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Castleman Disease 



Castleman Disease Overview

Fajgenbaum D, van Rhee F, Nabel C. Blood. 2014;123(19): 2924-2933. 

▪ Single enlarged LN

▪ Idiopathic; few to severe 

symptoms (if para-

neoplastic pemphigus or 

cannot be resected)

▪ Surgical excision is 

usually curative

▪ Unresectable UCD 

behaves like iMCD and 

should be treated 

systemically

▪ 90-95% 5-year survival

Unicentric 

Castleman Disease
(UCD)

▪ Multiple regions of enlarged 

LNs

▪ In immunosuppressed, 

Human Herpes Virus-8 

(HHV-8) drives cytokine 

release, notably IL-6

▪ Causes flu-like symptoms 

and multiple organ system 

impairment (renal failure, 

pancytopenia, fluid gain)

▪ HHV-8 lives in B-cell

▪ B-cell elimination with or 

without antivirals are 

effective

HHV-8-associated 

Multicentric Castleman 

Disease
(HHV-8+MCD)

▪ Multiple regions of enlarged 

LNs

▪ Unknown cause drives 

cytokine release, notably IL-

6 

▪ Causes flu-like symptoms 

and multiple organ system 

impairment

▪ Unknown pathologic cell

▪ Siltuximab and 

chemotherapy can be 

effective; relapses common

▪ 65% 5-year survival

HHV-8-negative 

“Idiopathic” Multicentric 

Castleman Disease 
(iMCD)



TAFRO:
-    Thrombocytopenia
- Anasarca 
- Fever
- Reticulin fibrosis
- Organomegaly

POEMS: 
-    Polyneuropathy
- Organomegaly
- Endocrinopathy
- Monoclonal protein
- Skin changes

Dispenzieri A, Fajgenbaum D. Blood. 2020;135(16): 1353-
1364



Materials and Methods

• Retrospective review of WCM dermatopathology 

archives (2000–2024)

o Nine patients with cutaneous CD (8 UCD; 1 MCD) 

identified

o Sex: 5F / 4M; Mean age: 42.8 years (range 5–82)



Unicentric Castleman Disease of the Skin

- Majority of cases with single enlarged LN present in subcutaneous 

fat

- Most present with the hyaline vascular subtype, though mixed 

presentations are seen

- Represents an extranodal form of UCD

- Surgical excision is usually curative

- Unresectable UCD behaves like iMCD and should be treated 

systemically

- 90-95% 5-year survival

Fajgenbaum D, van Rhee F, Nabel C. Blood. 2014;123(19): 2924-2933



Unicentric Castleman Disease
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HHV-8-negative “Idiopathic” Multicentric 
Castleman Disease (iMCD) 

- Multiple regions of enlarged LNs

- Unknown cause drives cytokine release, notably IL-6

- Causes flu-like symptoms and multiple organ system impairment

- Unknown pathologic cell

- Siltuximab and chemotherapy can be effective; relapses common

- 65% 5-year survival

Fajgenbaum D, van Rhee F, Nabel C. Blood. 2014;123(19): 2924-2933



Multicentric Castleman Disease



Multicentric Castleman Disease
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HHV-8-associated Multicentric Castleman 
Disease (HHV8+MCD) 

- Multiple regions of enlarged LNs

- In immunosuppressed, Human Herpes Virus-8 (HHV-8) drives cytokine 

release, notably IL-6

- Causes flu-like symptoms and multiple organ system impairment (renal 

failure, pancytopenia, fluid gain)

- HHV-8 lives in B-cells

- B-cell elimination with or without antivirals are effective 

Fajgenbaum D, van Rhee F, Nabel C. Blood. 2014;123(19): 2924-2933



Pathological features across the spectrum
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IL-6: A Key Driver in Castleman Disease

• IL-6 first described in 1973 by Kishimoto et al as a soluble factor 

excreted by T-cells was important for antibody production by B-cells

• IL-6 is a cytokine featuring pleiotropic activity; it induces synthesis of 

acute phase proteins such as CRP, serum amyloid A, fibrinogen

• IL-6 also plays an important role on acquired immune response by 

stimulation of antibody production and of effector T-cell development. 

Moreover, IL-6 can promote differentiation or proliferation of several 

nonimmune cells. 

• Because of pleiotropic activity, dysregulated continual production of IL-

6 leads to onset or development of various diseases. 



Dispenzieri A, Fajgenbaum D. Blood. 2020;135(16): 1353-1364
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