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Abstract: Hepatocellular carcinoma (HCC) is one of the most common malignancies with high morbidity and mortality rates
worldwide. With the advances in molecular biology and tumor immunology, molecular-targeted agents represented by tyrosine
kinase inhibitors (such as sorafenib and lenvatinib) and immunotherapy represented by PD-1/PD-L1 monoclonal antibodies have
brought hope for patients with advanced HCC. The combination of immunotherapy and anti-angiogenic therapy can further improve
the treatment outcome of patients. In addition, the optimization and integration of stereotactic body radiotherapy, local treatment,
and systemic treatment may maximize the benefits of patients. In the future, through a deep understanding of the heterogeneity of
HCC, the development of precision molecular subtyping and individualized treatment, and the establishment of a multidisciplinary
collaborative diagnosis and treatment system, systemic therapy is expected to achieve long-term management of advanced HCC.

This article reviews the current status and advances in systemic therapy for advanced HCC.
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Figure 1 Representative clinical studies of systemic therapy for advanced hepatocellular carcinoma
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ZIFE LA 1 171 IR 0] HCC SR 4% 1: 12 1 EL Al BE
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Table 1 Summary of phase IIl clinical trial results of ICI-combined regimen in advanced HCC first-line treatment
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E<iE () e e e E<iE ()
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Xt H& TG 10 /10 38 11
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Frifie H LB a7 L <74 N PR £ 5 TG 1#IE(Vp4)
KUK Ik E TR
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A7 0S(H) 19.2vs 13. 4 NR vs 10. 4 22.1vs15.2 21.2vs19.0 15.4vs 15.5 16.4vs 13. 8
HR=0. 66 HR=0.57 HR=0. 62 HR=0. 840 HR=0. 90 HR=0.78
R PFS(H) 6.9vs 4.3 4.6vs2.8 5.6vs3.7 8.2vs 8.1 6.8vs4.2 3.78 vs 4. 07
HR=0. 65 HR=0. 56 HR=0. 52 HR=0. 834 HR=0. 63 HR=0. 90
ORR 30% vs 11% 21% vs 4% 25.4%vs5.9%  26.1% vs 17. 5% 11% vs 4% 20. 1% vs 5. 1%
DCR 74% vs 55% 72% vs 64% 78.3% vs 53.9%  81.3% vs78.4%  T8% vs 65%  60. 1% vs 60. 7%
PD 19% vs 25% 27% vs 33% 16.2% vs 36.5%  12.2%vs 15.0%  14% vs 20% 20. 6% vs 6. 7%
[EREESHIEND 86% vs 95% 89% vs 94% 96.5% vs 95. 7%  93% vs 90% 76% vs 85%
KR
SBHWMAERER  45% vs 47% 34% vs 36% 81% vs 52% 63% vs 58% 55% vs 33% 26% vs 37%
FrESSIBIM 25% vs17.3%  4.7% vs 4. 9% 1% vs 1% 1.8% vs 4. 8%
G3/4AMMAEER 6.3% vs5.8%  3.4% vs 2. 7% 0.5% vs 1% 0.5% vs 1. 6%
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HCC 5 i i , AN A543 70 AN A 3853 ] AN )
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FAJE AT (1 120 mg) , BEAIRYT LT 84 A, Bl i
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R2 EE#HITHEIES REET AR HCC K IGKRTTER
Table 2 Ongoing phase IIl clinical trials of locoreginal therapy combined with systemic therapy in patients with unresectable HCC
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