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Castleman Disease (Angiofollicular lymph node hyperplasia)

Castleman, et al. NEJM 1954
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Castleman, et al. Cancer 1956
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IL-6 in Castleman Disease

• Central role in UCD and MCD

• Stimulates B-cell proliferation

• Stimulates B-cell and T-cell 
differentiation 

• Induces expression of acute 
phase reactants, hepcidin

• Induces expression of VEGF 

• Activates JAK/STAT, PI3K, and 
MAPK pathways

• Associated clinically with classic 
inflammatory syndrome

Tanaka et al. Int J Biol Sci 2012
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Yoshizaki, et al. Blood 1989
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ARS Question
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Features of Unicentric Castleman Disease (UCD)

• Most commonly hyaline vascular variant

• Not generally associated with HIV or HHV8

• Indolent natural history

• Most commonly presents in 30s-40s

• Slight female predominance

• Common sites of presentation in include the chest (30%), 
neck (23%), abdomen (20%), and retroperitoneum
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Unicentric Castleman Disease (UCD)

• Often asymptomatic and diagnosed by routine imaging

• Thoracic disease may present with cough, hemoptysis, 
dyspnea, or chest discomfort. 

• Abdominal, retroperitoneal, and pelvic disease may 
present with abdominal or back discomfort

• Peripheral disease presents as painless adenopathy

• Systemic B symptoms and Inflammatory laboratory 
abnormalities are uncommon, and associated with plasma 
cell or mixed variant
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HHV8 in Multicentric Castleman Disease

Soulier, et al. Blood. 1995;86(4):1276-1280 



Copyright 2015©, National Comprehensive Cancer Network®. All rights reserved. No part of this publication may be reproduced or 
transmitted in any other form or by any means, electronic or mechanical, without first obtaining written permission from NCCN®.

Multicentric Castleman Disease (MCD)
• Most commonly seen in HIV, but may be idiopathic

• No correlation with CD4 count or cART

• Most commonly plasma cell or plasmablastic, but may be 
hyaline vascular in HIV-/HHV8- cases

• Male predominance

• Variable natural history: May be relapsing remitting, indolent 
disease, or rapidly progressive

• HIV patients with low CD4 may also have opportunistic 
infections

• HIV+/HHV8+ cases often co-exist with Kaposi sarcoma (up to 
70%), and are associated with DLBCL transformation

Bower, et al. Blood. 2010;116(22):4415-4421
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Presentation of MCD

• Clinical features
– Fevers, drenching night sweats, weight loss, and fatigue.

– Diffuse non-bulky lymphadenopathy

– Hepatosplenomegaly

– Peripheral edema, pleural and pericardial effusions, and 
abdominal ascites

• Laboratory features
– Anemia

– Elevated ESR, CRP, ferritin, sIL-6, sIL-10

– Hypergammaglobulinemia

– Hypoalbuminemia

Bower, et al. Blood. 2010;116(22):4415-4421
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Prognosis and Management of MCD

• Median survival has 
improved with combination 
antiretroviral therapy 
(cART) and modern therapy

• No comparative or 
controlled trials

• cART should be started on 
all HIV+ patients, but will 
not induce Castleman
remissions

• Treatment indicated for 
active disease

Hoffmann, et al. Blood. 2011;118(13):3499-3503
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Zidovudine plus valganciclovir in HIV+ MCD

• 14 HIV+ HHV8+ MCD

• Zidovudine 600mg po q6h, 
valganciclovir 900mg po
q12h

• Major clinical response 86%

• Major biochemical response 
50%

Uldrick, et al. Blood. 2011;117(26):6977-6986

CRP                                      vIL-6

Lymph nodes                    Spleen
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Chemotherapy Options for MCD

• Single agents

– Steroids: Initial high response rate about 80%, and can rapidly improve 
symptoms, but response is short lived

– Etoposide: 50 - 100 mg PO daily days 1 through 7 of a 14-day cycle until 
maximal response, or 100-200 mg/m2 IV weekly for 4 weeks, and may be 
followed by maintenance. 

– Vinblastine: 4 to 6 mg/m2 IV every 2 weeks until maximal response, and 
may be followed by maintenance.

