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Implications of Proteinuria Remission on Estimated Glomerular Filtration Rate Trajectory iIn
Patients With IgA Nephropathy in PROTECT =

CONCLUSIONS

In patients with IgAN,
achievement of low proteinuria is
strongly predictive of better long-term
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eGFR preservation was more
evident in patients who achieved

Proteinuria Remission Rates in PROTECT Absolute Change in eGFR From Baseline Total and Chronic eGFR Slopes low proteinuria vs those who did not.

- Of 404 patients who were randomized and received either sparsentan or irbesartan: e In patients who achieved CR or UPE <0.5 g/d at any time through Week 110, eGFR showed an e eGFR declined over time at a slower rate in patients who achieved CR or UPE <0.5 g/d at any time Notably, in patients who achieved CR,
_ 85 (21.0%) patients achieved CR at any time through Week 110 and 319 (79.0%) never achieved CR ac_ute drop in the first few weeks after which it remained rel_atively_/ stable though Wee_k 110 through Week 110 vs those who did not (Table 2) the mean rate of kidney function decline
- 151 (37.4%) patients achieved UPE <0.5 g/d at any time through Week 110 and 253 (62.6%) did not (Figure 4). In contrast, eGFR showed a smaller acute drop in patients who never achieved CR Table 2. Total and Chronic eGFR Slopes*-* (eGFR chronic slope) was below the

