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C3G is Rare Kidney Diseases

The incidence of C3G is estimated to be 1-3 cases per million per year1,2

The estimated prevalence of C3G  in US/Europe is 14-140 cases per million1,3

1. Smith et al Nat Rev Nephrol 2019. 2. Caravaca-Fontan et al Nephron 2020. 3. 0.5 for IC-MPGN + 0.8 for C3G



Presentation at diagnosis varies widely in severity1,2

The Clinical Presentation and Progression of C3G  is Heterogenous

C3, complement 3; C3G, complement 3 glomerulopathy; CKD, chronic kidney disease; ESRD, end-stage renal disease; IC-MPGN, immune complex membranoproliferative glomerulonephritis.
1. Servais A, et al. Kidney Int 2012;82:454–64; 2. Bomback AS, et al. Kidney Int 2018;93:977–85; 3. Smith RJH, et al. Nat Rev Nephrol 2019;15:129–43; 4. Caravaca-Fontan F, et al. Nephron 2020;144:272–80.

• Low serum C3 (>50% of patients)
• Retinal drusen
• Partial lipodystrophy

Asymptomatic haematuria and 
proteinuria , Nephrotic Syndrome

Significant CKD

Minor Severe

Renal transplantation: 
High risk of recurrence (>80%) with poor 
allograft survival (50%)1,4

Prognosis

~70% 30–50%

Will progress 
to ESRD within 
10 years, requiring 
dialysis or 
transplantation3

Other symptoms at presentation1–4



Phenotype :



Historical Perspective -MPGN : Old Classification



In 2007….A new disease Entity 



Humps

Two diseases with C3 Deposits – DDD and C3GN – Now classified as C3 Glomerulopathy (C3G)

Subepithelial Humps also seen in 
Acute Post Infectious GN

Distinction between DDD and C3GN requires Electron Microscopy



Sethi S, Fervenza FC: Semin Nephrol 2011

Mesangial Proliferative and MPGN may represent a continuum of the same disease 

Deposition of Immunoglobulin and
Complement along glomerular capillary walls
,leads to inflammation and proliferative
changes

Healing/Resolving leads to remodeling
of capillary walls

The MPGN lesion , is thus characterized by
Inflammation and Healing



C3G in Kidney Biopsy – Light Microscopy and IF 

LM :
Inflammation Phase : Endocapillary and 
Mesangial Proliferation 

Healing Phase: Mesangial expansion with 
matrix , thickened capillary walls and 
double contour formation : Membrano-
portion of MPGN

IF : Immunoglobulins and C3 deposition 

EM: mesangial and subendothelial 
capillary wall deposits and new BM 
formation : DOUBLE CONTOURS



2012: A New classification for MPGN : IC- MPGN vs C3 GN

Light Microscopy

Immunofluorescence

Electron Microscopy







Genetic abnormalities can lead to C3G/IC-MPGN1–3

C3G, complement 3 glomerulopathy; CR1, complement receptor 1; DAF, decay-accelerating factor; IC-MPGN, immune complex membranoproliferative glomerulonephritis; MAC, membrane attack complex; MCP, membrane cofactor protein.
1. Smith RJH, et al. Nat Rev Nephrol. 2019;15:129–43. 2. Zipfel PF, et al. Front Immunol 2019;10:2166. 3. Meuleman MS, et al. Semin Immunol. 2022;60:101634. 4. Iatropoulos P, et al. J Am Soc Nephrol. 2018;29:283–94. 
5. Caravaca-Fontán F, et al. Nephron. 2020;144:272–80. 6. Pickering MC, et al. Kidney Int. 2013;84:1079–89. 
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Classical/lectin
C5 convertase 
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Alternative
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AMPLIFICATION LOOP

