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[ Abstract ] Hepatocellular carcinoma (HCC) is a common malignant tumor worldwide, and its incidence and mortality
are among the highest for many years. Due to its insidious onset, most patients are already at advanced stages when diagnosed.
Improving the prognosis and survival rate of patients through conversion therapy has become a research focus lately. In
recent years, with the continuous progress of biotechnology and drug development, new therapies represented by targeted and
immunotherapy drugs have been widely used in HCC conversion therapy. Compared with other conversion therapy regimens,
these drugs can effectively prolong the progression free survival and overall survival of patients and have advantages such as
controllable adverse reactions. In addition, the combination of targeted drugs and immunotherapy drugs also plays a positive
role in improving the survival benefit of HCC patients. This article aims to review the latest research progress of targeted
therapy and immunotherapy in the first- and second-line treatments of HCC, and to discuss their safety and future development.
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TR EALK T . BF4HAE% (hepatocellular
carcinoma, HCC ) &5 P T i) i WL BESS Y,
RAEBRIEREAET A 3 KIE I, L5 AEARRT ARG %
29709 18% . WHO il i, 2FREFAEHTHE HCC
W2 75 T3, bk 70% (18 E B T
TR, YAIPHERE R, mE PR 2D .

TEVERIRYT i A AT IS PEAL I, s 43
WA E EE N Fe bR, T E 5 (China liver
cancer staging, CNLC) 43 A CNLC la., 1Ib,
Ma, Mb, Ma, MoV, HEf, HCCHE
BORIT ORISR TARIRIT L IHRNEYT . ME A
BT BUNGIT . RGEEPUNIR IR M R 23R
J7 A XTI A 48 DI g B 4T i 0 RS 43 v 1
HCC (CNLC Taltf, TbMifnlalty) s, FA
VIR R B i8I ik, AJEHALE A (overall
survival, OS) F#E 5455 SR, X T g
(CNLC Tb I F1CNLC Tafl]) HCC B, IETF
AR SRR a4 Bin e ELEIRIT ik, ReE Kk
R HpE2E ™ o Wi, HBAaIr i B st
FEARTTYIBR 9 HCC Ak Al FARVIBR I B R
VIBRZ Mt A A28, DT e f8 8 1) AR A A 32
GIERCTi

HCC W AiG 7 Jr 28 3 B4 55 JH 2h Ik 8 1k
FPREZEAR (transcatheter arterial chemoembolization,
TACE) . JF3lilk¥# i Ly7 (hepatic artery infusion
chemotherapy, HAIC) . J&#f{HAliGIT. 70 F
W 25WIATT . GREIRTT AR SN ARy 25 L B
FERW, R IEYT IR T I P A it — 4
KT I HCC —£R3A 77 I3 B0 L 7 2 R Y il
159 (tyrosine kinase inhibitor, TKI ) F1Ifl % P
KA F22 K (vascular endothelial growth factor
receptor, VEGFR ) %5 [m] 35 7 24 4380 o K5 1 2 o7
TR e 240 B PR 7 A, A8 o e 1
AR A A B, A B 235 A0 e g g ) s i 2> 1 %k
EHASMGE" . BRI, ¥ TKI 2 (%
FrARe . SRR EAE ) 9 T HCC iy %%
IRIT, TEMPIE D46/ NG B TR A TE T AR IBR
ol NPT B, TN R SR I A A R A T
PP PEFET-ZARTCAA 1( programmed death-ligand 1,
PD-L1) #0500 Canghsepdn ., mam ekt ) 5
GSEEIRYT 245 ) W) 30 o VR IR i B g, M R
¥ B G e A M R g -

bR T HRZGIRTT T A, BRIMIRTT MR T 2
WIMIZE & 1) R G0IRTT 5 22 BN A nl YT BR al i
HCC WY GG I 48, IRl 2 W AE vl YTk HCC
HAAIF R EE Rz " L T X i R T
PIBR HCC & M RTBETERF 95 015 WA BoR, B
P52 TKI 5 R pE kA s il B & o 2 (SR
Je + IR RGT) ATHARIRIT IR, B R
ik 46%, Hr OS ik 22 A L AR B EGARE
G YT FIREEVAY T AE HCC —28 . —ZRIG97 T i
BTt R, BT AR R BB A AR A T I A
Dy EIfER

