Pegcetacoplan Versus Iptacopan for the Treatment of Patients with C3 Glomerulopathy: Indirect Treatment Comparisons
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INTRODUCTION * In this MAIC, the trials were first aligned by excluding patients in VALIANT who would be ineligible under the APPEAR- Figure 2: Efficacy outcomes for pegcetacoplan vs. iptacopan at Month 6 (Bucher and MAIC)
C3G criteria (Table 1), yielding comparable analysis populations. Propensity score weights were then estimated via
| | | | | | | logistic regression, using age as a prespecified prognostic variable, to approximate each VALIANT patient’s probability —o- Bucher —e- MAIC «— Favors iptacopan Favors pegcetacoplan —

*C3Gis a. r.are complement-medlatgd kidney disease, Charactgrlged Dy dysregu_l1at|on of the complement system, leading of enroliment in APPEAR-C3G and to balance baseline characteristics across trials. Outcomes were subsequently

to deposition of C3 fragments and its downstream effectors within the glomeruli analyzed on the weighted populations eduction in ) . 50.90 (26.18, 67.34) 0<0.001
* Current guidelines recommend supportive care treatments that generally have limited or unconfirmed clinical benefit; -2 UPCR? 5 ® 57 68 (31_14: 73.99) p<0.001

prognosis remains poor, with progression to kidney failure within 10 years of C3G diagnosis reported in up to 50% Outcomes ' | ‘ | | | | |

of patients3 -40 -20 0 20 40 60 80 100

* Relative efficacy at Month 6 was assessed for five key outcomes: mean reduction in log-transformed UPCR from MD % (95% Cl)

* A positive clinical benefit has been reported in Phase 3 placebo-controlled trials of two complement pathway inhibitors,

pegcetacoplan (targeted C3/C3b inhibitor) and iptacopan (factor B inhibitor)5-8 baseline; proportion of patients who achieved UPCR <1 g/g; proportion of patients who achieved 250% UPCR reduction

from baseline; mean reduction in eGFR from baseline; and proportion of patients who achieved the composite renal

Proportion of patients achieving 0.26 (0.06, 0.46) p=0.011

* Currently, there is no direct clinical evidence comparing the relative efficacy of pegcetacoplan and iptacopan in patients endpoint (250% reduction in UPCR from baseline and <15% reduction in eGFR from baseline) UPCR <1 g/g | . | il . . | - 0.15(-0.32, 0.61) p=0.533
with €3G * A comparative assessment of glomerular C3 staining was not feasible due to differences in outcome measurement in -04 -0.2 OO 02 04 06 08 1
OBJECTIVE the two trials RD (9.5A) Cl)
RESULTS e e B e et

* To assess the relative efficacy of pegcetacoplan and iptacopan in patients with C3G using two anchored indirect . . . .
-04 -0.2 0 0.2 0.4 0.6 0.8 1

