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Abstract

Objective: This study aimed to investigate the clinical efficacy and safety of tislelizumab combined
with lenvatinib versus placebo combined with lenvatinib as first-line treatment for patients with ad-
vanced unresectable hepatocellular carcinoma (HCC). Methods: A total of 42 previously untreated pa-
tients with advanced unresectable HCC were enrolled in accordance with the inclusion and exclusion
criteria, and randomly divided into the observation group and the control group at a ratio of 1:1. The
observation group received tislelizumab plus lenvatinib, while the control group was administered
placebo plus lenvatinib. The primary endpoint was progression-free survival (PFS), and the second-
ary endpoints included overall survival (0S), objective response rate (ORR), and adverse events (AEs).
Additionally, prognostic factors affecting patient survival were analyzed. Results: The median PFS was
significantly longer in the tislelizumab-lenvatinib group than in the placebo-lenvatinib group (13.1
months vs. 7.1 months, P < 0.05). The median OS of the observation group was slightly prolonged com-
pared with that of the control group, but the difference was not statistically significant (16.2 months
vs. 15.0 months, P = 0.2). Child-Pugh classification, performance status (PS) score, and other factors
were not identified as independent prognostic factors for OS or PFS. There was no significant differ-
ence in the incidence of grade =3 treatment-related adverse events (TRAEs) between the two groups.
Objective responses were observed in 11 patients in the observation group and 8 patients in the con-
trol group (52.4% vs. 38.1%, P < 0.05), with a statistically significant difference. Disease control was
achieved in 20 patients of the observation group and 18 patients of the control group (95.2% vs.
85.7%, P = 0.325), showing no statistically significant difference. Conclusion: Tislelizumab combined
with lenvatinib as first-line therapy provide the potential of prolong the median PFS ability and im-
prove the ORR in patients with advanced unresectable HCC, with a tolerable safety profile. However,
larger-scale multicenter prospective randomized controlled studies are still needed to further con-
firm the above conclusions.
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