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DEFINIZIONE
MALATTIA DI CASTLEMAN

- GRUPPO ETEROGENEO DI DISORDINI LINFOPROLIFERATIVI CON ASPETTI ISTOPATOLOGICI 

COMUNI  

- LE CARATTERISTICHE DELLA MALATTIA DI CASTLEMAN COMPRENDONO 
ASPETTI CLINICO-PATOLOGICI CHE SI SOVRAPPONGONO CON QUELLE DI PATOLOGIE 
EMATOLOGICHE, ONCOLOGICHE, REUMATOLOGICHE E VIROLOGICHE 

ASSENZA DI QUADRI CLINICI SPECIFICI

- INCIDENZA 4-6 CASI/MILIONE/ANNO, 30-50% IMCD  

(IN ITALIA CIRCA 200 CASI/ANNO)

GIORNATE EMATOLOGICHE VICENTINE X EDIZIONE



QUADRI ISTOLOGICI - VARIANTE IPERVASCOLARE
MALATTIA DI CASTLEMAN

- follicoli con involuzione dei centri germinativi   
       e aspetti di ialinizzazione

- aspetto “onion skin” 

- aumento della componente vasculare
interfolliculare

- “twinning” dei follicoli

- midollo osseo ipercellulare, 
aumento della componente mieloide 
e megacariocitaria

FAJGENBAUM ET AL, BLOOD. 2017; YU ET AL, BLOOD 2017
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QUADRI ISTOLOGICI - VARIANTE PLASMACITICA
MALATTIA DI CASTLEMAN

- INTERFOLLICULAR PLASMACYTOSIS 
- HYPERPLASTIC GERMINAL CENTERS
- FOLLICLE SIZE VARIABILITY
- INCREASED VASCULARITY
- PATENT SINUSES WITH NO ARCHITECTURAL DISRUPTION

FAJGENBAUM ET AL, BLOOD. 2017; YU ET AL, BLOOD 2017
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Reactive B-cell-rich lymphoid proliferations that can mimic lymphoma

IgG4-related disease

Unicentric Castleman disease

Idiopathic multicentric Castleman disease

KSHV/HHV8-associated multicentric Castleman disease

MALATTIA DI CASTLEMAN
CLASSIFICAZIONE WHO 5 

TUMOR-LIKE LESIONS WITH B-CELL PREDOMINANCE

WHO CLASSIFICATION OF HAEMATOLYMPHOID TUMOURS, 5TH EDITION: B-CELL LYMPHOID PROLIFERATIONS AND LYMPHOMAS, LEUKEMIA 2022
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MALATTIA DI CASTLEMAN 

TAFRO: TROMBOCITOPENIA, ANASARCA, MIELOFIBROSI, FEBBRE, DISFUNZIONE RENALE E ORGANOMEGALIA
POEMS: POLINEUROPATIA,ORGANOMEGALIA, ENDOCRINOPATIA, PICCO MONOCLONALE,  ALTERAZIONI CUTANEE

CLASSIFICAZIONE
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MALATTIA DI CASTLEMAN 

TAFRO: TROMBOCITOPENIA, ANASARCA, MIELOFIBROSI, FEBBRE, DISFUNZIONE RENALE E ORGANOMELIA
POEMS: POLINEUROPATIA,ORGANOMELIA, ENDOCRINOPATIA, PICCO MONOCLONALE,  ALTERAZIONI CUTANEE SKIN 

CLASSIFICAZIONE
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LINFOADENOPATIA IN UNO O PIÙ LINFONODI DI UNA SINGOLA STAZIONE CON 

CARATTERISTICHE ISTOPATOLOGICHE CONSISTENTI CON MC 

PIÙ SPESSO ASINTOMATICA MA UN SUBSET DI PAZIENTI PUÒ AVERE SINTOMI SISTEMICI

MALATTIA DI CASTLEMAN UNICENTRICA
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MALATTIA DI CASTLEMAN 

TAFRO: TROMBOCITOPENIA, ANASARCA, MIELOFIBROSI, FEBBRE, DISFUNZIONE RENALE E ORGANOMELIA
POEMS: POLINEUROPATIA,ORGANOMELIA, ENDOCRINOPATIA, PICCO MONOCLONALE,  ALTERAZIONI CUTANEE SKIN 

