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Baseline Characteristics Blood Pressure
()] + Among 26 young patients who received at least one dose of sparsentan, 23.1% had + Following an early decline in blood pressure, mean systolic and diastolic blood pressure
l— documented nephrotic syndrome in their medical history or at baseline and 73.1% had remained stable through approximately 4 years on treatment (Figure 4)
| nephrotic range proteinuria at baseline, defined as UP/C 22.0 g/g in patients age <18 years . R R N R
: and 23.5 g/g in patients age 18-21 years (Table 1) Figure 4. Mean Change From Baseline in Blood Pressure by Vi n Patients
+ Baseline mean eGFR was 91.4 mL/min/1.73 m2, with wide variation between patients Age =21 Years
m (range: 30-212 mL/min/1.73 m2)
m Table 1. Demographics and Disease Characteristics at Baseline in Patients s 5 A
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UP/C, g/g, mean + SD / median (min, max) 4.9+3.9/3.6(1.0,14.0) i £ ¢ ¢
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€GFR, mL/min/1.73 m2, mean  SD / median (min, max) 91.4 % 55.1/74.7 (30, 212) S0 0 2. Gy o et abseatr (et g WIS L of Bt s, doe) e ks ted
Any immunosuppressive treatment for renal indications at baseline, n (%) 12 (46.2) nexpecte
Steroids 5(19.2)
CNI 9 (34.6) Safety
AHE AT + The most common treatment-related TEAES by year of treatment among young patients are
IACE] or ARG e el Fout (% 20053 shown in Table 3 nt-related TEAEs were observed
flor ARB usel before vastiout, n((36) (76.9) + There were no deaths and no kidney deaths while patients were receiving sparsentan with long-term sparsentan
21 diuretic or antihypertensive agent, n (%) 11 (42.3) Ny . L ’ .
2 du + One patient (4.5%) had an elevation >3 x the upper limit of normal (ULN) in alanine ERRTEE 1) VEUIE| ERiEmis
Diretic use, n (%) ‘ 9 (34.6) aminotransferase; there were no such elevations in aspartate aminotransferase young p
SddEona lantiiperensV et eatn et N HRARS! DI (o) 5I(2351) + The median time to treatment discontinuation was 2.5 years (95% confidence interval,
Age at FSGS diagnosis, years, mean + SD / median (IQR) 12.2+5.6/14.5(8.0,16.8) 1.0-4.9 years)
EZ‘:;;O(TQ':{S)GS diagnosis to informed consent, years, mean  SD / 32£3.9/1.9(0.8,4.6) + The most common TEAE that led to discontinuation was pregnancy (n=2, Table 4)
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+ 38.5% (10/26) young patients experienced at least one complete remission of proteinuria ,,""'ZSZ'LC:-“: and
- er atient- L
(UP/C <0.3 g/g) at any time Year1 | vear2 | vears Years well-tolerated over 240 weeks
« The median (interquartile range) duration of sustained complete remission was 55.7 months to <2 to <3 to <4 (Cases/100 i i
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+ The percentage of patients achieving the FPRE was 36.8% at 1 year, 61.5% at 2 years, 58.3% Hyperkalemia 0 3(15.0)0| L-2.(12.5) 0 1(10.0) -
at 3 years, and 44.4% at 4 years (Figure 2) Vomiting 4(15.4) 0 0 1(8.3) 0 9.1 fTEFERE':CEsl Druse
« eGFR slope estimates for young patients who received sparsentan in the DUET OLE compared =~ Nausea 3(11.5) 0 0 1(83) 0 6.5 .ZE)E;DFE?% b G2 El PIRED (RTE:
with published studies of patients with FSGS are shown in Figure 3 Bood creatiine 207 o 2125 o o 52 Trechimon H, et al, J Am Soc Nephrol,
2018;29(11):2745-54.
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« The percentage of young patients receiving immunosuppressive therapy remained stable
Figure 3. eGFR Slope Estimates (95% CI) in Patients Age <21 Years over time, whereas the proportion receiving steroids declined over time (Table 5)
Receiving Sparsentan in the DUET OLE and in Patients From the FSGS-CT Table 5. C. i Ii essive Therapy Medications in Patients
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Immunosuppressant treatment for Charges may apply.
[_ —~— —g renal indications while on 13 (50.0) 9 (45.0) 6 (37.5) 6 (50.0) 5 (50.0) No personal information is
=g s o 3% P P et sparsentan )
WP T— Steroids 5(19.2) 2(10.0) 1(6.3) 1(8.3) 1(10.0)
————— Calcineurin inhibitor 10(385) 8(40.0)  6(37.5  6(50.0) 5 (50.0)
- Mycophenolate mofetil 4 (15.4) 2 (10.0) 1(6.3) 1(8.3) 1(10.0)
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< E’FSGS) P 9! g blind period after a 2-week renin-angiotensin-aldosterone system inhibitor washout (Figure 1) « Key elighility criteria were: age 8-75 years (US) or 18-75 years (EU), biopsy-proven FSGS
= B p— (o) + Al patients who completed the double-blind period, including those randomized o irbesartan, L ) a3 il VGRS EEN ) Ry WASIELo B3 Gy
(o) molecule that is a dual-acting, highly selective antagonlst of o CERCED DR grEnEnh G e Analyse
both the endothelin type A receptor (ET4R) and = + Urine protein/creatinine (UP/C)ratio, estimated glomerular fitration rate (eGFR),and blood
“ angiotensin II subtvpe 1 receptor (AT;R)* pressure were assessed every ~12 weeks « This post-hocanalysis of the OLE included patients age <21 years at baseline who received
O B i reduced proteinuria versus the w Figure 1. Study Design of the DUET Trial — 21 dose of sparsentan (data cutoff: February 5, 2021)
v active control irbesartan in the 8-week double-blind period s - Outcomes were analyzed from the time of first sparsentan dose, starting in the double-biind
ofthe phase 2 DUET trial in patients with FSGS aged 8-75 period (ie, Day 1 for patients randomized to sparsentan) or in the OLE (ie, Week 8 for
(@] years? openatel — patients randomized to irbesartan who transitioned to sparsentan in the OLE), through
R p—
< « A post-hocanalysis of the DUET open-label extension (OLE) @ 240 weeks (4.6 years)
) in patients aged 8-75 years who continued sparsentan Se‘srnuv:werr&b(us) + Outcomes assessed:
g - Patients age S)or
R T 2 e S o 16-75 (£0) years E 200mg SPAR + Percentage of patients achieving complete remission of proteinuria (UP/C <0.3 g/g) at
neptropleckeibientaland SatvotSparssnanh Biopsy-proven FSGS o any time during the study
docurmented geneticmutation
assotaeamnFSeS + UP/C at each visit and change from baseline in UP/Cat each visit
"‘;‘gg‘;;ﬁ:’;:;;g':w 00mg 400mg SPAR + Percentage of patients achieving the FSGS partial remission endpoint* (FPRE;
Dot = UP/C <1.5 g/g and >40% reduction in UP/C from baseline) at each visit
CGFR >30 MUMIN 73 e . GFR
CRIECINE some €L ____eomgsear 4 * Blood pressure
« Report the on-treatment long-term efficacy and safety of i

sparsentan in young patients (age <21 years) based on a B Sparsentan (SPAR) 1 + Treatment-related treatment-emergent adverse events (TEAES)

240-week post-hoc analysis of the DUET OLE M irbesartan (IRB) e o - 8

UP/C, urine protein/creatinine; eGFR, estimated glomerular filtration rate; IRB, irbesartan; RAAS, renimangiotensin-adosterone system;
SPAR, sparsentan.
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