– Liposomal doxorubicin: 20mg/m2 IV every 3 weeks

• Combination chemotherapy 

– Rituximab-etoposide

– Rituximab-liposomal doxorubicin

– CVP/CHOP +/- rituximab
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Rituximab in HIV-associated MCD
CastlemaB Trial

• 24 subjects with chemotherapy-
dependent disease (vinblastine, 
etoposide, liposomal doxorubicin)

• 4 weekly doses at 375 mg/m2

• Median CD4  270/µL

• 22 of 24 achieved chemo 
independence

Gerard, et al. JCO 2007;25:3350-3356
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Retrospective rituximab experience in prospective cohort of 
newly diagnosed HIV+ MCD  (n=61)

Bower, et al. JCO. 2011;29:2481-2486

Rituximab-treated patients

Baseline Characteristics
Median age 42
Male 87%
Median time from HIV 2.4 y
Median CD4 233/µL
Rituximab-based tx 49, 14 with etoposide

5-year OS 77% in entire cohort
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Retrospective single-center experience with rituximab

 113 patients with HIV-associated 
MCD

 48 received rituximab

 Half had prior Kaposi sarcoma 
(KS)

 KS exacerbation in 10 patients (9 
with rituximab)

 5-year probability of NHL: 31% 
without rituximab vs. 3% with 
rituximab

Gerard, et al. Blood. 2012;119(10):2228-33.

5y OS with R       90%
5y OS without R  57%   
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Rituximab-liposomal doxorubicin

• Rituximab 385 mg/m2 -
liposomal doxorubicin 20 mg/m2

q 3 weeks

• N=17

• Median 4 cycles (3-9)

• All on cART

• 12 with concurrent KS

• 11 received consolidation IFN-
alpha, 6 high dose AZT and 
valgancyclovir

• CRR 88%

Uldrick, et al. Blood. 2014;124:3544 - 3552

5/6 cutaneous KS patients had improved KS
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Phase I trial of Siltuximab:  Anti-IL-6 mAb in HIV-negative CD

Van Rhee et al. JCO 2010;28:3701-3708
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Phase III study of siltuximab vs. placebo in patients with HIV-
negative and human HHV-8-negative symptomatic MCD 

• Randomized, double-blind, 
placebo-controlled study at 38 
hospitals in 19 countries. 

• 2:1 random assignment to 
siltuximab 11 mg/kg IV q 3 week 
or placebo, continued until 
treatment failure

• Primary endpoint was durable 
tumor and symptomatic response 
for at least 18 weeks

Van Rhee et al. Lancet Oncol 2014;15(9):966-74
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Phase III study results

Van Rhee et al. Lancet Oncol 2014;15(9):966-74

Endpoint Siltuximab
n=53

Placebo
n=26

p value

Durable tumor response and 
symptomatic response

34% 0% 0.0012

Duration of response 383 days 
(232-676)

Radiographic response 38% 4% 0.0022
Durable symptom response rate 57% 19% 0.0018
Hgb increase ≥15 g/L 61% 0% 0.0002

Hgb CRP

ESR                                                Alb
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Anti-IL-6 in HIV+ HHV8+ disease?

Polizzotto et al. Blood 2013;122(26):4189-4198
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Associated conditions

• POEMS syndrome (Polyneuropathy, organomegaly, 
endocrinopathy, monoclonal gammopathy and skin 
abnormality)

• Follicular dendritic cell sarcomas

• Paraneoplastic pemphigus

• HHV8- associated malignancies
– Kaposi Sarcoma

– DLBCL arising out of HHV8+ MCD

– Primary Effusion lymphoma
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Conclusions (1)

• Castleman disease is a heterogeneous non-malignant lymphoproliferative
disease

• Major distinctions:

– Unicentric versus multicentric presentation

– Hyaline vascular, plasma cell, or mixed pathology

– HIV/HHV8-associated versus not

• UCD presents as localized adenopathy, usually hyaline vascular pathology, 
treated with local control

• MCD is most commonly HHV8+ with plasma cell or plasmablastic pathology in 
HIV+ patients 

• Plasma cell and mixed variants associated with IL-6 mediated-inflammatory 
syndrome of fevers, malaise, edema, hypergammaglobulinemia, anemia, and 
increased inflammatory markers
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Conclusions (2)

• MCD is a relapsing remitting disease and treatment is indicated when 
active disease is present

• Initial treatment is rituximab +/- chemotherapy, which has a high rate 
of disease control and symptom improvement

• Steroids may be used alone or as an adjunct for rapid but short lived 
disease control

• Antiviral therapy may be effective in HIV+ HHV8+ patients

• Siltuximab, an anti-IL-6 mAb, is highly effective in inducing durable 
and symptomatic disease control in HHV8/HIV negative patients with 
MCD
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