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Figure 4. Node with increased density of follicles

having germinal centers of variable morphologies

(cellular to hyalinized) (hematoxylin-eosin,

magnification not stated); from Castleman et

al,2Cancer, vol 9, 1956, with permission from John

Wiley & Sons Inc and American Cancer Society.

Figure 5. Node with increased vascularity with

thick-walled blood vessels with hyalinized walls

entering the follicles (hematoxylin-eosin, ×350) from

Castleman et al,2Cancer, vol 9, 1956, with

permission from John Wiley & Sons Inc and the

American Cancer Society.
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Benjamin Castleman

(1906-1982)

MALATTIA DI CASTLEMAN

«Malattia infiammatoria generalizzata associata a linfoadenopatie 

croniche reattive e a sintomatologia sistemica con rischio di evoluzione 

a insufficienza multiorgano»  [SF*]

*speaker’s expert opinion 



Malattia di Castleman
-Classificazione

• Singola regione 
linfonodale convolta

• Tipicamente minimi 
o assenti sintomi 
sistemici

• Alto tasso di 
guarigione dopo 
exeresi linfonodale

KSHV- MCD
- HHV8-Associata
- Pazienti HIV-positivi
- Pazienti HIV-negativi   
  con altra causa di  
  immunodeficienza 
(es. trapianti d’organo)

IDIOPATICA

UNICENTRICA MULTICENTRICA

iMCD- NOS
- HHV-8 e HIV  
  negativi
- Interessa dal 
  30% al 60% dei   
  casi con MCD
- Aumentata     
  incidenza di
  neoplasie

iMCD- TAFRO
- Trombocitopenia
- Ascite
- Febbre
- Fibrosi Reticulinica
- Organomegalia

iMCD- POEMS
- Polineuropatia
- Organomegalia
- Endocrinopatia
- Disordine

plasmacellulare
Monoclonale

- S Alterazioni cute
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MALATTIA DI CASTLEMAN

Definition of rare disease (WHO): prevalence <= 5 cases in 10000 citizens  



HHV-8 associated MCD

Incidence of HHV8-MCD seems to have increased from the pre-ART to the current ART era
Median age at presentation is in the 40s in HIV+ and in the 60s in HIV- patients.

In immunocompromised 
individuals, HHV8 can replicate in 

lymph node plasmablasts and 
transcribe the vIL-6 that drives 

symptoms, signs, and lymph node 
pathology along with a cascade of 

other cytokines including hIL-6

Dispenzieri A, Fajgenbaum D, Blood 2020



From Infection to MCD

A. Infection
B. HHV8 remains as an episome during latency, when only few HHV8-associated genes are expressed, as LANA
C. Phenotype shift occurs through reinduction of Rag-mediated V(D)J recombination toward B cells expressing

both k and λ light chains and, ultimately, only naive IgM λ B cells. Blasting, dividing, and proliferation of the infected cells. 

Oksenhendler E. et al, Blood 2019



From Infection to MCD

D. At that point HHV-8 have to exhibit a specific strategy to escape immune surveillance and constitute an KSHV/HHV-8 
reservoir. The exact phenotype of the reservoir cell remains unknown

E. During the lytic phase, nearly every viral gene is expressed, resulting in infectious virions and usually subsequent cell death. 
vIL-6 is probably crucial for HHV-8–infected cells to generate the MCD lesions observed in lymphoid organs.

Oksenhendler E. et al, Blood 2019



From Infection to MCD

LANA: plays an important role in viral
replication, it also seems to contribute to
lymphoid proliferation binding and inactivating
TP53 and RB1.
vIL6: impairs B-cell apoptosis and induces VEGF
Kaposin B: increases cytokine production
vCyc: binds and activates CDK6
vIRF3: plays a role in B-cell differentiation and
contributes to KSHV-MCD plasmablasts.
vFLIP: upregulates NF-kB, which then induces
expression of downstream antiapoptotic
proteins and cytokines, including huIL-6.
miRs: by inhibiting apoptosis and promoting
viral latency.

