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The PROTECT Study

- Objective: Test the efficacy and safety of sparsentan vs
active control (irbesartan) in patients with IgAN

- Rationale:
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-In IgAN, the endothelin system is activated along with

the RAAS

-Both systems mediate kidney injury through multiple
mechanisms including inflammation and fibrosis

-Therefore, we

a dual endothelin (ET,R) and angiotensin (AT,

antagonist, wil

be more effective in reducing

and preserving kidney function in patients wit
than treatment with an angiotensin receptor blocker

(ARB) alone

postulated that treatment with sparsentan,

R) receptor
proteinuria

N IgAN
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[T Maximized ACEi/ARB
< «>12 weeks prior to screening Double-blind treatment 4 weeks post cessation
«>50% maximum approved dose 110 weeks, randomized 1:1 of randomized treatment
<= —- < >
Randomized (1:1) and Sparsentan
received study drug P LlNGTVAEN S Study drug
(N=404) 400 mg/day at week 2 withdrawal period;
* Adults (aged =18 years)
* Biopsy-proven IgAN Irbesartan r:SCuEI‘!‘IeAi(;C
- UPE 21 g/day 150 mg/day > i/
« eGFR >30 mL/min/1.73 m2 [Elliyle PAEVAC IR e
Day -1 Week 36 Week 110 Week 114
Discontinue maximized Interim analysis End of randomized treatment End of double-blind
ACEi/ARB (NO washout) period
Primary Efficacy Endpoint Key Secondary Efficacy Endpoint
Change in UPCR from eGFR slope: chronic (weeks 6-110)
baseline to week 36 and total (day 1-week 110)
*NCT03762850
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Patient Disposition

28 Discontinued

treatment
AE 19
Patient decision 5
Physician decision 0

4 Discontinued
study double-blind
period

A

669 Patients screened for eligibility

!

406 Enrolled and randomized

!

Sparsentan

202 Assigned to

and received
sparsentan

A\ 4

174 of 202 (86.1%)
Completed treatment

199 of 203 (98.0%)
Completed study
double-blind period

}

Irbesartan

202 Assigned to

and received
irbesartan

2 Received no
study drug

@ PROTECT
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154 of 202 (76.2%)
Completed treatment

191 of 203 (94.1%)
Completed study
double-blind period

v

48 Discontinued

treatment
AE 18

Patient decision 21
Physician decision 7

12 Discontinued
study double-blind
period
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Baseline Demographics and Clinical Characteristics (‘:

I =
n=202 n=202

Age at IgAN diagnosis, mean (SD), years 40.2 (13.4) 39.0 (12.4)
Age at informed consent, mean (SD), years 46.6 (12.8) 45.4 (12.1)
Male sex, n (%) 139 (69) 143 (71)
Blood pressure, mean (SD), mm Hg

Systolic 128.0 (14.4) 129.9 (12.4)

Diastolic 81.6 (10.6) 83.2 (10.6)
Maximum labeled ACEi or ARB dose at screening, n (%) 130 (64) 125 (62)
eGFR, mean (SD), mL/min/1.73 m?2 56.8 (24.3) 57.1 (23.6)
Urine protein excretion, median (IQR), g/day 1.8 (1.2-2.9) 1.8 (1.3-2.6) ‘
Urine protein-creatinine ratio, median (IQR), g/g 1.3 (0.8-1.8) 1.2 (0.9-1.7)
Hematuria, n (%) 111 (55) 114 (56)

Study drug dose

I N =
n=202 n=202

Titrated to maximum labeled dose, n (%) 192 (95) 196 (97)



/)]
-
-l
-
/)]
L
(2 4

Proteinuria

Primary endpoint was met at the 36-week interim analysis, with a 41% relative reduction in proteinuria (P<.0001)

change in UPCR (95% CI), %

Geometric least-squares mean

Change at week 36 (interim analysis): -

—4.4

-30 - Irbesartan: —15.1%
Sparsentan: —49.8%
_40 _
‘ -42.8
_50 _
_60 —eo—Irbesartan —e—Sparsentan
BL 46 12 24 36 48 58 70 82 94 106 110
Week
IRB n= 202 186 177 181 170 168 158 155 152 141 133
SPAR n= 202 197 194 191 186 182 182 178 174 172 156

 Significant proteinuria reduction was sustained over 110 weeks

100

Patients, %
= N W H U1 OO N 00 VO
o O O O O o o o o

o

B Sparsentan
m Irbesartan

Relative risk (95% CI)
2.5(1.6to4.1)

e

31

Complete remission
(urine protein
excretion <0.3 g/day)

- More patients achieved complete proteinuria remission (<0.3 g/day) with sparsentan vs irbesartan

