVIGIL may be approprizte.
wmwmmmmmpamemsmnmmammm
FPatients with Severs Renal Impsirmant: Treatment with PROVIGIL resufted in much higher exposure to
its inactive metabolite, modsafinil acid, but not PROVIGIL, itself,

Patients with Sovere Hepatic impairment: PROVIGIL should ba administered at a reduced dose because
its clearance is decreased.

Patients Using Contracsptives: The effectiveness of steraidal contraceptives may be reduced when used
with PROVIGIL and for 1 morith after discontinuation. Alternative or concamitant methods of contraception
are recommendad during and for 1 month after treatment.

Information for Patlents: Physicians are advised to discuss the fallowing with patients taking PROVIGIL:
Pregnancy: Animal studies to assess the effects of PROVIGIL on reproduction and the developing fetus were
not conducted 5o as to ensure a comprehensive evalugtion of the potential of PROVIGIL to adversely affect
fertility, or cause embryolethality or teratogenicity. Patients should notify their physician it they become
pregnant or intend to become pregnant during therapy. They should be cautioned of the potential increased
risk of pregnancy when using steroidal contraceptives (including depot or implantable cortraceptives) with
FROVIGIL and for 1 month after discontinuation, Nersing: Patients should notify their physician if they are
breast feeding. Concamitant Megication: Patients shoukd inform their physician i they are taking o ptan to
taka any prescription or over-the-courter drugs, because of the potential for drug interactions. Alcool: It i
prudent to avoid alcohol while taking PROVIGIL. Affergic Reactions: Fatierts should notify their physician it
they develop a rash, hives, or a related allergic phenomenon. .
Drug Interactions: CNS Active Drugs: In a single-dose study, coadministration of PROVIGIL 200 mg with
methyiphenidate 40fng delayed the absarption of PROVIGIL by approxirmatety 1 hour, The coadministration
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Tablets

Labor and Dellvary: The etfect of PROVIGIL on labor and delivery in h has not been sy ically
investigated. Seven normal births occurred in pztients who had received PROVIGIL during pregnancy.
Nursing Motbers: It not known whether PROVIGIL or its metabolile are excreted in human mitk, Caution
should be exercised when PROVIGIL is administered 10 nursing woman.

PEDIATRIC USE- Safely and eflectiveness in individuals betaw 16 years of age have not been established.
GERIATRIC UISE: Safety and etfectiveness in individuals above 65 years of age have not been established.
ADVERSE REACTIONS: PROVIGIL has been evaluated for safety in aver 2200 subjects, of whom more than
900 subjects with narcolepsy or narcolepsy/mypersomnia were given at least 1 dosa of PROVIGIL. In
controlled climcal trials, PROVIGIL was well tolerated, and most adverse experientes were mild to moderate.
The most commonly observed adverse events (25%) associated with the usa of PROVIGIL morg frequently
than placebo-treated patients in controlled US and foreign studies were headache, ifection, nausea,
nervousness, amdety, and insomnia. In US controlied triats, 5% of the 369 patiems who received PROVIGIL
discontinued due 10 a0 adverse exqerience. The most frequent (21%) rezsons for discontinuation that
occurred at a higher rate for PROVIGIL than placebo patients wera headache {(1%). nausea (1%), depression
(1%) and nervousness (1%). The incidence of adverse experiences that occurred in narcolepsy patients at 2
rate of 1% and were more frequent in patients treated with PROVIGIL than in placebo patients in US
controted trizks are lrsted below. Consult full prescribing information on adverse events.

Body a5 a wiwie: Headache,’ chest pain, neck pain, chills, rigid neck, feves/chulis

Digesthvr: Nousea,' diarrhea,’ dry moulh,” anorexa,' abnorrred fiver function? vormiting, mouth uices, gingivitis, thirst
Respirstory systentc Rhinitis,’ pharyngitis,' lung disorder, dyspnea, asthma, epistaxe

Nerveus system: Nervousness® dizziness, depression, anxiety, plexy, i i3, paresth
dyskimesia;’ rypertonia, confusion, amnesia, emotional lability, ataxia, tremor

Cardievasenlar: Hypotension, hypertension, vasodilation, arrhythmia, syncope

HomicAymphatie: Ecsinophilia

Special seases: Amblyopia, abnormal vision

Metobolic/Nutritional: Hyperglycemia, albuminuria

Muzcule-thatetal: Joint disorder

Skin/Appondages: Herpes simplex, dry skin

Uregenital: Abnormal urine, urinary retention, abnormal ejaculation*

“Incidence =5% ! Elevated liver ? Dro-factal dyskinesias.* Incidence adiusted for gender.

Dese Depeudency: In US trisls, the only adverse experienca more Irequent (5% differefice} with
PROVIGIL 400 mg/day than PROVIGH. 200 mg/day and placebo was headache.

Vital Siges Changes: There were no consistent effects or pattems of changs in vital signs fgr patients
treated with PROVIGIL in the US triats.

Welght Changes: There were no clinicalty significant differences in body weight change in patients
Ireated with PROVIGIL compared to placebo.

of a single dose of clomipraming 50 mg with PROVIGIL 200 mg/day did not atsct the pharmacoki of
either drug. One incident of i levels of clomipramine and its
active bolite desmethyic) has been reported. In a

singre-dose study with PROVIGIL (50, 100 or 200 mg) and triazolsm
0.25 myg, no clinically important atterations in the safety profile of
either drug were noted. In the absence of interaction studies with
monoamine oxidase (MAQ) inhibitors, caution should be
exercised. Potential Interactions with Drugs That Inhibit, Induce,
ar Are Matabolizred by Cylochrome P-450 Isoenzymes and Other
Hepatic Enzymes: Chronic dosing of PROVIGIL 400 mg/day
resuited in ~20% mean decrease in PROVIGIL plasma trough
1.oncentration sugpesting that PROVIGIL may have caused
induction of its metabolism. Coadministration of potert inducars of
CYP3A4 (eg, carbamazepine, phenobarbi ifampin) or inhibi

, rifampin) of CYP3M (eg, ketoconazols,
traconazole) coud atter the levels of PROVIGIL. Caution needs to be exarciced when PROVIGIL fs coxdnmi

Laboratory Ch : Mean plasma levels of gamma-glutamyl transferase (GGT) were higher following
administration of PROVIGIL but not placebo, Few subjects (1%) had
GGT slevations outside the normal range. Shift to higher, but not
clinically significantly abnormal, GGT values appeared to increase
with time on PROVIGIL. No differences were apparent in alkaline
phosphatase, alanine aminotransferase, aspartate aminotransferase,
total protain, albumin, or fotal bilirubin. There were more elevated
eosinophil counts with PROVIGIL than placebo n US studies; the
differences were not clinically significant.

ECE Changes: No treatment-emergent pattern of ECG abriormalities
was found in US studies following administration of PROVIGIL.
DRUG ABUSE and DEPENDENCE: Abwse Potential and
Depondence: fn addition to wakefulmess-promoting effect and
increased locomotor activity in animats, in humans, PROVIGIL produces psychoactive and euphoric etfects,

istered with drugs that depend on hepatic enzymes for their clearance; some dosage adjustment may be
required. Potentially relevant /i vivu effects of PROVIGIL based on in vitro data are:

A sfight induction of CYP1A2 and CYP2B6 in a concentration-dependent manner has been observed.

A maodest induction of CYP3A4 in 3 concentration-dependent manner may result in lower levels of CYP3A4
substrates (eg, cyclosporine, stercidal contraceptives, theophylline).

An apparent conceriration-related suppression of expression of CYP2C activity may result in higher levels
af GYP2C9 substrates (eg, wartarin, phenytoin).

A reversible inhibition of CYP2C19 may result in higher levels of CYP2C19 subsstrates (eg, diazepam, propranckd,
phenyton, S-mephenytoin}.

In some patients deficient in CYP2Z06, the amount of metabolism via CYP2C19 may be substantially larger.
Co-therapy with PROVIGIL may mcrease levels of some tricyclic antidepressants (en, clomipramine,
desipramine).

Carcinogenesiz, Mutagenasis, lnipalrment of Fertlity

Carvinogenesis: The highest dose studied i carcinoganesis studies represents 1.5 times (mouse) or
3 times (rat) the maximum recommended human daly dose of 200 mg o a mE/me basis. Thers was
no evidence of tumorigenesis associated with PROVIGIL administration in these studies, but becauss
the mouse study used an inadequate high dose below that representative of a maxi 1ol d dose, the

in mood, perception, thinking, and feelings typical of other CNS stimulants. /n vitre, PROVIGIL
binds to the doparnine reuptake site and causes an increase in extracellular dopamine but no increase in
dopamine release. PROVIGIL is reinforcing, as evidenced by its selif-administration in monkeys previously
traired to seff-administer cocaine. In some studies PROVIGIL was also partially discriminated a5 stimulant-
fike. Physicians should follow patients closely, especially those with a history of drug and/or stimulant (eg,
methylphenidate, amphetamine, or cocaine) abuse. Patients shoukd be observed for signs of misuse or
abuse (29, incrementalion of doses or drug-seeking behavior). In individuals experi with drugs of
abuse, PROVIGIL produced psychoactive and euphoric effects and feelings consistent with other scheduled
CNS stimulants (methylphenidate). Patients should be obsarved for signs of misuse or abusa.
Wiitddrawal: Following 9 weeks of PROVIGIL use in 1 US tAa), no specific symptoms of withdrawal were
observed during 14 days of observation, although sleep returned in leptic patients.
OVERDOSAGE: Muman Experiesce: A total of 151 doses of 21000 mg/day (5 tmes the madmum
recommended datly dose) have been racorded for 32 individuals. Doses of 4500 mg and 4000 mg were
taken imentionaly by 2 patients participating n forewgn depression studies. In both cases, adverse
experiences observed were limited, expected, and not Iife-threatening, and patients recovered fully by the
following day. The adverse experiences included excitation or agitation, insomnia, and shoht or moderate
Hevations in hemodynamic p . in nefther of these cases nor in others with doses =1000 mg/day,
ing experience with p 10 21 consecutive days of dosing at 1200 mg/day, were any unexpected effects

carcinogenic potential in that species has not been fully evaluated. Motagenasix- There was no svidence of
minagenic or clastogenic potential of PROVIGIL. mpairment of Fartility: When PROVIGIL was adminis-
tered orally to male and female rats prior to and throughout mating and gestation at up to 100 mg/kg/day
(4.8 times tha maximum recommended daily dose of 200 mg on a mg/me basis) no effects on fertility were
séen. This study did not use sufficientty high doses of lrge enough sample size to adequately assass effects
on fertility,

