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SUMMARY
Castleman’s disease represents an atypical
lymphoproliferative disorder which is non-clonal but can
turn malignant in the form of lymphoma, Kaposi’s
sarcoma or plasma cell dyscrasia. It has been reported in
association with diseases like polyneuropathy
organomegaly endocrinopathy monoclonal gammopathy
skin changes syndrome and myeloma and very rarely it
can be associated with cutaneous vasculitis as in our
case. It relatively runs an aggressive course and has a
shorter survival. No standard of care therapy is yet
established for multicentric Castleman’s disease
accompanying myeloma. We successfully treated one
such patient with bortezomib-based therapy.

BACKGROUND
Multicentric Castleman’s disease (MCD) is a sys-
temic disorder characterised by angiofollicular
lymph node hyperplasia and multiorgan involve-
ment. Its association with myeloma is uncommon
and treatment of this condition has not been stan-
dardised as yet. Bortezomib is a novel proteasome
inhibitor that affects myeloma cell growth by
nuclear factor-κB (NF-κB) blockade. Clinical trials
have clearly demonstrated that bortezomib is active
in patients with relapsed and refractory myeloma as
well as in fresh myeloma patients but there is no
much literature on how to treat Castleman’s
disease/myeloma overlap. Exploring the efficacy of
bortezomib in MCD with myeloma, we successfully
treated a 51-year-old man who had overlapping
features of MCD and myeloma, associated with
cutaneous vasculitis with bortezomib, where very
good partial remission was observed.

CASE PRESENTATION
A 51-year-old man presented with right cervical
lymph node of 1 cm in size in 2001 without any
constitutional symptoms. Fine needle aspiration
cytology as well as surgical biopsy showed reactive
lymphadenitis. He was kept on follow-up. Six years
later, he developed recurrence at the same site along
with left axillary lymph node of 2×2 cm in size.
This time he also had generalised weakness and
weight loss of 5 kg in 3 months. There was no
history of fever or excessive sweating. Clinical exam-
ination revealed mild pallor, right cervical and left
axillary lymph nodes but no organomegaly. The
patient was found to have diabetes mellitus, hypo-
thyroidism and hypertension during the same evalu-
ation for which he received appropriate treatment.
Then, in 2009, he developed renal insufficiency
with creatinine of 3.8 and multiple painful skin
lesions predominantly over the trunk (figure 2A).

INVESTIGATIONS
Among the investigations complete blood counts
revealed mild anaemia (haemoglobin of 11.5 g/dl)
with normal total leucocyte count, differential
count and platelet count. Erythrocyte sedimentation
rate was 63 mm for the first hour. Kidney function
tests were normal. Liver function tests revealed total
protein of 8.5 gm/dl and albumin of 2.7 gm/dl with
globulins on the higher side. Non-contrast CT of
neck revealed discrete homogenous right deep cer-
vical, posterior triangular, submandibular and supra-
clavicular lymphadenopathy. Contrast enhanced CT
chest/abdomen revealed discrete enhancing nodes in
left axilla with small right paratracheal and left para-
aortic nodes. Left axillary lymph node biopsy
showed hyperplastic lymph node revealing infiltra-
tion with mixed population of mature lymphocytes,
neutrophils, plasma cells and few histiocytes in a
haemorrhagic background. Lymphocytes were posi-
tive for leucocyte common antigen and CD20. No
granuloma was seen. The overall features were con-
sistent with Castleman’s disease of plasma cell
variant (figure 1). Serum protein electrophoresis
revealed a monoclonal band in the gamma region
(M protein=1.08 gm/dl). Urine protein electro-
phoresis was negative. Bone marrow aspiration did
not reveal an increase in plasma cells. Skeletal survey
was negative. Among the investigations carried out
in 2009, ultrasound revealed bilateral medicorenal
disease, skin biopsy showed leucocytoclastic vascu-
litis and bone marrow showed 10% plasma cells.
Serum protein electrophoresis again revealed M
band (M protein=2.1 gm/dl).

DIFFERENTIAL DIAGNOSIS
The patient was given the final diagnosis of
Castleman’s disease with myeloma with leucocyto-
clastic vasculitis which fulfilled the WHO 2008 cri-
teria (figure 3).

TREATMENT
The patient received monthly cycles of bortezomib
2 mg intravenously weekly (4 injections per month)
and dexamethasone 40 mg with weekly bortezomib
injection for a total of eight cycles, followed by
thalidomide oral 50 mg/d as maintenance.

OUTCOME AND FOLLOW-UP
During treatment the patient was examined at each
weekly visit, especially for peripheral neuropathy.
Complete blood counts, renal function tests, liver
function tests and blood glucose were conducted at
each weekly visit. Serum protein electrophoresis
was carried out every 2 months. After bortezomib/
dexamethasone treatment the patient showed
marked improvement in the form of disappearance

Khan AA, et al. BMJ Case Reports 2012. doi:10.1136/bcr-2012-007646 1

Novel treatment (new drug/intervention; established drug/procedure in new situation)



of lymph nodes, correction of renal failure, resolution of skin
lesions (figure 2B), >90% reduction in M spike (M
protein=0.18 gm/dl) and bone marrow plasma cells <5%.
Presently, he is in very good partial remission at more than
2 years of follow-up.