In C3G and primary IC-MPGN, abnormalities in 
complement-related genes have been 

identified in up to 25% of cases1,4

Type of mutation
Mutated gene 
identified1,2,5,6

Gain of function in 
complement activators

C3, Properdine

CFB, Factor D

CFHR5dup, CFHR1dup
CFHR-2/5, 3/1 ,5/2

Loss of function in 
complement regulators

CFH

CFI

MCP, DAF













Putting it all Together : Differential diagnosis of C3G/Primary IC-MPGN

aGlomerular C3 staining intensity ≥2 orders of magnitude more than any other immune reactant.
bNegative C3 or Ig findings suggest alternative causes of MPGN including antiphospholipid antibody syndrome, HUS/TTP, sickle cell anemia and polycythemia, dysfibrinogenemia or POEMS syndrome.
ANA, anti-nuclear antibody; ANCA, antineutrophil cytoplasmic antibody; C1q, complement component 1q; C3, complement 3; C3G, complement 3 glomerulopathy; CBC, complete blood count; GBM, glomerular basement membrane; GFR, glomerular filtration rate; HUS, hemolytic-uremic syndrome; 
IC-MPGN, immune complex membranoproliferative glomerulonephritis; Ig, immunoglobulin; MGRS, monoclonal gammopathy of renal significance; MPGN, membranoproliferative glomerulonephritis; PIGN, post infectious glomerulonephritis; POEMS, polyneuropathy, organomegaly, endocrinopathy, 
monoclonal protein, skin changes; sC3, serum C3; sC4, serum C4;  sCr, serum creatinine; TTP, thrombotic thrombocytopenic purpura. 
1. National Kidney Foundation. Accessed 4 October 2023. https://www.kidney.org/atoz/content/complement-3-glomerulopathy-c3g; 2. Meuleman M-S, et al. Semin Immunol 2022;60:1016–34; 3. Smith RJH, et al. Nat Rev Nephrol 2019;15:129–43; 4. Iatropoulos P, et al. J Am Soc Nephrol 
2018;29:283–94; 5. Kidney Disease: Improving Global Outcomes (KDIGO) Glomerular Diseases Work Group. Kidney Int 2021;100:S1–276; 6. Zipfel PF, et al. Front Immunol 2019;10:2166.

PIGN, MGRS and secondary forms of IC-MPGN should be ruled out5

Clinical symptoms at presentation1–4

Proteinuria, haematuria, oedema, hypertension, elevated sCr, +/- impaired renal function

Laboratory tests (CBC, sC3/sC4, ANA/ANCA)3,5

Persistent proteinuria/reduced GFR: proceed with renal biopsy 
and histopathological analysis3,5,6

Light/electron microscopy 
MPGN features

Immunofluorescence using antibody panel
Ig heavy chains (IgG, IgM and IgA); Ig light chains (κ and λ); 

complement components (C1q, C3, C4d); fibrinogen

Dominant C3a and negative C4d but 
little/no Ig deposition in the glomeruli

Suspected C3Gb,3,5,6

Significant glomerular Ig 
deposition (+ C3 to a lesser 

extent than C3G)

Suspected IC-MPGNb,3,5,6

Double GBM contours
Endocapillary and mesangial 

hypercellularity

Suspected C3G/
IC-MPGN3,5,6



Putting it all Together : Differential diagnosis of C3G/Primary IC-MPGN

aGlomerular C3 staining intensity ≥2 orders of magnitude more than any other immune reactant. 
bNegative C3 or Ig findings suggest alternative causes of MPGN including antiphospholipid antibody syndrome, HUS/TTP, sickle cell anemia and polycythemia, dysfibrinogenemia or POEMS syndrome. 
C3, complement 3; C3G, complement 3 glomerulopathy; C4, complement 4; CH50, 50% classical hemolytic complement pathway activity; FB, factor B; FH, factor H; GBM, glomerular basement membrane; HUS, hemolytic-uremic syndrome; IC-MPGN, immune complex membranoproliferative 
glomerulonephritis; Ig, immunoglobulin; MGRS, monoclonal gammopathy of renal significance; MPGN, membranoproliferative glomerulonephritis; NeFs, nephrotic factors; PIGN, post infectious glomerulonephritis; POEMS, polyneuropathy, organomegaly, endocrinopathy, monoclonal protein, skin 
changes; TTP, thrombotic thrombocytopenic purpura. 
1. Kidney Disease: Improving Global Outcomes (KDIGO) Glomerular Diseases Work Group. Kidney Int 2021;100:S1–276; 2. Smith RJH, et al. Nat Rev Nephrol 2019;15:129–43; 3. Zipfel PF, et al. Front Immunol 2019;10:2166.

