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Introduction
•

•

•

•

Membranous nephropathy (MN) in post transplant patients may be
a recurrent disease (usually associated with serum anti PLA2R
antibodies) or it may be a de-novo disease.
De novo MN (dnMN) may be secondary to infections like hepatitisB, hepatitis-C etc, malignancies or antibody mediated rejection, and
is usually not associated with serum anti PLA2R antibodies.
Association of collapsing glomerulopathy (CG) with MN in post
kidney transplant patients is extremely rare.
We herein report a case of post kidney transplant MN with CG.

Case Report
•
•
•
•
•

•

Index case was a 27 years old male, recipient of ABO compatible live
related renal allograft from his mother 11 months ago
Developed nephrotic range proteinuria within 6 months of transplant.
Allograft biopsy done at 6 months post transplant was suggestive of MN
with CG (Fig 1 and 2).
Serum anti-PLA2R antibodies were absent and tissue PLA2R antigen by
immunohistochemistry was also absent.
His serum hepatitis-B surface antigen, anti hepatitis-B core antibodies,
anti hepatitis C virus antibodies, HIV 1 and 2 ELISA, Parvovirus B19 DNA
PCR and CMV DNA PCR were negative.
Donor specific antibodies were also absent.
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Figure 1: (A) Section from renal biopsy shows a glomerulus with
collapse of capillary tuft (asterisk) and overlying epithelial cell
hyperplasia (arrow). Masson Trichrome, x100) (B) Section from renal
biopsy shows a glomerulus with subepithelial silver positive spikes
(arrow). Periodic Silver Methenamine, x400)
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Figure 2: (A) EM microphotographs at 4300 magnification showing diffuse
effacement of foot processes with few sub epithelial deposits. (B) Section
from renal biopsy shows a glomerulus with granular deposits of IgG along the
basement membrane. Fluorescein isothiocyanate x200)
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Managed with maximally tolerated doses of telmisartan after which
proteinuria reduced from 6.5 g/day to 3.56 g/day over 2 months.
A repeat allograft biopsy was done due to persistent nephrotic
proteinuria which also revealed MN with collapsing
glomerulopathy.
Now he was treated with 7 sessions of plasmapheresis followed by
2 doses of rituximab 1 gram, 15 days apart.
After 2 months of treatment, his urine protein has reduced to 2.2
g/day and serum creatinine is 1.62 mg/dl.

Figure 3: Trends of serum creatinine and 24
hour urine protein.
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Discussion
•

•
•
•
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CG is an aggressive proteinuric disease morphologically characterized by
collapse of glomerular capillary tuft with hypertrophy and hyperplasia of
overlying epithelial cells.
More commonly found in African-Americans and is closely associated
with APOL1 risk variants.
Various etiologies include HIV, Parvovirus B19, Hepatitis-C, CMV, drugs
(interferon, bisphosphonates, heroin) etc.
Causes of CG in renal allograft are similar to the causes in native kidney.
CG in allograft kidney often occurs in the setting of microangiopathic
injury (TMA), but in our patient there was no clinical or histologic
evidence of TMA.

Discussion
Index Patient

MN in kidney allograft

Recurrent MN (rMN)
On histologysubepithelial spikes on
LM, granular deposits of
IgG along GBM by LM
and subepithelial
electron dense deposits
on EM.

Serum anti-PLA2R
common

Denovo MN (dnMN).

Hepatitis B and C,
posttransplant malignancy,
renal infarction, ureteral
obstruction, toxicity of
antivascular endothelial
growth factor therapy,
recurrent IgA nephritis,
antibody-mediated rejection.

Histology- some mesangial
hypercellularity, focal and
segmental nature of deposits,
and heterogenous nature of
deposits in the same biopsy.

Serum anti-PLA2R rare

Electron dense deposits were seen in
both subepithelial as well as
subendothelial locations
Negative anti PLA2R serology and
PLA2R IHC staining
Negative HBV, HCV, CMV, Parvo B19
and BKV serologies)
ABMR (negative DSA, no
microvascular inflammation or C4d
staining in graft biopsy)

Denovo MN
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Larsen et al reported occurrence of CG in patients with PLA2R positive primary MN in
4% patients with 1 APOL1 risk allele and 30% patients with 2 APOL1 risk alleles.
Shamari et al also reported co-existence of CG with MN in 3 HIV negative patients who
had rapid disease progression despite aggressive treatment.
To the best of our knowledge, this is the first report of a patient with post kidney
transplant nephrotic proteinuria in whom allograft histology revealed MN with CGP.
We tried to look for possible underlying causes and excluded the rMN (negative serum
antiPLA2R antibodies, absence of PLA2R staining on IHC and heterogenous electron
dense deposits on EM) viral infections (negative HBV, HCV, CMV, Parvo B19 and BKV
serologies) and ABMR (negative DSA, no microvascular inflammation or C4d staining in
graft biopsy).
He was initially managed with telmisartan and dietary salt restriction, but due to
unsatisfactory response and progressive graft dysfunction, therapeutic plasma
exchange was done followed by rituximab administration.

Conclusion
•

•

This case highlights the occurrence of denovo MN with collapsing
glomerulopathy as a cause of nephrotic proteinuria in a kidney
transplant recipient.
No obvious secondary cause for his condition could be found and
hence he was ultimately treated with plasmapheresis and
rituximab.
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