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Adolescents > 10 : The safety and efficacy of
ezetimibe in adolescents aged 10 to 17 years has
not been established. Current available data are
described in sections 4.4, 4.8, 5.1 and 5.2 but no
recommendation on a posology can be made.

Adolescents > 10 years (pubertal
status: boys Tanner Stage Il and
above and girls who are at least one
year post-menarche): No dosage
adjustment is required (see section
5.2). The clinical experience in
paediatric and adolescent patients
(aged 10-17 years old) is, however,
limited.

4. CLINICAL
PARTICULARS

4.2 Posology and method
of administration

Liver Enzymes

In the IMProved Reduction of Outcomes: Vytorin
Efficacy International Trial (IMPROVE-IT),
18,144 patients with coronary heart disease and
ACS event history were randomized to receive
ezetimibe/simvastatin 10/40 mg daily (n=9067) or
simvastatin 40 mg daily (n=9077). During a median
follow-up of 6.0 years, the incidence of consecutive
elevations of transaminases (>3 X ULN) was 2.5%
for ezetimibe/simvastatin and 2.3% for simvastatin.
(See section 4.8)

Skeletal Muscle

In IMPROVE-IT, 18,144 patients with coronary
heart disease and ACS event history were
randomized to receive ezetimibe/simvastatin 10/40
mg daily (n=9067) or simvastatin 40 mg daily
(n=9077). During a median follow-up of 6.0 years,
the incidence of myopathy was 0.2% for
ezetimibe/simvastatin and 0.1% for simvastatin,
where myopathy was defined as unexplained
muscle weakness or pain with a serum CK >10
times ULN or two consecutive observations of CK

4.4 Special warnings and
precautions for use




>5 and <10 times ULN. The incidence of
rhabdomyolysis was 0.1% for
ezetimibe/simvastatin and 0.2% for simvastatin,
where rhabdomyolysis was defined as unexplained
muscle weakness or pain with a serum CK >10
times ULN with evidence of renal injury, >5 times
ULN and <10 times ULN on two consecutive
occasions with evidence of renal injury or CK
>10,000 IU/L without evidence of renal injury. (See
section 4.8.)

Paediatric (6 to 17 years of age) Patients
ol B L

There were no elevations of CPK (> 10X ULN). No
cases of myopathy were reported.

Patients with Coronary Heart Disease and ACS

Event History
In the IMPROVE-IT study (see section 5.1),

involving 18,144 patients treated with either
ezetimibe/simvastatin 10/40 mg (n=9067; of whom
6% were uptitrated to ezetimibe/simvastatin

10/80 mg) or simvastatin 40 mg (n=9077; of whom
27% were uptitrated to simvastatin 80 mg), the
safety profiles were similar during a median follow-
up period of 6.0 years. Discontinuation rates due to
adverse experiences were 10.6% for patients treated
with ezetimibe/simvastatin and 10.1% for patients
treated with simvastatin. The incidence of
myopathy was 0.2% for ezetimibe/simvastatin and
0.1% for simvastatin, where myopathy was defined
as unexplained muscle weakness or pain with a
serum CK >10 times ULN or two consecutive
observations of CK >5 and <10 times ULN. The
incidence of rhabdomyolysis was 0.1% for
ezetimibe/simvastatin and 0.2% for simvastatin,
where rhabdomyolysis was defined as unexplained
muscle weakness or pain with a serum CK >10
times ULN with evidence of renal injury, >5 times
ULN and <10 times ULN on two consecutive
occasions with evidence of renal injury or CK
>10,000 IU/L without evidence of renal injury. The
incidence of consecutive elevations of
transaminases (>3 X ULN) was 2.5% for
ezetimibe/simvastatin and 2.3% for simvastatin.
(See section 4.4.)

4.8

Undesirable effects
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