Dominant C3a and negative C4d but 
little/no Ig deposition in the glomeruli

Suspected C3G1–3,b

Significant glomerular Ig 
deposition (+ C3 to a lesser 

extent than C3G)

Suspected IC-MPGN1–3,b

Double GBM contours
Endocapillary and mesangial 

hypercellularity

Suspected C3G/IC-MPGN1–3

Infection, autoimmune disease, 
haematological malignancy or 

monoclonal gammopathy
PIGN/MGRS/secondary 

IC-MPGN diagnosis1

Assess for comorbidities and history 
of/active infections (clinical exam, blood 

and tissue tests/cultures)1

No obvious cause or positive 
complement results

C3G/Primary IC-MPGN diagnosis1

The complement work-up: quantify complement components 
and regulators in serum (C3, C4, CH50, AP50, C5b-9)

and autoantibodies (anti-C3b, anti-FB, anti-FH, C3, C4 and C5 NeFs)1,2



Prognosis and 
Treatment 







NP-37604

Experts concluded that a favourable 
treatment effect on three endpoints
(histopathology improvement, proteinuria 
reduction, eGFR stabilisation) provides 
convincing evidence of efficacy for treatments 
targeting the complement pathway

C3c, complement 3c; C3G, complement 3 glomerulopathy; eGFR, estimated glomerular filtration rate.
Nester C, et al. Clin J Am Soc Nephrol 2024;19:1201–8.

Experts have identified the importance of measuring 
treatment effect via three clinical endpoints 

Proteinuria 
reduction

Histopathology 
improvement

eGFR 
stabilisation/
improvement

Proteinuria: an increase in proteinuria 
is associated with a higher risk of disease 
progression, while a reduction is linked 

to a lower risk of progression to kidney failure 

eGFR: stabilisation/reduction in rate of decline 
over 6 months is associated with clinical benefit

Histopathology: reduction in C3 staining 
is a positive indicator of treatment response

The Kidney Health Initiative (KHI) convened 
a panel of experts to reach a consensus
on clinical endpoints in C3G

1

2

3





Caravaca- Fontatn et al CJASN 2020

C3G : Response to Immunosuppressive Therapy





NP-37604

Classical 
pathway

Lectin 
pathway

Alternative 
pathway

Renal inflammation

Pegcetacoplan is a targeted C3/C3b inhibitor designed 
to control C3 overactivation1–7

Pegcetacoplan

Pegcetacoplan is a targeted C3 and C3b inhibitor that 
exerts holistic control on C3 overactivation: 

1. Blocks C3 activation by both C3 convertases

2. Inhibits C3 amplification, by directly blocking the 
C3 AP convertase and the amplification loop

3. Blocks C3b deposition, preventing the generation 
of downstream effectors of complement activation 

Pegcetacoplan’s unique mechanism of action can stop 
kidney inflammation and renal injury

C3bC3b C3b

C5a

MAC formation
(C5b-9)

C5 convertases 

C3 CP

C3a

C3

C3 AP

Direct structural renal damage

C3 deposits

Click on pegcetacoplan to view its 
mechanism of action



Pegcetacoplan is being assessed in several clinical trials1–7

C3G, complement 3 glomerulopathy; IC-MPGN, immune complex membranoproliferative glomerulonephritis; IgAN, immunoglobulin A nephropathy; IV, intravenous; LN, lupus nephritis; 
MAD, multiple ascending dose; PD, pharmacodynamic; PK, pharmacokinetic; PMN, primary membranous nephropathy; SAD, single ascending dose; SC, subcutaneous.
Full references in Notes. Ongoing study

Phase 1 Single Ascending Dose (SAD)

To investigate the safety, tolerability, PK and PD 
of escalating single doses of SC pegcetacoplan
in healthy volunteers

Phase 1 Multiple Ascending Dose (MAD)