Prognancy: Pregnaacy Category C: Embryotoxicity was observed in the absance of maternal toxicity when
rats receivad oral PROVIGIL throughout the period of organogenesis. At 200 mg/kg/day (10 tmes the
maximum recommended dally human dose of 200 mp on a mg/me basis) thera was an increase in
resarption, hydronephrosis, and skeletal variations. The no-affect dose for these etfects was 100 mg/ko/day
(5 times the maximum recommended daily human dose on a mg/me basis). When rabbits received oral
PROVIGIL throughout organagenesis at doses up to 100 mg/kg/day (10 times the maximum recommended
daily human dose on a mg/m basis), no embryotoxicity was seen, Neither of these studies, however, used
optimal doses for the evaluation of embryotoxicity. Although a threshold dose for embryotoxicity has been
identified, the tull spectrum of potential toxic effects on the fetus has not been characterized. When rats
were dosed throughout gestation and lactation at doses up to 200 mg/kg/day, no developmental toxicity
was noted post-natally in the oftspring. There are no adequate and well-controbied triaks with PROVIGIL in
pregnant women. PROVIGIL should be used during pregnancy only if the potential benelit outweighs
the potential risk.

oF spedific organ toxicities obsorved. Other obrserved high-dosa eftects in clinical studies have included
anxiety, writaliity, apgresss 1 fusion, ner , tremod, palpitations, sleep disturbances,
nausea, diarrhea, and o d proth in time. Overdoss Managemest: No specific antidote to the toxic
effects of PROVIGIL averdose has been identified. Overdoses should be managed with primarily supportive
care, inchwimg cardiovascular moritoring. Emesis or gastric lavage should be considered. Thers are no data
suggestng that dialysis or urinary aciiification or atkalinizath h drug elimination. The physician
should consider contacting a poison-control center on the treatment of any overdose.

Manytactured for. Caphalon, Ine., West Chester, PA 15360

N Cephalon:

For more information about FROVIGIL, please call Cephalon Professional Services at 1-800-896-5855
or visit our Website at www. PROVIGIL. com
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PROVIGIL® (modafinil) TABLETS
BRIEF SUMMARY: Consait Package Insert for Complete Prescribi g Inf tl
INDICATIONS and URSAGE: To improve waketuiness i patients with excessive daytime si

associated

Tablets

Labor and Delivery: The effect of PROVIGIL on labor and delivery in humans has not been systematically
investigated. Seven normal births occurred in patients who had received PROVIGIL during pregnancy.

with narcolepsy.

CONTRAINDICATIONS: Known hypersansitivity to PROVIGIL

PRECAUTIONS; Genaral: Patients should be cautioned about operating an ayiomobike or other hazardous
machinery until they are reasonably certain that PROVIGIL therapy will not adversely attect their ability to
engane in such activities.

Cardiovsseular System: In cimical studies of PROVIGIL, signs and symptoms including chest pain,
paipitations, dyspnea, and transient ischemic T-wave changes on ECG were observed in 3 subjects in
mwmmmmummwmnmw.nsrmmmmwmm
labmsmtbemedhpaﬂmts%a&dwmbﬂvumuwhypmmummnkscsd\mg«s,chm
pain, arrhythimia or other clinically significant manifestations of mitral valve prolapse in association with CNS
stimulant use. Patients with a recent histary of M) or unstable angina should be treated with caution, Periodic
monitoring of hypertensive patients taking PROVIGIL may be appropriate.
wwmmmmmmmmneummmmamdm
FPatients with Severe Ranal impaimost: Treatment with PROVIGIL resulted in much higher exposure to
its inactive metabolite, modafindl acid, but not PROVIGIL itself.

FPatients with Severs Hepatic Impairment: PROVIGIL should be administered at a reduced dose because
s ckarance is decreased.

FPatients Using Contracepiives: The eftect of idal contraceptivies may be reduced when used
with PROVIGIL and for 1 month after disconti Alternative or thods of contraception
are recommended during and for 1 month fter treatment.

Int lon for Patients: Physicians are advised to discuss the following with patients taking PROVIGIL-
Prognency: Animal studies 1o 255esS the etfects of PROVIGIL on reproduction and the developing fetus were
not conducted so 25 to ensure a comprehensive avaluation of the potential of PROVIGIL to adversely affect
fertility, or cause embryolethality or teratogenicity. Patients should natify their physician i they become
pregnant or infend to become pregnant during therapy. They should be cautioned of the potential increased
Tisk of pregnancy when using steroldal contraceptives (including depot or implantable contraceptives) with
PROVIGIL and for 1 month after discontinuation. Nursing: Patients should notity their physician it they are
breast feeding. Concomitant Medication: Patients should inform their physician if they are taking o plan to
take any prescription or uver-the-counter drugs, because of the potential for drug interactions. Alcolrol: It is
prudent to avoid alcohot while taking PROVIGIL. Allergic Reactions: Patients should notity their physician i
they develop a rash, hives, or a relgted allergic phenomenaon,

Drug Interactions: CNS Active Drogx; In a single-dose study, coadministration of PROVIGIL 200 mg with
methyiphenidate 40 my detayed the absorption of PROVIGIL by approximately 1 hour. The coadministration
of a single dose of clomipramine 50 mg with PROVIGIL 200 mg/day did not affect the pharmacokinetics of
either drug. One imcident of increased levels of clomipraming and its

ative lite d thyiciomip has been reported. In a
single-dose study with PROVIGIEY50, 100 or 200 ) and trizzolsm
0.25 mg, no climcally important aiterations in the safety profile of
either druy were noted. In the absence of interaction studies with
moncamine oxidase (MAO) inhibitors, caution should be
exercised. Potential Interactions with Orugs That inhib#t, Indwee,
or Ars Metabolized by Cytochrome P-45( lsoenzymes and Other
Hepatic Enzymes: Chronic dosing of PROVIGH. 400 mg/day
fesulted i ~20% mean decrease in PROVIGIL plasma trough
concentration suggesting thal PROVIGIL may have caused
induction of its metabotism. Coadministration of potent inducers of
CYP3A4 (eg, carbamazepine, phenobarbital, rifampin) or inhibitors of CYP3A4 (9, ketoconazole,
iiraconazole) could alter the levels of PROVIGIL. Caution needs to be exercised when PROVIGIL is coadmin-
istered with dnugs that depend on hepatic enzymes for their clearance; some dosane adiustment may be
required. Potentially relevant i vivo efiects of PROVIGIL based on in vitro data are:
A slight induction of CYP1A2 and CYP286 in a concentration-dependent manner has been observed.
A modest induction of CYP3A4 in 3 concentration-dependent manner may result in lower levels of CYPIA4
substrates (eg, cyclosporine, steroidal contraceptives, theophylliina).
An apparent concentration-related suppression of expression of CYP2CS activity may result in higher levels
of CYP2C9 substrates (eg, warfain, pherytoin).
A reversibi inhibition of CYP2G19 may resull i Mgher levels of CYP2C19 substrates (eg, diazepam, propranckal,
S-mephenytoin)

)

In some patierts deficient in CYP2D8, the amount of metabolism via CYP2C19 may be substantisfly larger.
Co-therapy with PROVIGIL may increase levels of some tricyclic antidep (eg, clomiprami
desipramine).

Carcinogenesis, Mutagenesiz, Impaimment of Fertitity

FCarcinogenesis: The highest dose studied in carcinogenesis studies rep 1.5 times (mouse) or
3 times (rat) the maximum recommended human daily dose of 200 mg on a mg/m¢ basis. There was
no evidence of tumorigenesis associated with PROVIGIL administration in these studies, but because
the mouse study used an inadequate high dose below that representative of a maximum tolerated doss, the
carcinogenic potential in that species has not been fully evaluated, = There was no evidence of
mutagenic or clastogenic potential of PROVIGIL. kmpakrment of Fertiffly: When PROVIGIL was adminis-
tered orafly to make and femala rats priof to and throughout mating and gestation at up to 100 my/kg/day
{4.8 times the maximym recommended daily dose of 200 mg on a mg/me bass) no eftects on fertility were
seen. This study did not 1:ss sufficlently high dases or lage enough sample size 10 adequately assess effects

on fertikty.

Frogaancy: Fregmancy Catsgery C: EmbryotaxicRy was observed in the absence of maternal toxicity when
fats received ordl PROVIGIL throughout the pesiod of organogenesis. At 200 mg/kg/day (10 times the
maximum recommended daily human dose of 200 mg on a mg/ne basis) there was an increase in
Tesorption, hydronephrosis, and skeletal variations. The no-effuct dose for these effects was 100 mg/kg/day
(5 times the maximum recommended dally human dose on a mg/me basis). When rabbits received oral
PROVIGIL throughout organogeness at deses up to 100 mo/kg/day (10 times the maximum recommended
daily human dose on a myy/me basis), no embryotoxicity was seen. Neither of these Studkes, howsver, used
optimal doses for the-evaluation of embryotoxicity, Aithough a threshold dose for embryotoxicity has besn
identified, the full spectrum of patential toxic etlects on the fetus has not been characterized. When rate
were dosed throughout gestation and lactation at deses up to 200 mo/kg/day, no developmental toxicity
was noted post-natally in the offspring. There are no adequats and well-contralled trials with PROVIGIL in
pregnant women, PROVIGIL should be used during preg y only it the potential benefit i
the potential risk.

