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Dear Editor,

Chronic hepatitis B virus (HBV) infection is a major cause of cir-
rhosis and hepatocellular carcinoma, affecting 370 million people
worldwide.! It can also lead to death in de novo acute hepatitis or
reactivated HBV infection caused by immunosuppressive drugs. In
the field of dermatology, treatment with biologics for psoriasis and
other conditions including JAK inhibitors for atopic dermatitis (AD)
has become a therapeutic issue due to the risk of viral reactivation
in HBV carriers and de novo HBV-related hepatitis in previously in-
fected individuals.?2 AD is one of the most common inflammatory
skin diseases, affecting 15%-20% of patients in developed countries.
Dupilumab, an inhibitor of IL-4 and IL-13, is a highly effective bio-
logic that controls skin rash and itching in AD. Screening for HBV
is necessary when choosing cyclosporine or baricitinib for systemic
treatment of AD. However, dupilumab clinical trials did not include
HBV-positive patients due to the exclusion criteria,® and there is no
reported evidence that dupilumab is safe for HBV infection. Only
one study reported dupilumab use in HBV-positive patients receiv-
ing entecavir for the infection.*

Here, we aimed to investigate the safety of dupilumab in HBV
patients. The study was approved by the Ethics Review Board of
Hyogo College of Medicine. Of the 112 AD patients who started
dupilumab at the Department of Dermatology, Hyogo College of

Medicine from April 2018 to July 2020, HBs antibodies (HBsAb) were
measured in 103 patients; of these, six patients (5.8%) were HBsAb
positive. Of six, one had previously received the HBV vaccine and
was, therefore, excluded from the study. Table 1 details the clinical
course of the five patients diagnosed as HBV carriers or previously
infected individuals because they had no history of vaccination. We
ensured the safety of the treatment by routinely performing HBV-
DNA quantification by TagMan PCR in all patients. Entecavir was
not administered to any of the patients. Patient 2 had a history of
acute hepatitis at the age of 26 years and was regularly followed up
for HBV by a local physician every 6 months. In addition, only this
patient became weakly positive for HBV-DNA (<2.1 log copies/ml,
<1.30 log IU/ml) during the follow-up. The patient was referred to a
hepatologist, but there were no abnormalities in liver function, and
HBV-DNA became negative again with only follow-ups. Recently,
we reported that dupilumab selectively suppresses Th2 (type 2) im-
mune responses but has little impact on Th1l immune responses.5
Given that HBV suppression occurs primarily through a Th1 immune
response, we hypothesize that dupilumab is unlikely to induce HBV
reactivation. In summary, dupilumab was given to HBV-positive AD
patients without any major problems. Our report suggests that, with
careful monitoring, dupilumab can be administered to HBV-positive

patients.

TABLE 1 Clinical characteristics of the patients with atopic dermatitis and chronic hepatitis B virus infection treated with dupilumab

Blood test HBV-DNA TagMan® PCR, After dupilumab administration
HBs
Patient  Age Gender Ag HBs Ab HBc Ab oOw 4w 16 w 28w 40w 52w 64 w 76w 88w 100 w
#1 59 M - + + - - - - - -
#2 60 F = + = = = = = + = =
#3 47 M - + - - - - -
#4 51 M = + = = = = = = =
#5 60 F - + - - - - -

Abbreviations: Ab, antibody; Ag, antigen; F, female; HBV, hepatitis B virus; M, male; w, weeks (a range of +6 weeks is allowed; blank spaces indicate

no data).
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