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Effect and safety of TACE combined with targeted therapy and immune checkpoint inhibitors
in patients with intermediate and advanced hepatocellular carcinoma
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Abstract: Background Immune checkpoint inhibitors have achieved preliminary results in the treatment of a variety of solid
tumors, but the efficacy of their combined targeting and local intervention in patients with intermediate and advanced hepatocellular
carcinoma needs to be further studied. Objective To investigate the efficacy and safety of trans arterial chemoembolization (TACE)
combined with targeted drugs and immune checkpoint inhibitors in patients with intermediate and advanced hepatocellular
carcinoma. Methods Clinical data about patients with hepatocellular carcinoma diagnosed pathologically or clinically in the First
Medical Center of Chinese PLA General Hospital from January 2016 to January 2021 were retrospectively collected. A total of 150
patients with intermediate and advanced hepatocellular carcinoma were enrolled according to different treatment regimens, 98
patients in the observation group were treated with TACE combined with targeted drugs and immune checkpoint inhibitors, 52
patients in the control group were treated with TACE combined with targeted drugs. The objective response rate (ORR), disease
control rate (DCR), overall survival (OS) and adverse reactions of the two groups were analyzed. Results There were 98 cases in the
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observation group, including 83 males and 15 females, with an average age of 55.5 years. Fifty-two cases were in the control group,
including 43 males and 9 females, with an average age of 53.7 years. There was no statistically significant difference in age and
gender between the two groups (P> 0.05). The ORR of the observation group and the control group was 56.1% and 38.5%,
respectively, and the DCR was 81.6% and 69.2%, respectively. The median overall survival (mOS) was 23.1 months and 16.27
months, respectively (all P<<0.05). The most common adverse events were hypertension (22.4%), diarrhea (21.4%), hand-foot
syndrome (20.4%) in the observation group, and hand-foot syndrome(32.7%), diarrhea (19.2%), hypertension (15.4%) in the control
group, showing no significant differences between the two groups (P> 0.05). Conclusion TACE combined with targeted drugs and
immune checkpoint inhibitors brings hope to prolong the survival time of patients with intermediate and advanced hepatocellular
carcinoma, which is expected to promote the new situation of local intervention and drug combination therapy.

Keywords: intermediate and advanced hepatocellular carcinoma; trans arterial chemoembolization; targeted therapy; immune
checkpoint inhibitors; objective response rate; overall survival
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TACE &7 « B R &8 K B 5 R ot B
Seldinger’s 43 A 24l 47 ) % 20 ik 5 A SF 3l ik
A SF sk 8T e B o kA R 15 L3
k& 5% KA NIRIT o AR HZS: 500 ~ 1250 mg 3
SRR BEBE . 100 ~ 150 mg 1 5 F BV F 4
30 mg ST ML L 2 . 5 mL Ak i 7 S T A
10 Ak W it s o AR T4 IR JBes X A5 n
JEALFL 6 h, AJFH VIS 38 1 A AR AE S A5
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WmZiyinyy . WERCHIRB e, Ak
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TEST 200 mg, #BKEETE, 1W/3 ;KGRI Bk
FAHUES 3 mekg, WK, 1A, HE
g i7F J ot B AT i A2 ) EE b o

3 IEARITR AN R RO VAL TP e
FH S AAR i 988 1) 7 2P 45 1 (Response Evaluation
Criteria in Solid Tumours, RECIST) 1.1 XY ral
T, 90 R5E 2% (complete response, CR),
k> B% f# (partial response, PR). HJifasE (stable
disease, SD). st (progressive disease, PD)®,
WL ZH A 2 AN B 3o nl A2, EONER
A NFER, BWEMR (objective response rate,
ORR)=(CR + PR)/n, ¥&J# il 3% (disease control
rate, DCR)=(CR + PR + SD)/n, A~ K Wi PEAH (i
A BN F A PEN AR AE (CTCAE 5.0 Ji0) X #E ] 24
W) B e e R A AR AN RSO AT PRAL . 5
H A (overall survival, OS) AHfi2 2 AT JF A
FIrSBET B B[R], 7 Bl 1 45 o s 8 2 AT A7 0% T A
Bifi 77 % Lk B ) S AR A . AR B U &2
202243 J1 31 H,

4 BitEardr R SPSS26.0 B T G2
O3B o THECFORER T 2 K56 8 Fisher B DI 3
oo DU PR 57 Kaplan-Meier 7 fLR A
M ERARY, PR AAF OB LA log-rank K5 .
P<0.05 HZEFAGI R