CLASSIFICAZIONE
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MALATTIA DI CASTLEMAN 
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MALATTIA DI CASTLEMAN 

TAFRO: TROMBOCITOPENIA, ANASARCA, MIELOFIBROSI, FEBBRE, DISFUNZIONE RENALE E ORGANOMELIA
POEMS: POLINEUROPATIA,ORGANOMELIA, ENDOCRINOPATIA, PICCO MONOCLONALE,  ALTERAZIONI CUTANEE SKIN 

CLASSIFICAZIONE

 PIU’ SPESSO ASSOCIATA AD INFEZIONE DA HIV CHE RAPPRESENTA UN 
FATTORE PERMISSIVO 

 QUADRO CLINICO RAPIDAMENTE PROGRESSIVO

 FEBBRE, LINFOADENOPATIA DIFFUSA, SPLENOMEGALIA, SEVERA 
CITOPENIA, ELEVATA VIREMIA HHV8, PLASMOCITOSI NEL LINFONODO 
E MIDOLLO OSSEO, OSTRUZIONE NASALE, SINTOMI RESPIRATORI, 
SARCOMA DI KAPOSI, TEST DI COOMBS POSITIVO, SINDROME 
EMOFAGOCITICA
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PATOGENESI
MALATTIA DI CASTLEMAN E HHV8 (E HIV)

QUADRO EVOLUTIVO SECONDARIO ALLA DIFFUSIONE DI HHV8 DALLE CELLULE ENDOTELIALI VASCOLARI AI PLASMABLASTI 
PERIVASCOLARI CON INCREMENTO ESPONENZIALE DI IL-6 VIRALE

BFGF, BASIC FIBROBLAST GROWTH FACTOR; HHV8, HUMAN HERPESVIRUS TYPE 8; IL-6, INTERLEUKIN 6; VEC, VASCULAR EPITHELIAL CELL; VIL-6, VIRAL IL-6.
SCHULTE AND TALAT, NATURE REVIEWS CLINICAL ONCOLOGY, 2010
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MALATTIA DI CASTLEMAN 
CLASSIFICAZIONE
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MALATTIA DI CASTLEMAN MULTICENTRICA IDIOPATICA
PATOGENESI - RUOLO CENTRALE DELL’IL-6

Choy et al. nature reviews rheumatology, 2020
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INIBIZIONE DI IL-6: CLASSIC AND TRANS- SIGNALING

CHOY ET AL. NATURE REVIEWS RHEUMATOLOGY, 2020

MALATTIA DI CASTLEMAN MULTICENTRICA IDIOPATICA
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QUADRI CLINICI
MALATTIA DI CASTLEMAN IDIOPATICA

 PAZIENTE ASINTOMATICO CON LINFOADENOPATIA ISOLATA O IN PIÙ SEDI (SOLITAMENTE NON 

MASSE BULKY)

 PAZIENTE CON QUADRI SIMILI A PATOLOGIE LINFOPROLIFERATIVE NEOPLASTICHE  (FEBBRE, CALO     

PONDERALE, IPERDIAFORESI, ASTENIA, SPLENOMEGALIA)

 QUADRO CLINICO CARATTERIZZATO DA EDEMA, ASCITE, VERSAMENTO PLEURICO E PERICARDICO

 CYTOKINE STORM 

 LABORATORIO CON ANEMIA, PIASTRINOSI O PIASTRINOPENIA, IPOALBUMINEMIA,    

IPERGAMMAGLOBULINEMIA POLICLONALE, AUMENTO INDICI DI FLOGOSI

Herrara et al, Ann Intern Med 1998; Murakami et al. Mod Rheumatol 2020; 
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CRITERI DIAGNOSTICI
MALATTIA DI CASTLEMAN IDIOPATICA

