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Abstract

Background: Immune checkpoint inhibitors (ICIs) by blocking program death 1 (PD-1)/
programmed cell death-ligand 1 (PD-L1) axis can restore exhausted T cell immunity not
only for cancer treatment but also potentially for curing chronic hepatitis B (CHB). It is
interesting to delineate the impact of regular anti-cancer dosage of ICIs on Hepatitis B
surface antigen (HBsAQ) seroclearance in cancer patients.

Methods: Consecutive cancer patients from 2016 to 2020 (Cohort 1), and hepatocellular
carcinoma (HCC) patients from 2020 to 2022 (Cohort 2, for validation) receiving ICIs
and positive for HBsAg in Taipei Veteran General Hospital were retrospectively recruited.
Factors associated with HBsAg loss or combining HBsAg decline >1 log were analyzed.
Results: There were 118 cancer patients from cohort 1 and 44 patients from cohort 2
enrolled in this analysis. Of the Cohort 1 patients, 66 (55.9%) were HCC, and 87 (73.7%)
received nucleos(t)ide analogues (NUCs) before ICI. During a median follow-up of 16.1
months, 8 (6.8%) achieved HBsAg seroclearance, and additional 4 (3.4%) had HBsAg
decline >1 log. In multivariate analysis, low HBsAg level <100 IU/mL was the only
factor associated with HBsAg seroclearance (HR=6.274, p=0.028) or combining HBsAg
loss and decline >1 log. In the validation cohort, the incidences of HBsAg loss and
combining decline >1 log 1U/ml was 9.1% (4/44), and 11.4% (5/44), respectively.
Conclusions: ICIs accelerate HBsAg seroclearance in cancer patients with baseline
HBsAg <100 IU/ml. This finding may provide important information for future trial

design of IClIs to achieve functional cure in CHB patients.

Keywords: HBsAg loss, HBsAg decline, Functional cure, ICIs, Immunotherapy
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