DISCUSSION
MCD was first described by Gaba et al1 in 1978. It is more
common in elderly men (men/women is 2.5∼13 : 1). It is gener-
ally of the plasma cell type or mixed variant. MCD is a systemic
disease with significant peripheral lymphadenopathy and hepa-
tosplenomegaly, as well as frequent fever, night sweats, fatigue
and weight loss. Cutaneous vasculitis in Castleman’s disease is
rare. Izutsu et al2 in 1998 described a 62-year-old man with
Castleman’s disease with concomitant leucocytoclastic vasculitis
and polyclonal plasmacytosis. Wolf et al3 in 2011 highlighted a
case of multicentric plasma cell variant Castleman’s disease who
presented with cutaneous vasculitis and pulmonary parenchymal
involvement in a background of ankylosing spondylitis.
Abnormal laboratory findings include pancytopenia, abnormal

function of liver and kidney, raised C reactive protein, interleu-
kin 6 (IL-6) and hypergammaglobulinemia. However, monoclo-
nal gammaglobulinaemia is rare. In addition, it has been
reported in association with amyloidosis, nephrotic syndrome,
Sjögren syndrome, polyneuropathy organomegaly endocrinopa-
thy monoclonal gammopathy skin changes (POEMS) syndrome
and myeloma and can progress to Kaposi’s sarcoma or malig-
nant lymphoma.4 HHV-8 infection has been regarded as an
important aetiological factor for its causation. Overproduction
of cytokine IL-6, either native or virally encoded, has been
hypothesised to drive plasma cell proliferation in these sub-
types.5 The prognosis varies greatly depending upon the histo-
pathological type. Solitary lesions are best treated with local
resection.

The MCD plasma cell subtype runs a more aggressive course
with poor prognosis, and optimal therapies have not been well
established. A number of therapies have been used for multi-
centric disease, including steroid-monotherapy and combined
chemotherapy. Other therapies include interferon-α, antiviral
medications, anti-IL-6 monoclonal antibody and humanised
antihuman IL-6 receptor monoclonal antibody,6 All-trans retin-
oic acid, thalidomide7 and rituximab.8 Most of these reports
included only a small number of patients.

Bortezomib has recently been shown to produce significant
responses in about one-third of patients with refractory and
relapsed myeloma.9 The mechanism of action of bortezomib is
thought in part to be due to selective inhibition of the prote-
asome.10 This drug has been reported to affect myeloma cell
growth by NF-κB blockade, downregulation of cytokines such
as IL-6. IL-6 has been implicated in the pathophysiology of
MCD, as mentioned above, providing a rationale for treatment
of MCD with bortezomib. Previous clinical trials have indicated
that the combination of bortezomib and dexamethasone may be
additive or possibly synergistic. It is likely that the effect of bor-
tezomib on MCD is due to inhibition of IL-6 secretion.

The effect of bortezomib on MCD associated with myeloma
has not been established yet. However, there is a single case
report of successful treatment of MCD with myeloma with bor-
tezomib/dexamethasone combination. Yuan et al in 2009
reported the first case report of MCD with myeloma who
showed a remarkable response to a bortezomib/dexamethasone
combination. They treated a 71-year-old man who had MCD/
myeloma overlap with four cycles of bortezomib and dexa-
methasone and found that he was in very good partial remission
at 18 months of follow-up.11 Sobas et al12 in 2010 showed that

Figure 2 (A) Truncal skin lesions (leucocytoclastic vasculitis) before
bortezomib therapy. (B) Cleared skin lesions after bortezomib therapy.

Figure 1 Lymph node section showing follicles with prominent
germinal centre and sheets of mature plasma cells in interfollicular
region, suggestive of multicentric Castleman’s disease (H&E, ×100).

Figure 3 Skin biopsy showing perivascular neutrophilic infiltrate and
extravasated red blood cells in the dermis suggestive of leucocytoclastic
vasculitis (H&E, ×100).
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bortezomib is effective in refractory MCD associated with
POEMS syndrome. To the best of our knowledge, our case is
probably the second one which has shown high efficacy of
bortezomib-based therapy on MCD/myeloma overlap and
emphasises that bortezomib-based therapies could be an attract-
ive option for these patients.
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Learning points

▸ High index of suspicion is required to diagnose Castleman’s
disease.

▸ Leucocytoclastic vasculitis is a rare accompaniment of
Castleman’s disease.

▸ Bortezomib can be an effective option for patients with
Castleman’s disease/myeloma overlap for which there is no
standardised treatment as yet.
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