To investigate the safety, tolerability, PK and PD 
of escalating multiple doses of 
SC pegcetacoplan in healthy volunteersP
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Phase 2 DISCOVERY

To investigate the safety and biological 
activity of SC pegcetacoplan in patients 
with complement-mediated 
glomerulopathies (IgAN, LN, PMN 
and C3G)

Phase 1 Single Ascending Dose (SAD) 
for IV administration

To investigate the safety, PK and PD of escalating
single doses of IV pegcetacoplan in healthy volunteers

Phase 2 NOBLE

To investigate the safety and efficacy 
of SC pegcetacoplan in the treatment 
of post-transplant recurrence of C3G 
or primary IC-MPGN

Phase 3 VALIANT

To investigate the efficacy of SC pegcetacoplan in adult and 
adolescent patients with C3G or primary  IC-MPGN, including 
those with post-transplant recurrence, in comparison with 
placebo on the basis of a reduction in proteinuria

Phase 3 Extension Study VALE (314 Study)

To investigate the long-term safety and efficacy of 
pegcetacoplan treatment in SC pegcetacoplan in adult and 
adolescent patients with C3G or primary IC-MPGN, 
including those with post-transplant recurrence that 
previously participated in a pegcetacoplan trial



Pegcetacoplan in C3G/primary IC-MPGN: 
Clinical study programme 

C3G, complement 3 glomerulopathy; IC-MPGN, immune complex membranoproliferative glomerulonephritis.
1. Clinicaltrials.gov identifier: NCT03453619; 2. Dixon B, et al. Kidney Int Rep 2023 Epub August 24 doi: https://doi.org/10.1016/j.ekir.2023.08.033; 3. Clinicaltrials.gov identifier: NCT04572854; 
4. Clinicaltrials.gov identifier: NCT04572854; 5. Clinicaltrials.gov identifier: NCT05067127.  

2017 2018 2019 2020 2021 2022 2023 2024 2025

Phase 2

Phase 3

NOBLE3

N=13

DISCOVERY1,2

C3G N=8

VALIANT4

N~ 100
Adult 
patients

Paediatric 
patients

2026 2027

VALE5

N~ 100

https://doi.org/10.1016/j.ekir.2023.08.033


8 weeks 26 weeks 26 weeks

Study endpoints: 

= Biopsy

VALIANT Phase 3 study design: ≥12 years old, native/recurrent 
C3G or primary IC-MPGN1,2

C3/3c, complement 3/3c; C3G, C3 glomerulopathy; eGFR, estimated glomerular filtration rate; IC-MPGN; immune complex-mediated membranoproliferative glomerulonephritis; LLN, lower limit of normal; R, randomised; SC, subcutaneous; 
sC5b-9, soluble C5b-9; SOC, standard-of-care; ULN, upper limit of normal; uPCR, urine protein-to-creatinine ratio. aAll adults and adolescents weighing ≥50 kg self administered 1080 mg/20 mL. Adolescent patients weighing 30–34 kg received 
540 mg/10 mL for the first 2 doses, then 648 mg/12 mL. Adolescent patients weighing 35–49 kg received 648 mg/12 mL for the first dose, then 810 mg/15 mL. bStable, optimized antiproteinuric regimens: 
1. Dixon BP, et al. American Society of Nephrology Kidney Week 2023 (Poster 048); 2. Nester CM, et al. Presented at American Society of Nephrology Kidney Week 2024 (Oral SA-OR92).

Click here for key inclusion criteria

Screening
Safety follow-up/
VALE extension

R
1:1

Pegcetacoplan 
(up to 1080 mg twice-weekly SCa) + SOC

Placebo + SOC 

Pegcetacoplan
(up to 1080 mg twice-weekly SCa)

Baseline and Week 26 biopsy were 
optional for adolescent participantsBaseline

Week 26 
analysis

Week 52 
analysis

Click here for the primary endpoint Click here for the key secondary endpoints

• Composite renal endpoint
Stable/improved eGFR (≤15% reduction in eGFR) 
and ≥50% reduction in uPCR vs baseline

• ≥50% reduction in uPCR vs baseline 
• C3G histologic index
• C3c staining
• eGFR