Jog Mothers: It is not known whether PROVIGIL of its metabolite are excreted in human milk. Caution
should be exercised when PROVIGIL is administered to nursing woman.
PEDIATRIC USE: Safely and effectiveness in individuals below 16 years of age havs not been established.
GERLATRIC USE: Safety and effectiveness in individuals above 65 years of age have not been sstablished.
ADVERSE REACTIONS: PROVIGIL has been evaluated for safety in over 2200 subjocts, of whom more than
900 subjects with narcolepsy or narcolepsy/hypersomnia were given at least 1 dase of PROVIGIL. In
controfled clmcal triaks, PROVIGIL was well tolerated, and most adverse experiences were miki 1o moderate.
The most commaonly observed adversa events (25%) associaled with the use of PROVIGIL mare frequently
than placebo-treated patients in controlled US and foreign studies were headache, infection, nauses
nervousness, anxiety, and irsomni. In US controlled trials, 5% of the 369 patients who received PROVIGIL
discontinued due to an adverse experience. The most frequent (=1%) reasons for decontinuation that
accurred at a higher rate for PROVIGIL than placebo patients were headache (1%), nausea (1%), depression
(1%) and ner {1%). The incidencs of adverse experiences that occurred in narcolepsy patients 2t a
rate of 1% and were more frequent in patients treated with PROVIGIL than in placebo patiems in US
controlled rials are listed below. Consult full prescribing information on adverse events,
Body a3 2 whole: Headache,' chest pain, neck pain, chils, rigid neck, fever/chilis
Digrerstive: Naussea' diarrhea.,’ dry mouth,' anoreda,’ abnomal Iiver function 2 vomiting, mouth ulcer, gingivitss, thirst
Respiratory system: Rhinitis,” pharyngitis,' lung di ;. dysp asthima, epistax
Nervous system; Nervousmess,' dizziness, depression, anxiety, cataplexy, insomnia, paresthesia,
dyskingsia! hypertania, confusion, amnesia, emotional lability, ataxia, tremor
CGardlgvascutar: Hypotension, hypertension, vasoditation, arthythmia, syncope
Hemic/Lymphatie: Eosinophia
Special sanzes; Amblyopia, abnormal vision
Metabolic/Nutritional: Hyperglyvemsa, albuminuria
Musculo-skeletal: Joint disorder
Skin/Appondages: Herpes simplex, dry skin

"~ Urogenital: Abnormal yrine, urinary ion, ab | L

'Incidenca >5%” Elevated fver enzymes, Oro-facial dyskinesias, Incidence adjusted for gender.
Doze Dependency: In US trials, the only adverse experience more frequemt (=5% differehice) with
PROVIGIL 400 mg/day than PROVIGIL 200 mg/day and placebo was headache.
Vital Signt Changes: There were no consistent effects or pattems of change in vital signs {or patients
ireated with PROVIGIL in the US trials.
Weight Changes: There were no clinically significant differences in body welght change in patients
treated with PROVIGIL compared to placebo.
Laboratory Changes: Mean plasma levels of gamma-glutamyl transferase (GGT) were higher following
administration of PROVIGIL but not placebe. Few subjects (1%) had
GGT elevations outside the normal range. Shift to higher, but not
clinically significantty abnormal, GGT vakes appeared 1o irease
with time on PROVIGIL. No ditferences were apparent in alciine
phosphatase, alanine aminotransferase, aspartate aminotransferass,
total protein, albumin, or total bilirubin. Thers were more ekvated
e0sinophil counts with PROVIGIL than placebo in US studies; the
differences were fiot clinically significant,
ECH Changes: No treatment-emergent pattern of ECG abnormalities
was found In US studies following administration of PROVIGIL.
DRUG ABUSE and DEPENDENGE: Abwss Polentisd and
Dapendents:; In addition to wakefulness-prometing effect and
increased locomotor activity in animals, in humans, PROVIGIL produces psychoactive and euphoric effects,
iterations in . perception, thinking, and feelings typical of other CNS stimutants. /n vitrs, PROVIGIL
binds to the dopamine reuptake site and causes an increase in extracellubr dopamine but no increase in
dopamine release. PROVIGIL is reinforcing, as evidenced by its self-administration in monkeys previously
trained to se¥-administer cocaine. In some studies PROVIGIL was afso partially discriminated 35 stimulant-
like. Physiciares should tollow patients closely, especially thosa with a history of drug and/or stimulant (eg,
{hylphenid ph ing, or cocaing) abuse. Patients should be observed for signs of misuse or
abuse (eg, incrementation of doses or drug-seeking behavior). In individuals experienced with drugs of
abuse, PROVIGIL produced psychoactive and euphoric efects and feelings consistent with other scheduled
CNS stinmulants (methyiphenidate). Patients should be obrserved for signs of misuse or abuse,
Withdrawal: Following 9 weeles of PROVIGIL use in 1 LS trial, no specific symptoms of withdrawal were
obsarved during 14 days of observation, although slespil turned in plic patients.
OVERDOSAGE: Humas Experiescs: A total of 151 doses of >1000 mg/day (5 times the maximum
recommended daily dose) have been recorded for 32 mdividuals. Doses of 4500 mg and 4000 mg wers
taken intemionafly by 2 patients participating in foreign depression studies. In both cases, adverse
Expenencas observed were imited, d, and not ife-th w9, and patients recovered fuily by the
following day. The adverse experiences inckuded excitation or agitation, Kesomni, and slight or moderate
elevations in hemodynamic parameters. |n nerther of these cases nor in others with doses 21000 mg/day,
including experience with up to 21 consecutive days of dosing at 1200 mg/day, were aty unexpected etfects
or specific organ toxicities observed. Other obzerved high-dose effects in clinical studics have included
anxiety, irritability, aggressh fusion, ner . tremor, palpitations, sleep disturbances,
nausea, diarrhea, and decreased prothrombin time. Overdese Maxapement: No specific amtidote 10 the toxic
eftects of PROVIGIL gverdose has been identified. Overdoses should be managed with primarily supportive
care, including cardiovascular monitoring. Emesis or gastric Lavage should be considered_ Then: are no data
suggesting that dialysis or urinary acidification or alkalinization enhance drug eimmation. The physician
should consider comacting a poison-controt center on the treatment of any overdose.

Manutactured for: Ceplraton, Inc., West Chester, PA 19380
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For more information about PROVIGIL, please call Cephalon Professional Services at 1-800-896-5855
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Efficacy confirmed Works differently* Proven saféty profile.  Easy to prescribé.-' :
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subjective measures wakefulness without:-

tolgrated. Most frequently  has few prescibing .

of wakefulness_ in widespread CNS stimula- rep@rted adverse events restrictions andlow: abuse-.
" parcolepsy patients. tion in preclinical madels * wete headache, nausea, potential compared to @ .-
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* May interact with drugs
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are metabolized by cyto-
chrome P450 iscenzymes.

— Phone-in presriptions: .
and refills permitted. -
— No triplicate/multiple .
prescriptions required.. .

by a dopaminerg

* Prior stimulant users and -
mechanism.

newly diagnosed patients
both stayed awake longer?

* CGI-C: Clinical Global Impression-Change over time, 3 validat'ed'independenl physician rating assessroent.
1 The precise mechanism of action is unknown. o
#+ The relationship of these findings in animals to the effects of PROVIGIL in humans has not been established,

References: 1. US Modsfinil in Narcolepsy Mutticenter Study Group. Arin Newrol. 1998:43:88-57. 2. US Modafind n Narcolepsy Multicenter Study Gm%-gw;ioogiqﬁi £6-1175. 3. Data on ie; -
769, 6. Physcians Reference, current edition..

Cephalon, Inc. 4. Lin IS, Hou Y, Jouvet M. Aroc Natl Acad 5 USA. 1996,93:14128-14133.
Please see bref summary of prescribing information on the adjacent page.

5. Edgar DM, Seidal WF J Pharmacol Exp Ther 1997:283:757
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PROVIGIL® (mudafisil) TABLETS

BRIEF SUMMARY: Corznlt Package hrzert for Complets Prescribing information

INDICATIONS and USAGE: To improve wakstulness in patiants with excessive daytime sleepiness associated
with narcolepsy.

CONTRAINDICATIONS: Known hypersensitivity to PROVIGIL

PRECAUYHINS: Gapera/: Patients should be cautioned about operating an automobile or other hazardous
machinery until they are reasonably certain that PROVIGIL therapy wil not adversely affect thew abiity to
engage In such activities.

Cartigvascuisr Systym: In chiical studies of PROVIGIL. signs and symptoms including chest pain,
palpitations, dysphea, and tramsient ischemic T-wave changes on ECG were pbserved in 3 subjects i
assodaﬁonwimmmmmmmmwmmnymsrmmmdedmmovmm
tablets not be used in patients with a histovy of left ventricular hypertrophy or ischemic ECG changes, chest
pain, arrtrythmia or other clinically significart meanifestations of mitral valve prolapsa in association with CNS
sﬁmulantm.mewma.rmmmydmwunsmm“gmaslmmmmmmm
monitoring of hypertensive patients taking PROVIGIL may be appropriate.
mmwmmummmuwmgmmmmaﬁmdm
Patients witly Severe Rens! impsirmeat: Treatmeant with PROVIGIL resulted in much higher exposure 1o
its inactive metabolite, modafinll acid, but not PROVIGIL itself.

FPatlents with Severs Hepatic Impairmest: PROVIGIL should be administerad at a reduced 00se because
its clearance is decreased.

Patisnts Using Contraceptivex: The effectiveness of steroidal contraceptives may be reducad when used
with PROVIGIL and for t month after discontinuation. Altemative oF concomitant methods of comraception
are recommended during and for 1 month after treatment.

Information for Patients: Physicians are advized t0 discuss the following with patients taking PROVIGIL:
Prognancy: Animal studies to assass the affects of PROVIGIL on production and the developing were
net conductad so 25 to ensure a comprehenst Juation of the p ial of PROVIGIL to adversely affect
fertilty, or cause embryolethality or teratogenicity. Patients should notify their physician if they become
pregnant or infend to become pregnant during therapy. They shoutd ba cautioned of the potential i d

T

CMTDA

Tablets

Labor amd Delivery: The effect of PROVIGIL on labor and delivery in humans has not been systematically
investigated. Seven normal births occurred in patients who had receved PROVIGIL during pregnancy,
Nursing Mothers: tt is not known whether PROVIGIL or its metaboiite are excreted in human milk, Caution
should be exercised when PROVIGIL is administered 12 nursing woman.

PEDIATRIC USE: Safely and effectiveness in individuals below 16 years of age have not been sstabiished.
GERIATRIC USE: Safety and effectiveness in individuals above 65 years of age have not been established.
ADVERSE REACTIONS: PROVIGIL has been evaluated for satety in over 2200 subjects, of whom more than
900 subects with narcokpsy or namolepsy/fypersomni wers given at least 1 dose of PROVIGIL. In
controtied chinical trials, PROVIGIL was well tolerated, and mast adverse expenionces wers mild to moderate.
The most commonly observed adverse events (25%) associated with the usa of PROVIGIL more frequentty
than placebo-treated patients in controlled US and forewgn studies were headache, infection, nausea,
TIETVOUSNESS, anxiety, and insominia. In US controlted trials, 5% of the 369 patients who received PROVIGIL
discontinued due to 2n adverse experience. The most frequen (>1%) reasons for discontmuation that
occurred at a higher rate for PROVIGIL than placebo patients were headache (1%), nausea (1%), depression
(1%} and nervousnezs (1%). The incidenca of adverse experiences that oczurred in rarcokpsy patients at a
rate of 1% and were more frequent in patients tregted with PROVIGIL than in placebo patiemts in US
controlled triaks are lsted beiow, Consult full prescribing information on adversa events.

Body a5 2 whole: Headache,' chest pain, neck pain, chills, rigid neck, fever/chis

Digestive: Nause, diarrhe,' dry mouth, ancraxa, abnonma fiver function;’ vomiing, moulh ulce, gingivitis, thirst
Respiratory system: Rhinitis.' pharyngitis,' lung disorder, dyspnea, asthina, epistaxis

Nervous systemc Mervousness dizziness, dep , anxiety. cataplaxy, i i h
dyskinesia itypertonia, confusion, amnesia, emotlonat lability, ataxia, trernor
Cardiovasrutar: Hypotension, hypertension, vasodilation, arrhythimia, syncope
Hemic/Lympheatic: Eosinophilia .

