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C3G and primary IC-MPGN are highly heterogeneous, with patients exhibiting
a broad spectrum of clinical severity and a variable disease course'

kidney damage?3

Up to 50% of patients progress 1o kidney failure within 10 years despite current
standard of care?

OAnO
Disease triggers differ but C3 dysregulation, observed by excessive glomerular
3 C3 deposition, is the common pathophysiological driver leading to irreversible

C3G, C3 glomerulopathy; IC-MPGN, immune complex membranoproliferative glomerulonephritis. }
1. Caravaca-Fontdn et al. Nephron 2020 2. Noris & Remuzzi. Nephrol Dial Transplant 2024 3. Smith et al. Nat Rev Nephrol 2019. ERA
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accumulation of glomerular C3 deposits leads to GLaccon ST
glomerular inflammation and scarring'- Chelenge four i

Classical Lectin Alternative * In primary IC-MPGN, Ig deposits
P‘J'"‘WG'Y Po"fhWC'Y P‘“"‘W‘J'Y are a hallmark of disease in
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| primary driver of classical pathway
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; 3 otential stabilization : 4.5

! by autoantibodies respec’nvely

« The impact of rare genetic variants

i N and autoantibodies on patient

Direct structural renal ( J ~ 9, %, outcomes remains unclear?
dqmqge - C3b deposiﬁon ~ \O'Qo Q’(//
7 MAC formation (and g d?gol\slcgoe?q NS % « In the remaining patients the
,’ P ) \\ disease trigger remains unknown?

* Including classical/lectin pathway C5 convertase and alternative pathway C5 convertase.
C3G, C3 glomerulopathy; IC-MPGN, immune complex membranoproliferative glomerulonephritis; Ig, immunoglobulin; MAC, membrane attack complex.
1. Fakhouri et al. N Engl J Med 2025 2. Kavanagh et al. Kidney Int Rep 2025 3. Bomback et al. Kidney Int Rep 2025

4. Meuleman Clin J Am Soc Nephrol 2023 5. Vivarelli Kidney Int 2024 6. Simon-Tillaux et al. ASN 2019; poster SA-PO609. }ERA
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C3 deposits that may be the result of different disease gy
triggers in C3G and primary IC-MPGN'2 il o T

Classical Lectin Alternative
Pa’rhway Paihway Pathway

Pegcetacoplan binds C3 and C3b

to:1.2

1. Prevent C3 activation, through
all complement pathways and
upstream autoantibodies

2. Block the C3 amplification loop,
by directly inhibiting the
alternative pathway C3

\ < convertase
- Ch Q/ .
Direct structyal - (i j) convertases* — 3. Prevent C3 deposits and
renal domax C3b d&osition on Y, downstream effectors
7/ MAC mation (and Ig deposition \N® O
/ kr in primary IC-MPGN) \
I 1

* Including classical/lectin pathway C5 convertase and alternative pathway C5 convertase.

C3G, C3 glomerulopathy; IC-MPGN, immune complex membranoproliferative glomerulonephritis; Ig, immunoglobulin; MAC, membrane attack complex.

1. Fakhouri et al. N Engl J Med 2025 2. Kavanagh et al. Kidney Int Rep 2025 3. Bomback et al. Kidney Int Rep 2025 }

4. Meuleman Clin J Am Soc Nephrol 2023 5. Vivarelli Kidney Int 2024 6. Simon-Tillaux et al. ASN 2019; poster SA-PO609. \MM
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effects in patient subgroups of particular interest TNTITE

Method:

« Data from the Phase 3
VALIANT trial and its
open-label extension
(VALE) were pooled to
enable a uniform
evaluation of 1 year of
pegcetacoplan
exposure across all
patients

« All data were fime-
aligned such that
baseline represented
pegcetacoplan
initiation for all patients

Post-hoc analysis based
on underlying disease

Patients who completed
VALIANT and opted to
enter the VALE open-label
extension study (N=120)

\ 4

Primary Total
IC-MPGN population
(n=27) (N=120)
Diagnosis of Diagnosis of
primary IC-MPGN C3G or
(C3G patients primary
excluded) IC-MPGN

complement-related

Post-hoc analysis based

on disease trigger

(regardless of underlying disease)

Patients who completed
VALIANT and opted to
enter the VALE open-label
extension study (N=120)

Patients with investigator- Unknown/
reported genetic or not
acquired risk factors* reported*

|

Genetic Acquired No reported
risk factorst risk factorst ge"r‘ie:l'(cff;g:’s"ed
(n=12) (n=19) (n=92)
Reported pathogenic Reported presence of No reported
variants in NeFs or pathogenic variants

autoantibodies to or autoantibodies to
genes complement factors complement factors

* Testing for genetic and acquired risk factors was not mandatory for inclusion in VALIANT. Genetic and acquired risk factors were optionally reported by investigators

and not assessed within the frial.

t Patients with reported genetic risk factors may also have had reported acquired risk factors, and vice versa. }
C3G, C3 glomerulopathy; IC-MPGN, immune complex membranoproliferative glomerulonephiritis; NeF, nephritic factor.

