
Reason for posting: Rosuva-
statin (Crestor) is a relatively
new cholesterol-lowering drug
that has become one of the top-
selling new pharmaceuticals
since it was first marketed in
Canada in February 2003. How-
ever, Health Canada recently
alerted health care professionals
of reports of rhabdomyolysis in
some patients taking the drug
and warned of predisposing risk
factors for the condition.1

The drug: Rosuvastatin, like
other statins (3-hydroxy-3-
methylglutaryl–coenzyme A re-
ductase inhibitors), improves
lipid parameters, including low-
density lipoprotein (LDL),
high-density lipoprotein and
triglyceride levels.2 All statins
are known to be associated with
a spectrum of myopathies rang-
ing from less serious muscle
pain and weakness (occurring in
about 1%–5% of patients) to
more serious myositis with
rhabdomyolysis (defined as
muscle symptoms, a markedly
elevated serum creatinine kinase
level, usually more than 10
times the upper limit of normal,
with an elevated creatinine ki-
nase level consistent with pig-
ment-induced nephropathy).3

The rate of statin-induced rhab-
domyolysis is low and varies ac-
cording to the drug used; how-
ever, the condition is potentially
fatal, resulting in death in about
1 per 6.6 million prescriptions.4

Although the exact mech-
anism of statin-induced myo-
pathy is unknown, individual
genetic susceptibilities and cyto-
chrome P450 interactions are
felt to play a part.3 Medications
that may increase the risk of
statin-associated myopathy in-
clude fibrates, niacin, cyclo-
sporine, azole antifungal agents,
macrolide antibiotics, HIV pro-
tease inhibitors, the calcium-
channel blockers verapamil and
diltiazem, and the potassium-
channel blocker amiodarone.3

Other risk factors for statin-
induced myopathy include con-
sumption of grapefruit juice
(more than 1 L per day),3 renal
impairment, hypothyroidism, a
personal or family history of
hereditary muscle disorders,
previous myotoxicity with other
statins or fibrates, a history of
alcoholism and being of Chinese
or Japanese descent.1

In clinical trials of rosuva-
statin, about 3 in 10 000 patients
acquired severe myopathy.2 In
Canada, 8 cases of rhabdomyo-
lysis associated with the drug
have been reported to date: in 2
cases the patients were taking
10 mg of rosuvastatin per day,
and in 5 the dose was 40 mg per
day; in 1 case the dose was not
specified.

What to do: Lifestyle modifica-
tion (dietary change, exercise
and weight loss) is the corner-
stone of management for hyper-
lipidemia and may be all that
many patients require to achieve
their target lipid levels. As with
all statins, patients should be
started on the lowest available
dose. For rosuvastatin, the dose
should be started at 10 mg once
daily and gradually titrated up-
ward, with appropriate moni-
toring of symptoms and creati-
nine kinase levels, to the lowest
effective dose. Minor muscle
complaints without elevated cre-
atinine kinase levels may not

necessitate discontinuation of
the drug. However, patients,
particularly those with risk fac-
tors for statin-induced myopa-
thy, should be warned of the po-
tential for rhabdomyolysis and
told to report immediately any
muscle pain, muscle weakness or
cramps, or dark urine. If rhab-
domyolysis is suspected, the
drug should be stopped immedi-
ately, and appropriate medical
management should be insti-
tuted as well as a work-up of
predisposing risk factors. For
patients found to have statin-
induced rhabdomyolysis, con-
sideration should be given to
switching to an alternate LDL-
lowering drug such as ezetim-
ibe, a recently approved inhib-
itor of intestinal cholesterol
absorption.
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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 
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