or UPE <0.5 g/d, after which it steadily declined through Week 110

therapeutic goal of

RESULTS

- - - - CR (UPE <0.3 g/d) achieved UPE <0.5 g/d achieved
Demographics and Baseline Characteristics _ _ ) o ) _ eGFR slope, at any time through Week 110 at any time through Week 110 <1.0 mL/min/1.73 m2/y
- While baseline age, sex, and race were similar for patients who achieved proteinuria remission vs those who did Figure 4. Absolute Change From Baseline in eGFR at Each Study Visit in Patients Who Did mL/min/1.73 m?/y
not, baseline UPE was lower and eGFR higher in the patients who achieved remission (Table 1) or Did Not Achieve A) CR and B) UPE <0.5 g/d* Yes (n=85) No (n=319) Yes (n=151) No (n=253)
- Most patients who achieved proteinuria remission had been randomized to sparsentan and the majority who did | Chronic slope, (95% CI) —0.3 —4.4 —1.1 —>.1 Substantially fewer patients who
not had been random|zed to |rbesartan (Figure 3) A eGFR at Week 6 eGFR at Week 58 eGFR Week 110 (WGEk 6 to Week 110) (—130 to 069) (—494 to —389) (—182 to —037) (—565 to —449) .
" CR achieved: —3.6 CR achieved: —3.6 CR achieved: —4.0 Difference (95% CI; 4 1 40 achieved CR or UPE <0.5 g/d
Table 1. Demographics and Baseline Characteristics by Proteinuria Remission Status* CRNOL achIEVEE s —0:8 SR NOCACHIEVEE s =5:2 CRINOE achiSvedss =65 P value) (2.98 to 5.23; <.0001) (3.04 to 4.91; <.0001) reached the composite kidney failure
Diff: —2.8 Diff: 1.6 Diff: 4.9 o ( T 5 6 d h ho did
: : Total slope, (95% CI —1. —4.5 —1. —5.1 en pOint than patients who did not
" 4 bacelne ch N Cf (UPtE_ <°-t::'19/d)ha‘°’\"“e‘l’(ef10 ”tPE <°t-_5 g/tiac"":“’s\f' 110 - (Day 1 to Week 110) (-1.94 t0 0.03)  (=5.00to —3.96)  (—2.31t0o —0.87) (—5.64 to —4.49)
Demograp ICS an aseline characteristics atl any time roug ee dat any time roug ee = LO) Bl erEae (950/0 CI; 35 3.5
Yes (n=85) No (n=319) Yes (n=151) g 3 T P value) (2.41 to 4.63; <.0001) (2.55 to 4.40; <.0001) A ¢ ¢ ted tent
Age, mean (SD), y 44.3 (13.76) 46.5 (12.04) 45.1 (13.17) 46.5 (11.98) © O “Based on on-study data. }> sh§pari|en a?'_ reated patiCits
h _t. . . . - -
= \ eGFR slopes were assessed using linear mixed effects model and adjusted for baseline log transformed UPE. dacnievea proteinuria remission
Sex, male, n (%) 54 (64) 228 (71) 99 (66) 183 (72) © E i *Baseline (Day 1) eGFR is included as a response variable and covariate. f tl - | b | C|
.S%E more rrequentlty vs maximum Ilabel€e
Race, n (%) %.E'E Composite KF Endpoint dose irbesartan in the PROTECT trial,
American Indian or Alaskan native 0 (0 0 (0 0 (0 0 (0 v : : : . ' '
e 29(()34) 86(()27) 49(()32) 66(()26) £ 95’75' -9 - e Markedly fewer patients who achieved CR or UPE <0.5 g/d reached the composite KF endpoint Fh's analysis further Sup_port_s the
T e AT e A e L (1) 3 (1) L (1) 3 (1) 2% T e CR achieved (1 [1.2%] and 6 [4.0%], respectively) compared with those who never achieved these endpoints interplay between proteinuria and |
© — 7 . .
Native Hawaiian/Other Pacific Islander 0 (0) 1(<1) 0 (0) 1(<1) Q 4o (43 [13.5%] and 38 [15.0%], respectively) (Figure 5) k::dney fLII’]EItIOI;I C|€|C|Ine£ and the benetflt
i _ L1 1 l l l l l l l l l l - - - - - - - O S arsen an Or On - erm reserva |On
\évti'te 23 2(62) ﬁg 3(69) 27 3(64) é7i(69) 13 OTTg 1T2 2T4 3T6 % 5T8 7To 8T2 9T4 106110 Figure 5. Kaplan-Meier Plot for Time to Reach the Composite KF Endpoint in Patients Who of klijdne function J P
=r (2) (3) (3) (4) Week Achieved A) CR or B) UPE <0.5 g/d at Any Time Through Week 110* Y
UPE, median (IQR), g/d 1.27 (097-186) 2.01 (140-295) 1.43 (103'224) 2.03 (144-301) CR 85 83 82 80 79 81 81 82 81 79 77 72 A_ 0.150- 25th Median  75th B_ 0.20 . SEth Median 7:th A B EREVIATIONS
