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Castleman disease ǃhow many?



Disclosures

Research support from Menarini/Stemline

Speaker honorariafrom Stemline, Astra Zenecaand EUSAPharma



Description of 13 patients (aged 19-54) with

mediastinal masses

Initially interpreted as thymoma, recognized

as form of benign lymph node hyperplasia

(6 pages of pictures, no abstract, 5 

references) 

Cancer 1956; 

9 (4): 822ï30. 

http://www.iapcentral.org



Detailedstudyof 81 cases
Designation of hyaline vascular
and plasmacell type (7 cases) 
previouslyrecognizedby other
authors(JA Flendrig1969)

Description of seminalfeatures
of the 2 subtypes

Howdid the concept
evolvein the last 50 years?

HV CD PC CD

Single mass Multiple lymph nodes

Sometimes satellite lymph nodes involved Remnant lymph node architecture

Typical regressed GC Regressed GC rare (2/7)

ĂOnion skinappearance Hyperplastic follicles

No/few plasma cells Massive plasma cell sheets

Local symptoms (3% systemic sy.) Systemic symptoms common (50%)

Good prognosis Fever, anemia, elevated ESR, 

hypergamma-globulinemia, leukocytosis

Cancer 1972 

29(3):670-83.



Diagnosis ofCD ǃa case-basedapproach

CASE 1

20-year-old male

Increasing cervical lymphadenopathy over the last two years, otherwise healthy

Status post Borreliainfection

Whole body CAT scan: localized right-sided cervical lymphadenopathy, otherwise normal

BM biopsy not performed

Lab findings: normal PB counts and differential, CRP, liver enzymes, LDH, 2̡-MG, total 
protein, electrolytes, etc. in normal range

Excisionof a cervicalnode3.5x2.5 cm
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Case 1

Anatomicalseparation
into (abnormal) B cell
folliclesand 
interfollicularT-cell
area

Nolymphnodesinuses

CD3CD20



Case 1

ExpandedCD23/IgD+ 
folliclemantles

Sometimesmultiple 
regressedGC per follicle

Condensed FDC networks
and reductionin GC B cells

CD23

CD10IgD

BCL2



Diagnosis: unicentricCD, hyaline-vasculartype
Additional features

Clusters of plasmacytoiddendritic cells
(CD123+, TCL1+)

Aberrant expressionof CD5 
(Liu Q et al, Histopathol2013)

Presence of TdT+ T-precursorcells
(Ohgamiet al, AJSP 2012)

CD123

CD5



UnicentricCD

Most commonform of
CD (70-90%), usuallyof
hyaline-vasculartype (70-
90%)

May affectseveral
neighboringLNs

Children and (young) 
adults

Mediastinum most
commonlocalization
(70%)

Systemicsymptomsrare 
(paraneoplastic
pemphigus, bronchiolitis
obliterans), usuallyremit
after surgicalexcision

DFS 91% after 10 years

DIFFERENTIAL DIAGNOSIS

ÅReactive lymph node with regressed 
germinal centers

ÅMulticentric Castleman disease, HHV8-
associated

ÅIdiopathic multicentric Castleman disease

ÅMarginal zone B-cell lymphoma

ÅFollicular lymphoma

ÅMantle cell lymphoma with mantle zone 
growth pattern



CarboneA et al., Nat Rev Dis Prim 2021



UnicentricCD  -Etiology

Absence of abnormal lymphocytepopulations, no B-/T-cellclonality, no viruses

Disorderof folliculardendriticcellswith dysplasia(?), clonalcytogenetic
abnormalities

ClonalitybyHUMARA assaydetectedin 22/28 HVCD, but no B- or T-cell
clonality*

Increasedproductionof VEGF and expressionof EGFR by folliculardendritic
cells

PDGFRBmutationsdetectedin 17%# of UCD

Recentstudy** failedto detectmutationsin 15 UCD caseswith 405 gene
panel, CNV involvingPTPN6, ETS1and TGFBR2in 2 cases(1 UCD and 1 iMCD)

*Chang KC et al, Mod Pathol2014; **Nagy A et al, Blood Adv2018; #Li Z et al, Leukemia2019



Case 2: 54-year oldmale, abdominal discomfort
6 cm massin mesentery


