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Abstract Modafinil is a wake-promoting agent that is pharmacologically different from 
other stimulants. It has been investigated in healthy volunteers, and in individuals 

with clinical disorders associated with excessive sleepiness, fatigue, impaired 

cognition and other symptoms. This review examines the use of modafinil in 

clinical practice based on the results of randomized, double-blind, placebo- 

controlled clinical trials available in the English language in the MEDLINE 

database. In sleep-deprived individuals, modafinil improves mood, fatigue, sleep- 

iness and cognition to a similar extent as caffeine but has a longer duration of 

action. Evidence for improved cognition in non-sleep-deprived healthy volunteers 

is controversial. 

Modafinil improves excessive sleepiness and illness severity in all three 

disorders for which it has been approved by the US FDA, i.e. narcolepsy, shift- 

work sleep disorder and obstructive sleep apnoea with residual excessive sleepi- 

ness despite optimal use of continuous positive airway pressure (CPAP). How- 

ever, its effects on safety on the job and on morbidities associated with these 

disorders have not been ascertained. Continued use of CPAP in obstructive sleep 

apnoea is essential. Modafinil does not benefit cataplexy. 

In very small, short-term trials, modafinil improved excessive sleepiness in 

patients with myotonic dystrophy. It was efficacious in fairly large studies of 

attention deficit hyperactivity disorder (ADHD) in children and adolescents, and 

was as efficacious as methylphenidate in a small trial, but has not been approved 

by the FDA, in part because of its serious dermatological toxicity. In a trial of 21 

non-concurrent subjects, with 2-week treatment periods, modafinil was as effec- 

tive as dexamfetamine in adult ADHD. Modafinil was helpful for depressive 

symptoms in bipolar disorder in a trial that excluded patients with stimulant- 
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