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CONCLUSIONS

Sparsentan treatment
causes a sustained

« A total of 404 patients were randomized to and received study drug (sparsentan Figure 6. Subgroup Analyses of Chronic eGFR* Slope by Baseline Proteinuria - . R :
n n=202; irbesartan, n=202) ' reduction in proteinuria
= - In the sparsentan group, 28 patients discontinued treatment (AE, n=19; patient Annualized change in eGFR* (°“"°’:'i‘°|_7"""f:/';“;‘;°2,"/""e"af"arse"““ vs irbesartan (95% CI), and a clear benefit in eGFR
- | decision, n=5; physician decision, n=0), and 174 (86.1%) completed treatment Irbesartan v over 110 weeks
o | - In the irbesartan group, 48 patients discontinued treatment (AE, n=18; patient Tetaipopaizuen °
(7)) decision, n=21; physician decision, n=7), and 154 (76.2%) completed treatment Basetine UPCR GFR decli .
aseline
[17] « More patients discontinued irbesartan than sparsentan treatment due to patient or <0.80g/g —— € ecline IQ
physician decision; nearly all patients completed the double-blind study period Baseline UPCR ° roteinuria su ups
x (sparsentan, 98.0%; irbesartan, 94.1%) :;‘:’i::::;“” Il f P t 9 P
« The majority of patients enrolled in PROTECT were at high risk of disease progression, 21.25t0 <1.80 g/g —— all favor sparsentan
with elevated proteinuria and reduced kidney function (Table 1) ::WE:’IM}UPCR —— X .
Table 1. Baseline Demographics and Clinical Characteristics e Y Patients with IgAN
" " Sparsantan]( 02)RIrbesartani(n=202) eGFR, estimated glomerular filtration rate; UPCR, urine protein-to-creatinine ratio. treated Wlth
Age at IgAN mean (SD), years 40.2 (13.4) 39.0 (12.4) * €GFR.

sparsentan over 2 years

Time from initial kidney biopsy to informed consent,

median (IQR), years 4.0(1.0-10.0) 4.0 (1.0-10.0) Sensitivit I firm long-term Kidney functi tion with "
Male sex, n (%) 139 (69) 7eYe) Vse?rs';é\s/;!t:nn?%sge:rceo;)lrm ong-term kidney function preservation with sparsentan had one of the slowest
Blood pressure, mean (SD), mm Hg annual rates of k|dney
Systolic 128.0 (14.4) 129.9 (12.4) Figure 7. Total eGFR Slope Sensitivity Analyses . . o
Diastolic 81.6 (10.6) 83.2 (10.6) function decline seen in
5 = = Annualized change in eGFR (total slope model) i :
Maximum labeled ACEi or ARB dose at screening, n (%) 130 (64) 125 (62) " for . (959 CI), mLfming 1.73 m?/year phase 3 IgAN clinical trials
eGFR, mean (SD), mL/min/1.73 m? 56.8 (24.3) 57.1(23.6) e - s
Subgroups: baseline proteinuria quartiles 0 R —_—— JEeTo5e) .
UPCR <0.80 g/g 57.3 (24.0) 61.9 (27.3) ITT analysis ! Spa rsentan is well
UPCR >0.80 to <1.25 g/g 60.6 (25.0) 59.3 (25.2) =404 | r Wi h
UPCR >1.25 to <1.80 /g 55.9 (24.0) 55.1 (21.9) Rescue analysist ——— .tO erated, wit a_
UPCR >1.80 g/g 53.6 (24.5) 52.1 (18.8) Cystatin© consistent safety proflle
Urine protein excretion, median (IQR), g/day 1.8 (1.2-2.9) 1.8 (1.3-2.6) n=404 :
UPCR, median (IQR), g/g 1.3(0.8-1.8) 1.2(0.9-1.7) Day 1 as response variable [ ——— comparable to irbesartan
Hematuria, n (%) 111 (55) 114 (56) n=404 i
/ACEi, angiotensin-converting enzyme inhibitor; ARB, angiotensin receptor blocker; eGFR, estimated glomerular filtration rate; IgAN, -1 0 1 2 3
T — —
" FavorsIRB  Favors SPAR
Efficacy €GFR, estimated glomerlar filtration rate; IRB, irbesartan; ITT, intent-to-treat; SPAR, sparsentan.
« The 36-week interim primary analySiS endpoint was met’ with a 41% relative *Nominal P values. TRescue analysis excludes eGFR measurements after initiation of rescue immunosuppression for renal disease.
reduction in proteinuria (P<.0001) D I S C L OSURES
- Significant proteinuria reduction was sustained over 110 weeks, with a 40% relative ~ * Fewer sparsentan-treated patients progressed to composite kidney failure endpoints of e o
reduction in proteinuria at week 110 confirmed 40% or 50% eGFR reduction, end-stage kidney disease, or death vs 0 ion Pharm als, Alpine Pharma, Bio
- Sparsentan preserves kidney function more than irbesartan (Figure 2) irbesartan he e
Figure 2. eGFR Change Over 110 Weeks - Patients initiated immunosuppressive therapy sooner and more frequently with erapeduti e cltcs and has a
= irbesartan vs sparsentan
Wern i, ers of Travere Therap . eports
SPAR: =58 - Improved eGFR slope suggests that sparsentan could delay the need for dialysis or N “’g;"“’“a‘ s T reports
kidney transplant (Figure 8) Pharmaceuticals, Tharappul\ , Chinook
el Chmca\, Nuva Or

