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INTRODUCTION RESULTS
C3G and primary (idiopathic) IC-MPGN . . S g : i 119 (IFTA) and 120 (eGFR) patients were evaluable (TABLE 1)
Rare glomerular diseases driven by uncontrolled activation of Peg Cetacoplan reduces prOtel nuria by >50 A) Ind ICatlng effeCtlve IFTA-stratified
C3, causing excessive glomerular deposition of C3 . . . . o , ,
breakdown products'? suppression of ongoing complement-mediated disease regardless Proteinuria reductions were consistent (FIGURE 1)
Indicators of disease chronicit . . = s29%: PR stabilisation achieved over 52 weeks
High levels of interstitial fibrosis/tubular);trophy (IFTA) and of baseline disease ch rOHICIty IFTA 26-50%: experienced an eGFR decline from baseline despite proteinuria reduction (lower
than placebo annualised rate of -15.6 mL/min/1.73 m?/yr (FIGURE 1)

low estimated glomerular filtration rate (eGFR) correlate with
poor outcomes3-°. Cumulative structural damage can develop
silently without acute signs®.Current standard of care does

eGFR-stratified

Data suggest that patients with reduced eGFR may still derive clinical benefit from Across all baseline eGFR strata, mean UPCR reduction >50% and eGFR stabilisation over the

not address the underlying pathologic mechanism?, targeted C3 inhibition; however, eGFR stabilisation is maximised when treatment 52-weeks (TABLE 2)
FI’Derm'“'f;g '”erlerS'b'e kidney damage begins before significant kidney fibrosis

egcetacopian Baseline IFTA in : ,

Targeted C3/C3b inhibitor. In the Phase 3 VALIANT study, Th £ di lv id iF . di . ith TABLE 1. Characteristics at baseline by IFTA T Baseline eGR (le|nl1_73 m?2)
pegcetacoplan led to clearance of C3 deposits, proteinuria ese 11n IngS SuU ppO rt ear y l entl ICathn dan Inte rve ntlon Wlt status and eGFR category
reduction, and eGFR stabilisation” — irrespective of age, : H ™'Y : : : - Age, mean (SD), years 23.8 (14.3) 34.7 (18.9) 18.1 (7.9) 25.2 (13.4) 36.7 (19.5)
disease subtype, proteinuria levels, or concomitant targeted C3 |nh|b|t|0n before SUbStantlaI flbrOtlc damage IS Adolescents (1217 years), n (%) 50 (52.1) 3 (13.0) 29 (61.7) 14 (41.2) 10 (25.6)
: i 7-9 = Adults (218 years), n (%) 46 (47.9) 20 (86.9) 18 (38.3) 20 (58.8) 29 (74.4)
Immunosuppression established Sex, female, n (%) 56 (58.3) 11 (47.8) 28 (59.6) 23 (67.6) 17 (43.6)

Baseline triplicate FMU UPCR, mean (SD), g/g 3.0 (2.5) 2.8 (1.8) 2.2 (1.5) 2.9 (2.0) 3.9 (3.1)

Baseline eGFR, mean (SD), mL/min/1.73 m? 82.5 (34.0) 66.7 (35.0) | 114.5(17.2) 76.1(9.7) 38.8 (10.8)
AI M & M ETHOD Underlying disease based on screening biopsy, n (%)

] C3G 70 (72.9) 21 (91.3) 38 (80.9) 24 (70.6) 30 (76.9)
Aim FIGURE 1. Change from baseline in UPCR and eGFR at Week 52 by IFTA at baseline _Primary IC-MPGN 26 (27.1) 2(8.7) 9 (19.1) 10 (294) 9 (23.1)
Post-hoc ana|ysis eva|uating the impact of baseline disease Time since diagnosis, mean (SD), years* 3.4 (2.6) 3.2(3.4) 4.0 (2.7) 2.6 (2.5) 3.1(2.9)
ChronICIty On 1-year Cllnlcal OUtcomeS fO”OWIng C g *ng F?;i(;?;fniﬁllg):;:% zgslflg?is”t:i;g:tsf S(I){;)r::?u?afgl_tfgt(ﬁ: ::é ll?l.\)/TLFJ)aftllfsrt]—trsng:zrn%ejrﬁwibfé—el\l/llr;%?\?rrsza?a 2:‘;16;:;zg?rr_mz:wobp:nsosp;r:)ﬁf(izpaji:\sliglomerulonephritis; IFTA, interstitial fibrosis/tubular atrophy; SD, standard deviation;
pegcetacoplan treatment |n patlentS W|th C3G and prlmary PrOtelnurla eGFR UPCR, urine protein:creatinine ratio.