N S amore nesoroor
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disease duration and severity between groups el Hor Tt
Primary Total Genetic Acquired No reported

Baseline characteristic IC-MPGN population risk factors risk factors ge"r?:l'(cfg acctg:’s"ed
(n=27) (N=124%) (n=12) (n=19) (n=92)

Age, mean (SD), years 30.1(19.2)  26.0(15.9) 23.1(12.5)  22.4(145)  27.0 (16.6)
Adolescents (12-17 years), n (%) 12 (44.4) 55 (44.4) 5 (41.7) 12 (63.2) 38 (41.3)
Adults (218 years), n (%) 15 (55.6) 69 (55.6) 7 (58.3) 7 (36.8) 54 (58.7)

Sex, female, n (%) 16 (59.3) 70 (56.5) 9 (75.0) 12 (63.2) 50 (54.3)

Baseline triplicate first-morning spot 40 (3.3) 2.8 (2.2) 3.1 (2.3) 3.0 (2.0 3.0 (2.5)

UPCR, mean (SD), g/g

Baseline eGFR, mean (SD),
73 (D) 67.6 (343) 828 (358) 712 (42.5)  88.8(32.5)  78.0 (34.3)

Time since diagnosis, mean (SD),

3.2 (2.6) 3.7 (3.5) 5.1 (4.3) 2.6 (2.1) 3.3 (2.6)
years
* Baseline characteristics at VALIANT study inifiation. }
IC-MPGN, immune complex membranoproliferative glomerulonephritis; e GFR, estimated glomerular filtration; SD, standard deviation; UPCR, urine protein:creatinine ratio. \m%

ING Eu I
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Change from time-aligned baseline in UPCR over time during pegcetacoplan treatment

M duction in UPCR Week Week M duction in UPCR Week Week
ean reduction in : ean reduction in :
- 26 52 - 26 52
52 g9 - Primary IC-MPCGN (n=27)  63.5% 61.5% 09 . Genetic factors (n=12)  70.3% 78.5%
o= '
29
© g 0.8 A [To’rol population (N=118) 6é1.4% 63.0% ] 0,8 A Acquired factors (n=19)  72.9% 71.3%
Oo 071 0.7 1 No reported genetic/
52 0.6 - 06 4 acquired factors (n=90) 57.8% 59.3%
>0 ’ ’
* 0 i i
< %_) 0,5 0,5
€5 04 A 0.4 -
5O
20 03 - 0.3 1
o £
€0 02 - 0.2 1
32
oL OTI- 0,1 A

O 1 1 1 1 1 1 O 1 1 1 1 1 1

. b 92 b sl

A\ e¢ \ > S S e¢ A\ o)

S N N NC S N N NC

* Geometric means and % change estimated from exponentiated LS mean differences from an MMRM of log-transformed UPCR.
n=number of patients included in each model.

Cl, confidence interval, FMU; first morning urine; IC-MPGN, immune complex membranoproliferative glomerulonephritis; LS, least-squares; }
MMRM, mixed model for repeated measures; UPCR, urine protein:creatinine ratio.



Pegcetacoplan freatment led 1o a rapid and
sustained inhibition of overactive C3 in VALIANT

Normalization of soluble C3 levels™ after
26 weeks of pegcetacoplan
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Mean soluble C5b-9 levels over time in the
pegcetacoplan-to-pegcetacoplan armt

@ Primary IC-MPGN
. Total population
@) Genetic factors
. Acquired factors

. No reported genetic/
acquired factors

Normal range

Primary Total
IC-MPGN population 2000 qr
—
=
D 1500
C L
96% 95% 2
o~ 1000 4|
Total n 23 106 Ero)
evaluable (U)’
% 500
Genetic Acquired No reported o
factors factors genetic/acquired >
factors
O 1 T
. D o) \b
N\ et N-
@ e 2
T W
100% 13 13
Totaln 537 537
Total n 10 17 82 evaluable 10
evaluable 43 44

* Normalization of sC3 defined as >90 mg/dL.
T Normalization of sC5b-9 defined as <207 ng/mL.