1 HCCH—& B miaTr M REias T

1.1 &4k RPAEJE 2 —Fhaeag 4 6l 240 i N
A 2 T 22 i ) Z2 R o ), VR B3R
% [ FDA #it#fE H T I 8 HCC 1 — R RGBT 2
Yy, WEUGE T I HCC A7 Asia-Pacific
e OIS, BB BB R AT AR HCC
AR AT FARTIBRIRA, B AR YIBR HCC B
HIRIRIT Ik, —WiZ b, BEPL. XUE . R
Xt IR 3 WHAIR A 602 R4 Z 1t REiftyT B
T Child-Pugh A Z¢H) HCC &4, BEHLAY IRHL
AERIRTT MR, 450 SRR AR IRT 4
SE B S7 OS s Fi Bsf (1) 450 22 et 351 26 Pt 4t
K (107 A vs 7940 A, 5.54H vs 2.8 1A ) 17
TR ARVET T, 3~4 PN R FAA 46T R
RN (10.7%) . 1215 (6.0% ) FESS (3.4%)

sl R, RPAR R T BE ARk, A
B BSR4 s R TR A

12 ZwaER ZEER R0 228 0k
Z PN TR TN 25, ek A g A R A
+ (40 VEGFR, [Mi/MrlitEA KN 75 ) mbEA
FEHUMEEN . B, o E S EHE TR YT
TR HICAT A Z 2 Bhi M a7 B HCC &
FH L AMRNA 668 GIARTTYIRREFEFS . Child-
Pugh #7r<7 7r HICRGEIRYT L #) HCC B, 4%
1 1 LLBIBERL Sy 28R e iG T R bR e in
JTe, R ERZAERIGIT AR A T 0SS, T
PEREAAF I (progression-free survival, PFS) 4
FRPEERRI (121 NH vs 103 4H L 3.7 4
Hvs3.6 ~H ), BWEZ#F (objective response
rate, ORR ) . =¥ ¥ 3% (disease control rate,
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DCR) ¥& TRAAEEIHITH (4.6% vs 2.7%.
30.8% vs 28.7% ) , H. 3~4 YA RF F LR
RTRABEAEEIAITH (38% vs 50% ) , Bt Za)
R R Ak ST m s

1.3 SEBR  OHRE R —Fh 22 H0 5 s
H, EHTAEASTARVBRKG HCC BF% Y . —1
3 W AR, ke 478 1. 476 Bl R A2
BRI HCC B A SR RIRIT 4 . R
ERIRITUL, X HEIRIT RO . 2R AR T
N, SRR RIRITAR AL OS TR PR IRYT
M (13.6 MH vs 123 4~ H ) 5 TEZ2METH, T
AMBITHIBL T AR R . I8YS . BAR .
BRAT BERRGE A R ZEA AR UL 3~4 FAHXR R
iy, RS, CREREmMZE LSRR
R HA e, 55— 3 Wil PRk 5e: ( REFLECT
WEgE ) PR ROR, XTI YR HCC B,
T R R AT R i TR PR
HF LI WS4, 2019 4F 36 [ [E 37 254 i E W)
KEAMNIEE T, TR CHREB R NS HCC 1Y
— LR IR TR 25

1.4 & ZRERBEAS MR ER  —T003 Bk
PR (IMbravel 50 BF5Y ) 2 90A T 501 1454
ZAF R BRI HCC B3, B ALY A BT 1 Bk SR T
BeA DRERBAHTAYT 4 (n=336) SRHAERIAYT
H (n=165) , 255 BRI ER PTICA DR ER
HHAIT AR E PO 0S (192 7 H vs 13440 H ) |
PFS (6.9 A vs 43 1A BB K TRAIERE
BITUL (5 P<0.001) 5 FEL4AMEITm, PR H R
BBLHA DURER PR IT L S RPAE R IRIT AR
3~4 YRR FMRAZR (43% vs 46% ) AHLL BT
AR AR A DR IR P O Ao R ez it 4
B ZGMEIRTT AT UIBE HCC B 1 —43R97 K
W R SRATS R B — A5 R AR S 5 ) Bk B BB
B VAR BB CLEAS [ 98 0 B AR 25 5 T oG e
IR, AT 7 SR 2 AT BRI
1.5 fZad ) R BA M AR LI (5 ilF] AR
B DA ER SR PT B 7 - E U TR & R g b
JEIRYT AT YIRR Bk O 5% 8 HCC & 1 — 2R 7T
Mg . ORIENT-32 Iffi FRIK 5 ™ 40 A T 571 44
K ezt 4 BRYY . R AT YIBR S RS 11 HCC A&
&, BEPLA R A5 i R BB A DUARER BB IR YT A
(n=380) SREAIECHLAITA (n=191) , BF

FAR BRI EIRIT AR 7 PFS (4.6 T H vs 2.8
A~ H, P<0.000 1) . F147 OS ( KikE] vs 10.4 4~ H,
P<<0.000 1) WAL TRAAR G 25iRI7 4.
GV, BEIRTH S RAEE AR AEN
3~4 PARRFAEMIE ., FEIRL KR B2
BIE, BARAHIA 14%( 55/380 ) vs 6%( 11/185)
0 vs 12% (22/185) , "B AR FFRAEFS5HN
32% (123/380) 1 19% (36/185) . XFHKEIAIT
D5 G L SR VR T 5P A AR A A B RIVE R AL,
WU PR O, (AR5 AR AT Y] R HCC i
JAAEWIZEAT R R A R AR, SRR L F
VIR, DT 38 o A I AR A TS AR T