] 0.92 (0.66-1.17 - - -
UPCR, median (IQR), g/g ( ) 1.34 (0.91 1.86) 1.01 (0.67 1-47) 1.36 (0-94 1-92) B oE ?)GSFR/gt wheede o pE eOG|5=R/adt Wlfek ils - e e?)FSR a/‘gl Wehek 1d10 " = 0.125 - CR NE NE NE = 01 UPE <0.5g/d NE NE NE ACEi, angiotensin converting enzyme inhibitor; ARB, angiotensin receptor
- . <0.5 g/d achieved: —2. <0.5 g/d achieved: -3. <0.5 g/d achieved: —4. 0 o 0.15- _ . .
eGFR, mean (SD), mL/min/1.73 m* 65.1 (26.46) >4.8 (22.76) 60.3 (24.98) >4.9 (23.09) UPE <0.5 g/d not achieved : —0.9 UPE <0.5 g/d not achieved : —5.5 UPE <0.5 g/d not achieved : —10.0 o 0.100- E bloc.ker' (.:R' S pmtelr.]ur_la remlss.,lon,l.DEli\RA, ual end_Othelm _
o) ] Diff: —1.3 Diff: 1.8 Diff: 5.7 . = angiotensin receptor antagonist; DBP, diastolic blood pressure; EU, Europe;
ood pressure, mean (SD), mm Hg 1 > 0.075- Z 0.10- eGFR, estimated glomerular filtration rate; IgAN, IgA nephropathy; IRB,
SBP 128.2 (14.76) 129.2 (13.11) 127.1 (14.60) 130.1 (12.63) —~ 0 ¢ = 3 irbesartan; KF, kidney failure; LS, least squares; MMRM, mixed model
- ©
DBP 80.9 (11.14) 82.9 (10.45) 81.0 (10.97) 83.3 (10.33) e -1 - g 0.050+ 2 repeated measures; SBP, systolic blood pressure; SOC, standard of care;
o O\O . —2 A a a 0.05- UPE <0.5 g/d SPAR, sparsentan; TEAE, treatment-emergent adverse event; UPCR, urine
*Data are for the full analysis set. - g E -3 - 0.025+ CR o . —a protein-to-creatinine ratio; UPE, urine protein excretion; US, United States.
VEm 4 - —H : : = L | —
D 7N 0.000 i 0.00{ - =
Figure 3. Patients Achieving or Not Achieving CR or UPE <0.5 g/d by Treatment Assignment Egi j?, : : L] S 0 612 24 36 48 S8 70 82 94 106110 e Bk 0 R :JIL: ;pz;i:sl:ltjniy fees or grants from AstraZeneca. Bayer
o Q c 0. at ris . I / ’
_ _ - —/ - Boehringer Ingleheim, Chinook, CSL Behring, Eli Lily, Gilead, Janssen,
CR (UPE <0.3 g/d) achieved UPE <0.5 g/d achieved sEE .. Nevmrtie. Nove Nordick AS. amd Trore Theraneutie. The. Vo romort
at any time through week 110 at any time through week 110 qE) d:) E _g | CR 85 84 84 83 81 81 81 80 80 80 79 61 UPE <0.5 g/d 151 150 150 149 147 147 146 143 142 141 139 108 C;):Sa:l;:;]cyo:‘-‘lges (;:- Lsonora,riaanfrogqa\';eszfaZeenreacl:)ae’uBlacjler’n;.oehri;egpe()r-_S
ZI) % —10 - *The _composite KF endpoir_mt was defined as confi_rmed 40% eGFR decline, end-stage kidney disease (initiation of renal replacement therapy or Ingelheim, Calliditas, GSK, Eli Lilly, Novartis, Otsuka, Travere, Vera; and is a
g —11 - -e-UPE <0.5 g/d achieved sustained eGFR <15 mL/min/1.73 m?), or mortality due to any cause. P member of the steering committees of clinical trials sponsored by Calliditas,
is —12 - Safety (CR only) Novartis, Otsuka, Travere, Vera. BR reports consulting fees from Alexion
_ L1 : : : : | : : : : | _ _ _ _ _ Pharmaceuticals, Alpine Pharma, BioCryst Pharmaceuticals, Calliditas
H 0 6 12 >4 36 48 58 20 32 94 106 110  TEAEs occurred in 79 (93%) patients who achieved CR vs 285 (89%) who did not achieve CR at any Thermpeies, Noveils, OFR B, Crmerss, Giaule Ehaimsaailels, Tavere
Week tlme th roug h Week 1 10 Therapeutics, Inc., and Vera Therapeutics and has a leadership role at
. . . . . NephroNet, Lupus ABC/LRA, and Lupus Foundation of America. RK, BH, and
UPE <0.5q/d 151 146 146 (a4 143 (a4 143 126 143 139 120 131 The most. common TEAEs were COVID-19, headache, hyperkalemia, edema peripheral, dizziness, EM are employees and stockholders of Travere Therapeutics, Inc. PP reports
o S _ _ _ hypotenS|on, and hypertensmn consultancy fees from, and is a stockholder and former employee of, Travere
*Change from baseline in eGFR by visit using a MMRM with on-study values and baseline UPE adjustment. _ ) _ . ) . ) h tics T
