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Abstract

Multicentric Castleman's Disease (MCD) is a rare and poorly understood disorder that straddles the intersections
of hematology, oncology, rheumatology, and virology and can be fatal if improperly treated. The etiology of HHV8
negative disease is unknown and only isolated cases of associations with infectious agents have been reported in
literature. However the co-occurrence of Mycobacterium cosmeticum with Castleman’s disease has never been
previously reported in literature. Hence we would like to report a case of Multicentric Castleman’s disease with a
coexisting M. cosmeticum infection.
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Case report
58 year old gentleman, a painter by profession, who gives a history

of ulcerative colitis for the past six years, was evaluated in medical
gastroenterology department of our institution in October 2016, for
symptoms of progressively increasing abdominal distension and loss of
weight for the past eight months [1].On clinical examination he had
right cervical Level II Lymph node enlargement (2 × 1.5 cm) with
moderate ascites and splenomegaly. All other systems were
unremarkable on examination.At the time of initial presentation his
laboratory investigations revealed hypoalbuminemia, with all other
parameters within normal limits including ECHO scan.

Figure 1: CECT Abdomen-paraaortic lymphadenopathy (black
arrow) and splenomegaly (red star).

His physical examination findings were confirmed on imageology
with Contrast Enhanced Computed Tomography (CECT) abdomen
revealed features of hepatomegaly with cirrhotic changes, features of
portal hypertension, ascites and moderate splenomegaly. Multiple

enlarged upper and lower para aortic lymphadenopathy with the
largest in the upper paraaortic region measuring 1.8 × 1.2 × 2.5 cm
(Figure 1). The features of chronic liver disease seen in this patient was
due to the Hepatitis C infection, confirmed by the detection of anti
HCV antibody.

Viral markers were negative for HIV, HBsAg and HHV8.

Upper GI endoscopy displayed features of severe portal
hypertensive gastropathy and antral erosions. Biopsy was negative for
Helicobacter pylori infection. Colonoscopy examination revealed some
areas of ulceration in the sigmoid colon with histopathology suggestive
of ulcerative colitis.

Ascitic fluid cytology study was negative for malignant cells, with
ascitic fluid culture revealing Acid Fast Bacilli (AFB) of
Mycobacterium sp. Gene expert test to identify Mycobacterium
Tuberculosis was negative. Special identification test (MALDI-TOF)
was done which identified AFB as Mycobacterium cosmeticum (Figure
2).

Figure 2: MALDI-TOF testing for Mycobacterium cosmeticum.

Biopsy from the cervical lymph node was suggestive of Castleman’s
disease (angiofollicular hyperplasia). On low power microscopy, an
increase in the number of follicles in the cortex with the germinal
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centre showing depletion of lymphocytes was noticed following
hematoxylin and Eosin (H&E) staining (Figure 3).

Figure 3: Low power microscopy (10X)–increase in number of
follicles in the cortex with lymphocyte depletion in the germinal
centre.

High power microscopy displayed the characteristic concentric
layering of lymphocytes in the mantle zone (onion skin appearance)
and germinal centre shows depleted lymphocytes with proliferated
follicular dendritic cells with vesicular nucleus (Figure 4).

Figure 4: High power microscopy (40X)-characteristic onion skin
appearance of concentrically arranged lymphocytes in the mantle
zone.

Special reticulin staining showed vascular proliferation and
transgressing of follicles by blood vessels (Figure 5).

Figure 5: Reticulin staining under high power microscopy (40X)–
vascular proliferation and transgressing of follicles by blood vessels.

Considering the clinical, pathological, microbiological and
radiologically evidences we arrived at the diagnosis of Multicentric
Castleman disease with M. cosmeticum infection. Patient is initially
started on Clarithromycin 500 mg twice daily for two weeks and T
Lamivudine to continue. He has completed 3 of the planned 6 cycles of
CHOP (Cyclophosphamide, Adriamycin, Vincristine, Prednisolone)
chemotherapy regimen, which is one of the accepted treatment
schedules for MCD. He has shown good clinical and symptomatic
response.

Discussion
Mycobacterium cosmeticum which comes under the classification

of rapidly growing mycobacteria belong to the group of
schotochromogens. It was first isolated in 2004 from a culture of a sink
drain in a nail salon and from a granulomatous skin lesion in a female
patient who underwent mesotherapy in Venezuela [2]. Cases of skin
and soft tissue infection involving M. cosmeticum sp. and following
mesotherapy were also reported [3].

Castleman disease is named after Benjamin Castleman, who first
described the characteristic histopathological findings of
angiofollicular lymph node hyperplasia in a localized lymph node
region in 1954. Castleman disease is classified as unicentric (UCD) and
multicentric (MCD). UCD is often asymptomatic and has a high cure
rate with surgical excision of the enlarged lymph node. Multicentric
Castleman's Disease (MCD) describes a heterogeneous group of
disorders involving proliferation of morphologically benign
lymphocytes due to excessive pro-inflammatory hypercytokinemia,
most notably of interleukin-6.

Human Herpes Virus-8 (HHV-8) drives the hypercytokinemia in all
HIV-positive patients and some HIV-negative patients. There is also a
group of HIV-negative and HHV-8-negative patients with unknown
etiology and pathophysiology referred to as idiopathic MCD (iMCD).
MCD histopathological features can be divided into 4 variants:
Hyaline-Vascular (HV), Plasma Cell (PC), mixed, and plasmablastic.
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The above histopathological findings strongly indicate to the
diagnosis of Castleman’s disease.



The clinical spectrum ranges from waxing and waning
lymphadenopathy with B-symptoms to more severe cases involving
intense inflammation, hepatosplenomegaly, vascular leak syndrome
with anasarca, pleural effusions, and ascites, organ failure, and even
death [4,5].

Etiological factors from the available limited numbers of case
reports and studies include a somatic chromosomal abnormality in
non-neoplastic cells, germ-line genetic mutation in an inflammatory
gene, ectopic IL-6 release by malignant tumor cells, autoantibody
antigenic stimulation, and infectious agents. Epstein-Barr Virus (EBV),
HHV-6, hepatitis B virus, cytomegalovirus, toxoplasma, and
Mycobacterium tuberculosis have each been reported to co-occur with
iMCD, even though most iMCD cases do not report an associated
infectious agent [6-12].

Conclusion
Idiopathic MCD is HHV 8 and HIV negative. Several cases have

reported a co-occurrence of several other viral & bacterial organisms
like mycobacterium tuberculosis with Castleman’s disease. This is the
first case of MCD to be reported having co-occurrence of a rare
infection, M. cosmeticum. This infection may be pathologic,
coincidental, or secondary to iMCD-related immune dysfunction. But
the awareness of such a co occurence, should raise an index of
suspicion with respect to the presence of causal relationship, if further
clustering of similar cases are reported in the future.
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