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FILSPARI® (sparsentan) 
Impact on Pregnancy, Lactation, and Fertility 
 

Summary____________________________________ 
Prescribing Information 

• FILSPARI is an endothelin and angiotensin II receptor antagonist indicated to slow kidney 

function decline in adults with primary immunoglobulin A nephropathy (IgAN) who are at 

risk for disease progression1 

• FILSPARI is available only through a restricted program under a REMS called the FILSPARI 

REMS because of the risk of hepatotoxicity and embryo-fetal toxicity1 

• Based on animal data, FILSPARI can cause major birth defects if used during pregnancy. 

Due to risk of embryo-fetal toxicity, FILSPARI is contraindicated in pregnancy1 

• Patients are advised not to breastfeed during treatment with FILSPARI1 

• In a preclinical study, sparsentan did not negatively impact fertility in male or female rats1 

Background 

• Sparsentan is a novel, first-in-class, and the only single molecule antagonist of the ETA 

and AT1 receptors2-4  

• The potential for reproductive and developmental toxicity of sparsentan was evaluated in 

4 Good Laboratory Practices studies: fertility and EED toxicity (rat), embryo-fetal toxicity 

(rat and rabbit), and peri- and post-natal developmental toxicity (rat)5 

• The PROTECT study is a phase 3, global, randomized, multicenter, double-blind, parallel-

arm, active-control study of the efficacy and safety of sparsentan compared to irbesartan 

for the treatment of IgA nephropathy6  

• The DUET study is a phase 2, randomized, multicenter, double-blind, active-control trial 

examining the safety and efficacy of sparsentan compared to irbesartan in patients with 

FSGS4 

Study Data 

Preclinical Studies 

• In rodent studies, sparsentan treatment resulted in serious fetal anomalies of the 

craniofacial region and skeleton, decreased fetal growth, and reduced postnatal survival 

and growth of offspring5 
 

The PROTECT Study 

• Patients who were pregnant or planned to become pregnant were excluded from the 

PROTECT study7 
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The DUET Study 

• Five pregnancies occurred in the DUET trial. Of these, 1 resulted in a spontaneous 

abortion that was considered possibly related to sparsentan5 

 

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.1  

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.1  

Pregnancy 

Based on data from animal reproductive toxicity studies, FILSPARI can cause fetal harm, including 

birth defects and fetal death, when administered to a pregnant patient and is contraindicated 

during pregnancy.1  

Available data from reports of pregnancy in clinical trials with FILSPARI are insufficient to 

identify a drug-associated risk of major birth defects, miscarriage, or other adverse maternal 

or fetal outcomes. In animal reproduction studies, oral administration of sparsentan to 

pregnant rats throughout organogenesis at 10-times the MRHD in mg/day caused teratogenic 

effects in rats, including craniofacial malformations, skeletal abnormalities, increased embryo-

fetal lethality, and reduced fetal weights.1  

Patients who can become pregnant who are using FILSPARI must use an effective method of 

contraception prior to initiation of treatment, during treatment, and for one month after 

discontinuation of treatment with FILSPARI to prevent pregnancy.1  

Lactation 

There are no data on the presence of sparsentan in human milk, the effects on the breastfed 

infant, or the effect on milk production. Because of the potential for adverse reactions, such as 

hypotension in breastfed infants, advise patients not to breast feed during treatment with 

FILSPARI.1 

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 
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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.1  

 

Background__________________________________ 
Sparsentan is a novel, first-in-class, and the only single molecule antagonist of the ETA and AT1 

receptors.2-4 Preclinical studies in rodent models of chronic kidney disease have shown that 

blockade of both ETA and AT1 pathways reduces proteinuria, protects podocytes, and prevents 

glomerulosclerosis and mesangial cell proliferation.8-10 

Preclinical Studies 

The potential for embryo-fetal toxicity with sparsentan treatment was assessed in studies using 

pregnant rats and rabbits throughout the gestational period. Pregnant rats were given oral 

sparsentan at doses of 80, 160, and 240 mg/kg/day on GD 7 through 17.5 The AUC at the lowest 

dose tested (80 mg/kg/day) was approximately 10 times the AUC at the MRHD of 400 mg/day.1 

Pregnant rabbits were administered oral sparsentan at doses of 2.5, 10, and 40 mg/kg/day on GD 

7 through 19.5 Doses of 10 and 40 mg/kg/day provided exposures approximately 0.1 times and 0.2 

times the AUC at the MRHD, respectively.1  

The PROTECT Study 

The PROTECT study (NCT03762850) is a phase 3, global, randomized, multicenter, double-blind, 

parallel-arm, active-controlled clinical trial evaluating long-term antiproteinuric and 

nephroprotective efficacy and safety of 400 mg of sparsentan in patients with IgA nephropathy 

compared to 300 mg of irbesartan.11 The study includes 404 patients ages 18 years and older with 

biopsy proven IgA nephropathy who experience persistent proteinuria despite available ACEi or 