Special senses: Amblyopia, abnormal vision

Metabollc/Mutritionat: Hyperglycemia, alburminuria

Musculo-skeletad: Joint disorder

risk of pregnancy when using ptives {including depot or implantable contraceptives) with
PROVIGIL and for 1 month after discontinuation, Nursing: Patients should notify their physician if they are
breast feeding. Concamitant Medication; Patients should Inform their physician if they are taking or plan to
taka any prescription or over-the-counter drugs, because of the potential for drug interactions. Alcshol: it is
prudent o avuid alcohol while taking PROVIGIL. Alergks Rsactions: Patients should notify their physican it
they develop a rash, hives, or a related alergic phenomenon,

Drug Interactions: CNS Active Drugs: In a single-dosa study, coadministration of PROVIGIL 200 mg with
methylphenidate 40 mg detayed the absorption of PROVIGIL by approximatety 1 hour. The coadministration
of a single dose of clormipramine 50 mg with PROVIGIL 200 mg/day did not affect the pharmacokinetics of
either drug. One incident of i levets of clomipramine and its
active metabolite d Aciomipramine has been repodted. In a
single-dose study with PROVIGIL (50, 100 or 200 mg) and trizzolam
0.25 mg, no clinically important aterations in the safety profile of
sither drug were noted. In the alysence of interaction studies with
monoaming oxidase (MAQ) inhibitors, caution should be
exercised. Potentia! interactions with Orogs That Inhibit, Induge,
or Are Metabolized by Cytocheome P-450 isgenzymes and Other
Hepatie Enzymex: Chronit dosing of PROVIGIL 400 mg/day
resulted in -20% mean decrease m PROVIGIL pl trough
concentration suggesting that PROVIGIL mayhave caused
induction of its metaboksm. " of potert inducers of

Skin/Appondages: Herpes simplex, dry skin

Uroganital: Abnormeal urine, urinary retention, abnormal ejaculation

'Incidence 5%, Elevated liver enzymes,’ Oro-facial dyskinesias,” Incidence adjusted for gender. ,

Doxe Dep .anStﬂals.MMlymuexnemnmtrequeM(zs%dlﬂm)wm
PROVIGIL 400 mg/day than PROVIGIL 200 mg/day and placebo was headache.
vnalsmmmwummwemmmistmmmwmmmwmhwwswwmﬁmts
Ireated with PROVIGIL in the US trials.

Weight Changes: There were no cilnically significant differences in body weight change in patients
treated with PROVIGIL compared o placebo.

Laboratory Changeex Mean plasma levels of gamma-glutammyl transferase (BGT) were higher following
administration of PROVIGIL but not placabo. Few subjects (1%) had
GGT elgvations outside the normal range. Sift to_higher, bit not
clinically significantly abnormal, GGT valwes appeared 10 increase
with time on PROVIGIL. No differences were apparent in alkaline
phosphatase, alanine amingtransferase, aspartate aminotransferasa,
total protain, albumin, or total bifintin. Thers wers more slevated
eczinophil counts with PROVIGIL than placsbo in US studies: the
ditferences were not clinically significant.

. ECQ Changos: No treatment-emergent pattem of ECB abnormalities
was found in US studies following administration of PROVIGIL.
DRUG ABUSE and DEPENDENCE: Abess Potential and
Dependenca: In addition to effect and

CYPIA (eg, carbamazepine, phencharbital, rifampin) or inhibitors of CYP3A4 (eg. ket azole,
itraconazole) coukd alter the levals of PROVIGIL. Caution needs to be exercised when PROVIGIL is coadmin-
istered with drugs that depend on hepatic enzymes for their clearance: some dosage adhestment may be
required. Potentialy relevant in vivo effects of PROVIGIL bzsed on i vitro data are:

A slight induction of CYPTA? and CYP2B6 It a concentration-dependent manner has been observed.

A modest induction of CYP3A4 in a concentrabon-dependent manner may result in lower levels of CYP3A4
substrates (e, cyclosporine, steroidal contraceptives, thaophylline).

An apparent concentration-retated suppression of expression of CYP2C9 activity may result in higher kvels
of CYP2C9 substrates (ep, wartarin, phemytoin).
Amwmmmmmmsmmnmmmwmsmmmm
pherytoin, S-mephanyioin),
xnmmmueﬁdmmmm.Uammummmcvmwmmmmm
Co-therapy with PROVIGIL may increasa levels of some tricyclic antidepressants (eq, clomipramine,
desipramine). :
Cai

. 1 genesis studies represents 1.5 times (mouse) or
3timss(lat)themaximumrewmnmhumandaiudoseowOOmgonamglmbasis.Therems
no evidence of tumorigenasts associated with PROVIGIL administration in these studles, but b

i I activity in animals, in humans, PROVIGIL produces psychoactive and eupharic effects,
alterations in mood, perception, thinking, and feefings typical of other CNS stimulanis. I vitro, PROVIGIL
binds 1o the dopamine reuptake site and causes an increase in extraceliar dopamine but no increass in
dopamine release. PROVIGIL is reinforcing, as evidenced by its saif-administration in mOnkeys previousty
trained to seff-administer cocaine. In some studies PROVIGIL was also partially discriminated as stimulant-
like. Physicians should follow patiants clasaly, especially thoss with a history of drug and/or stimulant (eg,
methylphenidate, amphetamine, or cocaine) abuse. Patients should be observed for signs of misuse of
abuse (89, incrementation of doses or drug-saeking betiavior). In individuale experienced with drugs of
abuse, PROVIGIL produced psychoactive and eupharic effacts and fealings consistont with othar scheduied
CNS stimutants (methyiphanidata). Patiernds should be obearved for signs of misusa or abuse.

Withdrwwal: Following 9 weeks of PROVIGIL use in 1 US trial, no specific symptoms of withdrawal were
observed duri) 14 days of observation, aithough shaspiness retumed in eptic patients,

OVERDOSAGE: Humya Experiowcs: A totl of 151 dosas of 1000 mg/day (5 times the maximum

exmmmmm,m.mmmmm,mmmmhwm
following day. The adversa expetiences included excitation or agitation, insomnka, and dight or moderate
| in

the mouse study used an inadequate high dose below that representative of 3 maximum tolerated dose, the
carcinogenic potential in that species has not been fully evahated. Mutagenesiz: There was no evidence of
mutagenic of clastogenic potential of PROVIGIL. /mpalmmeat of Fartillly: When PROVIGIL was adminis-
tered oralty to male and femate rats pror to and throughout mating and gestation at up to 100 mg/kg/day
(4.8 times the maximum recommended daily dose of 200 mg on a mg/me basis) no effects on fertility were
seen, nisstuwdanHewmmuhighMMhmemwsamphsmmemdymeﬂm

on fertility.

Pregnancy: Pregksacy Category C: Embryotoxicity wes observed In the sbsence of matemal taxicity when
rats regeived oral PROVIGIL throughout the period of organogenesis. At 200 mo/kg/day (10 times the
maximumrecmrnmddaiyhmundmolZDOmgonamg/mbasis)ﬂmmanmeasein
resorption, hydronephrosis, and skeletal variations. The no-sffect dose for these effects was 100 mo/ka/day
(5 times the maximum recommended daily human dose on a mg/me basis). When rabbits received oral
PROVIGIL throughout organogenesis at dosas up to 100 mg/kg/day (10 times the maximum recommended
dally human dose on a mg/ime basis), no embryotoxiclty was seen. Nefther of thesa stughes, however, ysed
optimal doses for the evaluation of embryotoxicity. Aithough a threshold dose for embryotoxicity has been
identilied, the full spectrum of potential toxic effiects on the fatus has not been characterized. When rats
wera dosed throughout gestation and Lactation at doses up to 200 ma/kg/day, no developmenal toxicity
was noted post-natally in the offspring. Thers are no adequate and well-controlled trials with PROVIGIL in
pragnant women. PROVIGIL should be used during pragnancy only if the potential benefit putweighs
the potential risk.

tions in hamodynamic parameters. In neither of these cases nor in others with doses =1000 my/day,
including experience with up to 21 consecutive days of dosing at 1200 m/day, were any unexpectad effects
or specific organ toxicitles observed. Other observed high-dose effects in clinical studies have included

-anxiety, irritability, aggressiveness, confusion, nervousness, tremor, paipitations, skep disturbances,

naysea, diarrhea, and decreased prothrambin time, Overdese Management: No spectfic antidots 1o the toxic
affects of PROVIGIL overdose has been identified. (verdoses should be managed with primarily supportive
care, including cardigvascular monitoring. Emesis o gastric lavage should be considered. Thers are no data
Suggesting that dialysis or urinary acidification or alkalinization enhance drug ebrnination, The physician
should consider contacting a poison-control centar on the treaiment of any overdesa,
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£ Epworth Sleepmess Scale, a validated-patient self~que5!t0nnalre that provides a subjective measuremant o sleeprness
The-precise mechanism of action-is unknown,
The relationshipr of these findings in animals to the effects of PROVIGIL in humans has not beén:estabati

Refaferices: 1. US Modafinil in Narcolepsy Multicenter Study Group, Ann Neurol. 1598:43:88 97: clafinl i Multicerrter Study Group. rology 2000/54:1166<¥
etal. [Abstract 1189.K2]. Sleep, 2000:23(suppl 2YA306. 4. Data on file, Cephalon, Inc. 5. Lin J5, Mo, Joivet My Acad S USA. 1996:03: 1412812133 5.
Ther. 1997:283:757-768. 7. Physician’s Desk Reference, qurment edition,

Pléase see brief summary of prescribing information on the adjacent page.
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PROVIGD® (modafinil) TABLETS

BRIEF SUMMARY: Consult Package irsert for Complate Prescribing information
INDICATIONS and USAGE: To improve wakefulness in patients with excessive daytime sleepiness associqted
with rercolepsy.

CONTRAINDICATIONS: Known hypersensitivity to PROVIGIL

PRECAUTIONS: Gensral: Patients should be cautioned about operating an automobib

or other hazardh
machinery untl they are mammwmmmmnmmmmmmmmwamm
engage in such activities.
cmmwmnnmmumovlsmmwmm'

palpitations, dyspnea, and T-wave ges on ECG were observed in 3 subjects in
association with mitral vaive protapsa or left cutar hyp ,,.nkmmuﬂ'ﬂPROVIGlL
labletsno!beusedmpaﬂmtsvnmamymul retricutar b hy of Echemic ECG chonges, chest

chest pain,

PROVIGIC

IVF‘O"D AFINTDYE-

Tablets

Labor awd Dellvery: The effect of PROVIGIL on Labor and defivery in humang has not been systematically
investigated. Saven normal births occurred in patients who had recaived PROVIGIL during pregnancy.
Nersing Methers: It &5 not known whether PROVIGIL or its metabotite are excreted in human milic Caution
should be exercised when PROVIGIL is administered to nursing woman.

