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Fabrazyme is indicated for use as long-term enzyme replacement therapy in patients with a
confirmed diagnosis of Fabry disease. (alfa - galactosidase A deficiency).
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4.6 Fertility, pregnancy and lactation

Pregnancy
There are re—adequate limited data from the use of agalsidase beta in pregnant women.

Animal studies do not indicate direct or indirect harmful effects with respect to reproductive toxicity
embryonal-foetal-development (See section 5.3). As a precautionary measure, it is preferable to avoid the use
of Fabrazyme during pregnancy.

Fabrazyme sheuld-net-beused-duringpregrancy—unless—elearlyneeessary:

Breast-feeding
Agalsidase beta may-be is excreted in human milk. The effect of agalsidase beta on newborns/infants is

unknown. A decision must be made whether to discontinue breast-feeding or to discontinue/abstain from
Fabrazyme therapy taking into account the benefit of breast feeding for the child and the benefit of therapy

for the woman.

5.1 Pharmacodynamic properties

In the first placebo-controlled clinical trial of 58 Fabry patients with classic phenotype (56 males and 2
females), Fabrazyme was effective in clearing GL-3 from the vascular endothelium of the kidney after 20
weeks of treatment. This clearance was achieved in 69% (20/29) of the Fabrazyme treated patients, but in
none of the placebo patients (p<0.001). This finding was further supported by a statistically significant
decrease in GL-3 inclusions in kidney, heart and skin combined and in the individual organs in patients
treated with agalsidase beta compared to placebo patients (p<0.001). Sustained clearance of GL-3 from

Greenwork Park, Yakum, Building E, 1 floor, 6097600, Israel
Tel.: +972-9-8633081 - Fax: +972-9-8851444 - www.sanofi.co.il



sanofi

kidney vascular endothelium upon agalsidase beta treatment was demonstrated further in the open label
extension of this trial. This was achieved in 47 of the 49 patients (96%) with available information at month
6, and in 8 of the 8 patients (100%) with available information at the end of the study (up to a total of 5
years of treatment). Clearance of GL-3 was also achieved in several other cell types from the kidney.
Plasma GL-3 levels rapidly normalised with treatment and remained normal through 5 years.

Another double-blind, placebo-controlled study of 82 Fabry patients with classic phenotype (72 males and
10 females) was performed to determine whether Fabrazyme would reduce the rate of occurrence of renal,
cardiac, or cerebrovascular disease or death. The rate of clinical events was substantially lower among
Fabrazyme-treated patients compared to placebo-treated patients (risk reduction = 53% intent-to-treat
population (p=0.0577); risk reduction = 61 % per-protocol population (p=0.0341)). This result was
consistent across renal, cardiac and cerebrovascular events.
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