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Abstract: Hepatocellular carcinoma (HCC) is one of the most common malignant tumors, which is charac-
terized by complex pathogenesis, inconspicuous early symptoms, rapid progress and poor prognosis. Immuno-
therapy and targeted therapy are important methods to treat advanced and metastatic liver cancer in recent years.
With the FDA's approval of sorafenib and other tyrosine kinase inhibitors and programmed cell death protein 1 and
cytotoxic T lymphocyte-associated antigen-4 immune checkpoint inhibitors for the treatment of liver cancer, great
progress has been made in single-agent therapy and combination therapy, bringing a new turning point for the
improvement of survival rate of patients with advanced liver cancer. However, the mechanism of immunotherapy
and drug resistance is still unclear, and its clinical application combined with targeted and other therapies is still
under research, which needs to be further explored by researchers. In this paper, the clinical research progress of
immunotherapy combined with other therapies in advanced hepatocellular carcinoma was reviewed, in order to
grasp the current development trend of the treatment of hepatocellular carcinoma and provide reference for the
further development direction of immunotherapy.
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WO I T 4 B D RE, AT 38 5 A R R S P g RN
H A — L B I RIS 1E 7R HR R % TACE 5 tremelim-
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W0 5 F R W, i (32 1) s IE R (9 Bil) B 7E
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23.5% (17 5 15 4 1)) H B 356 43 e B, HCC 35 PFS
AL ECR 5T H . 6 J Ja R T A TR, e PR RO
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Table 1 The following are the ongoing clinical trials of immunotherapy for primary liver cancer, mainly including combination of immuno-

therapy and other therapies such as targeted therapy. PD-1: Programmed cell death protein 1; TKI: Tyrosine kinase inhibitor; CTLA-4: Cyto-

toxic T lymphocyte-associated antigen-4

Name Phage Drug Purpose
NCT02576509 [T Nivolumab vs sorafenib PD-1 vs TKI
NCT027024015% i Pembrolizumab vs BSC PD-1
NCT03298451 11 Durvalumab +/ - tremelimumab vs sorafenib PD-L1 vs CTLA-4 vs TKI
NCT03434379L041 it Atezolizumab plus bevacizumab vs sorafenib PD-L1 vs VEGFR vs TKI
NCT01658878 [/11 Nivolumab plus ipilimumab PD-1 vs CTLA-4
NCT025193481% /1 Durvalumab +/ - tremelimumab PD-1 vs CTLA-4
NCTO01658878 /1 Nivolumab plus cabozantinib +/ - ipilimumab PD-1 + TKI vs CTLA-4
NCT03006926! I Pembrolizumab plus lenvatinib PD-1 vs TKI
NCT03289533 1 Avelumab plus axitinib PD-L1 vs TKI
NCT03418922 I Nivolumab plus lenvatinib PD-L1 vs TKI
NCT03347292 | Pembrolizumab plus regorafenib PD-L1 vs TKI
NCT03439891 [/11 Nivolumab plus sorafenib PD-L1 vs TKI
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ISR LB . EAh, — T nivolumab Bt TACE 1 %2
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LT SNEHIIBR TR I HCC 3 N AR, PN %67
J7 R 2 A VT 32 M DL R S A I 2 24 v IR AR I
%, DUHE 7= 9T PD-1 B30 (1)1 24 P AR AL 1) 0
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(10 3% A B 4 fle ) 7 Ak P 9RE ) s 80 ) — > L FR b
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T 2% 28 Ak B IR R RE T o BRARTIROT 51 R A2 i K
AR D DL, ARG L4 K, A SRR i W %2 213X I
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W25 B, W R 78 Toll £ 5% /& (toll-like receptor,
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TEAE P I RS ] BE 1, X A HCC BR T #24t
T .
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DL R ICD. HELefb 2257 an By R 41, W s thn]
753 ICDE U (B IGEA 56 0 Je vk 75 . Vb RIEA (BG
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P PD-1 9 1E B B & 1697 7 RN, A e f
Felf R & Ryt — D, ZRILERN —MFEST
ICD W67 25905, 5 FH T T 48 i 1 44 77 A% 2E04,
RGP N 53 IR T 7 21 AR LRSS
e, HAT — DU R T i SR 2 Lt R A e S
nivolumab X & N FH ) I PR B 98 IEE #E4T Hh o BIE9C 3
N, 2 3R AT AT RE R B T MR PTR (1 APC,
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JH R Hh B R R B S, R A0 AT D I EOE B
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43 HMEERT B, —DOHS P E £ 2

G R A A s 400 1) 70 PR B A 24 1R AR B I AE HEAT
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— Tl lenvatinib 5 pembrolizumab 1] Tb } {56 1 1E 78 12
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cabozantinib 7E P A~ A~ [A] A #1) v 1) 22 4 PR AR 250 1
(NCTO01658878), & A fpidt—DHRIE .
5 #
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