ARB therapy. Patients with urine protein ≥1 g/day at screening, eGFR ≥30 mL/min/1.73 m2, SBP 

≤150 mm Hg, and DBP ≤100 mm Hg were eligible.7 The PROTECT study protocol provides for an 

unblinded interim analysis of at least 280 patients to be performed after 36 weeks of treatment to 

evaluate the primary efficacy endpoint, defined as change in proteinuria (UPCR) at Week 36 from 

baseline. Secondary efficacy endpoints include the rate of change in eGFR following the initiation of 

randomized treatment over 58-week and 110-week periods, as well as rate of change in eGFR over 

52-week and 104-week periods following the first 6 weeks of randomized treatment.6,7 The 

PROTECT study also examines change from baseline in UACR based on a 24-hour urine sample at 

Week 36, and prespecified exploratory endpoints of complete (urinary protein excretion <0.3 

g/day) and partial (urinary protein excretion <1.0 g/day) proteinuria remission at least once at any 

time during the double-blind period. In addition, this study evaluates the proportion of patients in 

each group reaching a confirmed 40% reduction in eGFR from baseline, KF, or all-cause mortality. 

KF is defined as initiation of KRT or sustained eGFR value of <15 mL/min/1.73 m2.12 Reduction in 

proteinuria and decline in rate of eGFR are largely accepted as surrogate markers of treatment 

effect in studies of KF.12,13 

The DUET Study  

The DUET study (NCT01613118) is a phase 2, randomized, multicenter, double-blind, active-

control trial in patients with biopsy-proven FSGS. Patients were randomized to 1 of 3 doses (200, 

https://clinicaltrials.gov/ct2/show/NCT03762850?term=NCT03762850&draw=2&rank=1)%20is%20a
https://clinicaltrials.gov/ct2/show/NCT01613118
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400, or 800 mg/day) of sparsentan or irbesartan (300 mg/day) and maintained through an 8-week 

double-blind phase. The primary endpoint was defined as reduction in UPCR after 8 weeks of 

treatment. The proportion of patients who achieved partial FSGS remission was evaluated as a 

secondary endpoint. Following the double-blind phase, patients had the option to continue into a 

144-week OLE of treatment with sparsentan.4  

 

Study Data___________________________________ 

Preclinical Studies 

• In pregnant rats and rabbits teratogenicity and/or developmental toxicity was attributed 

to the antagonism of ETA and AT1 receptors1 

• In pregnant rats, oral administration of sparsentan at doses of 80, 160, and 240 

mg/kg/day throughout embryonic development resulted in multiple dose-dependent 

teratogenic effects. These included craniofacial malformations, skeletal abnormalities, 

increased embryo-fetal lethality, and reduced fetal weights1 

• In pregnant rabbits, sparsentan was administered at doses of 2.5, 10, and 40 mg/kg/day. 

Maternal death and abortions occurred at 10 and 40 mg/kg/day, which provided 

exposures approximately 0.1 times and 0.2 times the AUC at the MHRD1 

The PROTECT Study  

Pregnancy is contraindicated for all ERA treatments.14 In the PROTECT study, patients who were 

pregnant or planned to become pregnant were excluded from enrollment.7 

The DUET Study 

Women who were pregnant, breastfeeding, or of child-bearing age and unwilling to use 2 reliable 

methods of contraception were excluded from the study.2  

 

As of August 1, 2021, 5 pregnancies have occurred during the DUET trial.5  

 

• One spontaneous abortion occurred at 13 weeks, 4 days gestation and was considered to 

be possibly related to the investigational product sparsentan 

• One resulted in the premature birth of a male at 32 weeks of gestation, with no health 

issues noted 

• In 1 case a healthy infant was born at 37 weeks gestation, but the patient was then lost to 

follow up 

• Two patients underwent elective abortions  

 

Abbreviations_________________________________ 

ACEi, angiotensin-converting enzyme inhibitor; ARB, angiotensin receptor blocker; AT1, angiotensin 

II type 1; AUC, area under the curve; DBP, diastolic blood pressure; EED, early embryonic 

development; eGFR, estimated glomerular filtration rate; ERA, endothelin receptor antagonist; ETA, 
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endothelin-1 type A; FSGS, focal segmental glomerulosclerosis; GD, gestation day; IgA, 

immunoglobulin A; KF, kidney failure; KRT, kidney replacement therapy; MRHD, maximum 

recommended human dose; OLE, open-label extension; REMS, risk evaluation and mitigation 

strategies; SBP, systolic blood pressure; UACR, urine albumin-creatinine ration; UPCR, urine 

protein-creatinine ratio. 
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