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Abstract: Ground-breaking advances have been made in systemic therapy for hepatocellular carcinoma (HCC) , which have
significantly improved the clinical prognosis of patients with advanced HCC. This article summarizes the key advances and clinical
challenges in systemic therapy for HCC. With the combination of various novel targeted therapy and immunotherapy regimens and the
application of dual immunotherapy regimens, there has been an increasing number of clinical treatment options, while there are still
key challenges such as optimization of treatment regimens, management of drug resistance, and treatment of special populations.
Current studies are exploring precise classification based on multi-omics characteristics and the strategies for novel combined
therapies, and in particular, triple-combination regimens have the potential to break through the bottleneck in efficacy. In the future,
it is necessary to establish a more individualized and refined whole-course management system and further improve the long-term
survival benefits of patients by optimizing immune microenvironment modulation and transforming therapeutic paradigms. Advances in

this field will promote the transition from traditional paradigm to precision medicine in the treatment of HCC.
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Table 1 Comparison of phase Il RCT results on first-line immunotherapy combinations for HCC

i H\fg’(r)"ﬁ‘;e OP;I;“[QT' HIMALAYA" Cﬁll?ﬁ]s' Ch;ﬁ%ite' SS%TTSIigﬁf APOLLO" HEPATORCH'"
1Ie 21 1 (11]) 329 380 393 272 335 230 433 162
AR (%) 49 94 31 76 34 90.4 84.3 90.7
PIBUIF 48 o5 b (%) 21 2 28 8 27 NE 35 43
o FABFFR (%) 30 4 41 15 37 NE 1222 5.0
HH AR (%) 64 53 65 58 65 57 57 58
P (H i, %) 82/18 88/12 83.2/16.8 83/17 81/19 85.7/143  85.7/143 82.7/17.3
M 7 HE (%) 40 100 39 83 40 100 100 100
BCLC B/C (%) 15/82 15/85 19.6/80.4 14/86 27/73 20/80 18.5/81.33 20.4/79.6
Child-Pugh A/B%%.(%) 100/0 96/4 100/0 100/0 100/0 93.1/6.9 92.2/7.6 100/0
ORR(%) 273 21.0 20.1 254 36.0 32.8 21.0 253
DoR(H) NE NE 223 14.8 304 NE 162 NE
PD#(%) 19.6 27.0 39.9 16.2 20.0 179 19.0 25.3
mPFS(H) 6.8 4.6 3.8 5.6 9.1 7.1 6.9 5.8
mOS(H) 19.2 NR 16.4 23.8 23.7 22.1 16.5 20.0
>G39 AE KA %(%) 56.5 56 50.5 82 41.0 84.8 482 457
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