FAJGENBAUM ET AL, BLOOD 2017 
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TERAPIA

MALATTIA DI CASTLEMAN MULTICENTRICA HHV8-CORRELATA
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TERAPIA

Presenza di sarcoma di Kaposi

RITUXIMAB settimanale x 4
+ DOXORUBICINA LIPOSOMIALE 

RITUXIMAB settimanale fino 
a risposta

RITUXIMAB settimanale x 4
+ ETOPOSIDE o 

DOXORUBICINA LIPOSOMIALE 

Malattia severa o scadente
performance status

SI
NO

NOSI

MALATTIA DI CASTLEMAN MULTICENTRICA HHV8-CORRELATA

+ TERAPIA ANTIRETROVIRALE NEI PAZIENTI HIV+ 
+ GANCICLOVIR SE KS E/O INFEZIONE DA HIV 
      NON CONTROLLATA(ES. CD4 <200 CELL/MM3,
      ELEVATA VIREMIA HIV)

MARCELIN AG ET AL, BLOOD 2003; BOWER M, BLOOD. 2010
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EVIDENZE DI EFFICACIA DI RITUXIMAB
MALATTIA DI CASTLEMAN MULTICENTRICA HHV8-CORRELATA

HOFFMANN  ET AL,  BLOOD. 2011
 MULTICENTRIC RETROSPECTIVE STUDY IN 52 PAZIENTI CON HIV E HHV-8-MCD 

- PAZIENTI TRATTATI CON TERAPIA RITUXIMAB-BASED MAGGIORI REMISSIONI COMPLETE (91%)
RISPETTO A PAZIENTI TRATTATI CON CHEMIOTERAPIA +/- ANTIVIRALI (22, 4%) PERCENT) 

- MAGGIORE OS (SURVIVAL NOT REACHED VERSUS 5.1 ANNI)

GÉRARD ET AL, BLOOD 2012: 
 SINGLE-CENTER PROSPECTIVE STUDY IN 113 PAZIENTI HIV AND HHV-8- MCD

- NEL GRUPPO RITUXIMAB, INCIDENZA DI NHL DEL 4.2% VS 69.6% DEI NON TRATTATI
- 2 E 5 ANNI OS 93 AND 90 % VS 68 AND 47 % RITUXIMAB TRATTATI O NON TRATTATI

RAMASWAMI ET AL, BLOOD ADV. 2021
 SINGLE-CENTER COHORT STUDY IN 62 PAZIENTI HIV E HHV-8 MCD

- 5 ANNI PFS 71 % IN 8 PAZIENTI TRATTATI CON RITUXIMAB VS 73 % IN 36 PAZIENTI TRATTATI CON
RITUXIMAB + DOXO LIPOSOMIALE, 26 % IN 17 PATIENTI TRATTATI CON SOLI ANTIVIRALI

PRIA ET AL, BLOOD. 2017
 RETROSPECTIVE STUDY,  TERAPIA RITUXIMAB-BASED IN 84 PAZIENTI HIV E HHV-8-MCD

- 5 ANNI OS E RFS 92 E 82 %, MEDIAN TIME TO FIRST RELAPSE 30 MESI 
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TERAPIA

MALATTIA DI CASTLEMAN MULTICENTRICA IDIOPATICA
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TERAPIA: DEFINIZIONE DI SEVERITÀ
MALATTIA DI CASTLEMAN MULTICENTRICA IDIOPATICA

VAN RHEE  ET AL, BLOOD 2018 
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TERAPIA

Valutare criteri di malattia severa

SILTUXIMAB settimanale + 
STEROIDE ad alte dosi 

SILTUXIMAB 
(MANTENIMENTO)

CHEMIOTERAPICO + 
IMMUNOMODULAZIONE

SILTUXIMAB +/- STEROIDI
Valuta risposta a 4 settimane

NOSI

MALATTIA DI CASTLEMAN MULTICENTRICA IDIOPATICA

risposta NON risposta

CYCLOPHOSPHAMIDE, ETOPOSIDE, DOXORUBICIN, RITUXIMAB, BORTEZOMIB, OR COMBINATIONS SUCH AS R-CHOP, R-CVP, VDT-ACE-R, OR CER
IROLIMUS, CYCLOSPORINE, ANAKINRA, THALIDOMIDE, BORTEZOMIB, AND IVIG.