Key 
Secondary 
Endpoints

Log-transformed ratio of 
uPCR at 26 weeks vs baseline

Primary 
Endpoint

Key inclusion criteria for the VALIANT study:

Evidence of active renal disease:
• Participants with baseline biopsy:

• ≥2+ C3c staining 
• Adolescents with no baseline biopsy: 

• Plasma sC5b-9 level >ULN

• Serum C3 <LLN

• Active urine sediment

• Presence of C3 nephritic factor

Proteinuria ≥1 g/day and 
eGFR ≥30 mL/min/1.73 m²

≥12 years of age 
(weighing ≥30 kg)

A confirmed histologic diagnosis 
of C3G or primary IC-MPGN 
(with/without previous renal transplant)

Treated with stable regimen 
for C3G/primary IC-MPGN



VALIANT key eligibility criteria

33
C3 glomerulopathy; eGFR, estimated glomerular filtration rate; HBV, hepatitis B; HCV, hepatitis C; HIV, human immunodeficiency virus; IC-MPGN, immune complex membranoproliferative glomerulonephritis; 
LLN, lower limit of normal; ULN, upper limit of normal; uPCR, urine protein creatinine radio.
ClinicalTrials.gov identifier NCT05067127.

Inclusion criteria Exclusion criteria

• Age ≥18 years; where approved, adolescents (aged 12-17 years) weighing at least 30 kg may 
also be enrolled.

• Primary diagnosis of C3G or primary IC-MPGN (w/wo previous renal transplant).
• Evidence of active renal disease, based on one or more:

‒ In participants with biopsy: at least 2+ C3c staining on the baseline renal biopsy.
‒ In adolescents not providing a baseline renal biopsy: at least one of the following:

‒ sC5b-9 level above the ULN during screening
‒ sC3 below the LLN during screening
‒ Presence of an active urine sediment during screening
‒ Presence of C3 nephritic factor within 6 months of screening, based on 

central laboratory results or medical history.
• ≤50% global glomerulosclerosis or interstitial fibrosis 
• ≥ 1 g/day of proteinuria and a uPCR ≥ 1000 mg/g in at least 2 first-morning spot urine 

samples collected during screening.
• eGFR ≥30 mL/min/1.73 m2
• Stable regimen for C3G/IC-MPGN treatment
• Vaccinated against following diseases within the previous 5 years or agree to receive 

vaccinations during screening:
– Neisseria meningitidis type A, C, W, Y, and B
– Haemophilus influenzae type B

• Previous exposure to pegcetacoplan
• C3G/IC-MPGN secondary to another condition
• Current or prior diagnosis of (HIV), (HBV), or (HCV) infection or positive serology 

during screening that is indicative of infection with any of these viruses
• Body weight greater than 100 kg at screening
• Hypersensitivity to pegcetacoplan or to any of the excipients.
• History of meningococcal disease.
• Malignancy, except for the following:

– Cured basal or squamous cell skin cancer
– Curatively treated in situ disease
– Malignancy-free and off treatment for ≥5 years

• Severe infection within 14 days prior to the first dose of pegcetacoplan
• An absolute neutrophil count <1000 cells/mm3 at screening
• Use of rituximab, belimumab, or any approved or investigational 

anticomplement therapy other than pegcetacoplan within 5 half-lives of that 
product prior to the screening period.



VALIANT baseline demographics: broad patient population 

Characteristic† Pegcetacoplan (N=63) Placebo (N=61)

Age 28.2 (17.1) 23.6 (14.3)

Adolescents (12–17 years)/adults (≥18 years), n (%) 28 (44.4)/35 (55.6) 27 (44.3)/34 (55.7)

Age of adolescents/adults, mean (SD), years 14.6 (1.7)/39.1 (15.9) 14.8 (1.7)/30.6 (15.9) 

Sex, female, n (%) 37 (58.7) 33 (54.1)

Race, white, n (%) 45 (71.4) 46 (75.4)

Baseline 24 hr uPCR, mean (SD), g/g 3.95 (2.89) 3.29 (2.36)