PEDIATRIC USE: Safely and effectiveness in individuals betow 16 years of age have not begn established.
GERIATRIC USE: Safely and effectiveness in individuals above 65 years of age have not been established.
ADVERSE REACTIONS: PROVIGIL hars been evahuated for safety in over 2200 subjects, of whom more than
900 subjects with narcolepsy of namcoiepsy/iypersomnia were given af least 1 dose of PROVIGIL. In
controtied clinical trials, PROVIGIL was well tolerated, and most adversa experiences were mid to moderate.
The mazt commonty observed adverse events (=5%) associated with the use of PROVIGIL more frequently
than placebo-treated patients in controlled US and foreign studies were headache, infection, nauses,

pain, ammmmmwmmmmmnmmm
stimutant use_ Patients with a recent history of MI or unstable angina should be treatad with caution. Periodic
monitoring of hypertersive patients taking PROVIGIL may ba appropriae.

Conira! Nerwoes Systers; Caution shiould te exscisad when PROVIGIL is given 10 palients with 3 hisory of psychosss.
Patieats with Severs Reval Treatment with PROVIGIL resuied in much higher exposure to
its inactive metabolite, modafinil acid, but not PROVIGIL itself.

Fatieols with Severs Hegatic impairmest: PROVIGIL should be admintstered & a reduced dose because
its clearance is decreased.

Patisats Using The effectiveness of steroidal comraceptives may be reduced when wsed
with PROVIGIL and for 1 month after discontinuation. Alternative or concomitant methods of contraception
are recommended during and for 1 month after treatment,

Information for Patiests: Phiysicians are advised lo discuss the following with patients taking PROVIGIL-
Prograney: Animal studies to assess the effects of PROVIGIL, on reproduction and the developing fetus were
not conducted 50 as to ensure 3 comprefensive evaluation of the potential of PROVIGIL to adversely afiect
fertility, or cause embryvlethalty or teratogenicity. Patients should notity their physician it they become
pregnant o intend to become pregnam during therapy. They should be cautioned of the potential increased
risk of pregnancy when using steroidal contraceptives (including depot or imptantable comraceptives) with
PROVIGIL and for 1 month after discontinuation. Mursing: Patients should notify their physician if they are
breast feeding. Concomitam Madication: Patients should inform thewr pivsician if they are taking or plan to
take any prescription or over-the-counter drugs, because of the potential for drug imteractions. Aleobed: It is
prudent to avoid alcohol while taking PROVIGIL. Allerpic Reactions: Patients should notify their physiczan i
they develop a rash, hives, or a retated altergic phenomenon.

Drug Interactions: CNS Active Drogs: In a single-dose study, coaoministration of PROVIGIL 200 mg with
methylphenidate 40myp delayed the absorption of PROVIGIL by approximataly 1 howr. The coadministration
olasmgtedoseoldomwmmhw&ﬂmomeROVlG!LZOOWdaydldnmaﬂeumephannacohnehcsof
either drug. One incident of i d kevels of clornipramine and its

active metabolite desmethyiclomipramine has been reported. In a
single-tose study with PROVIGIL (50, 100 or 200 mg) and trizzolam
0.25 mg, no clinicaily importamt alteralions in the safety profile of
either drug were noted. in the absence of mteraction studies with
moanoaming oxidase (MAQ) inhibitors, caution ' should be
exercised Intevactions with Drags That InhibH, Induce,
or Ars Melabolized by Cytochrome P-458 Iroenzymes and Other
Hepatie Enzymex: Chronic dosing of PROVIGIL 400 mg/day
resulted in ~20% mean decreasa in PROVIGIL plasma trough
concentration suggesting that PROVIGIL may have caused
induction of its metabolism. Coadministration of potent inducers of
CYP3A4 (e, carbamazepine, phenobarbital, rifampin) or inhibitors of CYP3A4 (sg

ner anxiety, and L In US et trias, 5% of the 369 patients who received PROVIGIL
discontinued dua 10 an adverse experience. The most frequent (=1%) reasons for discontimetion that
occurred Al a higher rate for PROVIGIL than placeb patients wera headache (19), nausaa (1%), depression
(1%) and nervousness (1%). The incidence of adverse experiences that occurmed in narcolepsy patients at a
rate of 1% and were more frequent in patierts trezied with PROVIGIL than in placzbo patients in US
comtrolled triaks are listed below. Consull full prescribing ilormation on adverse events.

Body as a whela: Headache,' chest pain, neck pain, chills, rigid neck, fevar/chills

Digemtiver Nearsen' derrhea,' dry mouth, antveda,’ sbnormal iver function,? vomiting, mouth wicer, gingretis, thirst
Rezpiratory syziem: Rhlnuls pharyngitis,' lung disorder, dyspnea, asthma, epistads

Nervoss system: Nei ! dizziness, depression, anxiety, calaplexy, insomnia, paresthesia,
dyskinesia? hynamnh. corfusion, amnesi, emotional lability, alaxia, tremor

Cardlovasestar: Hypotension, hypertension, vasodiation, arrhythmia, syncope

Hemic/Lympheatic: Eozinophilia

Skiw/Appemiages: Herpes simplex, dry skin

Uregealiak Abnormal urine, urinary retemtion, abhormal ejaculation*

'Incidence 5%, Elevated liver enzymes, Oro-facial dy * Incidenca adjusted for gender.

Dot 2 In US irigls, the only adverse experience more frequent (5% diffefbnee) with

PROVIGIL 400 mglday than PROVIGIL 200 mg/day and placebo was headache.

Vital S There were no consisterst effects or patterns of change in vital signs«for patients

treated with PROVIGIL in the US trials.

Weight Changes: There were no clinically significant differences in body weight change in patients

treated with PAOVIGIL compared o placabo.

Laboratory Changes: Mean plasma levels of gamma-pivtamyl transferase (GGT) were higher ioflowing

administration of PROVIGIL but not placebo. Few subjects (1%) had

GGT elevations outside the normal ranpe. Shift to higher, but not

clinically significanty abnormal, GGT values appeared 10 increass

with time on PROVIGIL No ditferences wers apparent in allcling

phosphatase, alanine aminotransferase, asparate aminotransferase,

totgd protein, albumin, or total biirubin. There were more elevated

eosinophil counts with PROVIGIL than placabo in US shudies: the

differences were not clinically significant.

ECE Changes: No treatment-emergent pattem of ECG abnormalities

was found in US studies following administration of PROVIGIL

ORVG ABI.ISE and DEFENDENCE: Abwze Potestisl awd
2 In addition to wakefulness-promoting effect and

ilraconazole) coukd alter the levels of PROVIGIL. Caution needs 10 be exemisad when PROVIGIL i coadmi

istered with drugs that depend on hepatic enzymes for their clearance; some dosage adiustment may be
required, Potentialy relevant in vivo effects of PROVIGN hased on in vitrp data are-

A slight induction of CYP1A2 and CYP2BS in a concentration-dependent marmer has been observed.
AmodestlndumhnolCVMmammaﬁdemmawmrssﬂmWMdcm
substrates (eq, cyclosp

An apparent concentration-related suppressm of expression of CYP209 activity may result in higher levels
of CYP2CY subsirates (eg, warlarin, phenytoin).

A reversible inhitition of CYP2G19 mezy result in higher levels of CYP2C19 substrates (a9, dizcepam, propranolol,

phenytoin, S-mepheryioin).
In some patients deficierit in CYP2D6, the amount of metabofisin via CYP2C19 may be substantialy larger.
Co-therapy with PROVIGIL may increasa levels of some tricyclic antidep (eg, p
desipramine).
Carcinogenasis, Mutagenatis, impaimmant of Fortilily

- The highest dose studied in cari is studies represents 1.5 times (mouse) or
3 times (rat) the maximum recommendsd human daily dose of 200 mg on a my/ine basis. There was
no evidence of tumonigenesis associated with PROVIGIL administration in these stixdies, bud because
the mouse study used an inadedquate high dose below that represantative of 3 maximom tolerated dosa, the
carcinogenic potertial in that species has not been fully evaluated. There was no evidence of
mutagenc or clastogenic potental of PROVIGIL. /mpalrment of Fertily: When PROVIGIL was adminis-
tered orafly to male and female rats prior to and throughout mating and gestation 2t up to 100 mg/kg/day
(4.8 times the maximum recommended daily dose of 200 mg on @ mg/nw hasis) no effects on fertifity were
seen. This study did not use sufficiently high doses or large enough sample size to adequately assess effects
on fertiity.

Pregaancy: Preguancy Calegery C: Embryotoxicity was observed in the absance of matemal toxicity when
rats reteived oral PROVIGIL throughout the period of organogenesis. At 200 mg/kg/day (10 times the
maximum recommended dally human dose of 200 mg on a mg/me basis) there was an increass in
resorption, hydronephrosis, and skelstal variations. The no-etiect dose for thess effects was 100 my/kg/day
(5 times the maximum recommended daily human dose on a my/me basis). When rabbits received oral
PROVIGIL througheut organogenesis at doses up to 100 mg/kg/day (10 times the maximum recommended
daily human dose on a mg/me basis), no embryotaxicity was seen. Neither of these studies, however, used
optimal doses for the evaluation of embryotoxicity. Aithough a threshold dosa for embryotexicity has been
identified, the full spectrum of potential toxic effects on the tetus has not been characterized. When rats
were dosed throughout gestation and kictation at doses up to 200 mg/kg/day, no developmental toxicity
was noted post-natally in the offspring. There are no adequate and well-controlied trials with PROVIGIL in
" pregnant women. PROVIGIL should be used during pregnancy only if the potential benefit outweighs
the potential risk.

dh f acwnylnammals in humans, PROVIGIL p and euphoric effects,
jons in mood, D and feakings typical of other cus stimuants. n vitro, PROVIGIL.
bh:lsmﬂndopammmuphkasllaand-usesan in 9 but no increase in

doparmine release. PROVIGIL ks reinforcing, as evidenced by its self-administration in mondeys previowsly
trained to self-administer cocaine. In soma studies PROVIGIL was also partially discriminated as stimulant-
like. Physictans shouid follow patients closety, especially those with a history of drug andior stimulant (eg,
methyiphenidate, amphetamine, or cocaine) abuse. Patients shouid be obsemd fnr signs of misusa oF
abm(eomcrememaﬁonoldossnrdnm-sem‘“ hor). In ind P d with drnugs of
abusa, PROVIGIL prod psy and eup effects and festings consistent with other scheduled
CNSM(MM).MMNWWWMMMW»M
Withrawal: Following 9 weeks of PROVIGHL use in 1 US trial, no specific symptoms of withdrawal were
obzerved during 14 days of observation, aithough skepiness returned in narcoleptic patients.
OVERDOSAGE: Humas Experiesca: A total of 151 dnsasofamoowday(summ"mm
recommended daly dose) have been recorded for 32 individuals. Doses of 4500 my and 4000 mg were
taken itentionally by 2 patients participating in foreign depression studies. In both cases, adverse
axpariences observed were limited, expacted, and not ke-threstening, a'ldpaﬂmlsrwweredmlybym
fotlowing day. The adverse sxpariences Included excitation or agitation, # and shght or

elevations in hemodyramie parameters. In neither of these cases nor in others with dosas 21000 mg/day,
including experiencs with up to 21 consecutive days of dosing at 1200 mg/day, were any uhaxpects] effects
or specific organ toxicities observed. Other obsarved high-dose effects in clinical studies have included
anxiety, imitabwity, aggressiveness, coufusion, nervoumness, tremor, papitations, skeep dishwbances,
mmdmwmmmmmmmwmmmmmmm
eﬂecﬁdPRWlGledoserasbeenmc doses should b d with p ly supportive
care, inchyd Em«mwMNMMmmm
suggeshngmadh!yssunmmyacldd‘mwmmmﬂmmm The physiciat
shoukd consider contacting a polson-control cemer on the treatment of any overdose.

