
208

Turk J Hematol 2020;37:207-219LETTERS TO THE EDITOR

7. Tan L, Wang Q, Zhang D, Ding J, Huang Q, Tang YQ, Wang Q, Miao H. 
Lymphopenia predicts disease severity of COVID-19: a descriptive and 
predictive study. Signal Transduct Target Ther 2020;5:1-3.

8. Sun M, Yang J, Sun Y, Su G. Inhibitors of RAS might be a good choice for 
the therapy of COVID-19 pneumonia. Zhonghua Jie He He Hu Xi Za Zhi 
2020;43:E014-E.

9. Mehta P, McAuley DF, Brown M, Sanchez E, Tattersall RS, Manson JJ. 
COVID-19: Consider cytokine storm syndromes and immunosuppression. 
Lancet 2020;395:1033-1034.

10. Koca E, Haznedaroglu IC, Uner A, Sayinalp N, Saglam AE, Goker H, Ozcebe 
OI. Angiotensin-converting enzyme expression of the lymphoma-associated 
macrophages in the lymph nodes of Hodgkin’s disease. J Natl Med Assoc 
2007;99:1243-4, 1246-7.

11. Monteil V, Kwon H, Prado P, Hagelkrüys A, Wimmer RA, Stahl M, Leopoldi A, 
Garreta E, Hurtado Del Pozo C, Prosper F, Romero JP, Wirnsberger G, Zhang 
H, Slutsky AS, Conder R, Montserrat N, Mirazimi A, Penninger JM. Inhibition 
of SARS-CoV-2 infections in engineered human tissues using clinical-grade 
soluble human ACE2. Cell 2020;181:905-913.e7.

Address for Correspondence/Yazışma Adresi: Rafiye Çiftçiler, MD, Hacettepe University Faculty of Medicine, 
Department of Hematology, Ankara, Turkey
Phone : +90 312 305 30 50
E-mail : rafiyesarigul@gmail.com ORCID: orcid.org/0000-0001-5687-8531

Received/Geliş tarihi: April 15, 2020
Accepted/Kabul tarihi: May 11, 2020

DOI: 10.4274/tjh.galenos.2020.2020.0174

©Copyright 2020 by Turkish Society of Hematology
Turkish Journal of Hematology, Published by Galenos Publishing House

To the Editor,

Immunosuppression in patients with hepatitis B virus (HBV) 
infection may result in viral reactivation. This risk is higher 
in patients with present than past HBV infection (hepatitis B 
surface antigen (HBsAg)-positive vs. HBsAg-negative, anti-
HBc positive) and in patients with hematological malignancies 
and related treatments [1,2]. Ibrutinib is a Bruton’s tyrosine 
kinase inhibitor (TKI) indicated in the treatment of relapsed/
refractory chronic lymphocytic leukemia (CLL) [3]. The American 
Gastroenterological Association Institute categorized patients 
with past HBV infection treated with TKIs as having a moderate 
risk for HBV reactivation (HBVr) (1%-10%). There is only a 
weak recommendation for routine viral prophylaxis for HBVr in 
that guideline [2], whereas in the ECIL-5 guideline, there is no 
suggestion about the management of these patients [4]. Here 
we describe a case of HBVr under ibrutinib monotherapy in a 
patient with past HBV infection and relapsed/refractory CLL. A 
58-year-old man was diagnosed with CLL. His HBV serology was 
compatible with past infection (Figure 1). According to existing 
guidelines [1,2], follow-up of liver enzymes, HBV serology, 
and HBV-DNA every 3 months was planned without antiviral 
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Figure 1. Summarized course of the disease.

HBsAg: Hepatitis B surface antigen.
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prophylaxis. Following first-line treatment with fludarabine and 
cyclophosphamide, the disease progressed, and bendamustine 
was started. He achieved a good partial response and allogeneic 
hematopoietic stem cell transplantation (HSCT) was performed 
under antiviral prophylaxis by tenofovir disoproxil at 245  
mg/day. HBV serology prior to HSCT was as follows: HBsAg 
(-), anti-HBc IgG (+), anti-HBs (+). Antiviral prophylaxis was 
discontinued 1 year after HSCT but disease progression was 
detected and ibrutinib was started at 420 mg/day. At this time, 
the serological results did not change (Figure 1). One year later 
while he was still on ibrutinib treatment, HBV serology showed 
reactivation with HBsAg (+), anti-HBc IgG (+), anti-HBs (-), 
HBeAg (+), and HBV DNA of 3x103 copies/mL that progressed 
to 1x108 copies/mL over 30 days, with normal liver enzymes. 
Treatment with tenofovir disoproxil at 245 mg/day was therefore 
initiated. HBV DNA levels decreased progressively and reached 
undetectable levels within 1 year. At the time of this report, he 
is on ibrutinib and tenofovir treatment with HBsAg (+), anti-
HBc IgG (+), anti-HBs (-), HBeAg (+), and negative HBV DNA. The 
course of the disease is summarized in Figure 1.

Ibrutinib has B-cell signaling inhibitory activity that might 
be more potent than anti-CD20 monoclonal antibodies. HBVr 
in the case of chronic HBV carrier state or past HBV infection 
could be a potential complication of treatment with this 
agent [5]. In our patient, occurrence of HBVr 2 years after 
allogeneic HSCT and 1 year after ibrutinib makes ibrutinib 
the possible cause of reactivation. Because HBsAg positivity 
was considered as an exclusion criterion in ibrutinib clinical 
trials, no recommendation was provided in guidelines for the 
management of HBsAg (-)/anti-HBc (+) patients who are being 
treated with this agent [6]. Reports have been published since 
2015 that emphasize the effect of ibrutinib on HBVr in patients 
with past HBV infection [5,7,8]. These reports along with our 
case emphasize the risk of HBVr secondary to ibrutinib use in 
HBsAg (-), anti-HBc (+) patients. In our opinion, there is a need 
for an international consensus to support the recommendation 
of antiviral prophylaxis against HBVr in this group of patients.
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