HHV8 induces:
• Proliferation

• Apoptosis inhibition
• Pro-inflammatory Cytokines production

Cesarman E. et al, Blood 2022



vIL6 in HHV8-MCD

• v-IL6 can induce endogenous hIL6 
secrection, which may contribute to the 
clinical features of MCD

Alomari N et al, Viruses 2020



Clinical Features

Symptoms:

• Fever – 100%

• Lymphadenopathy – 96 %

• Splenomegaly – 86%

• Hepatomegaly – 63%

• Pulmonary signs or symptoms – 35%

• Edema – 29%

• Ascites – 6 %

Laboratory abnormalities

• Anemia

• Thrombocytopenia or Thrombocytosis

• Elevated erythrocyte sedimentation rate and C-reactive protein

• Hypoalbuminemia

• Polyclonal hypergammaglobulinemia

• Kidney dysfunction

Most of the symptoms appear to 
be cytokine-related,

involving IL-6, HHV-8 IL-6 (vIL-6), 
and IL-10.

Cesarman E. et al, Blood 2022
Mylona EE et al, AIDS Rev 2008



Pathologic diagnosis

There are many plasmablasts in the interfollicular area and prominent vascular proliferation. In 
addition, a number of HHV8+ plasmablasts are present in mantle cell zones

These cells are usually positive for HHV8 latent nuclear antigen (LANA-1) and for vIL6.

Phenotypically, these plasmablasts resemble mature B cells, but they originate from pre–germinal 
center B cells. HHV-8 drives them to differentiate into plasmablasts without going through the GC

Cesarman E. et al, Blood 2022



• Processo auto-immune mediato da auto-
anticorpi o da un processo auto-
infiammatorio (mutazione germinale in 
un gene infiammatorio?)

• Presenza di una piccola popolazione di 
cellule stromali monoclonali (tumore?)

• Ruolo di altri virus oltre ad HHV-8 (EBV, 
HBV, CMV, sconosciuto?)

Malattia di Castleman multicentrica idiopatica
-Patogenesi

Rilascio di IL-6  e altre citochine
pro-infiammatorie

MALATTIA DI CASTLEMAN



MALATTIA DI CASTLEMAN Savona, 10 novembre 2023

Inclusion diagnostic criteria for iMCD

I. Major Criteria (need both):

1. Histopathologic lymph node features consistent with the iMCD spectrum 

2. Enlarged lymph nodes (≥ 1 cm in short-axis diameter) in ≥ 2 lymph node stations

II. Minor Criteria (need at least 2 of 11 criteria with at least 1 laboratory criterion)

Laboratory*

1. Elevated CRP (>10 mg/L) or ESR (>15 mm/h)

2. Anemia (hemoglobin < 12.5 g/dL for males, hemoglobin < 11.5 g/dL for females)
3. Thrombocytopenia (platelet count < 150 k/mL) or thrombocytosis (platelet count > 400 
k/mL)

4. Hypoalbuminemia (albumin < 3.5 g/dL)
5. Renal dysfunction (eGFR < 60 mL/min/1.73m2) or proteinuria (> 150 mg/24 h or > 10 
mg/100 ml)

6. Polyclonal hypergammaglobulinemia (total g globulin or immunoglobulin G > 1700 mg/dL)

Clinical

1. Constitutional symptoms: night sweats, fever (>38°C), weight loss, or fatigue

2. Large spleen and/or liver

3. Fluid accumulation: edema, anasarca, ascites, or pleural effusion

4. Eruptive cherry hemangiomatosis or violaceous papules

5. Lymphocytic interstitial pneumonitis

Select additional features supportive of, but not required for diagnosis

Elevated IL-6, sIL-2R, VEGF, IgA, IgE, LDH, and/or B2M

Diagnosis of other disorders that have been associated with iMCD

Reticulin fibrosis of bone marrow (particularly in patients with TAFRO syndrome)

Malattia di Castleman multicentrica idiopatica
- criteri diagnostici

Diagnostic criteria for HHV-8–negative/idiopathic multicentric Castleman 
disease (iMCD). 
Adapted from Fajgenbaum, D. C. et al, Blood, 2017



