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Introduccion

Actualmente, la incertidumbre supera a la evidencia disponible

Consensus and Research Gaps
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( Treatment/Prognosis )

Ruiz-Cabello JE, Trujillo H, Cavero T, Andrés A, Praga M, Caravaca-Fontan F. Recurrence of C3 Glomerulopathy and Immune Complex-Mediated Membranoproliferative Glomerulonephritis After Kidney
Transplantation: Challenges and Opportunities. Kidney Int Rep. 2025 Nov 12;11(2):103682.
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Riesgo de recurrencia

Estudios previos identificaron los siguientes predictores de recurrencia:

e Eltrasplante de donante vivo puede asociarse a un mayor riesgo de recurrencia, posiblemente debido a factores genéticos

compartidos o a la presencia de enfermedad activa en el momento del trasplante anticipado).

e Desencadenantes de larecurrencia: infeccionesy lesion por isquemia-reperfusion (especialmente con isquemia fria

,,,,K\\\

prolongada), que pueden activar la via alternativa del complemento.

e Edad masjoven en elmomento del trasplante renal.

T —

- e Proteinuria elevaday niveles bajos de C3 sérico.

e |esiones histologicas graves, como proliferacion mesangial o semilunas.

Sin embargo, los estudios proceden de épocas en las que la C3G no era reconocida como entidad.
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Riesgo de recurrencia

Evaluacion previa al trasplante y factores predictores de recurrencia

< Evaluation of complement pathway
- Serum C3/C4

- Functional complement assays (e.g. AH50, CHSO)
Acqulred factors (e.g. C3 nephritic factors)
testing

- Complement regulatory proteins (CFH, CFI, MCP/
CD46, CFB, C3)
- Evaluation of pathogemc/llkely pathogenic
variants (CFH, CFl, C3, CFB)
- MLPA for CFHR1-5 deletions/duplications
% Rule out monoclonal gammopathy
< Comprehensive review of native ladney
| - Distinguish between C3G vs primary IC-MPGN
| - Rule out secondary causes of IC-MPGN

Characterizationsss
Prediction

Structured surveillance
remains essential

Proposed predictorsiof,
Recurrence

% Risk factors reported in the literature,

although inconsistently observed across
cohorts:

- Younger age at diagnosis

- Heavy proteinuria in native disease

- Low serum C3 levels

- Living-related donation

- Complement gene variants

- Proliferative lesions or crescents

- Previous graft loss due to C3G recurrence
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Historia natural

What are the clinical and histopathological features of C3
glomerulopathy recurring after kidney transplantation?

Characteristics of C3G recurrence post-transplantation

Retrospective study
2016 — 2023

o 38% detected via protocol biopsies
Recurrence 89% ’ P i

18 kidney transplant rates & timing at 33 (13, 141) days 62% detected via biopsies
\- recipients with native - post-transplantation performed for clinical causes
kidney failure attributed to

C3 glomerulopathy (C3G)

Immuno- Granular glomerular C3 staining in all cases

. Tt : = e o% C3- !
12 with C3 glomerulo- fluorescence 2+ median intensity, 50% C3-only and 50% C3-dominant

nephritis (C3GN)

Electron Electron-dense deposits in all cases
6 with dense deposit microscopy 88% mesangial, 38% subepithelial, 12% subendothelial
" disease (DDD) Similar deposits in C3GN and DDD

g Median follow-up Clinical Functional grafts in all cases at follow-up
37 months outcomes Median eGFR 53 ml/min/1.73 m?

Conclusions: Most patients with native kidney failure attributed to C3G Blanca Tarragdn, Yonatan Peleg, Geetha Jagannathan et al. C3
developed disease recurrence very early after kidney transplantation. g:omeirul:p:fthy R‘:’c"';sh'ifaf:‘v agef KTid"eg T"a":P'a'}ta'iO" :ﬂ Se';ia'

; - : opsies Performed within the First Two Years Post-Transplantation.
Immunofluorescence and electron microscopy played a crucial role in 2024, CJASN DOI: 10.2215/CJN.0000000000000474 Visual Abstract by

detecting early, sub-clinical recurrence of C3GN and DDD. Corina-Gabriela Teodosiu, MD

Tarragdn B et al. C3G Recurs Early after Kidney Transplantation in Serial Biopsies Performed within the First 2 Years after Transplantation. Clin J Am Soc Nephrol. 2024 Aug 1;19(8):1005-1015.
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Clinical Journal of the American Society of Nephrology
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Controversia 1

Como mejorar la deteccion de la recurrencia

ho Fernandez, Dra. Verdnica Lopezy Dr. José Portolés

¢ Realizas biopsias de protocolo?
A.SI

B.No
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Controversia 2

nti ernandez, Dra. Verdnica Lopezy Dr. José Portolés

cQué consideran recurrencia postrasplante?
* Deposito aislado de C3 por |IF como marcador temprano de enfermedad.
* Depodsito de C3 por IF + lesiones histologicas.

* Deposito de C3 por |IF + lesiones histologicas + hallazgos clinicos y

del B FEernando CaM)r.

analiticos compatibles.
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Controversia 2

Recurrencia postrasplante
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Controversia 3

ernandez, Dra. Verénica Lopezy Dr. José Portolés

¢,Ha cambiado su criterio de acceso al trasplante desde la llegada de
los inhibidores de complemento?

A. Si

B. No

Fernando Ca
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Controversia 3

ernandez, Dra. Verénica Lopezy Dr. José Portolés

¢ Estaria alineado con el uso de inhibidores de complemento como
estrategia preventiva frente a recurrencia postrasplante?

A. Si

B. No

Fernando Ca
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