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■ Case report: recurrences in transplantations

– First KTx : CS pulse / PEX / RTX / ECULIZUMAB

– Third KTx : ECULIZUMAB / IPTACOPAN

■ Literature review

■ Discussion
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M. B, 44 years old

■ Nephrotic syndrom at age 17

■ Histology: MPGN C3Nef + / C3 consumption

■ Treatment: CS / MMF

■ Renal failure - Dialysis at age 25 

■ No genetic mutation of ACP

■ HLA DR4



First transplantation 2008 -> 2012

■ C3 consomption / C3Nef positive

■ Living donor renal transplantation (MMF TAC CS)

■ Infectious complications:

– Pneumocystis carinii pneumoniae / ARDS

– Cryptosporidiosis

=> STOP MMF

■ AKI / Nephrotic Sd: 

– Mesangial hypercellularity

– GBM thikening

– Extra-capillar cell proliferation

■ CS pulse / IVIG / ECULIZUMAB : failure

■ Explant : MPGN



Third transplantation: 2019

■ C3 consomption / C3Nef neg

■ Deceased donor (DSA free) ALS MMF TAC CS

■ Preemptive ECULIZUMAB

■ Protocolar biopsy: 

– M3: mesangial stems thickening + C3 deposits (+++)

– M12: histological ACR IA (Banff iIFTA3 t2 cpt1 mm2) : CS Pulse

■ M15: BK virus nephropathy: IS minimization (MMF reduction)



Third transplantation: 2019

■ 2021: switch ECULIZUMAB – IPTACOPAN

■ M20: iIFTA 1 mm3 sv40 neg (no immunofluorescence)

■ Creatinine stability 150µmol/l

■ No Proteinuria / hematuria

■ A5: Onset of microalbuminuria

■ Histology: mm3 reduced deposits C3(+)

■ Infectious: 2 hospitalizations in 5 years for pneumoniae / diarrhea
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ECULIZUMAB IPTACOPAN
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C3G recurrence

■ Incidence 73 %

■ Graft failure : 40 / 83 %

■ Time to failure : 48 months

■ Factors associated with recurrence

■ Treatment



C3G Recurrence

■ 1999 – 2016 Washington DC

■ 19 transplanted patients

– 12 C3G

– 7 DDD

■ Median time to recurrence 14 / 15 months



C3G Recurrence

■ Graft failure at 42 months

– Attributed R C3G in 50% cases

■ Rare genetic variant or autoAb of ACP in 9/10 patients



■ 40 KTx for MPGN in 34 patients

■ Post transplantation MPGN recurrence : 18/40 (45%)

■ higher recurrence rate in:

– living related allografts (P = 0.045)

– preemptive transplantations (P = 0.018)

– low complement level (P = 0.006)

– presence of monoclonal gammapathy (P = 0.010)



■ Recurrence impact graft survival

■ HLA B49 DR4 : autoimmunity risk (Grave’s / IgAN / RA) (OR: 16)





■ The pooled estimated rates of allograft loss :

− 33% for eculizumab 

− 42% for TPE

− 81% for rituximab

− 40% for no treatment

C3G R : Treatments



IPTACOPAN: 
Spanish experience

■ Case 1: 30s

– CFHR3/1 double heterozygoty

– C3G: CS MMF RTX CYC

– KTx (Maastricht III)

– Primary recurrence

– Clinical and histological control

– Effect « ON – OFF » 

in 5 days treatement discontinuation

– Partial Remission

■ Case 2: 40s

– CFH Ab, DGKe variant

– C3G: ECULI RTX

– Early recurrence

– Complete Remission 



Classic scenario

■ Uptitration of MMF

■ Infectious /neoplasic risk

■ MMF discontinuation

■ C3G recurrence

■ Importance / timing of resumption after discontinuation

■ Necessity of a specific agent targeting C3



PERSPECTIVES : IPTACOPAN in C3G R

■ Efficacy must be proven in larger series in transplantation

■ Preemptive treatment ?

■ Histological / clinical recurrence ?

■ Duration of treatment ?
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