SILTUXIMAB 
(MANTENIMENTO)

Malattia severa risposta 
non sufficiente

risposta

RITUXIMAB 
+ STERODI +/- 

 IMMUNOMODULANTI

VAN RHEE  ET AL, BLOOD 2018 
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EVIDENZE DI EFFICACIA DI TERAPIA CON INIBITORI DI IL-6

KURZROCK R ET AL. CLIN CANCER RES. 2013;19:3659–3670
- STUDIO DI FASE I SINGLE ARM: 34 PAZIENTI CON IMCD
- SILTUXIMAB 3–12 MG/KG OGNI 2 SETTIMANE
- CR IN 1 PAZIENTE, PR IN 11, NR IN 3  - ORR 33%

VAN RHEE F. ET AL- LANCET ONCOLOGY 2014 E 2020 (+POST-HOC ANALYSIS 2015)
- STUDIO MULTICENTRICO RANDOMIZZATO, DOUBLE-BLIND, FASE II: 79 PAZIENTI HIV-NEG:
- SILTUXIMAB VS PLACEBO: OVERALL STABLE RESPONSE RATE 34 % VS 0 %; 
- MEDIAN TIME TO TREATMENT FAILURE NON RAGGIUNTO VS 134 GIORNI
- RISPOSTA DURATURA NEL GRUPPO SILTUXIMAB (57%)

- NEL 2° TRIAL, 60 PAZIENTI, TRATTATI PER UN TEMPO MEDIO DI 5.5 ANNI
- EFFETTI AVVERSI NEL 60% DEI PAZIENTI (IPERTENSIONE, E NAUSEA)
- RISPOSTA DURATURA NEL 70% DEI PAZIENTI
- INTERVALLO TRA LE SOMMINISTRAZIONI DI SILTUXIMAB ESTESO A 6 SETTIMANE

MALATTIA DI CASTLEMAN MULTICENTRICA IDIOPATICA
GIORNATE EMATOLOGICHE VICENTINE X EDIZIONE



VAN RHEE, LANCET ONCOLOGY 2014

MEDIAN TIME TO NEXT TREATMENT  
NOT REACHED 

WITH SIXUXIMAB

MEDIAN TIME TO DURABLE 
SYMPTOMATIC 

RESPONSE 
170 DAYS WITH SILTUXIMAB

MEDIAN DISEASE-RELATED 
OVERALL SYMPTOM SCORE
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IDIOPATHIC MULTICENTRIC CASTLEMAN’S DISEASE 
EXPECTED RESPONSE TO ANTI-IL6 TREATMENT

long-term follow-up, with an acceptable toxicity profile.8 There has
been a paucity of data regarding PFS in iMCD for siltuximab and
other treatments used off label for iMCD. In a single-center real-
world study, siltuximab was found to prolong PFS compared with rit-
uximab.10 A systematic review of patients treated with siltuximab in
clinical trials estimated a 5-year overall survival rate of nearly 96.4%,
whereas historical case series using traditional immunosuppressive
and cytotoxic treatment methods reported 5-year overall survival
ranging from 55% to 77%.11 Recently, 2 single-arm studies were
published in which combination chemotherapy was used to treat
iMCD. One study used thalidomide, cyclophosphamide, and predni-
sone and observed a 1-year PFS rate of 60%. A second study
found a 1-year PFS rate of 79% using the 3-drug regimen of borte-
zomib, cyclophosphamide, and dexamethasone. These studies

seemed to indicate inferior PFS, although obviously caution is
required when cross-comparing studies.12

