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         Benjamin Castleman, MD     1906-1982
“Hyperplasia of the mediastinal node“ -  MGH Case Records, 1954.

“Localized mediastinal lymph node hyperplasia resembling thymoma”- Cancer, 1956. 

2015 NCCN Guidelines for CD

Modified from Alnoor F et al. AJH 2025



Castleman Disease: Multidisciplinary Diagnosis and Management

Clinician-pathologist collaboration is central to accurate classification and coordinated specialty care.
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Chen LYC et al. Arthritis & Rheumatology, 2025. 



Contemporary Classification and Definition of 
Castleman Disease Subtypes

1. UCD: Clonal/oligoclonal localized stromal-cell neoplasm (BRC/FDC lineage) with secondary 
polyclonal lymphoproliferation and VEGF/CXCL13/PGF-driven microenvironmental remodeling

2. iMCD-NOS: Polyclonal systemic inflammatory syndrome with normal/elevated platelets; 
emerging evidence implicates T peripheral helper cell–derived CXCL13 as a key pathogenic 
driver. Residual iMCD subtype characterized by a less intense.  

3. iMCD-TAFRO: VEGF/IL-6–vascular endothelial cell–driven systemic inflammatory 
disorder with thrombocytopenia, anasarca, fever, reticulin fibrosis, and organomegaly; possible 
clonal contribution (MEK2/RUNX1 mutations) in a subset; nosologic relationship to iMCD debated

4. iMCD-IPL: Polyclonal plasma-cell/IL-6–driven lymphoproliferative disorder with 
XBP1/ER-stress–associated plasma cell IL-6 production, thrombocytosis, hyperplastic germinal 
centers, and frequent IgG4 positivity requiring distinction from IgG4-RD

5. HHV-8+ MCD: Virus-driven polyclonal plasmablastic lymphoproliferation (characteristically 
IgM-λ restricted plasmablasts) with vIL-6/hIL-6–mediated cytokine storm

6. POEMS-Associated MCD: Paraneoplastic manifestation of a clonal λ-restricted plasma 
cell disorder with VEGF-driven systemic syndrome; classified separately from iMCD
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Castleman Disease and Normal Lymph Node Architecture 

T. Clark Brelje and Robert L. Sorenson. MH 076-077-078 
Lymph Node  Chapter 10-Lymphoid Tissue 2005-2026

Michael Cascio, M.D.@mjcascio  Pathology – Castleman disease. 

Mediastinal mass in a younger woman [grepmed.com] 

https://www.grepmed.com/images/4053/microscopy-pathology-disease-clinical-castleman
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Yoshizaki K et al. Hematology/Oncology Clinics of North America, 2018

CENTRAL ROLE OF IL-6 IN CASTLEMAN DISEASE
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        UNICENTRIC 
CASTLEMAN DISEASE

WHO-HAEM5 2024

Tumour-like lesions with B-cell predominance

Localized lymphoid/stromal proliferation 



International Evidence-Based Consensus Diagnostic and Treatment 
Guidelines for Unicentric Castleman Disease

Frits van Rhee, Blood Adv, 2020.
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 Comprehensive analysis of subtype-specific outcomes and management in 
Castleman disease: a 20-year cohort study
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International evidence-based consensus diagnostic and treatment guidelines 
for unicentric Castleman disease

Frits van Rhee, Blood Adv, 2020



IDIOPATHIC MULTICENTRIC CASTLEMAN 
DISEASE

WHO-HAEM5 2024

 
Tumor-like lesions with B cell predominance 

Systemic inflammatory lymphoproliferative disorder





International Consensus Histopathological Criteria for Subtyping Idiopathic Multicentric Castleman Disease 
Based on Machine Learning Analysis

Nishimura et al. AJH 2025                                                                                       Fajgenbaum et al. Blood 2017
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Clinical Studies in Multicentric Castleman Disease
Feature Siltuximab Tocilizumab Rituximab

Disease iMCD (HIV-/HHV8-) MCD (Japan) HHV8+/KSHV-MCD

Target IL-6 IL-6R CD20

Key study van Rhee 2014 Nishimoto studies Bower 2007

Design Randomized Phase II Open-label Open-label Phase II

Dosing/schedule 11 mg/kg IV q 3 weeks 
until treatment failure

8 mg/kg IV q 2 weeks 
continuous therapy

375 mg/m2 IV weekly x 4
4 doses only

N (pts) 79 35 21

Clinical response 34% durable response vs 0% Major symptom/lab 
improvement

95% symptom remission

Radiologic 
response

38% LN regression majority
>50%

67%

PFS/EFS PFS NR vs 14.5 mo placebo NR 2-yr DFS 79%

OS NR NR 2-yr OS 95%

Long-term data Sustained disease control >5 yr benefit 5-yr OS 92%; RFS 82%
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Dispenzieri A et al. Blood 2020. 
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POEMS-ASSOCIATED MCD
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HHV-8-ASSOCIATED MCD
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                                            Characteristics and outcomes of KSHV-associated multicentric Castleman disease 
with or without other KSHV diseases

 Ramaswami R et al.  Blood Adv, 2021 
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Conclusions

iMCD has three subtypes — TAFRO, NOS, and IPL

Diagnosis remains clinicopathologic and exclusionary

iMCD is a stromal/immune cell-driven hyper-cytokinemia extending beyond IL-6 to 
mTOR, TNF, CXCL13, VEGF, IFN-γ and JAK-STAT. 

UCD-clonal/oligoclonal PRC/FRC/FDC-driven process 

Siltuximab is first-line for all iMCD subtypes; rituximab-based therapy for HHV8 - 
MCD; surgery for resectable UCD; POEMS directed therapy for POEMS-MCD

Refractory iMCD is the principal unmet need — sirolimus is the best-supported 
non–anti-IL-6 option, with JAK/STATi, CXCL13 blockade (Mab 5261) in early 
development 
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