=319 —151 =253 | -  TEAEs of interest (hypotension-, fluid retention-, anemia-, or hyperkalemia-associated) were erapeutics, nc.
comparable between groups
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BACKGROUND i _ ) _ Analysis Methods and editorial support were provided under the direction of the authors by Jordan
z . Sparsentan, a non-immunosuppressive, dual endothelin angiotensin receptor antagonist Flgure 1. Patlents ACI';IEVI“Q CR or UPE m StUdy DESIQI‘] Flgure 2. PROTECT Trial DESlgn (NCT03762850) . This post hoc analysis compared the rate of kidney Sk-ir-mer, MChem-, and Christophe-r Edwards, Pr-wD,-CMPP, 01_: Nucleus Gl-oba.l, an
(DEARA), is approved in the US and the EU for patients with IgAN based on 2-year data <0.5 g/d in PROTECT ‘a e PROTECT was a double-blind imi i . . . A GEIRTIEEIY, I EECaErings Wi Eovel FUsllieson Hesies dtlez puieElines,
O from the Phase 3 PROTECT trig|i-3 ~andomized five-controll (I;| | function decline during 110-week follow-up, regardless and were funded by Travere Therapeutics, Inc.
= O ahdomized, active-controfied, Double-blind treatment (110 weeks) 4 weeks post cessation of treatment allocation at randomization, in:
- In PROTECT, sparsentan reduced proteinuria and increased the proportion of patients Phase 3 study in patients with of randomized treatment - - -
o ! . . . . < > — Patients who achieved CR vs those who did not REFERENCES
|— achieving CR (UPE <0.3 g/d) or UPE <0.5 g/d vs maximum labeled dose irbesartan CR RR (95% CI) I niopsy-proven IgAN (Figure 2) Randomized (1:1) and . .
(Figure 1)3 (UPE <0.3 g/d) 2.5 (1.6-4.1) . _ . received study er;g (N=404) Sparsentan Study drug — Patlenjcs who achieved UPE <0.5 g/d vs those 1. Filspari (sparsentan). Prescribing Information. Travere Therapeutics, Inc.
U . e . . . . . - . . . B SPAR P ° atlent? were randomized (1:1) . Adults (aged =18 years) 200 mg/day > 400 mg/day at Week 2 withdrawal; who did not 2024. 2. Filspari (sparsentan). SmPC. April 2024. CSL Vifor. Paris, France. 3.
: * In IgAI_\I, protelnurla 1S SlgmﬂcantIY aSSOCIateC! with worse kld_ney OUtcomesl_and Its IRB to recelve Sparsentan (400 mg » Biopsy-proven IgAN resume ® Outcomes assessed included: Rovin BH, et al. Lancet. 2023;402:2077-2090. 4. Thompson A, et al. Clin J
rgductlon_ has4l35een shown to predict slower disease progression and lower risk of LL] once daily) or maximum labeled : UgERziBgc{d e SOC ACEi/ARB _ Absolute change from baseline in eGFR (MMRM) Am Soc Nephrol. 2019:14:469-481. 5. Inker LA, et al. Am J Kidney Dis.
Q kldney failure® RR (95% CI z and tolerated dose irbesartan Mmm/mﬁ _ ChroniC/tOtal egGFR slope (mixed —ad@l Rl 2021:78;340-349.
O OBJECTIVE UPE <0.5 g/d 2.1 ((1 5?2 9)) (target: 300 mg once daily) for Day -1 Week 36 Week 110 Week 114 coefficients)
N ' ' ' up to 110 weeks Discontinue maximized Interim analysis End of randomized treatment End of double-blind _ _ o _ _
oY - Determine the eGFR trajectories for patients who achieved CR or UPE <0.5 g/d at any ACEi/ARB (NO washout) period - Proportion of patients achieving a composite kidney
time through Week 110 during the PROTECT trial vs those who did not (in a treatment | 1 1 1 1 | Primary Efficacy Endpoint Key Secondary Efficacy Endpoint failure endpoint (Cox proportional hazards
|— agnostic analysis), to establish whether these levels of proteinuria reduction were 0 20 40 60 80 100 Change in UPCR from eGFR slope: chronic (weeks 6-110) [regression] model)
z associated with favorable outcomes Patients (%) baseline to Week 36 and total (Day 1-Week 110) - Safety
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