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Antiparkinsonian
pergolide (Permax):
sudden sleep attacks

Reason for posting: Warnings
were recently issued that patients
taking pergolide, a dopamine ag-
onist used in the treatment of
Parkinson’s disease, may some-
times fall asleep suddenly while
performing activities of daily liv-
ing. Such “sleep attacks,” which
may last a few seconds and occur
with or without preceeding fa-
tigue, have sometimes occurred
while patients were driving and
have led to crashes.1

The drug: Pergolide is often
used as early monotherapy for
Parkinson’s disease or as an ad-
junct to levodopa in more ad-
vanced disease. Other dopamine
agonists, including ropinirole
(Requip) and pramipexole (Mir-
apex), may also be associated
with sleep attacks.1 This class of
drugs is hypothesized to dysreg-
ulate the dopaminergic input to
the brain’s reticular activating
system, thus altering a person’s
state of arousal.1 The exact
cause of this adverse effect in
some individuals and not others
is unclear. It is also unclear how
best to identify patients likely to
be affected.

What to do: Patients prescribed
pergolide should be warned
about this adverse effect and ad-
vised to avoid other sedative
agents. When being reassessed,
they should be asked about the
occurrence of sleep attacks.
Blanket driving restrictions can
significantly alter a patient’s
quality of life. However, despite
its rarity, this adverse effect is
unpredictable and potentially
serious. Physicians may be wise
to advise patients not to drive
or engage in activities where
impaired alertness could put
themselves or others at risk un-
til they are relatively certain
that the patients are free of such
episodes. Episodes have been
reported as late as 1 year after
initiation of treatment.

HIV drug nevirapine
(Viramune): risk of
severe hepatotoxicity

Reason for posting: The non-
nucleoside reverse transcriptase
inhibitor nevirapine (Viramune,
NVP) can cause severe and life-
threatening hepatotoxic effects.
Risk factors for such effects were
recently highlighted in a letter
from the US Food and Drug
Administration and the drug’s
manufacturer.2

The drug: Asymptomatic minor
elevations in liver enzymes are
common and are not a contra-
indication to continued use of the
drug. Asymptomatic increases in
aspartate aminotransferase (AST)
or alanine aminotransferase
(ALT) levels of more than 5
times the upper limit of normal
occur in about 9% of patients
taking nevirapine (as compared
with 6% of controls).3 Sympto-
matic hepatitis is observed in
about 4% of patients treated with
the drug (www.viramune.com).
Patients at risk of severe hepatic
events include those with ele-
vated pretreatment ALT or AST
levels, those with hepatitis B or
C, and women. Patients at partic-
ularly high risk include women
with a baseline CD4+ count
above 0.25 × 109/L. The drug
should not be used for multidose
post-exposure prophylaxis (e.g.,
for needle-stick injuries) because
severe and fatal hepatotoxic ef-
fects have occurred in this setting.
Although severe adverse hepatic
events are most common in the
first 6 weeks of treatment, they
can occur any time, and liver fail-
ure sometimes progresses despite
discontinuation of the drug.

What to do: All patients should
be warned to stop taking nevira-
pine immediately and seek med-
ical attention if a serious rash de-
velops or they have signs or
symptoms of hepatitis (e.g., fa-
tigue, malaise, anorexia, nausea,
vomiting, jaundice, changes in
stools and urine colour, and
right upper-quadrant abdominal

discomfort). Liver enzyme levels
should be monitored closely,
particularly for the first 18 weeks
of treatment and around the
time of dose escalations. If clini-
cal hepatitis occurs, the drug
should be stopped and not
restarted. If liver enzyme levels
increase to more than 5 times
the upper limit of normal, the
drug should be stopped and con-
sideration given to changing
treatments.
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des effets indésirables
To receive the Newsletter and health

product Advisories by email, join Health
Canada’s Health_Prod_Info mailing list.

Go to www.hc-sc.gc.ca/hpfb-dgpsa
/tpd-dpt/subscribe_e.html.

Inscrivez-vous à la liste
Info_Prod_Santé de Santé Canada

pour recevoir par courriel le Bulletin et
les Avis au sujet des produits de santé.

Rendez-vous à l’adresse 
www.hc-sc.gc.ca/hpfb-dgpsa/tpd-dpt

/subscribe_f.html.

Report adverse reactions toll free to
Health Canada • Signaler sans frais des

effets indésirables à Santé Canada

Tel./Tél. : 866 234-2345 
Fax/Téléc. : 866 678-6789

Email/Courriel: cadrmp@hc-sc.gc.ca