Manutachwed for: Cephalon, ing., West Chester, PA 19330
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safety profile.

IGIL is generally well
pted. Most frequently
ed adverse events
headache, nausea,
usness, anxiety,

jon and insomnia.
dverse events

Hild to moderate.

eract with drugs
ibit, induce or. .

bolized by cyto-
e P450 ispenzymes.

il

* E5%: Epwurth Sleepmess Scale
+ The precise mechanism of action 5'unknown -
4 The relationship of these findings in animals to the effects of PROVIGIL in humans has not been established:

. Thex, 1997,283.757-769. 7. Physkian’s Desk Reference, curmant edition.
Please see brief summary of prescribing information on the adjacent page.

MODAFINIL

Tablels
To improve wakefulness in patients
with excessive daytime sleepiness
associated with narcolepsy

sleepiness and

bcreased ACTIVITY

various symptoms. PROVIGIL, a unique wake-
yare, Awake all day. And lets them sleep at night."?

Easy to prescribe.

* PROVIGIL, a (v agent,
has few prescribing
restrictions and low abuse
potential compared to
agents such as
methylphenidate or
dextroamphetamine.’

~ Phone-in prescriptions
and refills permitted.

— No triplicate/multiple
-prescriptions required.,

a\ﬁﬁdaled patient seif—qdestionnaire that provides 3 subjective measurernent of sleepiness.

Referencess 1. US Modafinil in Narcolepsy Multicenter Study Group. Ann Neurol. 1998;43:88-97. 2 US Modafini in Narcolepsy Muhticenter Study G
"ot ak fAbstract 1189.K2). Skeep. 2000; 23(stppi 2).A306. 4. Data on file, Cephalon, Inc. 5. Lin JS, Hou Y, JouvelM BWMAG':ISO {54 1996;93: 14123-14133 &

Convenient
once-a-day dosing
may enhance
compliance. _ Z
* Recommended dose: .
200 mq taken once -
daily in the morning.

* 200 mg and 400 mg
doses are effective and©
generally well tolerated. . -

For more information about -
PROVIGIL, please calf
1-800-896-5855 o visit our -
Website at www.PROVIGIL.com

2000,541166-1175.3.5(hwaﬂzlﬂ.
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PROVIGIL® (modalinil) TABLETS

HRIEF SUMMARY: Comsait Facikage tesert for Compiete Preseribing information

INDICATIONS and UMToiwmmhmmmemmmmm
with namokepsy.

CONTRAINDICATIONS: Known hypersensitivity to PROVIGIL

PRECAUTIONS: Bmmmwmgmwmmmmwmmm
machinery until they are reasonably certain that PROVIGIL therapy wil not adversely affect their ability to
engage in such activities,
cmtmmmsmmlnammsesdmwm.mmmmmm
wnm,WmemMika-mmmeCGMMhSMh

menitering of hypertensive patients taking PROVIGIL may be appropriate.
wmwmmummmmsmmmmamdm
FPatiowts with Severs Renal lmpairment: Treatment with PROVIGIL resulted i much higher expasure to
its inactive metabolite, modafinil acid, but not PROVIGIL itsed,
Patlents with Severs Hepatic Impairment: PROVIGIL should be administered st a reducad dose because
its clearance is decreased.
Patismix Using O " The effectiveness of steroidal contraceptives may be reduced when used
with PROVIGIL and fof 1 month after discontinuation. Altarnative or concomitant methods of comtraception
are recommended during and for 1 month after treatment. )
Information lor Patients: Physicians are advised to discuss the following with patients taking PROVIGIL:
Pregnancy: Animal studies to assess the effects of PROVIGIL on reproduction and the d ping fefus were
not conducted so as to ensure a comprehensive evaluation of the potential of PROVIGIL to adversely affect
fertifty, or cause smbryolethakty or teratogenicity. Patients should notity their physician if they become
pregnant or intend to becofme pregnant during therapy. They should be cautioned of the potential increassd
risk of pregnancy when using steroidal contraceptives (mcluding depot or impkantable ) with
PROVIGIL and for 1 month after discomtinuation, Norsing: Patients should notity their physician if they are
breast feeding. Concomitant Medication: Patients should inform their physician if they are taking or pian to
take any prescription or over-the-counter drugs, because of the poterttial for drug inmteractions. Akeodol: it is
Prudem 1o avoid alcohol while taking PROVIGIL Atfergie Reactions: Patients should nolify thefr physician if
they develop a ragh, hives, or a refated allergic phenomenon.
Drug interactions: CNS Active Drugs: In a single-dose study, coadministration of PROVIGIL 200 mg with
methyiphenidaty 40 mg delayed the absorption of PROVIGH by approximatedy 1 hour. The coadminktration
of a singla dose of clomipraming 50 my with PROVIGIL 200 mg/day did not affect the pharmacokinetics of
either drug. One incident of increased levels of clomipraming and its
active metabolite o thylclomipramine has been rep Ina
single-dosa study with PROVIGIL (50, 100 or 200 mg) and triazolam
0.25 my, no clinically importat aRerations in the safety profile of
sither drug wers noted. In the absence of interaction studies with
monoaming oxidase (MAQ) inhibitors, caution should be
ised. Pt It with Drugs Thot niidit, indecs,
or Are Motabolized by Cytochrome P-450 and Other
Hepatle Enzymes: Chromic dosing of PROVIGIL 400 mg/day
resufted in ~20% mean decrease in PROVIGIL plasma trough
concentration suggesting that PROVIGIL may have caused
inaucﬁmmnsmmmmmmmmmm
CYP3M4 (eg. carbanwzepine, phenobarbital, rifampin) or inhibitors of CYP3A4 (e, ketoconazole,
ftraconazole) could akter the levels of PROVIGIL. Caution heeds to be exercised when PROVIGIL i coadmin-
isteredwimdnnsmaepunmrepaﬁcmiwmeircleamm;somedmadmmmayhe
required, ially refevant in vivo ettects of PROVIGHL besed on in vitro data are:
A slight induction of CYP1AZ2 and CYPZB6 in a concemration-dependent manner has been observed.
A modest induction of CYP3A4 in a concentration-dependent manner may result in Jower levels of CYP3A4
substrates (eg, cyclosporine, steroidal comraceptives, ).
Mapmmmmmaﬁmrmwwmmmmmmsmmathmm
of CYP2CY substrates (eg, warfark, phemytoin),
Armmumsmmmmmumsmmm, v A,

Tablets

Labor and Delivery: The effect of PROVIGIL on Labor ang delivery in h has not been sy ically
investigated. Seven normal births occurred in patients who had recsiveq PROVIGIL during pregnancy.
Illnlngm:nbmmnmeRWlGlLMBMamemmdhhumm&Camion
shouldbeexemedeROVlGlLisamnﬁsmed!omrswmman_
PEDIATRICl.lSE:Salﬂymﬂeﬂecﬁmhwmwowﬁyaarsolmmmbemmm.
Gmumnus&smmweﬂecﬁvmmmmmasyemmmmmmmom
mmmmnmmmmmmmmmumMm

mmuammouwmmmeﬁ%)mmumammmmmm
MM&WMMMWWMMMM,MW
ervousness, arodaty, and fesomni_ In US controlied trigs, 5% of the 369 patients who received PROVIGIL
dismnﬁmddmlommmmm.mmmﬂn(zm)mhmm
oocunedmammeROWGILMMMMM(i%).m(I%),m
(1%) mdmom(l%).ﬁiﬂumdﬁwmemmmmmmmaa
rataut21%mdmnmhamuﬂhpaﬁemmedmmPROWGlehmpﬁ!shus
controlled trials are Fsted below. Coresult full prescribing information on adverss events.

Body a3 a whole: Heaache! chest pain, neck pain, chills, rigid neck, fever/chilly

Digesstive: Naesza' drarrhes, dry mouh, anorexia,’ abnormal Bver function? vormitng, mouth ukcar, gingiviis, thirst
Resplratory system: Rhinitis,' pharyngitis,’ lung disorder, dyspnea, asthma, epistads

Nervous system: Mervousness,' dizziness, depression, anxiety, cataplexy, insommi, paresthesia,
tlyskinesia.! ypertonia, confusion, amnesia. emational lability, ataxia, tremor

Cardiovascular: Hypotension, hypertension, fitation, arrhythmia, syncop

HemicAymphatic: Ecsmophiia

Special sentex: Amblyopsa, abnomal vision

Metabole/Nutritiomal: Hypergiyeamia, alburminuria

Muscuio-skeietal: Joim disorder

Shin/Appeadages: Herpes simplex, &y skin

Urogenital: Abnormal urine, wrinary retention, abnormal ejaculation*

‘Incidence 5%’ Elevated Nver enzymes, Oro-facial dyskinesias.' Incidence adjusted for gender.
Mnnmlnusm.mwmwmnmm%mﬂum)m
PROVIGIL 400 mg/day than PROVIGIL 200 mg/day and placebo was headacha. )

Vital Sigma Thuemremmistmeﬂemmpaﬂemmmhmm&muems
treated with FROVIGIL in the US trisks.
wmumﬂmnmmclmwmwndmmesmmmmmmpaﬁems
treated with PROVIGIL comparad 1o placebo,

Laborstory Changes: Mean plasma levels of gamma-gtamyl transferase (GGT) were higher foflowing
administration of PROVIGIL but not placebo, Faw subjects (1%) had
GGT etevations outsids the normal ranga. Shift to higher, but not
clinically significantly abnormal, GGT values appeared 10 increase
with time on PROVIGIL. No dlfferences wers apparent in alkaline
phosphatase, alanine ami i , aspartate ami fi A
total protein, alburnin, or total bilirubin, There were mom elevated
easinophil counts with PROVIGIL than placebo i US studies: the
ditferences ware nat clinically significant.

