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Peking Union Medical College Hospital, Chinese Academy of Medical Sciences and Peking Union Medical College, Department of Hematology, 
Beijing, China

To the Editor,

A 46-year-old woman with a 4-month history of severe 
fatigue was admitted to our hospital in November 2018. 
Positron emission tomography/computed tomography revealed 
hepatosplenomegaly and multiple enlarged lymph nodes with 
slightly elevated 18F-fluorodeoxyglucose uptake. Biopsy of the 
right axillary lymph node was consistent with the plasma cell 
subtype of Castleman disease (CD), with immunohistochemistry 
results revealing positivity for CD20, CD138, CD3, immunoglobulin 
(Ig) G, kappa, lambda, and Ki-67 (index: 10%). Laboratory tests 
showed mild anemia (hemoglobin: 113 g/L), elevated platelet 
count (406x109 cells/L), impaired renal function with elevated 
serum creatinine level (141 µmol/L), elevated C-reactive protein 
(CRP) (69.20 mg/L), and hypergammaglobulinemia (IgG, 30.48 
g/L) without monoclonal gammopathy. The serum albumin level 
was 36 g/L. Human herpes virus-8 (HHV-8)/HIV test results were 
negative. According to the Castleman Disease Collaborative 
Network (CDCN) diagnostic criteria [1], she was diagnosed with 
non-severe idiopathic multicentric CD-not otherwise specified 
subtype (iMCD-NOS).

Siltuximab, the only US Food and Drug Administration-
approved therapy, was not available in China at the time, and 
other recommended treatment options for non-severe iMCD, 
such as tocilizumab and rituximab, were off-label regimens 
in China and required additional intravenous administration. 
Therefore, the TCD regimen (thalidomide, cyclophosphamide, 
and dexamethasone) was initiated as the first-line therapy for 
this patient [2]. Six cycles were given, but her condition did 
not improve and was evaluated as stable disease according 
to the CDCN response criteria [3]. A subsequent BCD regimen 
(bortezomib, cyclophosphamide, and dexamethasone) [4] was 
started and partial remission (PR) was achieved after 3 months 
[3]. However, disease progression occurred soon, and ruxolitinib 
(10 mg/day) was started as a third-line treatment with a rapid 

response (Table 1). After 12 months, the patient was free 
of constitutional symptoms. Physical examination showed 
no abnormalities in superficial lymph nodes. Hemoglobin, 
albumin, and CRP values normalized and renal function was 
improved. PR was achieved again [3]. She has had no flares 
or adverse events for more than 2 years and is still receiving 
ruxolitinib treatment.

iMCD represents a group of poorly understood 
lymphoproliferative disorders [1]. Interleukin-6 (IL-6) is the most 
important established cytokine in iMCD and the overactivation 
of IL-6 signaling, probably through Janus kinase (JAK)-signal 
transduction and transcriptional activator 3 (STAT3), has been 
considered to be the main pathogenic pathway in at least a 
portion of iMCD cases [5,6]. IL-6 blocking, although ineffective 
in more than 50% of patients, is the recommended frontline 
treatment for iMCD regardless of severity classification [3,7]. 
Recent serum proteomics found that IL-6-JAK-STAT3 signaling 
was significantly enriched even in IL-6 blocking non-responders 
[5], and that result was further supported by lymph node tissue-
based immunohistochemistry with significantly increased 
phosphorylated-STAT3 expression in both non-responders 
and responders. These results suggest that the JAK-STAT3 
pathway may be generally involved in the pathogenesis of 
iMCD. In addition, links between type I interferon stimulation 
and mammalian target of rapamycin (mTOR) activation in 
patients with iMCD and furthermore between IL-6 and mTOR 
were described, both of which could be eliminated by JAK1/2 
inhibition [6]. 