MALATTIA DI CASTLEMAN

Inclusion diagnostic criteria for iMCD

I. Major Criteria (need both):

1. Histopathologic lymph node features consistent with the iMCD spectrum 

2. Enlarged lymph nodes (≥ 1 cm in short-axis diameter) in ≥ 2 lymph node stations

II. Minor Criteria (need at least 2 of 11 criteria with at least 1 laboratory criterion)

Laboratory*

1. Elevated CRP (>10 mg/L) or ESR (>15 mm/h)

2. Anemia (hemoglobin < 12.5 g/dL for males, hemoglobin < 11.5 g/dL for females)

3. Thrombocytopenia (platelet count < 150 k/mL) or thrombocytosis (platelet count > 400 k/mL)

4. Hypoalbuminemia (albumin < 3.5 g/dL)
5. Renal dysfunction (eGFR < 60 mL/min/1.73m2) or proteinuria (> 150 mg/24 h or > 10 
mg/100 ml)

6. Polyclonal hypergammaglobulinemia (total g globulin or immunoglobulin G > 1700 mg/dL)

Clinical

1. Constitutional symptoms: night sweats, fever (>38°C), weight loss, or fatigue

2. Large spleen and/or liver

3. Fluid accumulation: edema, anasarca, ascites, or pleural effusion

4. Eruptive cherry hemangiomatosis or violaceous papules

5. Lymphocytic interstitial pneumonitis

Select additional features supportive of, but not required for diagnosis

Elevated IL-6, sIL-2R, VEGF, IgA, IgE, LDH, and/or B2M

Diagnosis of other disorders that have been associated with iMCD

Reticulin fibrosis of bone marrow (particularly in patients with TAFRO syndrome)

Exclusion diagnostic criteria for iMCD

Infection-related disorders

Autoimmune/autoinflammatory diseases

Malignant/lymphoproliferative disorders 

Malattia di Castleman multicentrica idiopatica
- Criteri diagnostici

1. Devono essere soddisfatti 
entrambi i criteri maggiori 
e almeno 2 su 11 criteri 
minori (tra cui almeno 1 
anomalia di laboratorio)

2. Tutte le malattie elencate 
nei criteri di esclusione 
devono essere escluse

Diagnostic criteria for HHV-8–negative/idiopathic multicentric Castleman 
disease (iMCD). 
Adapted from Fajgenbaum, D. C. et al, Blood, 2017



Malattia di Castleman multicentrica idiopatica
-Criteri istologici

Diagnostic criteria for HHV-8–
negative/idiopathic multicentric Castleman 
disease (iMCD). 
Adapted from Fajgenbaum, D. C. et al, Blood, 
2017

MALATTIA DI CASTLEMAN
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Inclusion diagnostic criteria for iMCD

I. Major Criteria (need both):

1. Histopathologic lymph node features consistent with the iMCD spectrum 

2. Enlarged lymph nodes (≥ 1 cm in short-axis diameter) in ≥ 2 lymph node stations

II. Minor Criteria (need at least 2 of 11 criteria with at least 1 laboratory criterion)

Laboratory*

1. Elevated CRP (>10 mg/L) or ESR (>15 mm/h)

2. Anemia (hemoglobin < 12.5 g/dL for males, hemoglobin < 11.5 g/dL for females)

3. Thrombocytopenia (platelet count < 150 k/mL) or thrombocytosis (platelet count > 400 k/mL)

4. Hypoalbuminemia (albumin < 3.5 g/dL)
5. Renal dysfunction (eGFR < 60 mL/min/1.73m2) or proteinuria (> 150 mg/24 h or > 10 
mg/100 ml)

6. Polyclonal hypergammaglobulinemia (total g globulin or immunoglobulin G > 1700 mg/dL)

Clinical

1. Constitutional symptoms: night sweats, fever (>38°C), weight loss, or fatigue

2. Large spleen and/or liver

3. Fluid accumulation: edema, anasarca, ascites, or pleural effusion

4. Eruptive cherry hemangiomatosis or violaceous papules

5. Lymphocytic interstitial pneumonitis

Select additional features supportive of, but not required for diagnosis

Elevated IL-6, sIL-2R, VEGF, IgA, IgE, LDH, and/or B2M

Diagnosis of other disorders that have been associated with iMCD

Reticulin fibrosis of bone marrow (particularly in patients with TAFRO syndrome)