# R

1 WAL TR WL 98], 55k
83 i, Lok 154, PR 555 %5 XTHRA
21, Bk 43, Ltk oml, FBAER
53.7 %, PRZHMES . AREY . WRAESD L IR . A
TeIF AL SO R s . R BATPURREIRYT . JRK
MogEEc H . R E . FARL . HRENKES
TRt 2R LG E L (P>0.05), W& 1, fr
A A ECOG PF4r¥Ih 0~ 2 43, ISR 5% R4
oS 7 R 2 B0 R s, 2R
HBV gL,

2 IRARITROEM Mg CR 2 9, PR 53 i,
SD 25, PD 18], ORR 4 56.1%, DCR }
81.6%; XJH&ZI CR 1%, PR 19 fil, SD 16 f4,
PD 16 ff] , ORR & 38.5%, DCR N 69.2%(F 2).
BE 20224 3 A 31 H, 36077, 114 3L
T2, WS A A (median overall survival,
mOS) & 23.1(95% CI: 18.20 ~ 28.00) ™~ H , X} iR
4 mOS K 16.27(95% CI: 12.03 ~ 20.51)/ H
(P=0.002), MAXERARITFEL. WE 1,

=1 PARTEREELFHERELE (n, %)
Tab.1 Comparison of baseline characteristics between the
two groups (n, %)

Observation Control
Characteristic group group x° P
(n=98) (n=52)
Age 2.192  0.139
<65 yrs 82(83.7) 48(92.3)
=65 yrs 16(16.3) 4(7.7)
Sex 0.101  0.750
Male 83(83.7) 43(82.7)
Female 15(16.3) 9(17.3)
Smoking 3.663  0.056
No 46(46.9) 16(30.8)
Yes 52(53.1) 36(69.2)
Drinking 0.295  0.587
No 37(37.8) 22(42.3)
Yes 61(62.2) 30(57.7)
Liver cirrhosis 0.247  0.619
No 21(21.4) 13(25)
Yes 77(78.6) 39(75)
Virus infection 1.882  0.392
No 6(6.1) 2(3.8)
HBV 89(90.8) 46(88.5)
HCV 3(3.1) 4(7.7)
Antiviral therapy 3465 0.063
No 33(33.7) 10(19.2)
Yes 65(66.3) 42(80.8)
Diameter of tumor 2.340 0.126
<5cm 31(31.6) 23(44.2)
>5cm 67(68.4) 29(55.8)
Number of tumors 2.155  0.142
1 28(28.6) 21(40.4)
=2 70(71.4) 31(59.6)
Metastasis 0.215 0.643
<2 82(83.7) 45(86.5)
>2 16(16.3) 7(13.5)
Surgery 0.251 0.616
No 60(61.2) 34(65.4)
Yes 38(38.8) 18(34.6)
AFP 0.037 0.848
<400 pg-L*! 60(61.2) 31(59.6)
=400 pg-L! 38(38.8) 21(40.4)
BCLC staging 1.832  0.176
B 14(14.3) 12(23.1)
C 84(85.7) 40(76.9)
ECOG PS 5.119  0.072
0 49(50) 33(63.5)
1 42(42.9) 19(36.5)
2 7(7.1) 0(0.0)
Embolism syndrome 0.562  0.453
No 42(42.9) 19(36.5)
Yes 56(57.1) 33(63.5)
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F2 FEATHLE
Tab.2 Comparison of therapeutic effect between the

two groups
RECIST g (09)  gowpns) X7
CR/n 2 1
PR/n 53 19
SD/n 25 16
PD/n 18 16
ORR/(n, %) 55(56.1) 20(38.5) 4239  0.040
DCR/(n, %) 80(81.6) 32(69.2) 6.037 _ 0.014

*®3 MAFTRRNLZERER (n)
Tab.3 Comparison of adverse events between the
two groups (n)

Observation Control

Adverse event group group X P
(n=98) (n=52)
Hypertension 22 8 1.060 0.303
Fatigue 14 4 1.399 0.237
Diarrhea 21 10 0.100 0.752
Weight loss 8 4 0.010 0.919
Joint pain and myalgia 2 6 6.070 0.014
Bellyache 7 7 1.603 0.205
Hand-foot syndrome 20 17 2.759 0.097
Bleeding 6 3 0.008 0.931
Dysphonia 9 5 0.007 0.931
Proteinura 10 2 1.866 0.172
Hypothyroidism 8 0 0.051
Immune-associated pneumonia 1 0 1.000
Myelosuppression 6 0 0.083
1.0 — Control group
—m Observation group
-+ Censored
0.8
=
>
S 0.6}
3
E
§ 0.4
@]
0.2k
00 L L 1 1 L
0.0 10.0 20.0 30.0 40.0 50.0 60.0

Time (months)

1 FtH B4 FHA Kaplan-Meier 745 5R

Fig.1 Comparison of overall survival between the two groups
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