Baseline triplicate first-morning spot uPCR, mean (SD), g/g 3.12 (2.41) 2.54 (2.01)

Baseline eGFR, mean (SD), mL/min/1.73 m2 78.5 (34.1) 87.2 (37.2)

Underlying disease based on screening biopsy, n (%)

C3G 51 (81.0) 45 (73.8)

C3GN 45 (71.4) 41 (67.2)

DDD 4 (6.3) 4 (6.6)

Undetermined 2 (3.2) 0 (0.0)

Primary IC-MPGN 12 (19.0) 16 (26.2)

Time since diagnosis, mean (SD), years 3.6 (3.5) 3.8 (3.6)

Post-transplant recurrent disease, n (%) 5 (7.9) 4 (6.6)

†Intention-to-treat population (all randomised patients). 
C3G, complement 3 glomerulopathy; C3GN, complement 3 glomerulonephritis; DDD, dense deposit disease; eGFR, estimated glomerular filtration rate; hr, hour; IC-MPGN, immune complex-mediated membranoproliferative glomerulonephritis; 
SD, standard deviation; uPCR, urine protein-to-creatinine ratio.
Nester CM, et al. Presented at American Society of Nephrology Kidney Week 2024 (Oral SA-OR92).



NP-37604

Click here for study 
population information

*All patients had ≥2 OOM in staining intensity at baseline.
C3, complement 3; C3G, C3 glomerulopathy; eGFR, estimated glomerular filtration rate; 
IC-MPGN, immune complex-mediated membranoproliferative glomerulonephritis; OOM, order of magnitude. 
Reference available in slide notes.

VALIANT study: data support pegcetacoplan’s effect on disease 
pathology and the clinical effect of resolving C3 deposits

Week 26

+6.3 mL/min/1.73 m2

difference in eGFR 
for pegcetacoplan-treated vs 

placebo-treated patients 

Patients treated with pegcetacoplan were 
significantly more likely to achieve 

eGFR stabilisation vs placebo

eGFR 
stabilisation: 3

71% 
of pegcetacoplan-treated patients 

had no C3 deposits* 
after treatment

Histopathology 
improvement:1

Proteinuria 
reduction:2

68%
relative reduction 

in proteinuria

Consistent across subgroups of disease 
type, age and transplant status

51% 
of treated patients achieved 

<1 g/g in proteinuria

between pegcetacoplan-treated vs 
placebo-treated patients 

The VALIANT study includes the following patient subgroups: 

Native 
kidneys

Transplanted 
kidneys

Adults Adolescents
Primary
IC-MPGN

C3GC3 C3



Highly statistically and clinically significant proteinuria 
reduction of 68.1% with pegcetacoplan vs placebo

****p≤0.0001. Intention-to-treat population (all randomised patients).
†Using an equal-weighted average from FMU over Weeks 24, 25 and 26. ‡Percentages calculated by converting the ratio of geometric means to percentages. 
CI, confidence interval; FMU, first-morning spot urine; LS, least squares; uPCR, urine protein-to-creatinine ratio. 
Nester CM, et al. Presented at American Society of Nephrology Kidney Week 2024 (Oral SA-OR92).
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Placebo 
(N=61)

–67.2%
(–74.9, –57.2)

2.9%
(–8.6, 15.9)

Change in proteinuria (Week 26 vs baseline)†,‡

Relative reduction‡ (95% CI) in 
pegcetacoplan vs placebo 

68.1%
(57.3, 76.2)

p<0.0001

Primary endpoint

Proteinuria reduction observed as early as Week 4 
and continuing through Week 26

Pegcetacoplan
(N=63)



74.5% (p<0.0001)

62.5% (p<0.0001)

65.8% (p<0.0001)

73.7% (p=0.002)

67.5% (p<0.0001)

64.9% (p=0.024)

Consistent, clinically meaningful proteinuria reductions 
with pegcetacoplan vs placebo were observed across 
broad patient subgroups

PEG (n=5) vs PBO (n=4)

Age group
Adolescents

Adults PEG (n=35) vs PBO (n=34)

PEG (n=28) vs PBO (n=27)