Exclusion diagnostic criteria for iMCD

Infection-related disorders

Autoimmune/autoinflammatory diseases

Malignant/lymphoproliferative disorders 

Malattia di Castleman multicentrica idiopatica
- Criteri diagnostici

1. Devono essere soddisfatti 
entrambi i criteri maggiori 
e almeno 2 su 11 criteri 
minori (tra cui almeno 1 
anomalia di laboratorio)

2. Tutte le malattie elencate 
nei criteri di esclusione 
devono essere escluse

Diagnostic criteria for HHV-8–negative/idiopathic multicentric Castleman 
disease (iMCD). 
Adapted from Fajgenbaum, D. C. et al, Blood, 2017



Criteri clinici  
(Fajgenbaum et al., 2017)

•Sintomi B: Febbre, sudorazioni notturne, affaticamento
e perdita di peso significativa sono indicativi di
infiammazione sistemica, (artralgie)

•Splenomegalia e/o epatomegalia: L’ingrossamento
della milza e/o del fegato è frequente nei pazienti con
iMCD

•Accumulo di liquidi: Edema, anasarca, ascite o
versamento pleurico riflettono disfunzione linfatica

(Casi gravi con grave infiammazione generalizzata e insufficienza 
d'organo –> MOF)

•Emangiomatosi eruttiva o papule violacee:
Manifestazioni cutanee che includono piccoli angiomi
eruttivi (“emangioma a ciliegia”)

•Polmonite interstiziale linfocitica (LIP): Infiltrati
linfocitari polmonari si osservano nelle forme avanzate

MALATTIA DI CASTLEMAN IDIOPATICA



MALATTIA DI CASTLEMAN Savona, 10 novembre

Inclusion diagnostic criteria for iMCD

I. Major Criteria (need both):

1. Histopathologic lymph node features consistent with the iMCD spectrum 

2. Enlarged lymph nodes (≥ 1 cm in short-axis diameter) in ≥ 2 lymph node stations

II. Minor Criteria (need at least 2 of 11 criteria with at least 1 laboratory criterion)

Laboratory*

1. Elevated CRP (>10 mg/L) or ESR (>15 mm/h)

2. Anemia (hemoglobin < 12.5 g/dL for males, hemoglobin < 11.5 g/dL for females)

3. Thrombocytopenia (platelet count < 150 k/mL) or thrombocytosis (platelet count > 400 k/mL)

4. Hypoalbuminemia (albumin < 3.5 g/dL)
5. Renal dysfunction (eGFR < 60 mL/min/1.73m2) or proteinuria (> 150 mg/24 h or > 10 
mg/100 ml)

6. Polyclonal hypergammaglobulinemia (total g globulin or immunoglobulin G > 1700 mg/dL)

Clinical

1. Constitutional symptoms: night sweats, fever (>38°C), weight loss, or fatigue

2. Large spleen and/or liver

3. Fluid accumulation: edema, anasarca, ascites, or pleural effusion

4. Eruptive cherry hemangiomatosis or violaceous papules

5. Lymphocytic interstitial pneumonitis

Select additional features supportive of, but not required for diagnosis

Elevated IL-6, sIL-2R, VEGF, IgA, IgE, LDH, and/or B2M

Diagnosis of other disorders that have been associated with iMCD

Reticulin fibrosis of bone marrow (particularly in patients with TAFRO syndrome)

Exclusion diagnostic criteria for iMCD

Infection-related disorders

Autoimmune/autoinflammatory diseases

Malignant/lymphoproliferative disorders 

Malattia di Castleman multicentrica idiopatica
- Criteri diagnostici

1. Devono essere soddisfatti 
entrambi i criteri maggiori 
e almeno 2 su 11 criteri 
minori (tra cui almeno 1 
anomalia di laboratorio)

2. Tutte le malattie elencate 
nei criteri di esclusione 
devono essere escluse

Diagnostic criteria for HHV-8–negative/idiopathic multicentric Castleman 
disease (iMCD). 
Adapted from Fajgenbaum, D. C. et al, Blood, 2017



Criteri di 
laboratorio  
(Fajgenbaum et al., 2017)

1. Elevata PCR (>10 mg/L) o VES (>15 mm/h): suggerisce uno stato
di iperinfiammazione tipico della iMCD

2. Anemia: Definita da livelli di emoglobina inferiori a 12,5 g/dL 
negli uomini e 11,5 g/dL nelle donne, è comune nei pazienti con 
iMCD a causa della persistente infiammazione

