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FILSPARI® (sparsentan)
Impact on Male Fertility

Summary

Prescribing Information

e FILSPARI is available only through a restricted program under a REMS called the
FILSPARI REMS because of the risk of hepatotoxicity and embryo-fetal toxicity?!

Background

e Sparsentan is a novel, first-in-class, and the only single molecule antagonist of the
ETa and AT: receptors?#

e General toxicity studies in rodents evaluated potential effects of sparsentan on
spermatogenesis®

Study Data
Preclinical Studies

e In a fertility and embryonic development study in rats, oral administration of
sparsentan at doses of 20, 80, and 320 mg/kg/day for at least 36 (females) and 49
(males) days did not result in any adverse effects on estrous cycles, mating,
fertility, sperm evaluation or pregnancy incidences at doses up to 320 mg/kg/day,
which provided approximately 10 and 14 times the AUC at the MRHD for males and
females, respectively. Male reproductive organ toxicity was not evident in chronic
toxicity studies at exposures up to 10 times and 1.3 times the AUC at the MRHD in
rats and monkeys, respectively?

e In preclinical studies, sparsentan dosing in juvenile rodents beginning PND 7, PND
14-28, or PND 22 and continued through PND 90 showed that sparsentan had no
direct effect on spermatogenesis®

Prescribing Information

FILSPARI REMS

FILSPARI is available only through a restricted program under a REMS called the FILSPARI
REMS because of the risk of hepatotoxicity and embryo-fetal toxicity.?

Advise patients who can become pregnant of the potential risk to a fetus. Obtain a
pregnancy test prior to initiation of treatment with FILSPARI, monthly during treatment, and
one month after discontinuation of treatment. Advise patients who can become pregnant to
use effective contraception prior to initiation of treatment, during treatment, and for one
month after discontinuation of treatment with FILSPARI.!
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Fertility

In a fertility and early embryonic development study in rats, oral administration of
sparsentan at doses of 20, 80, and 320 mg/kg/day for at least 36 (females) and 49 (males)
days did not result in any adverse effects on estrous cycles, mating, fertility, sperm
evaluation or pregnancy incidence at doses up to 320 mg/kg/day, which provided
approximately 10 and 14 times the AUC at the MRHD for males and females, respectively.
Male reproductive organ toxicity was not evident in chronic toxicity studies with sparsentan
at exposures up to 10 times and 1.3 times the AUC of the MRHD in rats and monkeys,
respectively.?

For more information, please refer to the attached Prescribing Information.

Background

Sparsentan is a novel, first-in-class, and the only single molecule antagonist of the ETa and
AT: receptors.? Preclinical studies in rodent models of chronic kidney disease have shown
that blockade of both ETa and AT: pathways reduces proteinuria, protects podocytes, and
prevents glomerulosclerosis and mesangial cell proliferation.®8

Preclinical Studies

Toxicity studies were conducted in juvenile rats, adult rats, and monkeys to assess the
effect of sparsentan on multiple parameters of male fertility, including spermatogenesis,
tissue necrosis, and vascular damage. Three studies in juvenile rats evaluated impact of
initiating sparsentan on PND 7, PND 14 to 28, or PND 22 to 90 (adulthood). In additional
studies, adult rats and monkeys were dosed for <6 months with sparsentan doses up to 320
mg/kg/day (rodents) and after 9 months of doses up to 200 mg/kg/day (monkeys).>

Study Data

Preclinical Studies

Overall, toxicity studies of male fertility did not find evidence of a direct effect of sparsentan
on spermatogenesis. The PND 7 study found generalized vascular toxicity inducing minimum
to severe degeneration and necrosis of vascular media, hemorrhage, and tissue necrosis in
the testis and epididymis at sparsentan dose of 10 mg/kg/day. Effects were found on
spermatogenesis and fertility parameters; however, these were considered secondary to the
observed damage. In rats that were 1 week older, there were no effects on vasculature,
sperm, or mating parameters at sparsentan doses up to 60 mg/kg/day.°

Other than findings from the PND 7 study, histopathologic assessment found no effects of
sparsentan on spermatogenesis or damage to testis or other male reproductive tissues,
indicating that sparsentan was not toxic to reproductive organs or the spermatogenic
process.”
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Abbreviations

AT1, angiotensin II type 1; AUC, area under the curve; EED, early embryonic development;
ETa, endothelin-1 type A; GD, gestation day; MRHD, maximum recommended human dose;
PND, post-natal day; REMS, risk evaluation and mitigation strategy.
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