We previously reported that patients exhibiting a significant
IL-6–induced inflammatory state who have a higher symptom bur-
den or more pronounced laboratory features are most likely to derive
benefit from siltuximab therapy.1 More recently, we found that a
model incorporating the baseline laboratory values of hemoglobin,
CRP, fibrinogen, and IgG had an 86% predictive ability to separate
responders from nonresponders.8 In this study, we examined the
temporal response to siltuximab therapy to provide clinicians with
more insight regarding both the timing and nature of cardinal fea-
tures to be monitored. Such information is of particular importance
to the treating clinician in deciding whether to persist with siltuximab
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Every 3 weeks

Weeks 9, 18, 27,
40, 53, 66, etc.

Independent review

Weeks 10, 22, 34,
46, 58, 70, etc.

Weeks 10, 22, 34,
46, 58, 70, etc.

Median (95% CI) Sample timing

*Out of patients abnormal for
feature at baseline.
**Out of patients with available
data for feature at baseline.

Note: A red arrow indicates that the
estimate for median time to
normalization has not yet been reached 
in the corresponding direction.

Months from enrollment

Median time to normalization

Timing of normalization of key features, siltuximab responders (n = 18)

Feature

Thrombocytosis
*(n = 17)

34−point
symptom score
(n = 18)

Elevated
C-reactive protein*
(n = 15)

Hypoalbuminemia*
(n = 12)

Anemia*
(n = 15)

Sum of the product
of the diameters**
(n = 17)

Durable tumor
and symptomatic
response (n = 18)

Hyperfibrinogenemia
*(n = 16)

Elevated
immunoglobulin G*
(n = 15)

Figure 3. Sequence of normalization of laboratory, clinical, and lymph node responses in siltuximab responders. Responders were those achieving durable

tumor (radiologic) and symptomatic responses (n 5 18).
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Post hoc analyses of data 
from the phase 2 randomized 

double-blind placebo-
controlled trial of siltuximab

18 patients with iMCD
who achieved durable tumor (radiologic) and 

symptomatic responses
while treated with siltuximab

 



TAFRO
MALATTIA DI CASTLEMAN MULTICENTRICA IDIOPATICA

- Più spesso sottotipo istologico ipervascolare o misto piuttosto che plasmacitico
- Spesso pazienti piastrinopenici
- Prognosi peggiore (OS 85% vs 92% della forma non-TAFRO)
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- SEVERE IMCD OFTEN PRESENTS AS THE TAFRO SUBTYPE

- DIVERSE CHEMOKINES/CYTOKINES DRIVING THE SYMPTOMATOLOGY ACROSS THE IMCD SPECTRUM 

- 49 PUBLISHED IMCD-TAFRO CASES 

- TREATMENT STILL DEPENDENT ON DISEASE SEVERITY 

- CORTICOSTEROIDS, ANTI–IL-6 MABS, CYTOTOXIC CHEMOTHERAPIES, AND CYCLOSPORINE-A ARE MOST OFTEN 
USED 

- ANTI–IL-6 MAB THERAPY WITH OR WITHOUT CORTICOSTEROIDS SHOULD BE CONSIDERED AS FIRST LINE 

- CYCLOSPORINE A CAN BE USEFUL THERAPY FOR ANTI–IL-6-REFRACTORY CASES PARTICULARLY TO IMPROVE 
PERSISTENT ASCITES  AND THROMBOCYTOPENIA.

- THE JAPANESE TAFRO RESEARCH GROUP RECOMMENDS HIGH-DOSE STEROIDS, TOCILIZUMAB, AND 
CYCLOSPORINE A FOR PATIENTS WITH TAFRO SYNDROME

- A COMPREHENSIVE ANALYSIS OF A TREATMENT-REFRACTORY IMCD-TAFRO PATIENT WHO SUSTAINED MULTIPLE 
RELAPSES AFTER  REPEATED CYCLES OF CHEMOTHERAPY SHOWED UPREGULATION OF THE MTOR PATHWAY, 
AND REMISSION WAS SUCCESSFULLY MAINTAINED WITH SIROLIMUS.