3. Trombocitopenia o trombocitosi: Variazioni della conta
piastrinica, con trombocitopenia (<150 k/mL) o trombocitosi
(>400 k/mL) - Autoanticorpi (anti-eritrociti, anti-piastrine)

4. Ipoalbuminemia: Valori di albumina <3,5 g/dL suggeriscono
infiammazione sistemica che compromette la sintesi epatica

5. Disfunzione renale: La ridotta eGFR (<60 mL/min/1,73 m²) o 
proteinuria (>150 mg/24h)

6. Ipergammaglobulinemia policlonale: Un aumento delle IgG 
>1700 mg/dL, riflette una risposta immunitaria anomala tipica 
dell’iMCD

MALATTIA DI CASTLEMAN IDIOPATICA



Malattia di Castleman multicentrica idiopatica
-Presentazione clinica: TAFRO syndrome

Image from Srkalović, Gordan et al. “TAFRO syndrome: New subtype of idiopathic multicentric Castleman disease.” Bosnian journal of basic medical sciences 17 2 (2017): 81-84 .
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Malattia di Castleman multicentrica idiopatica
-Presentazione clinica: TAFRO syndrome
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Inclusion diagnostic criteria for iMCD

I. Major Criteria (need both):

1. Histopathologic lymph node features consistent with the iMCD spectrum 

2. Enlarged lymph nodes (≥ 1 cm in short-axis diameter) in ≥ 2 lymph node stations

II. Minor Criteria (need at least 2 of 11 criteria with at least 1 laboratory criterion)

Laboratory*

1. Elevated CRP (>10 mg/L) or ESR (>15 mm/h)

2. Anemia (hemoglobin < 12.5 g/dL for males, hemoglobin < 11.5 g/dL for females)

3. Thrombocytopenia (platelet count < 150 k/mL) or thrombocytosis (platelet count > 400 k/mL)

4. Hypoalbuminemia (albumin < 3.5 g/dL)
5. Renal dysfunction (eGFR < 60 mL/min/1.73m2) or proteinuria (> 150 mg/24 h or > 10 
mg/100 ml)

6. Polyclonal hypergammaglobulinemia (total g globulin or immunoglobulin G > 1700 mg/dL)

Clinical

1. Constitutional symptoms: night sweats, fever (>38°C), weight loss, or fatigue

2. Large spleen and/or liver

3. Fluid accumulation: edema, anasarca, ascites, or pleural effusion

4. Eruptive cherry hemangiomatosis or violaceous papules

5. Lymphocytic interstitial pneumonitis

Select additional features supportive of, but not required for diagnosis

Elevated IL-6, sIL-2R, VEGF, IgA, IgE, LDH, and/or B2M

Diagnosis of other disorders that have been associated with iMCD

Reticulin fibrosis of bone marrow (particularly in patients with TAFRO syndrome)

Exclusion diagnostic criteria for iMCD

Infection-related disorders

Autoimmune/autoinflammatory diseases

Malignant/lymphoproliferative disorders 

Malattia di Castleman multicentrica idiopatica
- Criteri diagnostici

1. Devono essere soddisfatti 
entrambi i criteri maggiori 
e almeno 2 su 11 criteri 
minori (tra cui almeno 1 
anomalia di laboratorio)

2. Tutte le malattie elencate 
nei criteri di esclusione 
devono essere escluse

Diagnostic criteria for HHV-8–negative/idiopathic multicentric Castleman 
disease (iMCD). 
Adapted from Fajgenbaum, D. C. et al, Blood, 2017



Adapted from 
Dispenzieri A. et al, Blood 2021

A definitive diagnosis of MCD should be established after excluding the above diseases

vasculitis?