[t
2 HCC R =ZEBERTT MREIRTT

2.1 xR EARRA/EI—FD TKI, B3t
FRPAECIRTT R MG I HCC B, 2E A
FEMR I HCC 23R 7 gl ik SE T fifi rh i OS 3k 4
25, FEEBRZ H.0 3 W1 KRS ( RESORCE
WE5E ) 2R, KRB VAT R S R Y HCC
BE G BT LR A AR e iRy, 4

BRE AR RIRIT AL E A OS &4
(10.6 ™H vs 7.8 M) 5 e, fmxkdke
M, RN BH R L) 3~4 AR FMER
M (15% vs 5% ) « FREFRI (13% vs 1% ) |
P55 (9% vs 5% ) FIETE (3% vs 0) o JELEMFFE
LA LR AR e S AR 7 R ERS R,
PETH R T AZ v, W b & A HOC #4kiR T
T

22 FdaA R FTAER e R HIR/Nr o TKI, H
Xf—2k RGMEIR T R WA 52 7 e ] HCC 3
SEREE N . — I3 W R P AR R, 5
GV A, BT e iR T 4L 39 HCC g )
i OS K (8.7 1NH vs 6.8 N ), FET- R FE
1% 21.5%, Pt e KUR FEAIG 52.9%, 7 Bl
JEAEBUIR TG PE 5 ARTRYT HCC W A . 1
GV, WU 3~4 AR FHEAmEImE, F
SEZEAAE L I/ S BT RS JE TR T AL R AR
SR 28%. 18%. 13%, & T2BFIAH (2%.
0. 1% ) , BATif7Es J& i o 400 il Aofed o 5 A4 1l B AH
DR, R R R AT . R R SRR,
ARSI R A s R AR A AT AL



WFELER AR 202542 H, 4 46 %

e 179 -

23 FHHR REEJCAERN TKI, ATIHEZAME
S, vEmP R A SRS . 7E 3 BRI
¥ ( CELESTLAL) *"'th, 707 {flii HCC i &%
BEALAT AR 1 SR IR P AN 4, S50 o,
R e RITHRE A0S [10.2 4~ H vs 8.0
AN H, HR=0.76 (95% CI 0.63~0.92 ) , P=0.005] .
PFS[52 1 H vs 1.9 H, HR=0.44(95% CI 0.36~
0.52) , P<<0.001] . ORR (4% vs<<1%, P=0.009 )
VIR TR ERethm, REgeas5%
L R T LAY 3~4 SN R A B 4T B
GEARRLZEGME (17% vs 0% ) . i Ii)E (16% vs
2% ) . REHIRG BT (12% vs 7% )
P57 (10% vs 4% ) FIETE (10% vs 2% ) , {HARTE
B e REW i 0 HOC B3 e i fi el A
YI2EAT o, S HCC #ARIRYF #2487l .

24 AXALER IR RPUE N R A
SR, R PR PSR T2 4K 1 (programmed
death-1, PD-1) 5 PD-L1. /P MESET-ZIRE A 2
( programmed death-ligand 2, PD-L2) Z54&, #Ei
POE WA e O, BRI IR I VE R
— T 3 WG RIS ( CheckMate 459 ) 2% 455 i,
AT RAAR A, el R sabrdl b oS Bk
(16.441-H vs 147 1~H, HR=0.85, P=0.075) ,
LA, AL Al S R REAR AL WY
3~4 YA R F L E B BEGE AR REEATE (/)
T 1% vs 14% ) . RERAMRE A (6% vs 4% )
MR (0vs 7% )

25 FEBALER FEGIUHRPE AL
IgG1 FyEREPUIAR, Al 5 g iR iy CD117 5%
A5, VEGFR-2 4G, M4 il foirJe 240 B A% 185 5 Fn
M AR o —T0 3 W K (REACH-2 ) P
SRR IR, TR AY O BE A2 R P AR IR
7 HIfIL W B KA 75 11 =400 ng/mL 14 HCC & 3%
SRR E . BB PLEBTRIT A OS hy 8.5 A4
H, BERFAR 7.3 SHBBER; i PFS ik
2.8 A, mETREFAMN 1.6 H; BIERIT
INREVEAS — FPRHREIRFEER 8 A 43 Ak (37 ek i) o B
2.8 MHHEIRF] 3.7 A, AR T R
PUEWE I HCC G T 1. W& etk E, &
BEPILAPUIATT LR WL 3~4 PR B RN A i
JE (13%) . RENILAE (6% ) %%, eIk RIN R
UV EITEE . AR S ICERBTE AR T