SEVERE IMCD – TREATMENT SPECIAL CONSIDERATION ON TAFRO SUBTYPE 
GIORNATE EMATOLOGICHE VICENTINE X EDIZIONE



CRITERI DI RISPOSTA
MALATTIA DI CASTLEMAN MULTICENTRICA

- - LA RISPOSTA CLINICA VIENE VALUTATA SECONDO I CRITERI DEL NCI  (COMMON TERMINOLOGY CRITERIA OF ADVERSE 
EVENTS) 

- - LA RISPOSTA SULLA LINFADENOPATIA VIENE VALUTATA SECONDO I CRITERI DI CHESON
- - UNA RISPOSTA BIOUMORALE COMPLETA RICHIEDE LA NORMALIZZAZIONE DEI PARAMETRI BIOCHIMICI. 
- - OBIETTIVO: CR O PR

FAJGENBAUM ET AL, BLOOD 2017 
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ALTERNATIVE TO SILTUXIMAB IN iMCD – ongoing clinical trials

The NCI Kaposi's Sarcoma Herpesvirus (KSHV) MCD response criteria

was used to assess efficacy. After a median of 4 cycles of R-Dox (range

3–9), ORR was 82% (5 CR, 9 PR). EFS was 69% (95%CI 44.7% to 86%) at

24 months and beyond, and 3-year OS was 81% (95%CI, 57% - 93%).

Following the first infusion, infusion-related AEs were reported in 12 (70%)

patients. The common grade ≥3 AEs reported in patients on R-dox therapy

were neutropenia (24%) and fever and infusion reaction (18%).

Ramaswami et al.28 reported survival outcomes from the same

trial. The 5-year PFS was superior with rituximab-based therapies

(62%–87%) compared to AZT + VGC (26%): the highest PFS was

reported in patients receiving R-Dox followed by maintenance with

AZT/VGC (87%).

Ramaswami et al.27 recruited eight HHV8-MCD patient. Tocilizu-

mab was administered as an 8 mg/kg infusion once every 2 weeks. In

case of insufficient response, AZT + VGC were added. The KSHV

MCD CBR criteria was used to assess response to therapy. ORR was

63% (95% CI, 25%–92%) on tocilizumab monotherapy. Three patients

received combination therapy with AZT + VGC; all three showed a

response (1 CR, 2 PR). Four-month PFS was lesser in patients receiv-

ing tocilizumab monotherapy (25%) vs. those receiving combination

F IGURE 3 Treatment algorithm of MCD. Adapted from van Rhee et al. and Lurain et al. HSCT, hematopoietic stem cell transplant; KS, Kaposi
sarcoma; MCD, multicentric Castleman disease; PEL, primary effusion lymphoma; R-Dox, rituximab + liposomal doxorubicin; R-Etop,
rituximab + etoposide. Category 1 Evidence, there is uniform consensus based on high-level evidence. Category 2A Evidence, there is
uniform consensus based on lower-level evidence. Category 2B Evidence, there is consensus based on lower-level evidence

TABLE 5 Ongoing clinical trials

Clinical trial identifier Country Recruitment status Study population Regimen
Estimated
enrollment

Estimated
completion date

NCT02817997 Worldwide Recruiting Castleman Disease Not specified 500 September 2021

NCT04743687 China Recruiting R/R iMCD Zanubrutinib 30 January 2025

NCT03982771 China Recruiting Newly diagnosed iMCD BCD 30 January 2023

NCT03933904 USA Recruiting R/R iMCD Sirolimus 24 December 2022

NCT04585893 Malawi Not yet recruiting MCD Rituximab + etoposide 27 August 2025

NCT04968288 USA Not yet recruiting HHV8-associated MCD Not specified 135 January 2035

jRCT2071190029 Japan Recruiting Tocilizumab-resistant iMCD Sirolimus 20 Nr

NCT03717844 USA Recruiting Plasma cell disorders Not specified 2000 February 2029