Figure 8. Potential Long-Term Impact of Improved eGFR Slope
~e—Irbesartan : .
- . itas Therapeutics, Chinool

2 Sparsentan Clinical, Novartis, O
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SEE
$eR 5 :
Eca eGFR chronic slope, mL/min/1.73 m?/year 2.7 -3.8 -5.3*  Therapautics, Chinook
gog -6 i in eGFR slope vs 1.1 2.6 e ge Clinical, Novartis, and Travere
55 E cs, Inc.; reports travel support from BioCryst
oy -8 60 erape! nd Chinook
g H RASi SOC: 8.9 years Sparsentan: 17.4 years nd s data safety
- Mean eGFR (SE) at BL Mean eGFR (SE) at week 110 a, EmC y
S& 50 |
-12 +FF—F + ~+ ~+ + + + ~+ o i
BL 6 12 24 36 48 58 70 82 94 106 110 E i
Week R 40 Irbesartan: 12.4 i
BL, baseline; diff, difference; eGFR, estimated glomerular filtration rate; IRB, irbesartan; SPAR, sparsentan. - rbesartan: 12.4 years i
i
-+ More patients achieved complete proteinuria remission (<0.3 g/day) with sparsentan E 30 besartan i
vs irbesartan (Figure 3) E ! et
« Absolute change in eGFR from baseline to week 110 was —5.8 mL/min/1.73 m?2 for s e AL, CSIOANCE),
sparsentan vs —9.5 mL/min/1.73 m?2 for irbesartan (difference, 3.7 mL/min/1.73 m2) £ 2
(Figure 4) ° | ::erma Mund‘\ph:rfma i, W Nordisk,
) i o ) . eGFR <10 mL/min/1.73 m? : a Pharmaceuticals, Pfizer, Travere Therapeutics,
Figure 3. Patients Achieving Complete Figure 4. Absolute Change in eGFR 10 H , and Tricida,
Proteinuria Remission From Baseline to Week 110
—Sparsentan —Irbesartan ——RASi SOC
60 Baseline to Week 110 0 ACKNOWLEDGMENTS
# Sparsentan = Irbesartan c 0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 This sty wes funded by Travere Therapes
50 H ears al and editorial support were
i i 9 - ACEi, angiotensin-converting enzyme inhibitor; ARB, ang\otensm receptor blocker; eGFR, estimated glomerular filtration rate;
"e‘z";e({'gﬁff {")c” g RASi, renin-angiotensin system inhibitor; SOC, standard of c: Barmard, PhD, and Chris ity ), G
40 22 - 24 Baseline (0 years) 6GFR = 57 mlJmin/1.73 m based on the mean eGFR of al patients (N=404) reported in this study. bal, an Inizio company, in accordance with Good
2 E e Mean of observed slopes for maximized ACEi/ARB as reported in 5 clinical trials.® io 022 qu.aahnpz and were funded by
S
g 31 vE
) G s , .
30 H The authors thank all the patients, families, and
'15 E; Safety ade this study possible and
g, - Sparsentan was well tolerated, with a consistent safety profile comparable to during the pandemic.
irbesartan (Table 2)
0 11 - Peripheral edema was similar in both groups, with no increases in body weight REFERENCES
« Low incidence of alanine aminotransferase/aspartate aminotransferase of >3x upper Zepihlt GEL el L”L”j‘:f e
-12 Difference (95% CI) limit of normal that was comparable with irbesartan; no cases of drug-induced liver )
0 . 3.7 (1.5t0 6.0) injury with sparsentan
Complete remission
(urine protein excretion <0.3 g/day) eGFR, estimated glomerular filtration rate. Table 2. Treatment-Emergent Adverse Events
« Subgroup analyses demonstrate a consistent treatment benefit across baseline urine Patients with TEAEs, n (%) Sparsentan (n=202) Irbesartan (n=202) 24. 8. Manno C, et al. Nephrol
protein-to-creatinine ratio subgroups in absolute eGFR change (Figure 5) and chronic Any TEAEs 187 (93) 177 (88) Dial Transplant. ) 701. 9. Li PK, et al.
€GFR slope (Figure 6) Most common TEAEs (210% of patients in either group) Am J Kidney Dis.
Figure 5. Subgroup Analyses of Absolute Change in eGFR* by Baseline CoviD-19 53 (26) 46 (23)
Proteinuria Hyperkalemia 32 (16) 26 (13)
Absolute LS mean (95% CI) change in eGFR* Diff SPAR vs IRB,  Percent of diff Peripheral edema 31 (15) 24 (12)
from baseline to week 110 mL/min/1.73 m? vs IRB Dizziness 30 (15) 13 (6)
Total populati . Headach 27 (13 26 (13 .
TRBire 58| SPAR) =250 —e— 37 39% Hea fc < - (13) . j ) > To obtain a PDF of this poster
Baseline UPCR <0.80 9/g 1y 3106 Vpotension (13) (4) . and the PROTECT oral
IR, n=30; SPAR, n=45 L a— - Hypertension 22 (11) 28 (14) E presentation, please scan the
Baseline UPCR 20.80 to <1.25g/g ° 26 36% i i 5(2) 7 (3) 5 f Quick Response (QR) code.
IRS, n=4%; SPAR, n=40 : i No personal information is
Baseline UPCR 21.25 to <1.80 9/g 5o so Serious TEAEs 75 (37) 71 (35) . I p o
IRB, n=35; SPAR, n=39 * . Serious TEAEs in 25 patients in either group store
Baseline UPCR 21.80 g/g .
TR, neas; St oa —e—— 5.1 36% covip-19 42 (21) 38 (19)
AR S S A S Chronic kidney disease ] - 6(3) 6(3)
fvorsiRE  FaversseArR TEAEs leading to 21 (10) 18 (9)
DI, aiference; eGFR, estmated glomeruar iration ate; IRB, rbesartan; LS, least squares; SPAR, sparsentan; UPCR, urine proten-to TEAEs leading to death ° 1(<1)
creatinine ratio. *On-treatment eGFR. P=.001.