Therefore, targeting JAK1/2 may be useful in iMCD treatment. 
Ruxolitinib is a potent and selective JAK1/2 inhibitor approved 
for the treatment of myelofibrosis [8]. Successful treatment 
of iMCD-thrombocytopenia, anasarca, fever, reticulin fibrosis, 
and organomegaly (TAFRO) with ruxolitinib has been reported 
in some cases [9,10]. However, it is not evident whether these 
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findings can be generalized to a larger cohort of patients with 
iMCD, as patients with iMCD-NOS have different profiles from 
iMCD-TAFRO [1]. Our case provides original clinical data for 
JAK1/2 inhibition in iMCD-NOS. Future prospective studies are 
needed to determine the effectiveness of JAK1/2 inhibitors in 
the treatment of iMCD.
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Table 1. Changes in key features with ruxolitinib treatment.

Months since initiation of ruxolitinib treatment

Variables -3 0 3 6 9 12 15 18 21 24 27

Treatment

Ruxolitinib, mg/day - 10 15 15 10 10 10 10 10 10 5

Dexamethasone, mg/week 20 20 10 5 5 - - - - - -

Key features

CRP, mg/L 56.26 59.06 21.34 23.15 14.17 7.9 16.06 10.2 - 7.18 9.08

Hemoglobin, g/L 133 127 124 121 130 142 140 134 139 134 132

Platelet count, x109/L  268 325 416 476 352 375 269 349 295 349 337

Albumin, g/L 42 41 42 43 43 46 45 46 46 45 44
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CRP: C-reactive protein; IgG: immunoglobulin G; IL-6: interleukin 6; TNF-α: tumor necrosis factor alpha.



63

Turk J Hematol 2024;41:61-63 LETTER TO THE EDITOR

Rothman M, Puchalski TA, Reddy M, van de Velde H, Vermeulen J, Casper 
C. Siltuximab for multicentric Castleman’s disease: a randomised, double-
blind, placebo-controlled trial. Lancet Oncol 2014;15:966-974.

8. Verstovsek S, Mesa RA, Gotlib J, Levy RS, Gupta V, DiPersio JF, Catalano JV, 
Deininger M, Miller C, Silver RT, Talpaz M, Winton EF, Harvey JH Jr, Arcasoy 
MO, Hexner E, Lyons RM, Paquette R, Raza A, Vaddi K, Erickson-Viitanen S, 
Koumenis IL, Sun W, Sandor V, Kantarjian HM. A double-blind, placebo-
controlled trial of ruxolitinib for myelofibrosis. N Engl J Med 2012;366:799-
807.

9. Killian M, Viel S, Chalayer E, Forest F, Grange S, Bonnefoy PB, Oksenhendler 
E, Cathebras P, Paul S. JAK1/2 inhibition in severe TAFRO syndrome: a case 
report. Ann Intern Med 2021;174:719-721.

10. Kakutani T, Nunokawa T, Chinen N, Tamai Y. Treatment-resistant idiopathic 
multicentric Castleman disease with thrombocytopenia, anasarca, fever, 
reticulin fibrosis, renal dysfunction, and organomegaly managed with Janus 
kinase inhibitors: a case report. Medicine (Baltimore) 2022;101:e32200.

Address for Correspondence/Yazışma Adresi: Lu Zhang, M.D., Peking Union Medical College Hospital, Chinese 
Academy of Medical Sciences and Peking Union Medical College, Department of Hematology, Beijing, China
Phone : +86-010-69155001
E-mail : pumczhanglu@126.com ORCID: orcid.org/0000-0002-0860-9625

Received/Geliş tarihi: December 21, 2023
Accepted/Kabul tarihi: February 14, 2024

DOI: 10.4274/tjh.galenos.2024.2023.0477

©Copyright 2024 by Turkish Society of Hematology Turkish Journal of Hematology, Published by Galenos Publishing House. 
Licensed under a Creative Commons Attribution-NonCommercial (CC BY-NC-ND) 4.0 International License.