NCT01552434 USA Recruiting Malignant or benign diseases Bevacizumab +

temsirolimus
216 March 2021

NCT03864419 Uganda Recruiting Aggressive B-cell lymphoma
(including HHV8-associated
MCD)

Rituximab hyaluronidase 40 May 2023

REHMAN ET AL. 317
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Br J Haematol. 2023;00:1–4.     | 1wileyonlinelibrary.com/journal/bjh

To the editor,
Human herpesvirus- 8 (HHV- 8) multicentric Castleman 
Disease (MCD) is a rare, heterogeneous disease with mul-
tiregional lymphoproliferative and systemic symptoms, also 
known as idiopathic MCD (iMCD), owing to its unknown 
aetiology.1 Siltuximab, an anti- interleukin (IL)- 6 targeted 
therapy, has been approved as the first- line treatment for 
iMCD in >40 countries. However, >50% of patients in ran-
domised controlled trials did not respond to this treatment.2 
The high cost of siltuximab has hindered/precluded its use 
as first- line therapy for iMCD in low- income countries such 
as China. As such, additional targeted therapies are urgently 
needed, particularly for patients who do not respond or are 
resistant to IL- 6 inhibitors.

Rituximab, which targets the CD20 antigen on the surface 
of B lymphocytes, acts as the first- line treatment for HIV- 
positive/HHV- 8- positive MCD by consuming B cells (the 
main reservoir of HHV- 8). It is combined with conventional 
chemotherapy based on cyclophosphamide and is the main 
treatment regimen for iMCD in China.3 However, there are 
significant limitations to this regimen because it is particu-
larly toxic and rarely provides long- term relief. Bortezomib, 
a selective proteasome inhibitor, can reduce levels of nuclear 
factor- κB- dependent cytokine IL- 6 and vascular endothelial 
growth factor, which are essential for the pathogenesis of 
iMCD. In addition, bortezomib has been successfully used 
to treat several cases of iMCD, including those involving re-
lapse.4 The combination of rituximab and bortezomib may 

S H O R T  R E P O R T

Rituximab– bortezomib– dexamethasone induce high response 
rates in iMCD in clinical practice

Xuejiao Yin1,2,3 |    Yi Liu1,2 |    Chengli Zhong1,2 |    Yunfei Lv1,2 |    Dan Xu4 |    Li Zhu1,2 |   
Jie Jin1,2,3  |    Haitao Meng1,2,3 |    Liangshun You1,2,3

Received: 9 May 2023 | Accepted: 16 July 2023

DOI: 10.1111/bjh.19000  

© 2023 British Society for Haematology and John Wiley & Sons Ltd.

Xuejiao Yin and Yi Liu: first authors.  

1Department of Hematology, The First 
Affiliated Hospital, College of Medicine, 
Zhejiang University, Hangzhou, People's 
Republic of China
2Zhejiang Provincial Clinical Research Center 
for Hematologic Diseases, Hangzhou, People's 
Republic of China
3Zhejiang Province Key Laboratory of 
Hematology Oncology Diagnosis and 
Treatment, Hangzhou, People's Republic of 
China
4The Second Hospital of Shaoxing, Zhejiang, 
People's Republic of China

Correspondence
Jie Jin, Haitao Meng and Liangshun You, 
Department of Hematology, The First 
Affiliated Hospital, College of Medicine, 
Zhejiang University, 79# Qingchun Road, 
Hangzhou 310003, People's Republic of China.
Email: jiej0503@zju.edu.cn; menght2004@zju.
edu.cn and youliangshun@zju.edu.cn

Funding information
Natural Science Foundation of Zhejiang 
Province, Grant/Award Number: 
LZ23H080002