7
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Kidney Function

Confirmation of long-term kidney function preservation

E —e—Irbesartan —e—Sparsentan p
0 ______________________________________________________________________________________________________________ - 0 -
™ ()]
5 £
&d °E
Qo — _9
gE 2 g 2 2
£ >
LN E
5 < 0~
c £ 4 e £ -4
c )
oW mé
Ewn c
- S E
L 6 £ -6
oI v X
L NO) C -
=) c O
=3 9 o
€ 78 7 pnnual eGFR slope (95% CI) Es —81
- ’ : Ty
@ o mL/min/1.73 m2/year* Irbesartan Sparsentan  Difference P value ® )
Q= ul
= %—10 1 Chronic slope S & _40 -
o
2 Total slope -3.9 -2.9 1.0 P=.058 7 %
, (-4.6to -3.1) (-3.6to —2.2) (—-0.03to 1.9) ) tr
-2+ F T T T T T T T T T T T T T T T T T T T T [} —12 -
BL 6 12 24 36 48 58 70 82 94 106 110 Y
Week
IRB n=202 193 188 176 179 173 162 160 159 154 144 138
SPAR n=202 193 196 191 189 184 180 182 176 173 170 159

PROTECT

Baseline to
week 110

I

Difference (95% CI)

3.7 (1.5 to 6.0)
mSPAR m=IRB

*Analysis includes eGFR data for patients on treatment; off-treatment and missing data imputed using the multiple imputation procedure.
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Key eGFR* Slope Subgroup Analyses by Baseline (‘:
eGFR and Proteinuria

Subgroup analyses demonstrate consistent treatment effect across disease severity

Annualized A in eGFR (chronic slope model) Annualized A in eGFR (total slope model)
Difference for sparsentan vs irbesartan Difference for sparsentan vs irbesartan
(95% CI), mL/min/1.73 m2/year (95% CI), mL/min/1.73 m2/year
| 1.1 | 1.0
Overall —— (0.07 to 2.12) —e— (—0.03 to 1.94)

IRB, n=202; SPAR, n=202 IRB, n=202; SPAR, n=202

|
|
Baseline eGFR 0.9 | 1.0

R —— —0.15to 1.94 —— —0.12 to 2.03

<60 mL/min/1.73 m? ! IR(B, n=129; SPAR, n=1)27 l IRE-", n=129; SPAR, n=1)27
; | ! 1.0
Baseline eGFR ! 1.4 '

X ' @ _ —® ] —0.94 to 2.94
=260 mL/min/1.73 m? i IS!B,?1.=6721;; EgAi:ﬂ-=37)5 i IS‘Br n=73; SPAR, “=7)5
Baseline proteinuria | 1.1 | 0.8

— ‘ —0.35to 2.51 —@ —0.61 to 2.17
<1.75 g/day | Ifm, n=93; SPAR, n=9)8 l 1&3, n=93; SPAR, n=9)8

| |

. . . 1.1 1.1
Baseline proteinuria | |
’ ® ' —0.29 to 2.45 : ® ! —0.27 to 2.45
>1.75 g/day i IR(B, n=109; SPAR, n=1)04 i mg, n=109; SPAR, n=1)04
*On-treatment eGFR. -4 -3 -2 -1.0 1 2 3 4 -4 -3 -2 -1 0 1 2 3 4
Favors IRB Favors SPAR Favors IRB Favors SPAR



eGFR Slope Sensitivity Analyses (€ rerer
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- Sensitivity analyses confirm long-term kidney function preservation
=
)]
i Annualized A in eGFR (chronic slope model) Annualized A in eGFR (total slope model)
(2 4 Difference for sparsentan vs irbesartan Difference for sparsentan vs irbesartan
(95% CI), mL/min/1.73 m2/year (95% CI), mL/min/1.73 m2/year
i |
| |
- ! 1.3 ! 1.2
®
U EITE S i e (0.36 to 2.32) i (0.23 to 2.16)
| |
i 2 | 1.0
. | 1. L .
Rescue analysis | ¢ (0.16 to 2.15) :r ¢ (0.03 to 1.99)
| |
-2.5 -1.5 -0.5 0.5 1.5 2.5 -2.5 -1.5 -0.5 0.5 1.5 2.5
Favors IRB Favors SPAR Favors IRB Favors SPAR

- ITT analysis includes all eGFR measurements through study end irrespective of premature
treatment discontinuations

« Rescue analysis excludes eGFR measurements after initiation of rescue immunosuppression
for renal disease (3% with SPAR and 8% with IRB)