Relative reduction in proteinuria at Week 26†

PEG vs PBO‡

Disease type
C3G

IC-MPGN PEG (n=12) vs PBO (n=16)

PEG (n=51) vs PBO (n=45)

Transplant status
No transplant PEG (n=58) vs PBO (n=57)

Post-transplant

GM ratio (95% CI) of uPCR at Week 26

Overall PEG (N=63) vs PBO (N=61) 68.1% (p<0.0001)

Intention-to-treat population (all randomised patients). 
†Using an equal-weighted average over Weeks 24, 25, and 26 compared with baseline. ‡Percentages calculated by converting the ratio of geometric means to percentages.
C3G, complement 3 glomerulopathy; CI, confidence interval; GM, geometric mean; IC-MPGN, immune complex-mediated membranoproliferative glomerulonephritis; PBO, placebo; PEG, pegcetacoplan; 
uPCR, urine protein-to-creatinine ratio. 
Nester CM, et al. Presented at American Society of Nephrology Kidney Week 2024 (Oral SA-OR92).

Favours PEG Favours PBO



Significantly more patients achieved ≥50% proteinuria 
reduction with pegcetacoplan vs placebo
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60.3%
(38/63) 

4.9%
(3/61)

Pegcetacoplan
(N=63)

Placebo 
(N=61)

****

****p≤0.0001. Intention-to-treat population (all randomised patients). 2-sided p values.
Nester CM, et al. Presented at American Society of Nephrology Kidney Week 2024 (Oral SA-OR92).

Odds ratio
pegcetacoplan vs placebo

31x
higher odds of achieving 

≥50% proteinuria reduction

p<0.0001

Key secondary endpoint

≥50% proteinuria reduction



Pegcetacoplan
(N=63)

Placebo 
(N=61)

–1.5
(–5.9, 2.9)

–7.8
(–11.6, –4.0)

4

0

–2

*

Pegcetacoplan significantly stabilised eGFR 
compared with placebo

*p≤0.05. Intention-to-treat population (all randomised patients). †Statistical testing stopped after first endpoint to not reach significance between treatment arms (i.e., change in activity score of C3G histologic index score at Week 26 vs baseline). 
CI, confidence interval; eGFR, estimated glomerular filtration rate; LS, least squares.
Nester CM, et al. Presented at American Society of Nephrology Kidney Week 2024 (Oral SA-OR92).

Difference in pegcetacoplan 
vs placebo

+6.3 mL/min/1.73 m2

P=0.03
nominal†

Key secondary endpoint

2

–4

–6

–8

–10

–12



3+ 0 Proportion with reduced C3c 

renal biopsy staining†

Key secondary endpoint

Renal biopsies from a pegcetacoplan-treated C3G native kidney patient:

Baseline Week 26

Pegcetacoplan treatment stopped C3 deposition as 
seen by C3 staining in renal biopsy

†Difference defined as ≥2 OOM at Week 26 vs baseline; in all adults. Baseline renal biopsies were not required for adolescent participants.
‡Statistical testing stopped after first endpoint to not reach significance between treatment arms (i.e., change in activity score of C3G histological index score at Week 26 vs baseline).
C3c, complement 3c; C3G, complement 3 glomerulopathy; OOM, orders of magnitude.
Nester CM, et al. Presented at American Society of Nephrology Kidney Week 2024 (Oral SA-OR92).

27x higher odds of 

achieving ≥2 OOM 
reduction 

(6.5, 115.9); nominal‡

p<0.000171.4% (25/35) of pegcetacoplan-treated patients achieved 0 intensity staining

Pegcetacoplan 74.3% (26/35)

Placebo 11.8 (4/34)



Pegcetacoplan treatment resulted in significantly more 
patients achieving the positive composite renal endpoint

****p≤0.0001. Intention-to-treat population (all randomised patients). 2-sided p values.
eGFR, estimated glomerular filtration rate; uPCR, urine protein-to-creatinine ratio.
Nester CM, et al. Presented at American Society of Nephrology Kidney Week 2024 (Oral SA-OR92).