IC-MPGN, immune complex membranoproliferative glomerulonephritis; pbo, placebo; peg, pegcetacoplan; sC3, soluble C3; sC5b-9, soluble C5b-9; SD, standard deviation.
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Proportion of patients with reduction in C3 staining in renal biopsy, defined as 22 OOM reduction at Week 26 vs baseline

Primary IC-MPGN Genetic factors Acquired factors No.reporiec.:l
genetic/acquired
factors
Total n - - — -
evaluable n=9 n=3 n=4 n=28

[ In the overall group, 74% (n=26/35) of patients had 22 OOM reduction in C3 staining at Week 26! ]

IC-MPGN, immune complex membranoproliferative glomerulonephritis; OOM, orders of magnitude.
1. Fakhouri et al. N Engl J Med 2025.
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Change from time-aligned baseline in eGFR over time during pegce

tacoplan treatment
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Mean change in eGFR between baseline and 52 weeks:

Primary IC-MPGN (n=27)  =1.7 mL/min/1.73 m2

[To’rol population (N=118) +0.1 mL/min/1.73 m2 ]

* MMRM model of mean change from baseline in eGFR. n=number of patients included in each model.

Cl, confidence interval; eGFR, estimated glomerular filiration rate; IC-MPGN, immune complex membranoproliferative glomerulonephritis; }

LS, least-squares; MMRM, mixed model for repeated measures.
T

Mean change in eGFR between baseline and 52 weeks:

Genetic factors (n=12) +2.0 mL/min/1.73 m2

Acquired factors (n=19)  +4.4 mL/min/1.73 m2

No reported genetic/
acquired factors (n=%0)

=0.6 mL/min/1.73 m2
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Patients, n (%)

No reported

Primary Total Genetic Acquired

noteipuelogrerpbebicensegow  MGNIN copvoion | [T ST T
reportedin >1 subgroup (n=27) (N=120) (n=12) (n=19) (n=92)
TEAEs 22 (81.5) 106 (88.3) 10 (83.3) 18 (94.7) 81 (88.0)
Treatment-related TEAEs 12 (44.4) 53 (44.2) 2(16.7) 8 (42.1) 44 (47 8)
Severe TEAEs 5(22.7)* 11(9.2) 1(10.0) 1(5.6)* 9 (11.1)8
Serious TEAEs 5(18.5) 17 (14.2) 3 (25.0) 3(15.8) 12 (13.0)

Common TEAEs
(occurring in 210% of all subgroups

Infusion site reaction 9 (33.3) 41 (34.2) 3 (25.0) 8 (42.1) 31 (33.7)
Nasopharyngitis 5(18.5) 15 (12.5) 3 (25.0) 5 (26.3) 9 (9.8) Consistent with
Influenza 5(18.5) 13 (10.8) 2 (16.7) 3(15.8) 10 (10.9) >3,500

Pyrexia 3(11.1) 19 (15.8) 3 (25.0) 6 (31.6) 11 120), I

Encapsulated meningococcal infections 0 0 0 0 0 pegcetacoplan
TEAE leading to discontinuation 3(11.1) 4 (3.3) 0 0 4 (4.3) exposurell
Deaths? 1(3.7) 1(0.8) 0 0 1(1.1)

TEAEs defined as any new AE that began, or any preexisting condition that worsened in severity, after the first dose of study drug in either VALIANT or VALE

and <56 days beyond the last dose of study drug.

* n=22 evaluable patients. t n=10 evaluable patients. ¥ n=18 evaluable patients. § n=81 evaluable patients.

§ 1 death reported in total: due to COVID-19, unrelated to pegcetacoplan (counted in the “primary IC-MPGN" group, “total population” group, and in the “no reported

genetic/acquired factors” group). " As of 13 February 2026. Includes exposure in clinical frials and post-marketing across multiple indications.

AE, adverse event; IC-MPGN, immune complex membranoproliferative glomerulonephritis; TEAE, freatment-emergent AE. }

1. Ayehu et al. NKF Spring Clinical Meetings 2026; poster. \MM
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»& Pegcetacoplan provides benefits in primary IC-MPGN as well as C3G patients,
and irrespective of the etiology of complement dysregulation

Sustained reductions in proteinuria and eGFR stabilization were associated with
normalization of C3 and glomerular C3 reduction in most patients, and overall safety
was consistent with outcomes previously observed for the total VALIANT population

This post-hoc analysis supports the efficacy of pegcetacoplan and its
mechanism of action in a broad patient population with different disease triggers

C3G, C3 glomerulopathy; eGFR, estimated glomerular filtration rate; IC-MPGN, immune complex membranoproliferative glomerulonephritis. }ERA
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