MALATTIA DI CASTLEMAN

HIV

Solid tumors!
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Castleman 
Disease (MCD)

Liver and 
spleen 

enlargement

Fever

Proteinuria, 
kidney 

dysfunction

weight loss

Lymphadeno-
pathy

Weakness

Anemia, thrombo- 
cytopenia, 

hypoalbuminemia, 
hypergammaglobu

linemia

Fatigue

Pericardial/pleural 
effusion

Arthralgias/arthritis

Anorexia

Pulmonary 
artherial 

hypertension

night 
sweats 

Cutaneous 
manifestations

Courtesy of  Prof. Silvia Bellando Randone



Malattia di Castleman multicentrica idiopatica
- Grado di severità

• Per essere definite una MCI 
“severa”, devono essere presenti
almeno 2 dei 5 criteri stabiliti

MALATTIA DI CASTLEMAN

(PS)



Malattia di Castleman multicentrica idiopatica
- Work-up raccomandato e trattamento

MALATTIA DI CASTLEMAN



Malattia di Castleman multicentrica idiopatica
- Criteri di risposta al trattamento
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iMCD treatment

Idiopathic multicentric Castleman Disease (iMCD)

IL-6 blockade

- Inhibiting IL-6 → Siltuximab

- Inhibiting IL-6 binding on IL-6 receptor 

→ Tocilizumab

Figure from Treatment of Idiopathic Castleman Disease, 
Frits van Rhee, Hematology/Oncology Clinics, 2018

MALATTIA DI CASTLEMAN



Siltuximab (11 mg/kg ogni 3 settimane) per 
tutti i pazienti con diagnosi di iMCD (unico
farmaco autorizzato e rimborsato in Italia)

Lo studio di fase 2 costituisce l’unico RCT
effettuato su pazienti con MCI: 

• 79 pazienti assegnati al braccio Siltuximab vs 
Placebo

• Una risposta durevole su adenopatie e 
sintomi ottenuta nel 34% (n= 18) dei pazienti
appartenenti al braccio Siltuximab vs 0% del 
braccio placebo

• Dei 18 pazienti responders, 1 CR e 17 PR

M. di Castleman multicentrica idiopatica
non severa: Siltuximab

van Rhee F. Lancet Oncol, 2014; 15: 966-974

MALATTIA DI CASTLEMAN IDIOPATICA



Kaplan-Meier plot of time 
to durable symptomatic response 

Kaplan-Meier plot of time to next treatment 
in the intention-to-treat population during 

the masked treatment period

Table of adverse events

Median time to treatment failure with 
siltuximab was not estimable and with 
placebo was 134 days (p=0.0084)

Median time to durable symptomatic 
response was 170 days with siltuximab 
and not reached with placebo (p=0.0288)

MALATTIA DI CASTLEMAN



van Rhee F. Lancet Oncol, 2014; 15: 966-974

MALATTIA DI CASTLEMAN



Median PFS was 14.5 months for patients receiving placebo but was not reached for patients receiving siltuximab

MALATTIA DI CASTLEMAN



Sequence of normalization of laboratory, clinical, and 
lymph node responses in siltuximab responders. 

MALATTIA DI CASTLEMAN
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M. di Castleman multicentrica idiopatica
non severa: Rituximab



iMCD treatment

Idiopathic multicentric Castleman Disease (iMCD)

Anti CD20 drugs

Rituximab

Figure retrieved from Salles 
G, Adv Ther. 2017

• Rituximab (375 mg/m2 x 4-8 doses) might be an
alternative to anti IL-6 mAb therapy for patients 
with nonsevere iMCD who do not have marked 
cytokine-driven symptomatology (Frits van Rhee, 
Blood, 2018).

• Rituximab recommendation based on limited data 
set, because rituximab has not been subjected to 
systematic study in iMCD and data are confined to 
case reports or small series 

• Most papers report the use of rituximab along with 
conventional chemotherapies.

MALATTIA DI CASTLEMAN



iMCD treatment

Idiopathic multicentric Castleman Disease (iMCD)

Anti CD20 drugs

Rituximab

Figure retrieved from Salles 
G, Adv Ther. 2017

• Off-label in Italia

• Evidenze su piccole casistiche:
Tasso di CR e PR del 20% e del 48%, rispettivamente

Minor EFS rispetto ai pazienti trattati con Siltuximab,
circa il 50% di non responders

• Il Rituximab potrebbe essere usato per pazienti nei
quali è ragionevole un trattamento limitato nel
tempo (attenzione al rischio infettivo -> COVID???)