TEAE, treatment-emergent adverse event.

+ Sparsentan is an orally active dual endothelin . is a randomized, double-blind, parallel-group, -week trial of sparsentan (n= vs irbesartan (n= in adults with IgAN with urine
S| tan i ] tive dual endotheli PROTECT i domized, double-blind llel 110 k trial of t: 202 irbesart: 202) in adults with IgAN with uri
o angiotensin receptor antagonist (DEARA) that [a) protein excretion of 21.0 g/day and eGFR of 230 mL/min/1.73 m? (Figure 1)
reduces proteinuria and preserves estimated - - -
l': glomerular filtration rate (eGFR) in patients with o (LT i (LuEE UGEL ISR ((EUeEAR D)
= IgANL2 I COIMEEIOIYAD Double-blind treatment
= - Sparsentan molecules bind individually to either = S e S T'tfaltfg to mkax‘muzjﬂ ‘abeldedl_d{JSE* zftwe(ejks posé Eesssmnt
endothelin type A (ET4R) or angiotensin type 1 w U7l 5 (el A 18 o ndomizeditreatmen
(=] (AT,R) receptors and inhibit intracellular signaling3 = Sparsentan
o In I . X . Randomized (1:1) and 1‘% mg/day >
« In IgAN, the endothelin system is activated along received study drug (N=404) g/day Study drug
o with the renin-angiotensin-aldosterone system . Adults (aged =18 years) AR e G e withdrawal period;
[ + Both systems mediate kidney injury through multiple :3;’55!1‘32%" JoAN Irbesartan rtaAngT/eAi(;c
4 mechanisms, including inflammation and fibrosis . eGFR 230 mL/min/1.73 m? 150 mg/day >
300 mg/day at week 2
- - Sparsentan has received accelerated approval in the Lo
US for treatment of patients with IgAN who are at Day -1 Week 36 k 110 Week 114
risk of rapid disease progression* Discontinue maximized Interim analysis End of randomized treatment End of double-
o ACEi/ARB (NO washout) blind period
ST Pri Effi dpoi ¢ dary Effi d
. X rimary Efficacy p ey y Efficacy E
+ Test ”}e .eg'cac" and safety of SP?';]SQ"“” vs I"’Cg'."e Change in UPCR from €GFR slope: chronic (weeks 6-110)
control (irbesartan) in patients with IgAN, including baseline to week 36 and total (day 1-week 110)

across different levels of baseline proteinuria

ACEi, angiotensin-converting enzyme inhibitor; ARB, angiotensin receptor blocker; eGFR, estimated glomerular filtration rate; IgAN, immunoglobulin A nephropathy; SOC, standard of care; UPCR, urine protein-to-creatinine ratio;
UPE, urine protein excretion.
*95% and 97% of patients titrated to maximum labeled dose of sparsentan and irbesartan, respectively.
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