treatment comparisons (ITCs): Bucher (primary analysis — preserves randomization) and matching-adjusted indirect Efficacy of pegcetacoplan vs. iptacopan
comparison (MAIC; supportive analysis — adjusts for trial differences) RD (95% Cl)
* The Bucher analysis showed that pegcetacoplan was associated with a statistically significant improvement in 5 oot eving th : . 093 (0,00 043 0 008
METHODS therapeutic benefit compared with iptacopan at Month 6 across three clinically relevant proteinuria outcomes and the roportion of patients achieving the l 23002, 0.43) =Y.
. . . composite renal endpoint : O 0.41 (0.16, 0.66) p=0.001
composite endpoint (Figures 1 and 2) . . ; . . . . . ’
-04 -0.2 0 0.2 0.4 0.6 0.8 1
Data sources Figure 1: Summary of proteinuria outcomes and the composite endpoint for pegcetacoplan vs. iptacopan at Month 6 (Bucher) RD (95% Cl)
* The VALIANT trial for pegcetacoplan and the APPEAR-C3G trial for iptacopan had similar designs; however, there were o o ~
some key differences in eligibility criteria (Table 1) Change from baseline in eGFR : 4.16 (-3.45,11.76) p=0.284
(mL/min/1.73 m?) —® 6.93 (-4.12,17.97) p=0.22
. . . . o . -20 -10 0 10 20 30 40 50
Table 1: Overview of the study characteristics and key inclusion criteria of the VALIANT and APPEAR-C3G trials 51 %
o 29, i MD (95% ClI)
mm Key differences in e|igibi|ity criteria - - a Change§ in UPCR from baseline qt Month 6 were assesse_d using fi.rstjmorning urine sa_mples In VALIA_NT t_)ut 24-hour urine Collgctions in APPEAR-C3G _
b Composite renal endpoint was defined as proportion of patients achieving 250% reduction from baseline in UPCR and stable/improved (£15% reduction) eGFR
VALIANT Pegcetacoplan (up to 1080 mg -+ Adolescents (212 years and =230 kg) or adults greater reduction more patients more patients more patients
(NCT05067127)>2 Phase 3, biw)° by subcutaneous infusion (218 years) mean UPCR from achieved achieved 250% achieved composite
multicenter, (n=63) or placebo (n=61) * Native or post-transplant recurrent C3G or primary baseline UPCR <1 g/g reduction in UPCR renal endpoint CONCLUS'ONS
randomized (1:1), IC-MPGN
double-blind * No restrictions based on baseline serum C3 levels . _ _ L
’ . . . L : : In th n f head-to-h [ w rate IT ing Bucher and MAIC meth logies Indi h
placebo-controlled * Prednisone doses up to 20 mg/day permitted * In the Bucher analysis, change from baseline in eGFR favored pegcetacoplan vs. iptacopan numerically, although et ceetaabcsoe IZ?\ orofizlcelsf(; tl?ZEaSteuuii?:sI;etne()i’i:ec:%?nataere dcvtig: i ?ac:car? i: 2 fian tcs; wi:lt\ ((;)gg ogies indicate that
— (6 months) with o B0 e B oA A 218 5 20 v the difference did not reach statistical significance (MD 4.16 [95% Cl| —3.45, 11.76]; p=0.284) Peg pian p P P ptacop P
- open-label ’ = = : . . . . : °* Pegcetacoplan was associated with greater reductions in proteinuria levels, and more pegcetacoplan-treated
10,11 . — = . Nati * Results from the MAIC were generally consistent with the Bucher analysis across the five endpoints (Figure 2 : _ : _ o ’ ]
(NCT04817618) extensions (n=38) or placebo (n=36) gzgnie%sferum C3 level (<0.85 x LLN [<77 mg/dL]) ° g g ° (Fig ) patients achieved the composite renal endpoint (250% reduction in UPCR and stable/improved eGFR)
(6 months) ’ : -
* Prednisone doses up to 7.5 mg/day permitted L"V"TAT'ONS vs. Iptacopan
* This analysis highlights the potential of pegcetacoplan to significantly improve the lives of patients with C3G
a During the double-blind period; all patients received open-label active treatment (pegcetacoplan or iptacopan) during the open-label extension s a : : : . ’ . 5
b | ower weight-based dose of 648 mg or 810 mg used for some adolescents. ¢ Enrollment ongoing in a separate cohort of adolescents * IPD were available only for the pegcetacoplan trial and not for the iptacopan trial: thus patient-level adjustment tl]rough SUStalne(_j redlfCthn In_ prOtelnu"a_’ thereby redUCIng the risk of Iong term outcomes such as kldney
hetween trials was not feasible ! ! disease progression, kidney failure, and kidney transplant
i _ i/ i - . . . . L . . . . °* These comparative effectiveness findings may help guide clinicians and payers managing patients with this
* Both ITCs used _basellne and 6-month outcome data. Ind|V|dua_I patient data (IPD) from _VALIANT were used to derive » Anchored ITCs are potentially limited by assumptions about differences in trial design, reliance on reporting of trial e diseasz 9 yhepg pay ging p
aggregate data inputs for the Bucher and the IPD were used directly for the MAIC. Published aggregate data were used characteristics and unknown differences that were not accounted for
for APPEAR-C3G’-8 The Bucher analysis and the MAIC were anchored to the common placebo arm
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