IC-MPGN 0% ~ i TABLE 2. Change from baseline in UPCR and Baseline eGmml1.73 M)
Dataset o = 6 - eGFR at Week 52 by baseline eGFR category
Pooled data from the Phase 3 VALIANT trial and its °\“ f'\) UPCR LS mean CFB (95% Cl), %* -63.8 (-73.0, -51.5) -63.1 (-74.3, -47.1) -63.1 (-74.0, -47.6)
Open-label extension StUdy (VALE) enabling a uniform 6 -20% - E 5 *eGFR.LS mean CFB (9?% Cl), mLIminI1.73 mz, +1.6 (-4.4,7.7) . . -?;.3 (-11.8, 5.2) . . +1.3 .(-3.8, 6.4)
evaluatlon Of 1 year Of pegcetacoplan exposure § E ﬁlf:‘:tci)gertar‘ltce;rrll_e;r}::srldsq/tjac?:Sr;g’;\;\;le;t’{/lrr’l?;?Seféorr:ozzﬁ)?;reg;)a;:tdes?nrgzsﬁrs;if%rggﬁsﬂ;rgsrcl\)/ltg/ilri{:léﬂr;;t:?]igr;;r?;lt?;c.)rmed UPCR. ClI, confidence interval; CFB, change from baseline to Week 52; eGFR, estimated glomerular
Realighed baseline approach: 2 E Py

o _ =
« Continuous pegcetacoplan arm: original VALIANT baseline; @ 0% S CONCLUSIONS
outcomes at 52 weeks O S

. c > 6 1. Effecti | t ion at all stages: tacoplan achieved

» Placebo to pegcetacoplan switch: Week 26 as new S ) > - ETTectlive compiement suppression at all stages. pegcelacoplan achieve
baseline (26 weeks VALIANT + 26 weeks VALE) e 60% - o >50% proteinuria reduction across disease categories
. i i 0p) -10 - . . .

Patients with >50% IFTA excluded from VALIANT - % 2. IFTA — not eGFR alone — predicts eGFR response: IFTA stratification revealed
Patient stratification 5 e - ” "’ differential eGFR trajectories, reflecting potential irreversibility
 |FTA at baseline biopsy (£25% or 26—50% o L . : : :

. oGER at baseline (:;Oy (<90—>06O or <60 r;)l_/minm 73 m?) 2 @ 3. Low eGFR alone does not preclude benefit: patients with low eGFR may still
Outcomes | 00 i derive meaningful clinical benefit from targeted C3 inhibition
- 0 - ] ] ] [ ] [ ] g ]
Changes in proteinuria (based on urine protein:creatinine 4 Early |ntervent|on IS key: data SuggeSt bIO|OgICa| rat|0na|e fOF Initiation Of
ratio [UPCR] from first morning urine) and eGFR over 52 IFTA <25%(n=94) IFTA 26-50%(n=23) targeted C3 inhibition, before substantial fibrotic damage occurs

weeks were analysed

* Geometric means and % change estimated from exponentiated LS mean differences from a MMRM of log-transformed UPCR.
CFB, change from baseline; Cl, confidence interval; eGFR, estimated glomerular filtration rate; IFTA, interstitial fibrosis/tubular atrophy; LS, least squares; MMRM, mixed model for repeated measures; UPCR, urine protein:creatinine ratio.
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