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Sanofi Genzyme Commitment

Sanofi Genzyme has pioneered the development and delivery

of therapies for patients affected by rare and debilitating P E R I D OT

diseases for over 30 years. With a focus on rare disease,

multiple sclerosis, immunology, oncology and rare blood Patient ExpeRlence in Fabry Disease On Venglusta T

disorders, we are dedicated to making a positive impact on

the lives of patients and families we serve. This goal guides EFC17045 (PRO study)

and inspires us every day. This Phase 3 trial is an international, tool that measures symptoms and impacts of

multicenter, randomized, double-blind, Fabry disease.?
placebo-controlled study to characterize

Secondary endpoints include percent change

the efficacy and safety of venglustat on
neuropathic and abdominal pain in patients
with Fabry disease.

from baseline in lyso-GL-3, frequency of rescue
pain medication use, change from baseline in
the percentage of days with diarrhea, percent

Fabry Disease

The primary endpoint is the percent change change from baseline in tiredness component
from baseline in venglustat vs placebo on the of FD-PRO, safety and tolerability, and
Fabry disease is a potentially life-threatening, inherited, multi-systemic disorder affecting both males patient-defined most bothersome symptom pharmacokinetics.
and females and is caused by reduced or absent alpha-galactosidase A (a-Gal A) activity due to f neuropathic pain in r extremiti , , L ] ,
mutations in the GLA gene. Deficient a-GAL A activity results in accumulation of glycosphingolipid feurce):azﬁi; p:is Tn Iowifiitrimi:es, g? 5:;'elr;tsst;’¥'!?e|;igigr?;iicj2'rr:]ir:t'r:sratlo 12
(particularly globotriasylceramide, also known as GL-3) in lysosomes, leading to cellular and organ abdominal pain), as assessed by the Fabry 9 P i
damage that affect the renal, cardiovascular and cerebrovascular systems as well as reduced life Disease Patient-Reported Outcome (FD-PRO)

expectancy and quality of life.’? instrument, a newly developed disease-specific

Neuropathic pain, abdominal pain and other gastrointestinal symptoms are amongst the first clinical
manifestations of Fabry disease® and can substantially impact activities of day-to-day living.*® These 4 : : S
symptoms impact the health, quality of life and function of affected individuals and add to the burden } Key inclusion criteria:

of Fabry disease. @

Venglustat is an investigational oral glucosylceramide synthase (GCS) inhibitor that is designed

to reduce the accumulation of GL-3 in Fabry disease and is also currently being investigated as

a potential treatment for several rare diseases.” GL-3 accumulation in dorsal root ganglia and
endothelial cells of the vasa nervorum have been proposed as possible causes of the length-
dependent small fiber neuropathy which may induce a variety of peripheral and central symptoms,
including chronic peripheral pain and acute pain crises.® In a completed Phase 2 study (ACT13739/
LTS14116), previously untreated male participants with classic Fabry disease who received venglustat
for up to 3 years showed reduction in skin capillary endothelial cell GL-3, plasma GL-3, and its
derivative plasma lyso-GL-3. Improvements in the severity and duration of abdominal pain (among
those with pain at baseline) and bodily pain component of the SF-36 (36-Item Short Form Health
Survey) were also observed in the majority of patients during the study. Albuminuria and estimated
glomerular filtration rate (eGFR) were stable throughout the study, and there was overall no significant
clinical progression of Fabry disease (NCT02228460).
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