Summary
Treatment options for idiopathic multicentric Castleman disease (iMCD) are cur-
rently limited, especially for patients who do not respond or are resistant to inter-
leukin- 6 inhibitors. For the first time, we innovatively designed a protocol using 
rituximab– bortezomib– dexamethasone (RVD) as first- line consolidation therapy in 
patients newly diagnosed with iMCD. Furthermore, we adopted a no- maintenance 
treatment strategy to simplify post- remission care. Five patients with iMCD were 
enrolled (including one with TAFRO syndrome) and underwent the RVD regimen, 
all of whom achieved partial response (PR) or better. After four cycles of RVD, three 
(60%) patients achieved PR, while one (20%) achieved a complete response. These 
five patients, who achieved PR or better, discontinued treatment but remained stable 
for a median follow- up of 11 months, with a duration of response of 7, 7, 10, 12 and 
13 months, respectively. None of the patients experienced grade ≥3 adverse events 
during the observation period. Collectively, these findings demonstrated that the 
RVD regimen may be a promising treatment option for patients with iMCD. It was 
a safe and effective approach that resulted in lasting responses without the need for 
ongoing maintenance therapy.
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- Five patients with iMCD (one with TAFRO syndrome) 
- RVD regimen x 4
- 3 (60%) patients achieved PR
- 1 (20%) achieved a complete response

- Stable response for a median follow-up of 11 months
- None of the patients experienced grade ≥3 adverse events during the observation period 
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nodes (mean MI value 0.023), enlarged lymph nodes (mean MI value
0.020), and generalized enlarged lymph nodes (mean MI value
0.019). These findings are consistent with what we anticipated and
support the clinical validity of additional morbidities that were
found. Three additional important findings of clinical interest in
iMCD patients over 2 years on either side of diagnosis were
hypertension, anemia and neoplasms.
Our analysis of iMCD burden over time as a function of ER visits

and hospitalization days revealed increased healthcare utilization
in the year immediately before and after IDD compared to 2 years

before and 2 years after diagnosis (Table 1B). A higher proportion
of iMCD patients required an ER visit (47.8% and 42.6% in the year
before and after IDD, respectively) before dropping to 13.5% in
the second year after diagnosis. The proportion of patients with
greater than five ER visits increased from 3.1% 2 years prior to
diagnosis to 7.2% and 7.6% in the 2 years around IDD. The same
pattern was observed with inpatient stays with the most marked
increase observed in those who were hospitalized for at least
5 days, increasing from 6.2% 2 years prior to diagnosis to 34.3%
and 15.6% in the subsequent 2 years.

Fig. 1 Development of morbidities over time in iMCD patients before and after diagnosis relative to non-disease controls. A Cumulative
proportion of various organ dysfunction and thrombotic events over time between iMCD patients and non-disease controls, B Cumulative
proportion of myeloid malignancies over time between iMCD patients and non-disease controls, C Cumulative proportion of solid
malignancies over time between iMCD patients and non-disease controls.
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DEVELOPMENT OF MORBIDITIES OVER TIME IN IMCD PATIENTS BEFORE AND 
AFTER DIAGNOSIS RELATIVE TO NON-DISEASE CONTROLS 

Mukherjee S et al. Leukemia 2022 
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MALATTIA DI CASTLEMAN MULTICENTRICA
Unmet Clinical Needs  

- COME TRATTARE CHI NON RISPONDE O NON TOLLERA SILTUXIMAB
- RITUXIMAB ? RITUXIMAB +CT ? ALTRI IMMUNOSOPPRSSORI ? SIROLIMUS ? 

INIBITORI DI JAK 1-2 ?

- COME PREDIRE RISPOSTA A SILTUXIMAB (IL SUO EFFETTO PUÒ RICHIEDERE SETTIMANE A 
FRONTE DI QUADRI CLINICI SEVERI CHE RICHIEDONO DECISIONI IMMEDIATE)

- DEFINIRE SE IL SOTTOTIPO ISTOPATOLOGICO PUÒ CORRELARE CON LA RISPOSTA AL 
SILTUXIMAB (QUELLO IPERVASCULARE POTREBBE ESSERE RESISTENTE) – SERVONO DATI DI 
REAL-WORLD)

- STEM CELL TRANSPLANTATION AS A VERY LAST ALTERNATIVE ?

Zinzani PF et al. Hemasphere 2023 
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La malattia di Castleman 
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