MALATTIA DI CASTLEMAN
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MALATTIA DI CASTLEMAN Savona, 10 novembre 2023

• At least 30% of patients do not experience a durable symptomatic response

• The Panel advised reconsidering the diagnosis of iMCD for patients who have not achieved a
satisfactory response with siltuximab, ruling out a diagnosis of lymphoma or inflammatory disease

• However, in the meantime, most severe patients should be started on alternative therapeutic
options immediately to avoid deterioration and risk of death.

• Nonsevere iMCD → Immunomodulatory/immunosuppressive drugs, such as thalidomide,
lenalidomide, sirolimus, CSA, rituximab, or anti-IL-1 receptor anakinra

• Severe iMCD → Second-line salvage chemotherapy combination with rituximab (eg, R-
CHOP/R-CVP/R- bortezomib, dexamethasone, and thalidomide [VTD]-PACE)

Unmeet clinical need #3: Choice and management of therapy in patients
resistant to siltuximab



HHV8-MCD treatment: CDCN recommendations

In HIV+ patients,
 start or continue ART

95% of patients achieved clinical remission
5-year OS was 92%

5-year relapse-free survival was 82%
Dispenzieri A, Fajgenbaum D, Blood 2020



1. Concurrent Kaposi sarcoma

Weekly intravenous rituximab (375 
mg/m2) for four weeks plus liposomal 
doxorubicin (20 mg/m2 ) every three 
weeks until adequate control of KS

CDCN recommendations: rituximab-based treatment

Dispenzieri A, Fajgenbaum D, Blood 2020

https://www-uptodate-com.bibliopass.unito.it/contents/rituximab-including-biosimilars-drug-information?search=castelman+hhv8&topicRef=4707&source=see_link
https://www-uptodate-com.bibliopass.unito.it/contents/pegylated-liposomal-doxorubicin-drug-information?search=castelman+hhv8&topicRef=4707&source=see_link
https://www-uptodate-com.bibliopass.unito.it/contents/pegylated-liposomal-doxorubicin-drug-information?search=castelman+hhv8&topicRef=4707&source=see_link


2. Without concurrent Kaposi sarcoma 

Without life-threatening organ failure 
or poor perfomance status

With life-threatening organ failure or 
poor perfomance status

If progressive 
organ failure

* Intravenous rituximab (375 mg/m2 weekly 
for four weeks

* Intravenous rituximab (375 mg/m2 weekly for four 
weeks) plus either liposomal doxorubicin (20 
mg/m2 once every three weeks) or etoposide (100 
mg/m2 weekly for four weeks)

CDCN recommendations: rituximab-based treatment

Dispenzieri A, Fajgenbaum D, Blood 2020

https://www-uptodate-com.bibliopass.unito.it/contents/rituximab-including-biosimilars-drug-information?search=castelman+hhv8&topicRef=4707&source=see_link
https://www-uptodate-com.bibliopass.unito.it/contents/rituximab-including-biosimilars-drug-information?search=castelman+hhv8&topicRef=4707&source=see_link
https://www-uptodate-com.bibliopass.unito.it/contents/pegylated-liposomal-doxorubicin-drug-information?search=castelman+hhv8&topicRef=4707&source=see_link
https://www-uptodate-com.bibliopass.unito.it/contents/pegylated-liposomal-doxorubicin-drug-information?search=castelman+hhv8&topicRef=4707&source=see_link
https://www-uptodate-com.bibliopass.unito.it/contents/etoposide-drug-information?search=castelman+hhv8&topicRef=4707&source=see_link
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What about new strategies?

Tocilizumab
Anti gp80 IL-6r

Siltuximab
Anti hIL-6

Crosstalk between vIL6 and huIL6

vIL6 and huIL6 similar functions or 
interactions

Improvement of inflammatory symptoms 
and biochemical abnormalities ?

Alomari N et al, Viruses 2020

It does not bind to vIL6 



Tocilizumab is safe and has activity (4 PR, 1 CR) in KSHV-MCD and HIV. 
PFS was short (median 3.2 mo), and tocilizumab did not alter KSHV-VL, IL-10, or IL-1β levels.

Oral AZT (zidovudine) and VGC 
(valganciclovir) was added if 
patients had an inadequate 

response or relapse on 
tocilizumab monotherapy

Ramaswami R et al, Blood 2020
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