ECB Changes: No treatment-emergent pattem of ECG abnormalities
was found in US studies following administration of PROVIGIL
DRUG ABUSE and DEPENDENCE: Abwte Polentia) and
Depondence: In addition ta wakofulness-promoting effect and
inereased locomotor activity in animals, in humans, PROVIGIL produces psychoactive and euphorit effects,
afterations in mood, perception, thinking, and feslings typical of other CNS stimukants. 1 vitro, PROVIGIL
binds to the dopaming reuptake site and causes an increase in extracelular doparnine but no Increass in
dopaming refease. PROVIGIL ks reinforcing, as evidenced by its seff-administration in monkeys previously
Irained to setf-administer cocaine. in some studies PROVIGIL was also partialy discriminated as stimulant-
fike. Physicians should follow patients closely, especially thosa with 3 history of drug and/or stimulant (eg,
methylphenidate, amphetamine, or cocaine) abuse. Patients should b obsarved for signs of misuse or
abusa(eq.incrememationoldosasnrqu—seaﬁm‘ havior). In individuals experienced with drugs of
abuse, PROVIGIL produced psychaactive and euphoric effects and feelings consistent with other scheduled

phenytoln, S-mephenytoin).
lnsonwpaﬁentsdeﬁcimhﬂP?DS.ﬂnanMolnﬂabolsmthYPZﬁ!mbesu ially targer.
Co-merapywm\PﬂWlGleayimmmdsomtri:yck idep ns (eg, comipramine,
desipramine). .
Carciogenesis, Mutagenesis, knpairment of Fertimy
mmlmmmmmmmnwmmmtsﬂm(m)u
3!imes(rﬁ)mennﬁnmmmnmwmmmmmmmamwmhmmm
nowﬁmmmmmmmwsum&m@.mmm but because
the mouse study used an inadequate high doss below that rep tative of a maxi tolerated dosa, the
carcinogenic potential in that species has nat been fully evahisted, Motagewesis: Thers wzs no evidence of
mutagenic or clastogenic potential of PROVIGIL impsiment of Fertillty: When PROVIGIL was adiminks-
tered orally to male and female rats prior to and throughout mating and gestation at up to 100 mg/xgy/day
(4.8 times the mepdmum recommended daily dose of 200 Mg on a my/me basis) no effects on fertifty wers
seen. This stury did not wse sutficiently high doses o large enough sample size to adequately assess effects
on fertility.
Pregnascy. Pregaancy Calegory C: Embryotoxicity was observed in the absance of maternal toxicity when
rats reczived oral PROVIGIL throughout the period of organogenesis. At 200 mg/kg/day (10 times the
mammrecovmmuﬂaiwnmvmdosem200mgonamg/rrrbsmis)themwasanmcreaseIn
resorplion, hydronephrosis, and skedetal variations, The no-effect dosa for these affects was 100 mg/kg/day
(Sﬂmssﬂnmﬂmmrmmwmmnumandoseonamwmsis). When rabbils received oral
PROVIGIL throughout arganogenesis at doses up to 100 mg/kg/day (10 times the maximum recommended
dafly humnan dose on @ mg/me basks), no embryotoxicity was seen. Neither of these studies, however, used
optimal doses for the evaluation of embryotoxicity. Although a threshold dose for embryotoxicity has been
identifled, the Rull spectrum of potential toxic effects on the fetus has not been characterized, When ratg
- were dosed throughout gestation and lactation at doses up to 200 mo/kg/day, no developmental toxicity
was noted post-natally in the offspring. There are no adequate and well-controfied trials with PROVIGH. in
pregnant women. PROVIGIL should be used during pregnancy only if the potential benefit outweighs
the potential risk.

CNS stimulants (methylp date). Patients should be observed for signs of misuse or abuss,

Withsdrawai: Following 9 weeks of PROVIGIL 26 in 1 US trial, no specific symptomes of withdrawal wers
observed ouring 14 days of observation, akhough sk D d in phic: patients

OVEMWWAWM1S1dnsesolaomnumay(smmemaximum
WMM)MMWMM&M.DMMMWMWMMWN
mmwzmwhmmmmmm:amm@e
ummmmm.mw,mmmmm,mmmmmmwm
fmm.mmmmmumum.mwmumm
lgvations in hemodynamir, p Inmdmmmhmmmzwmwuay.
mmwmmmmmmummmwmmwmeﬂm
mmmmmmmweﬂmmmmmm

monitoring. Emesis or pastric kavage should be considerad, There are no dat
swmwmmmmummmwﬂmmmmmmmm
shomddonsldefcomctﬁmammkmmmmmmmmwwm_

Manutactured for. Ceplialon, e, West Chester, PA 19380
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va‘ri\atis‘fsymptoms. PROVIGIL, a unique wake-
. /Awake all day. And lets them sleep at night.**
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. Alert
~Aware
' Awake"

S

Interactive Sleep Test

Do you suffer from excessive daytime sleepiness?

Sleep Test The following questionnaire will help you measure your general level of daytime sle

Sleep Facts you to rate the chances that you would doze off or fall asleep during different, routi
Sieep Stages < situations. Answers to the questions are rated on a reliable scale called the Epwort
Scale (ESS). Each item is rated from 0 to 3, with 0 meaning you would never doze
Educational given situation, and 3 meaning that there is a very high likelihood that you would d

Materials in that situation.

Sleep Centers
How likely are you to doze off or fall asleep in the following situations, in contrast t

tired? Even if you haven't done some of these things recently, think about how the

affected you.

Reimbursement

Use the following scale to choose the most appropriate number for each situation:

0 = would never doze 2 = moderate chance of dozing
1 = slight chance of dozing 3 = high chance of dozing
Gifuation rance c;f
Sitting and reading @ C
Watching television @ C
Sitting inactive in a public place, for example, a theater or meeting g C
As a passenger in a car for an hour without a break @ -
Lying down to rest in the afternoon & C
Sitting and talking to someone g C
Sitting quietly after lunch (when you've had no alcohol) @ C
In a car, while stopped in traffic g -
Your Score r:

The Epworth Sleepiness Scale key
Total score of less than 10 suggests that you are not suffering from excessive dayti

A total score of 10 or more suggests that you may need further evaluation by a ph

http://www.provigil.com/patient/ess/default.asp 12/6/01
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determine the cause of your excessive daytime sleepiness and whether you have a
sleep disorder.

This scale is not intended to be a medical diagnosis. Only your physician can accura
whether you may suffer from a sleep disorder.

The Epworth Sleep Scale is an informational tool to help you identify your own leve
sleepiness, which is a symptom of many sleep disorders. If your score is 10 or mor
this information with your physician. Be sure to describe all your symptoms, as cle
to aid in your diagnosis and treatment.

It is important to remember that true excessive daytime sleepiness is almost alway
underlying medical condition that can be easily diagnosed and effectively treated.

Sleep Info Hotline 1-888-41-AWAKE Maedical Information 1-800-8
Prescribing Information
© Copyright 2001 Cephalon Inc. All rights Reserved Legal Notice

http://www.provigil.com/patient/ess/default.asp 12/6/01
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_Alert e
Awaker PROVIGIL

Tads

PROVIGIL Information
PROVIGIL Summary

PROVIGIL PROVIGIL is a unique wake-promoting agent indicated to improve wakefulness in p
Information excessive daytime sleepiness associated with narcolepsy. PROVIGIL keeps patients
Efficacy = Awake™ all day and won't interfere with the architecture of nighttime sleep or with
Safety © ability to fall asleep when needed.
Dosage ©

Ynteractions ~

News

- Medical
Education

PROVIGIL works differently from stimulants in preclinical mode
Highly selective CN5 -activily. distincl from amphetamine and methylphenidate

Patient
Education

Sleep Centers

‘Reimbursement

" Get PROVIGIL e
| '- PROVIGIL amphietamine methylphenidate

Gz Caudate A = ardenor ypothalamus  Data adapted fromun, Hou, Icuves, 1936, udy ity £a1
‘o‘ PROVIGIL promotes wakefulness without widespréad CNS stirhulation.
o PROVIGIL acts selectively in areas of the brain believed to regulate normal w
e Unlike stimulants, PROVIGIL does not mediate wakefulness by a dopaminerg

Fharmacciogic acrivities in preciinical models <

PROVIGIL Amphetamine prlethylphenidate
Wakefulness ++ ++ ++
Locomotor activity -/+ ++ ++
Stereotypy - ++ ++
Anxiety - ++ ++
Intense NREM rebound - ++ ++
Blood pressure - + +
Heart rate - + ’ +

~ = no activity -/+ = minimal activity ++ marked activity

* The relationship of these findings in animals to the effects of PROVIGIL in humans has not been

PROVIGIL promotes wakefulness without affecting nighttime sl

http://www.provigil.com/physician/materials/default.asp 12/6/01
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o PROVIGIL efficacy established, objectively and subjectively, in the largest Ph
conducted in patients with narcolepsy.

e PROVIGIL did not interfere with the architecture of nighttime sleep after 9 w
treatment, as shown below, compared to plecebo.4

Placebo (n=185) PROVIGIL 200 mg and 400 mig

PROVIGIL has a proven safety profile

¢ PROVIGIL is generally well tolerated.

s Long-term safety has been established for up to 136 weeks in open-label stu

e Most frequently reported adverse events were headache, nausea, nervousne
infection and insomnia. Most adverse events were mild to moderate. PROVIG
with drugs that inhibit, induce or are metabolized by cytochrome P450 isoen

PROVIGIL has low potential for abuse

PROVIGIL (Modafinil) is listed in Schedule IV of the Controlled Substances Act.

Adaotel from trhe Key to Controlled Substances Categories

C-IV {MODAFINIL): C-II (AMPHETAMINE & METHYLPHEN
LOW POTENTIAL FOR ABUSE. Use HIGH POTENTIAL FOR ABUSE. Use ma
may lead to limited physical or severe physical or psychological depende
psychological dependence. Prescriptions Prescriptions must be written in ink, or ty
may be oral or written up. Up to 5 signed by the practitioner. Verbal prescri
renewals are permitted within 6 confirmed in writing within 72 hours, and
months. only in a genuine emergency. No renewal
permitted.