Odds ratio
pegcetacoplan vs placebo

27x
higher odds of achieving 

composite renal endpoint 
vs placebo

p<0.0001

Key secondary endpoint



Patients, n (%) Pegcetacoplan (N=63) Placebo (N=61)

TEAEs 53 (84.1) 57 (93.4)

Treatment-related TEAEs 25 (39.7) 26 (42.6)

Severe TEAEs 3 (4.8) 4 (6.6)

Serious TEAEs 6 (9.5) 6 (9.8)

Serious infections

COVID-19 pneumonia 1 (1.6) 0 (0.0)

Influenza 1 (1.6) 0 (0.0)

Pneumonia 1 (1.6) 0 (0.0)

Viral infection 0 (0.0) 1 (1.6)

TEAEs leading to treatment discontinuation 1 (1.6) 1 (1.6)

Deaths (COVID-19 pneumonia, unrelated to pegcetacoplan) 1 (1.6) 0 (0.0)

Pegcetacoplan was well tolerated:
TEAE frequency and severity were similar between treatment arms

Safety population (all randomised and treated patients). TEAEs defined as any new AE that began, or any preexisting condition that worsened in severity, after the first dose of study drug and ≤56 days beyond the last dose of study drug.
†Includes exposure in clinical trials and post marketing across multiple indications. 
AE, adverse event; COVID-19, coronavirus disease 2019; TEAE, treatment-emergent AE.
Nester CM, et al. Presented at American Society of Nephrology Kidney Week 2024 (Oral SA-OR92).

No encapsulated 
N. meningitidis
cases among the four 

reported serious infections 
(pegcetacoplan, n=3; placebo, n=1)

Consistent with 

>2,000 patient-years 
of pegcetacoplan 

exposure†



Pegcetacoplan treatment may preserve kidney function 
with favourable safety profile in patients ≥12 years old 
with native or recurrent C3G or primary IC-MPGN

Pegcetacoplan has been well tolerated with
no encapsulated meningitis reported…

3 4

1

C3c, complement 3c; eGFR, estimated glomerular filtration rate.
Nester CM, et al. Presented at American Society of Nephrology Kidney Week 2024 (Oral SA-OR92).

>70% of 

pegcetacoplan-
treated patients

consistent with previous trials and with 

more than 2000 patient-years of 
pegcetacoplan exposure

achieved zero intensity 
staining of C3c

Significant stabilisation of 
eGFR, +6.3 mL/min/1.73 m2

pegcetacoplan vs placebo

2

68%
reduction 
in proteinuria
pegcetacoplan vs placebo

Consistent across subgroups 
based on age, disease type and 
transplant status

50.8% of pegcetacoplan-treated 

patients achieved <1 g/g at 
Week 26

Histopathology improvement Proteinuria reduction

eGFR stabilisation/improvement



Case 1:

A 28 years old male patient, previously healthy 

Not known to have chronic medical illness 

No family h/o renal disease 

Work as driver , not smokers 

no history  of NSAIDS or herbal medication 









IgA IgA C3



• 20 year old Male presented with sudden onset of Nephrotic Syndrome 

• HPI:

• Works as a Policeman , No Pmhx , No family Hx , Not on any Herbal or 
Allopathic Medications 

• No recent infections 

• But may have had a facial rash 

• Labs :

• Creatinine : 134 umol/l

• S. Albumin : 19 g/l

• Lipid Profile : Abnormal

• Urinalysis : RBC++, Protein ++

• uPCR : 7 g/g

• Immunology :

• ANA + (1:160) , Histone +

• dsDNA -, SPEP/UPEP - , All other Immunological markers negative 

CASE 2:



Kidney Biopsy:



Kidney Biopsy:

Dx: 
Lupus Nephritis with MPGN pattern of Injury
Possible C2 Deficient Lupus Nephritis ( ANA+, dsDNA-)







• Final Diagnosis : IC- MPGN with Activation of Alternate Pathway 

• Etiology : C3NEF with possible underlying VUS CFHR1/CFHR3

• Trigger : Unclear 

• Treatment : Strong Consideration for Anti-Complement Therapy



Thank You

Email: hodastoor@seha.ae