WIHCC & R T for, HELZE T PR, Reh
HCC FAbity T 8 RAF 551
2.6 MRz WATRIERERPUE N K R
e PEBUR, AE S e 45 A A0 M a0 5% AN il
[ PD-1 e far 2 o, BHWr e {5 5, il i
R PENE, RIEPURVEN . KEYNOTE-240 11
I AR 45 SR R, WA ER SR T 4L 2
RIS A7 OS 43518 13.9 4~ H (95% CI11.6~
16.0 ™~H ) #110.6 ™~H (95% CI83~13.51H )
[HR=0.781 (95% CI0.611~0.998 ) , P=0.0238] ,
PFS 435110 3.0 ™ (95% CI2.8~4.14H ) F12.84
H (95% CI1.6~3.0 ™ H ) [HR=0.718 (95% CI
0.570~0.904 ) , P=0.0022] , BATH A 2R B3 IG
JP A M BRI 3 R L EAS B 2 a3
R 52.7% Fll 46.3%, I R N FH B 75 B AAS R R
(Egii
27 FmAER REFZKAHC A TS
FHAERIRIT A/ 8 BRI R AT i i ]
HCC (Y. —IiZ s, JFithRs . FEbL 2 ik
PRIR Y P gy A 217 I HCC SR, 451 & 1/l
BIBENL B4 25 2 J (n=109) o5 3 J& (n=
108 ) 1 YK 1) i ik 1 5 3 mg/kg = Hi A B 5 e,
25 B 4R 217 f4] B 35 1 ORR 2 14.7% (95% CI
10.3~20.2) , 6 ™ H B AAFE N 74.4% (95% CI
68.0~79.7) ; eI, KEAEKAIIHIT
J& 5 A 5% 1 3% 1 S kA R A R e A i Tt
e R P R A ek A A L 3~4 AN RS, 1T
DR H ) BR BB R HCC HR 3 s 15 ) b A A7
Hifo
2.8 BEHRER BEAERESUEADT PD-1 1)
Bk Ar SN, WL BHWT PD-1 5 PD- L1 /%
() S E A A RS T 4L, M B0 s A K
P i, RATIONALE-208 f&—IiZ .0y, ARFHHL.
TFHChRES Y 2 Wi AR, 4 A 249 f4] Child-
Pugh 732 A 9 H ELFER R Im R i ( Barcelona
clinic liver cancer ) 434 B #al C 11 HCC 4,
F 52 W0 WK 5 200 mg B R R R BTIGYT (B 3
1K), HEGRIERE A AR AZ A RN o
22 12.7 A A b, B ORR M 13% (95% CI
9.3~18.1) , DCR } 53.0% (95% CI 46.6~59.3) ,
BET A OS F s PES 43511 13.2 N H (195% CT
10.8~15.0 ™H ) f 2.7 H (95% CI 1.4~2.8 1
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H) s ARV, 3~4 PR RFAFM KRR
5%, o, IR mE T i I

3 BRESHkEK

S5 1 TACE. HAIC FUUHAYT S9697 1
AR, 245 A R A A S R LA VR Ay
SRR TR A AN RO /N RN 4 B A AR
A, TE HCC FAR 6 7 AU B AT | W 1) 8 T 55,
BT s — e A m S, (1) AMARZE R
Jifrse S S S B —Fhia Ty 2 OME LU X T A e £
Fs o (2) Z5Wit 2k ) G 7L 5 4 ke g, X PRI
TIRITRCRIEEAE;  (3) HRTAIRIRIFE 2 B
TR HCC IRYT I AR A, Bub i qbinyr s
(1 F AR ARG HEAF B, W9 HCC 0924 A7 0 ek
e A R FRAIATT T 7 ATy m I PRIE
W5 (4) AR Kbk, 2 W w0 0
e 1 22 BB R AT R T RAS K R T

R BT 5% IO 2R A8 T e 44 i 1 ) Bk A
T B, ik — A R HCC e AR I8 T 1097 RN 22 42
P, AT ATE: (1) ARSI HCC B Rk
ML AR S b, & B A 7 A R bR ) 5
(2) o an i Ry i 25 HLH Rl B, (A7 RERrEE A
o (3) kAR bR R R S Dy ik, S T
REERMA TS SR T R, MR E R
RS HERTT IR S5 5;  (4) BT A RIECATR
JYAA, IRETROMZ aEEfr, alad ERFSY
D5 1) B AN S 97, R LA T30 LAEE [r) 2454 4 R 4G e A
TR FIAE HCC B Ak ya 7 40k S 5 5 | ABE A
FORCAR o 3l R RFE AT A RS (R #EdE, S HCC
BB Z A B
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