Convenient once-a-day dosing

e PROVIGIL provides the convenience of once-daily dosing.
¢ The recommended dose for PROVIGIL is 200 mg taken orally once daily in th

http://www.provigil.com/physician/materials/default.asp 12/6/01
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e PROVIGIL doses 200 mg and 400 mg QD, were shown to be effective compa

PROVIGIL is easy to prescribe

Schedule Multiple Refills
Farms
PROVIGIL!Z C-1v NO YES*
Methylphenidate’-? C-1I - Yes No
Dextroamphetamine?-? C-1I Yes No
*Up to 5 refills permitted within & months.

« Written and phone-in prescriptions are permitted.
o Refills are permitted.
e No triplicate or multiple prescriptions are required.

The following links contain more detailed information about PROVIGIL:

Efficacy

Safety

Dosage and Patient Selection
Drug Interactions

For more information about PROVIGIL, contact Cephalon Professional Services at 1
Go to top of page
References:

1. Lin JS, Hou Y, Jouvet M. Potential brain neuronal targets for amphetamine-, methylphenida
induced wakefulness, evidenced by c-fos immunocytochemistry in the cat. Proc Natl Acad S
1996;93:14128-14133.

2. Edgar DM, Seidal WF. Modafinil induces wakefulness without intensifying motor activity or

hypersomnolence in the rat. J Pharmacol Exp Ther. 1997;283:757-769,

IMS NPA Audit.

Data on file, Cephalon, Inc.

Physicians’ Desk Reference, current edition,

PROVIGIL full prescribing information.

Physician’s Desk Reference, current edition.

Ritalin® (methylphenidate HCI) prescribing information. Novartis Pharmaceuticals.

Dexedrine® (dextroamphetamine sulphate) prescribing information. GlaxoSmithKline Phar

Vo N AW

Sleep Info Hotline 1-888-41-AWAKE Maedical Information 1-800-8
Prescribing Information

o

© Copyright 2001 Cephalon Inc, All rights Reserved Legal Notice
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Promotes daytime wakefulness . . . without affecting ni
sleep

PROVIGIL efficacy established, objectively and subjectively, in
Phase 3 trials ever conducted in patients with narcolepsy

PROVIGIL
e Two double-blind, placebo-controlled, 9-week U.S. studies; patients (N=558

Egi?:\/ ; ICD-9 and American Sleep Disorders Association criteria for narcolepsy were
afety ©
Dogagz N centers (one 18-center study and one 21-center study)

Interactions <

e Patients in both studies were randomized to a daily dose of 200 mg PROVIGI
PROVIGIL, or placebo

Medical
* Significant improvements were observed in both studies -- by sleep lab mea

Patient MSLT), by physicians in clinical practice (CGI-C), and by their patients with
: Education daytime sleepiness (EDS) associated with narcolepsy (ESS)
Sleep Centers
PROVIGIL efficacy confirmed by physicians in a clinical setting
Get PROVIGIL 100
Home
. .
% of
patients &0
“improved”
) ~
20 ~
0
placebo PROVIGIL PROVIGIL
200 oy 400 mg
P<0.001 vs placebo. 18-center study; CGI-C at endpoint

* there was no statistical difference between the 200 mg and the 400 mg dose groups

e Inthe 18- and 21-center studies, 58% to 72% of patients receiving PROVIGI
improvement, compared to 37% to 38% with placebo

PROVIGIL efficacy established in the sleep laboratory

http://www.provigil.com/physician/materials/efficacy.asp 12/6/01
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placebo PROVIGIL PROVIGIL
200 mg 400 mg

P<0.001 vs placebo, 18-center study: MWT at endpoint

* there was no statistical difference between the 200 mg and the 400 mg dose groups

e In the 18- and 21-center studies, PROVIGIL increased daytime wakefulness
sleep latency 47% to 76% vs placebo (P<0.001)

s PROVIGIL also increased time to sleep onset on the MSLT

* Nighttime sleep measured with nocturnal polysomnography was not affected

Improves patients’ ability to stay awake and participate in daily
PROVIGIL efficacy documented by patients

(i

26%

23

W 20
improvement
15 -}
10+
5 .
i
placeho PROVIGIL PROVIGIL
200 mg 400 mg
P<0.001 (based on ESS change 18-center study: ESS at endpoint

scores vs placebo).
* there was no statistical difference between the 200 mg and the 400 mg dose groups

s In the 18- and 21- center studies, PROVIGIL improved patients' ability to pa
activities by 20% to 32%

* Patients reported improved ability to participate in daily activities-such as sit
watching television, or sitting and talking to someone

Go to top of page

http://www.provigil.com/physician/materials/efficacy.asp 12/6/01
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Definitions:

Maintenance of Wakefulness Test (MWT)

The Maintenance of Wakefulness Test (MWT), a 20-minute assessment of sleep late
administered 4 to 5 times a day at 2-hour intervals, beginning 2 hours after noctur
polysomnography, measured time to sleep onset after a patient is instructed to re
seated in a dark room without stimulus,

Multiple Sleep Latency Test (MSLT)

The Multiple Sleep Latency Test (MSLT) is similar to the MWT. However, the MSLT
MWT in that it measures the time to sleep onset after a patient is instructed to fall
lying down in a dark room without stimulus.

Clinical Global Impression of Change (CGI-C)

In the Clinical Global Impression of Change (CGI-C), an independent physician clini
patients at baseline and post-baseline visits. To prevent potential bias, evaluators
treatment groups as well as to results from other efficacy measures. Patients who i
included those who were minimally, much, or very much improved.

Epworth Sleepiness Scale (ESS)
In the Epworth Sleepiness Scale (ESS), patients rated the likelihood of falling aslee
performing 8 non-stimulating daily activities.

Sleep Info Hotline 1-888-41-AWAKE Medical Information 1-800-8
Prescribing Information
Il rights Reserved Legal Notice

http://www.provigil.com/physician/materials/efficacy.asp 12/6/01
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PROVIGIL is generally well tolerated.!

PROVIGIL s Most frequently reported adverse events were headache, nausea, nervousne
Information

infection and insemnia. Most adverse events were mild to moderate.

Eificacy » e In double-blind 9-week studies:
Safety ©
Dosage © o No significant difference vs placebo in the incidence of elevated liver f

Interactions = o No clinically significant change in hemodynamic parameters such as h

News blood pressure,

PROVIGIL has a proven safety profile

Patignt

Education e 136-week study demonstrates long-term safety profile of PROVIGIL.2

¢ No significant difference in the incidence of elevated liver function enzymes i
Sleep Centers treated patients vs placebo, 3% and 2% respectively.!

e No clinically significant change in hemodynamic parameters such as heart ra

; 1
‘ Get PROVIGIL pressure,
PROVIGIL does not disrupt nighttime sleep patterns.**

e Won't interfere with patients’ ability to fall asleep when needed.
e PROVIGIL did not interfere with the architecture of nighttime sleep after 9 w
treatment, as shown below, compared to placebo.?
o No statistical difference vs placebo in nighttime sleep duration.

Placebo (n=185} PROVIGHL 200 mg and 400 mg (i

http://www.provigil.com/physician/materials/safety.asp 12/6/01
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Dosage and Administration

PROVIGIL provides the convenience of once-daily dosing

PROVIGIL ® The recommended dose for PROVIGIL is 200 mg taken orally once daily in th
Infermation e The 200mg and 400mg doses are effective and generally well tolerated

:fj:;aeg 3 e Steady state is reached within 2-4 days; physician may choose to evaluate p
Dhosage = after one week,
interactions © ® The 15-hour half-life of PROVIGIL supports once-daily dosing in the morning
¢ PROVIGIL can be taken with or without food, although food delays the absor
- hour.
E_dr:xﬂfaci;igar: o In elderly patients, a lower dose should be considered.
Pationt ¢ In patients with severe hepatic impairment, PROVIGIL should be administere
Education recommended dose (i.e. 100mg).
PROVIGIL offers convenience for both patients and physicians
Reimbursement
N Triplicate e
Get PROVIGIL Schedule I, Refills
Home PROVIGIL!2 C-1v NO YES*
Methylphenidate23 C-II Yes No
Dextroamphetamine24 C-I1 Yes No
*Up to 5 refills permitted within 6 months.
o Written and phone-in refills are permitted.
o Triplicate RX forms are not required.
Switching to PROVIGIL is easy
Select the approach that works best for your patients.*
Day 1 Day 2 Day 3
Stop Next AM start Continue
Mo washout | methylphenidate PROVIGIL PROVIGIL
at4 PM 200 mg/day 200 mg/day
Stop
With washout | methylphenidate No drug No drug
at4 PM
Reduce. Main.tain methylphl:icii:ac; dose by
Step down methylphenidate | methylphenidate dose; an additional 20%-40%;

http://www.provigil.com/physician/materials/dosing.asp 12/6/01
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American Sleep Disorders Association (ASDA)

1610 14th Strect NW. Suite 300, Rochester, MXN 55901

Web site: htp:/ /www.asda.org  E-mail: asda@asda.ory

To receive a list of sleep centers with physicians who specialize in the manage-
ment of sleep disorders. contct the ASDA through their Web site. by e-mail,

or by sending a seltaddressed stunped envelope to the above address.

American Sleep Apuea Association (ASAA)

2025 Pennsylvania Avenue N, Suite 905, Washingron. DC 20006

Tel: (202) 293-3650  Fax: (202) 293-3656

Web site: htp://asaa.nicom.com

The ASAA is a nonprofit organization that promotes awarencss of slecp apnea
in order to reduce injury, disability, and dearh from this common but treatable
disorder. The ASAA serves as an advocate tor people affected by sleep apnea,
sponsors the ASAA AW ARKE. Nework of support groups, and publishes an

educational newsletter,

Narcolepsy Network

PO Box 42460, Cincinnati, OH 45242

Tel: (513) 891-3522  Fax: (513) 89199306

WeD site: hup:/ /wwwawebsciences. org/ narnct

The Narcolepsy Network is a national, nonprofit. pauent-based organization
whose members are people who have narcolepsy for related sleep disorders),
their families and friends, and professionals imvolved in treatment, rescarch,

and public cducation.

Natibnal Sleep Foundation (NSF)
720 Fifteenth Street NW, Fourth Floor, Washington, DC 20005

E-mail: natsleep@crols.com  Web site: hup: wwwisleepfoundation.org

The NSF is a national nonprofit organization dedicated to improving the lives
ol the millions of Americans who sufler from sleep disorders, and to the pre-
vention of catastrophic accidents caused by sleep deprivation, sleep disorders,
and disturbed sleep. Please send a self-addressed stamped envelope for

fruther information.

Restless Legs Syndrome Foundation, Inc.

PO Box 7050, Department CP. Rochester, MN 33903-7050

Web site: hup:/ /wwwrls.org

The RLS Foundation is a nonprofit ovganizauon dedicated to achieving
universal awareness. developing effective treatments. and nding a detinite cure
for Resuess Legs Syndrome. Please send a sclf-addressed stamped covelope for

informsation.
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