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Prognosis is still poor in patients with posttransplant
C3 glomerulopathy despite eculizumab use
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To the Editor,

C3 glomerulopathy (C3G) is known for its tendency to recur
after kidney transplantation (KTx), and recurrence has been re-
ported to be as high as 86% in contemporary cohorts with a high
rate of graft failure [1]. The usual maintenance immunosuppres-
sive regimen after KTx includes a calcineurin inhibitor, a my-
cophenolic acid (MPA) derivative and a corticosteroid which may
have some therapeutic effect on the recurrent disease itself, and
eculizumab can be used as an additive treatment option in pa-
tients with high-grade proteinuria and/or progressive estimated
glomerular filtration rate (eGFR) loss [2]. However, data from var-
ious cohorts are still needed, especially regarding treatment re-
sponses and outcomes of patients.

In this retrospective multicenter study conducted across
three centers, we collected the data of kidney transplant recip-
ients (KTRs) who were diagnosed with posttransplant recurrent
or de novo C3G between 2014 and 2023 and followed for at least
3 months after diagnosis. Demographic, clinical, laboratory and
histopathological characteristics of patients were retrieved from
the databases of participating centers. Primary outcome was de-
fined as death-censored graft loss necessitating dialysis or re-
transplantation, and secondary outcome was complete (CR) or

partial remission (PR). CR was the recovery of baseline eGFR and
proteinuria of <0.5 g/g. PR was >50% reduction of proteinuria
(and to <3 g/g in patients with nephrotic-range proteinuria at
baseline) plus stabilization or improvement in kidney function.
Included patients provided informed consent to extract their
data to the database. Use of this database for research was ap-
proved by the Istanbul University Istanbul Faculty of Medicine
Ethical Committee (2016/742), and the study complied with the
Declaration of Helsinki and its later amendments.

Eleven patients were identified, and 10 with follow-up data
were included. Detailed features of patients are shown in the
Table 1. Five (50%) were male, and mean (+ standard deviation)
age at the time of KTx was 33.2 & 8.5 years. Nine KTRs (90%) were
diagnosed with recurrent C3G and the etiology of primary kidney
disease was not known in one patient. The majority of KTx were
performed from living donors (n = 9, 90%). One patient had a his-
tory of T-cell-mediated rejection before posttransplant C3G diag-
nosis, which had shown good response to anti-rejection treat-
ment. Posttransplant C3G was diagnosed at a median of 26 (3-
85) months after KTx, and mean age was 36.8 £ 9.1 years. Mean
hemoglobin, serum creatinine, serum albumin and proteinuria
at the time of diagnosis were 10.5 + 1.8 g/dL, 1.9 + 0.7 mg/dL,
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4.1+ 0.5 g/dL and 1.1 + 0.9 g/g, respectively. Monoclonal disor-
ders were excluded by using serum and urine electrophoresis
and serum free light chain assays in all KTRs. Serum C3 was low
(67.1 £ 29.7 mg/dL, ref: 90-180 mg/dL) in seven of eight KTRs
with available data (87.5%). At the time of diagnosis, eight pa-
tients were treated with tacrolimus, MPA and low-dose pred-
nisolone, and the combination of tacrolimus, azathioprine (AZA)
and low-dose prednisolone was administered in two patients.
Antiproliferative agent was changed from AZA to MPA after di-
agnosis in one patient. Further immunosuppressive treatment
was administered in nine cases for a median of 14.5 (3-24.3)
months. Eculizumab was used in eight, and one patient was
treated with pulse steroids and therapeutic plasma exchange.
Four of eight patients (50%) who were treated with eculizumab
showed CR. One patient treated with steroids and therapeutic
plasma exchange did not go into remission. Response to treat-
ment was seen in these patients after 3 (1.5-6.8) months (1, 8, 3
and 3 months for patients #1, #2, #8 and #10, respectively). After
a median of 27 (12.3-74.5) months, five KTRs (50%) experienced
graft loss despite eculizumab use in three of them. Patient #4
progressed to graft failure after 4 months, and patient #6 under-
went re-transplantation due to graft failure in 8 months after re-
currence. Patients #5 and #7 demonstrated a significant increase
in serum creatinine levels at 1 year which resulted in graft loss.
No adverse events attributed to treatment were observed in the
whole cohort.

Prognosis was still quite dismal in our cohort despite
eculizumab use in the majority of the patients. Our results were
in line with the findings of the contemporary cohorts [1, 3, 4].
However, our observations suffer from limitations. This is a ret-
rospective study which precludes any cause-effect relationship,
and we do not have information on antibodies for complement
proteins or genetic analysis. We could not perform a central-
ized pathology review for biopsy samples, and reported already
available biopsy data which precluded providing further detailed
information on all histologic activity parameters [5]. Di-
chotomization of C3G into C3 glomerulonephritis and dense de-
posit disease subtypes was not possible in most patients due to
the lack of electron microscopy. Eculizumab was not found to be
very beneficial in patients with a quiescent progressive course
instead of a crescentic rapidly progressive disease in native kid-
neys [6], which might also be the case in posttransplant disease.
Studies on new potentially effective treatment options such as
novel inhibitors of the alternative pathway, like iptacopan [7], are
urgently needed.
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