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To Editor,

Castleman’s disease (CD) is an uncommon atypical
lymphoproliferative disorder with different histolo-
gical and clinical forms. Patients with the plasma
cell type frequently present with systemic symp-
toms; including fever, weight loss, hemolytic ane-
mia, hypoalbuminemia, hypergammaglobulinemia
and increased acute-phase proteins.! Renal mani-
festations like proteinuria or hematuria are com-
mon in Castleman’s disease (CD);** however, renal
complications including minimal change disease,
mesangial proliferative glomerulonephritis, memb-
ranous glomerulonephritis and nephrotic syndrome
also rarely associates with CD.** We herein report a
patient with fever, weight loss and increase in inf-
lammatory proteins, anemia and declined renal
function that was diagnosed as multicentric type
CD associated with membranoproliferative glome-
rulonephritis.

A 38-year-old male patient was hospitalized beca-
use of a 2-month history of fever, cough, weight
loss, anorexia and axillary and inguinal lymph no-
de swelling. The patient’s history was not relevant,
and he reported no marked surgical history or fa-
mily history of cancer or any significant systemic
disease. Physical examination revealed hepatome-
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galy and the presence of multiple axillary and ingu-
inal lymphadenopathies. Urinalysis showed prote-
inuria of 1350 mg/24 hr and hyaline casts were
identified by sediment analysis. Hematological fin-
dings were as follows; hemoglobin 12.2 g/dl,
thrombocytes 142 x 10°/mm’, creatinine 1.5 mg/dl.
C-reactive protein 28 mg/dl, erythrocyte sedimen-
tation rate was 95 mm/h, serum total protein 4.1
g/dl, serum albumin level 1.5 g/dl. There was re-
markable hypergammaglobulinaemia (immunoglo-
bulin (Ig) G 5439 mg/dl, IgA 782 mg/dl, IgM 181
mg/dl). All CH50 and components of complement,
antinuclear antibodies, cryoglobulin and light cha-
ins were negative or in normal ranges. Perinuclear
anti-neutrophil cytoplasmic antibody and cytoplas-
mic anti-neutrophil cytoplasmic antibody tests
revealed negative results. A bone marrow as-
piration was performed in which mild megakar-
yocytes hyperplasia with normoblastic and mic-
ronormoblastic maturation was identified. An ab-
dominal ultrasound revealed hepatomegaly and
minimal abdominal fluid.
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Figure 1. Light microscopy of renal biopsy specimen shows
basal membrane thickening, marked mesangial proliferation,
interstitial lymphocyte infiltration capillary wall thickening
[hematoxylin and eosin (H&E) stain] (200.).

Sulperazon 2x2 g IV was administered empirically
as the patient had cough, fever and increased acute-
phase proteins but there was no clinical or labora-
tory response to parenteral antibiotherapy. During
hospitalization the patient’s renal function declined,
oliguria developed and serum creatinine level was
increased to 5.5 mg/dl in 8 weeks. The patient un-
derwent hemodialysis for three sessions and a re-
nal biopsy was performed in which basal membra-
ne thickening, marked mesangial hyperplasia, in-
terstitial lymphocyte infiltration with the diagnosis
of membranoproliferative glomerulonephritis
(MPGN) was identified (Figure 1).

Thoracic computed tomography demonstrated pa-
ratracheal, precarinal and subcarinal lymphadeno-
pathies, an anterior mediastinal mass of 4x4x2 cm
and pleural effusion. Multiple submandibulary and
supraclaviculary lymph nodes were identified by a
cervical superficial ultrasound. One submandibu-
lary and one supraclaviculary lymp nodes were ex-
cised and a needle aspiration biopsy was performed
from the mediastinal lymph node. The excisional
lymph node biopsy showed hyperplastic germinal
centers, sheets of plasma cells in the interfollicular
region, blood vessel proliferation, and persistent si-
nuses; and plasma cell type CD, was diagnosed.

In conjunction with the patient’s clinical findings, a
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diagnosis of multicentric Castleman’s disease was
made. The patient was treated with CHOP chemot-
herapy; 1500 mg cyclophosphamide, 100 mg adri-
amycin, 2 mg vincristine, and 100 mg prednisolo-
ne. The renal function and the constitutional symp-
toms significantly improved after the first chemot-
herapy session, serum creatinine level decreased to
0,66 mg/dl. Complete remission was achieved after
8 chemotherapy sessions. The patient recovered
without evidence of recurrence, and the follow-up
examinations revealed no abnormality.

CD is a rare clinicopathologic entity among atypi-
cal lymphoproliferative disorders; and the plasma
cell and mixed types are often associated with 'mul-
ticentric Castleman's disease' (MCD), which shows
lymphadenopathy, hepatosplenomegaly and vari-
ous systemic manifestations, such as fever, anemia,
hypergammaglobulinemia, hypoalbuminemia, and
an increase in acute phase proteins.?

Although renal alterations like proteinuria are com-
mon in patients with MCD, there are a few reports
describing MPGN or MPGN-like glomerulopathy
associated with Castleman’s disease.”® Chan et al
described a patient who showed MPGN with su-
bendothelial electrondense deposits (5). Conver-
sely, Seida et al reported the occurrence of MPGN-
like glomerular lesions without any immunocomp-
lex depositions.® In this report we describe a patient
with increase in inflammatory proteins, anemia and
declined renal function that diagnosed as multicent-
ric CD associated with MPGN. Our patient had re-
nal involvement in the form of proteinuria and mar-
ked glomerular lesions, resulting in the develop-
ment of acute renal failure. The renal biopsy reve-
aled basal membrane thickening, marked mesangi-
al hyperplasia, interstitial lymphocyte infiltration
with the diagnosis of membranoproliferative glo-
merulonephritis (MPGN) was identified (Figure 1).

Patients with multicentric CD do not benefit from
surgical treatment and should be given steroid tre-
atment, with or without chemotherapy.” The use of
prednisone or other steroids will frequently and
promptly improve symptoms.” In some serious ca-
ses, patients can take combination of cyclophosp-
hamide, vincristine and prednisone chemotherapy.
These have been used as single agents, together
with steroids, or in combination eg, cyclophospha-
mide, doxorubicin, vincristine, and prednisolone
[CHOP] as in our patient.

Our patient responded to treatment with CHOP re-
gimen. The 8-month follow-up after diagnosis and
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treatment documented an excellent response to the
chemotherapy regimen and no evidence of active
disease. He remains under active surveillance beca-
use he is considered to be at high risk for the deve-
lopment of secondary malignancy.

In summary, we herein reported a rare case of the
plasma cell type of MCD with membranoprolifera-
tive glomerulonephritis. Clinicians should kept in
mind Castleman’s disease in the differentional di-
agnosis of MPGN in patients with constitutional
symptoms. Further accumulation of clinical studies
including case reports are necessary to confirm the
precise effects of Castleman’s disease on renal
functions.
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