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NEW ADULT INDICATION

HOME WORK
Aim Higher With ADDERALL XR® For Efficacy That Measures Up to 

Life’s DemandsThe most common adverse events in pediatric trials included 
loss of appetite, insomnia, abdominal pain, and emotional lability.
The most common adverse events in the adult trial included 
dry mouth, loss of appetite, insomnia, headache, and weight loss.
The effectiveness of ADDERALL XR for long-term use has not
been systematically evaluated in controlled trials. As with other
psychostimulants indicated for ADHD, there is a potential for
exacerbating motor and phonic tics and Tourette’s syndrome.
A side effect seen with the amphetamine class is psychosis.
Caution also should be exercised in patients with a history 
of psychosis.
Abuse of amphetamines may lead to dependence. Misuse of
amphetamines may cause sudden death and serious cardiovas-
cular adverse events. ADDERALL XR generally should not be
used in children or adults with structural cardiac abnormalities.
ADDERALL XR is contraindicated in patients with sympto-
matic cardiovascular disease, moderate to severe hypertension,
hyperthyroidism and glaucoma, known hypersensitivity to this
class of compounds, agitated states, history of drug abuse, or
current or recent use of MAO inhibitors. ADDERALL XR
should be prescribed with close physician supervision.
Reference: 1. Data on file, Shire US Inc., 2002.

Please see brief summary of prescribing information on adjacent page.
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• Once-daily dosing provides all-day symptom control1

• Mean ADHD-RS total scores for adults receiving 
ADDERALL XR decreased by 41%1

• ADDERALL XR is the only stimulant medication
approved to treat adults with ADHD1

• Clinical data in adults demonstrate that ADDERALL XR
is generally well tolerated1

Shire US Inc.
…your ADHD support company™

1-800-828-2088

©2004 Shire US Inc., Newport, Kentucky 41071    September 2004    AXJA353

AT AT

J a n u a r y  2 0 0 5   •   w w w. e c l i n i c a l p s yc h i a t r y n ew s . c o m Neuropsychiatric Medicine 65

Modafinil Dose Higher in Narcolepsy Than Apnea 
B Y  N I C H O L A S  M U L C A H Y

Contributing Writer

P H I L A D E L P H I A —  The median dose of
modafinil was 300 mg for patients with ob-
structive sleep apnea and 400 mg for pa-
tients with narcolepsy in long-term open-
label extensions of placebo-controlled
trials, Jonathan Schwartz, M.D., said at the
annual meeting of the Associated Profes-
sional Sleep Societies.

The labeling for modafinil (Provigil)
calls for a dosage of 200 mg/day to im-
prove wakefulness in patients with ex-
cessive sleepiness associated with either
condition.

“Modafinil dosing was flexible—be-
tween 200 and 400 mg/day—based on

the investiga-
tors’ impres-
sions of clinical
efficacy and tol-
erability [dur-
ing the open-la-
bel extensions].
The dose was
slightly higher
in patients with
n a r c o l e p s y,
which may be
attributable to
the underlying
differences in
severity of ex-

cessive sleepiness between the two condi-
tions,” said Dr. Schwartz, a pulmonologist
in Oklahoma City.

The open-label extensions involved two
double-blind, placebo-controlled trials of
modafinil in patients with narcolepsy and
one in patients with nasal continuous pos-
itive airway pressure (nCPAP)–treated ob-
structive sleep apnea (OSA).

In the narcolepsy studies, 84% of 478 pa-
tients were titrated to a modafinil dose
greater than 200 mg, with 50% at 400 mg,
34% at 300 mg, and 16% at 200 mg. In the
OSA study, 76% of the 266 patients were
titrated to a modafinil dose greater than
200 mg, with 43% at 300 mg, 33% at 400
mg, and 24% at 200 mg.

Modafinil was well tolerated in both
populations at all doses, Dr. Schwartz said.
Adverse events were similar in the two pa-
tient populations.

Treatment duration was 40 weeks for
both narcolepsy studies and 12 months for
the OSA study.

Baseline excessive sleepiness was as-
sessed by mean score on the Epworth
Sleepiness Scale (ESS); the score was sig-
nificantly higher in the narcolepsy pa-
tients than in the OSA population (17.4 vs.
14.5, respectively; P< .001).

“Narcolepsy and obstructive sleep apnea
are both frequently associated with exces-
sive sleepiness, but patients with nar-
colepsy are usually sleepier than nCPAP-
treated patients with OSA,” said Dr.
Schwartz.

In OSA, modafinil is indicated as an ad-
junct to standard treatments for the un-
derlying obstruction in patients who con-
tinue to experience residual excessive
sleepiness, despite treatment of the un-
derlying obstruction, he added.

At least 20% of OSA patients are still

sleepy despite nCPAP therapy, he said.
The mean change in ESS scores from

baseline to final clinic visit in the study
populations was virtually identical—about
4.25 points—for the narcolepsy and OSA
patients, said Dr. Schwartz. In other
words, there was a similar efficacy (mean
reduction in sleepiness), despite the dif-
ference in the mean dose.

The mean body mass index was signif-
icantly lower in the narcolepsy group
(28.8 kg/m2) than in the OSA patients 

(36.2 kg/m2). Despite having significant-
ly lower body mass indexes than OSA pa-
tients, patients with narcolepsy were
titrated to higher modafinil doses to
achieve clinical improvement, Dr.
Schwartz observed.

The mean age for the narcolepsy pa-
tients was 42 years; the OSA patients’
mean age was 50 years. Of the narcolep-
sy patients, 46% were male, as were 77%
of the OSA patients.

Overall, 84% of patients in the studies

completed the specified treatment period,
but completion rates were higher in the
40-week narcolepsy studies (95%) than in
the single 12-month OSA study (66%).

Clinic visits for both narcolepsy studies
were scheduled at baseline and after 1, 2,
6, 8, 16, 24, and 40 weeks. 

Clinic visits for the OSA study were
scheduled at baseline and at 3, 6, 9, and 12
months.

The study was funded by Cephalon
Inc., the maker of modafinil. ■

Narcolepsy and
obstructive sleep
apnea are both
tied to excessive
sleepiness, but
narcoleptics are
usually sleepier
than nCPAP-
treated patients
with OSA.