10
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-
-l Fewer sparsentan-treated patients progressed to composite endpoint vs irbesartan
=
24
:fl (u5 0.1501 Event, n (%) Irbesartan Sparsentan
) Confirmed 40% reduction in
o 2 % 0.1251 €eGFR, ESKD, or death* 29 (1) 18 (@)
S3 Relative risk (95% CI) 0.68 (0.4 to 1.2)
T & Confirmed 50% reduction in
o —
& - 01007 ¢GFR, ESKD, or death L5 (&) i (=)
= X Relative risk (95% CI) 0.55 (0.3 to 1.2)
c ¥ 0.075-
o Wl
o g
Y
© .2 0.0501
Fll®
£ 3
2 9 0.025-
0 B Irbesartan
e + , i - - | | Sparsentan
o 0.000{_+#+ L {4
| | | | | | | | | | | |
0 6 12 24 36 48 58 70 82 94 106 110
No. at risk Week
Irbesartan 202 197 196 194 187 177 172 165 157 151 144 101
Sparsentan 202 200 199 196 194 190 185 182 177 174 168 123

Vertical bars indicate censored patients. *Patients with confirmed 40% reduction in eGFR (IRB, n=22 [11%];
SPAR, n=18 [9%]), ESKD (IRB, n=11 [5%]; SPAR, n=9 [4%]), or death (IRB, n=1 [<1%]; SPAR, n=0). 11




Initiation of Immunosuppressive Therapy

)]
=
-l Fewer sparsentan-treated patients initiated immunosuppressive therapy vs irbesartan
=
0 0.10 - Event, n (%)
Irbesartan 16 (8
z (8) H-——
o  0.08- Sparsentan 6 (3) |
S Odds ratio (95% CI) 2.87 (1.09 to 7.57) +— +—H—+
> H
()
"5 0.06
S~
b~
8 0.04
©
o) — H-H-
<)
|
n 0.02_ | | Ll Ll
| | T B Irbesartan
1 | — | NIJ M Sparsentan
0.00- H H —t+
| | | | | | | | | | | |
0 6 12 24 36 48 58 70 82 94 106 110
No. at risk Week
Irbesartan 202 194 191 188 182 169 164 159 155 152 145 108
Sparsentan 202 200 199 197 193 190 186 185 178 173 170 123

Vertical bars indicate censored patients. Median time to initiation of systemic IST with renal indication was not
estimable for either treatment group. 12




Safety (c: a—
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- Sparsentan was well tolerated with a consistent safety profile comparable to irbesartan
=
(u’.: Patients with TEAEs, n (%) Sparsentan (n=202) Irbesartan (n=202)
ot Any TEAEs 187 (93) 177 (88)
Most common TEAEs (210% of patients in either group)
COVID-19 53 (26) 46 (23)
Hyperkalemia 32 (16) 26 (13)
Peripheral edema 31 (15) 24 (12)
Dizziness 30 (15) 13 (6)
Headache 27 (13) 26 (13)
Hypotension 26 (13) 8 (4)
Hypertension 22 (11) 28 (14)
Transaminase elevations 5(2) 7 (3)
| Serious TEAEs 75 (37) 71 (35) |
Serious TEAEs in =5 patients in either group
COVID-19 42 (21) 38 (19)
Chronic kidney disease 6 (3) 6 (3)
TEAESs leading to treatment discontinuation 21 (10) 18 (9)
TEAEs leading to death 0 1(<1)

- Peripheral edema was similar in both groups, with no increases in body weight

- Low incidence of ALT/AST >3x ULN that was comparable with IRB; no cases of
drug-induced liver injury with sparsentan

13
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Sparsentan met the primary endpoint of proteinuria change at 36 weeks in
the interim analysis, with sustained antiproteinuric effects shown in the
final analysis

Clinical benefit of sparsentan was confirmed by eGFR chronic slope, which
)showed statistically significant treatment effects vs maximally titrated
irbesartan within a rigorously conducted trial, including in the ITT analysis

The data suggest a clinically meaningful difference between sparsentan
and irbesartan in total slope and other eGFR-based endpoints, including a
composite kidney failure endpoint

Patients treated with sparsentan over 2 years exhibited one of the slowest
annual rates of kidney function decline seen in IgAN trials

All top-line efficacy endpoints favored sparsentan, and sparsentan was
well tolerated with a safety profile comparable to irbesartan, supporting
long-term use

14
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« This study was funded by Travere Therapeutics, Inc.

« Medical writing assistance and editorial support were provided
under the guidance of the authors by Lise Barnard, PhD, and Chris
Edwards, PhD, CMPP, of Articulate Science, a part of Nucleus Global,
an Inizio Company, in accordance with Good Publication Practice
guidelines, and were funded by Travere Therapeutics, Inc.

 The authors thank all the patients, families, and investigators who
made this study possible and persevered even during the pandemic
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