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° Rebif® 22/44 mcg is indicated for the treatment of patients with relapsing forms of multiple
sclerosis to decrease the frequency of clinical exacerbations and delay the accumulation of
physical disability. Efficacy of Rebif in chronic progressive multiple sclerosis has not been
established.

. Rebif 44 mcg is indicated for the treatment of patients with a single demyelinating event with
an active inflammatory process, if alternative diagnoses have been excluded, and if they are
determined to be at high risk of developing clinically definite multiple sclerosis (see section
5.1). These patients should have MRI findings which are compatible with the diagnosis of
multiple sclerosis.
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4.3 Contraindications

Initiati ¢ : ion4-6).
. Hypersensitivity to natural or recombinant interferon beta or to any excipients listed in
section 6.1.

Current severe depression and/or suicidal ideation (see sections 4.4 and 4.8).

Fertility, pregnancy and lactation

A large amount of data (more than 1,000 pregnancy outcomes) from registries and post-marketing
experience indicates no increased risk of major congenital anomalies after pre-conception exposure
to interferon beta or such exposure during the first trimester of pregnancy. However, the duration of
exposure during the first trimester is uncertain, because data were collected when interferon beta
use was contraindicated during pregnancy, and treatment likely interrupted when the pregnancy
was detected and/or confirmed. Experience with exposure during the second and third trimester is
very limited.

Based on animal data (see section 5.3), there is a possibly increased risk for spontaneous abortion.
The risk of spontaneous abortions in pregnant women exposed to interferon beta cannot adequately
be evaluated based on the currently available data, but the data do not suggest an increased risk so
far.

If clinically needed, the use of Rebif may be considered during pregnancy.

Breast-feeding

Limited information available on the transfer of interferon beta-1a into breast milk, together with the
chemical/physiological characteristics of interferon beta, suggests that levels of interferon beta-1a
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excreted in human milk are negligible. No harmful effects on the breastfed newborn/infant are
anticipated.

Rebif can be used during breast-feeding.

5.3 Preclinical safety data

be-excluded—An increased risk of abortions has been reported in animal studies of other alpha and
beta interferons. No information is available on the effects of the interferon beta-1a on male fertility.
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