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Multicentric Castleman's disease presenting with cutaneous

plasmacytosis

Castleman's disease (CD) is an uncommon lymphoproliferative
disorder that can be divided into two clinical subtypes: unicentric
and multicentric CD (MCD). A part of MCD is caused by HHV-8,
whereas HHV-8-negative MCD cases remain idiopathic (iMCD).
Cutaneous involvement of MCD is rare and may overlap with cu-
taneous plasmacytosis (CP). Here, we report a case of MCD exhib-
iting CP.

An 80-year-old man was referred to us because of a 4-year
history of asymptomatic, multiple, indurated, hyperpigmented
papules/nodules and plaques on his trunk and face. He had old
myocardial infarction and chronic epidural hematoma. The patient
had low-grade fever and fatigue. Laboratory examination revealed
anemia (Hb, 9.3 g/dL), hypoalbuminemia (2.2 g/dL), elevated CRP
(18.18 mg/L), polyclonal hypergammaglobulinemia (IgG, 4710 mg/
dL; IgA, 606 mg/dL; IgE, 26 492 U/mL), elevated sIL-2R (1765 U/mL),
and elevated IL-6 (285 pg/mL). The serum IgG4 was not elevated
(115 mg/dL). Computed tomography showed widespread lymphade-
nopathy with hepatosplenomegaly. He denied any further workups
and treatments.

A skin biopsy taken from a nodule on the chest revealed
variable-sized lymphoid follicles located in the upper to deep
dermis (Figure 1B, uppermost panel). The infiltrate of the nod-
ular follicles consisted of plasma cells, plasmablasts, and lym-
phocytes. Immunohistochemically (Figure 1B, lower panels),
CD138*CD38"CD21" cells predominantly infiltrated in the margin
of follicles, and some of them invaded into the inside of follicles,
indicating the proliferation of plasma cells and marginal zone cells.
The cells were positive for Bcl-2, but not for Bcl-6 or CD10, confirm-
ing that the proliferating cells originated from the marginal cells or
plasma zone cells. Minor aggregation of CD3* T cells and CD20" B
cells were observed. Monoclonality of plasma cells was not found as
kappa and lambda light chain was equally stained. Stain for HHV-8
(LANA-1) was positive. Thus, the patient was diagnosed as having
HHV-8-MCD.

The skin eruption in our case is clinically different from that of
usual CP in that the multiple hyperpigmented lesions were more
nodular and indurative than the usual CP. In addition, histopatholog-
ically, lymphoid follicles were prominent in our case, which differs

from massive perivascular plasmacytic infiltration seen in ordinary

CP. Thus, the skin lesion of our case seems to be a mimicry of the
lymph node lesion of MCD. Although the diagnosis of CD is based
on lymph node histology, the previous reported cases showed that
lymph node and skin exhibited similar histological features,? in con-
sistent with our case.

Based on the mechanisms of pathological action, cutaneous
manifestations of CD can be categorized into three types: cy-
tokine-related (hyperpigmentation, vasculitis-like lesion, and
cherry hemangioma), immune complex-related eruptions (para-
neoplastic pemphigus and xanthogranulomas), and nonspe-
cific manifestations (pruritus).3 Viral IL-6, which is produced by
HHV-8, promotes an inflammatory state responsible for clinical
manifestations and laboratory abnormalities (Figure 1C).%* It is
important to discriminate between the variants of MCD, because
the individual types require different treatments. HHV-8-MCD is
a distinct disease entity requiring a different management, that
is, rituximab with or without etoposide or doxorubicin and anti-
viral agent.4 In conclusion, we report a rare case of HHV-8-MCD

presenting with CP.
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FIGURE 1 A, Skin manifestation; multiple indurated hyperpigmented papules, nodules, and plaques on the trunk. B, Skin biopsy;
(uppermost panel; H&E) multiple nodular infiltrate of plasma cells, plasmablast, and lymphocytes; (lower three panels; Immunostaining. C,
Pathogenesis of HHV-8-related MCD. HHV-8, Human herpesvirus 8; iMCD, idiopathic multicentric Castleman's disease; LANA-1, latency-
associated nuclear antigen 1; sIL-2R, soluble IL-2 receptor
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