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[(WE] B R EAF (HAICOBRAEZ A R A AR LR B R TR RE T EKHY
g AR (HCO) B W A hn Az, Fik #R2023F2 A %2024 52 A FizRbs
8 62 B R RE T RMAFTS HCC BE AR L., REFEET T EHRRAKFEL A HAIC A(n =
13) \HAICH ¥ 8 77 2 (n =18) & HAICH B A& 57 A (n=31) . HAIC @44 % HAIC 3% 57 , HAIC+ e & 74
J7 4k A HAICH & AHB RIS & T JHAICH K A% 7 A% HAICHZ Al 2R A MR R ERIEE LT,
ME ST G 3 MEILEBEFE(ORR) (& HIEH F(DCR) , PAL L3R A H (PFS) B ], P AL E & A (OS) B 1], 5
FEF B (CEA) .28 AR AKX A F(VEGE) .48 £ 3 & 125(CAL25) AP, Fie F & FMERREE, XA Kap-
lan-Meier & # 4T £ A 547, SR ARIE E KB A7 45 47 (RECIST)1. 1, HAIC+ 4% 574 ORR & T
HAIC @4 HAICH 328 57 20(35.5% wvs. 23.1% ws. 22.2%),DCR A& T H 4 5 28.(83. 8% ws. 92.3% ws.
88.9%) A2 £ F Rkt FEL(P>0.05), HAICH+HB A% 7 F42 OS i Kk T HAIC a4 HAICH ¥e v 3%
JFR[18.1(95%CI:13.3~22. DA A wvs. 12.6(95%CI1:9.0~16.2) A A wvs. 15.9(95%CI:11.5~20. 3) 4~
A, ¥ 4% PFS Bl ¥k F HAIC 224+ HAIC+ $e %78 55 28 12. 0095 % CI:9. 4~14. 6D A A ws. 9.7(95%CI :
2.2~17. 24 A vs. 10. 1(95%CI:8.3~11. DA A ], £2F R %+ F &L (P>0.05), 3 %7 /5 CEA.VEGF
B CA125 KRF28 /59 T, L HAICHBEA B F AR FRK(P<0.05), 3RRRA ML AFRE, ZF L
G FEL(P>0.05), &it HAIC KA LEE T 7 EFCERBERE T Ay P HCC 25 A%, LA
HE FH W AN,
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[Abstract] Objective To explore the applicability, safety and effectiveness of hepatic arterial infusion

chemotherapy (HAIC) combined with sintilimab and bevacizumab in the patients with intermediate and ad-
vanced hepatocellular carcinoma (HCC) failed by lenvatinib treatment. Methods A total of 62 patients with
intermediate and advanced liver cancer failed by lenvatinib treatment in this hospital from February 2023 to
February 2024 were selected as the study subjects and divided into the HAIC group (n=13), HAIC+ targeted
therapy group (n=18) and HAIC+ combined therapy group (7 =31) according to different treatment regi-
mens. The HAIC group only received the HAIC treatment, the HAIC + targeted therapy group adopted the
HAIC+lenvatinib combined treatment and the HAIC+ combined treatment group received the HAIC+ sintil-
imab and bevacizumab combined treatment. The objective remission rate(ORR) , disease control rate(DCR),
median progression-free survival time (mPFS) ,median overall survival time (mOS) ,carcinoembryonic antigen
(CEA) ,vascular endothelial growth factor (VEGF) ,carbohydrate antigen 125 (CA125) levels after treatment

were observed in 3 groups. and the treatment related adverse reactions were recorded. The Kaplan-Meier
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method was used for conducting the survival analysis. Results According to RECIST1. 1 criteria, ORR of the
HAIC—+ combined treatment group was higher than that of the HAIC group and HAIC + targeted therapy
group (35.5% ws. 23.1% ws. 22.2%),DCR was lower than that of the other two groups (83. 8% wvs. 92.3%
vs. 88.9%) ,but the differences were not statistically significant and the differences were not statistically sig-
nificant (P >>0. 05). mOS of the HAIC+ combined treatment group was longer than that of the HAIC group
and HAIC+targeted therapy group [18. 1(95%CI :13. 3—22. 9 months vs. 12.6(95%CI :9. 0—16. 2) months
vs. 15.9(95%CI :11. 5—20. 3)months]. mPFS in the HAIC+combined treatment group was longer than that
in the the HAIC group and HAIC+targeted therapy group [12. 0(95%CI :9. 4—14. 6) months wvs. 9.7(95%
CI:2.2—17.2)months vs. 10.1(95%CI:8.3—11. 9) months|,and the differences were not statistically sig-
nificant (P>>0.05). The levels of CEA, VEGF and CA125 after treatment in 3 groups were decreased com-
pared with before treatment, moreover the levels in the HAIC + combined treatment group was the lowest
(P<C0.05). There was no statistically significant difference in the incidence rate of adverse reactions among

the three groups (P >>0. 05). Conclusion The HAIC combined with immunotherapy regimen is effective in the pa-

tients with intermediate and advanced HCC failed by lenvatinib treatment, moreover which has high safety.
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Jir P T s 4 3R S - Rl DL 1 M e L A
A ERIFIE AR OCFE T R P HESE U, 2018 4E 4T 841 080
PUEHE IR 781 631 BIFET G . o LR R R
B X8 2 NECRBET AN B2 & B Rm B 50 %,
HT 4 955 Chepatocellular carcinoma, HCC) /5 Jit & 1
JHF 9 B 48 K 22 850, 2 D e T i B E R B S A,
HCC &SI Z 0 AU #2:. HL. #F
FIRR HCCMIRIT IR EAERE XL,

LA 4 BB a6 7 R A R 7 18 1 T Ay 1 40
Rt TR A, Ko, BRSO
Je TR A 2k T/ DA T O A E D — AT
EH L RN —RIBIT I R 25, R B e S AR
JEIR YT I B B AL B R AF Coverall survival, OS)
AFE] K 2 13, 6 (95% CI:12. 1~14. 94~ H il 12. 3
(95%CI:10.4~13. DA . B EFERYT
W EA B 800 H R 2808 A xR e
77 A T 24 P O R T R AR R IR T Rk R L BR D T LT AR
Il PRI A

T 3l ik #E 1 4k 97 (hepatic artery infusion chemo-
therapy, HAIC) J&#e ] HCC B —Fpigr =, w1 F
HCC EZ i fFsh ikt , HATC $243% 7 58 =5 (14 ik s
TRI7 25 W e BE Bk O T a0, B B HEA T S
WITHOR A /N A B0 . B R, HAIC #fk
JY TR MG i, W 2o R WL 6 H D F
B 3G FOLFOX 4647 U5 & 19 HAIC 3677 i 5
HCC T LA BA (5 45 7o R A 52 17 25 R 38 A A7 301
AR EE T 5 — 1) HAIC 397 HATC 15 HE 1) L 4 5
BRI BT IR 9T A T % L2 i 2R (objective re-
sponse rate, ORR) ZAEFFAR Y SE4E K, 3T
PER A A A B BCA R YT B AR T HCC 1Y
IRIT AL IF T BE A K Ok JLAE NS R SRR T 1Y Sk
AU B HAIC B0 IS I6 T 7 830 A 15k

hepatocellular carcinoma; hepatic arterial perfusion chemotherapy; lenvatinib; sintilimab;
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PEHL 2023 4F 2 H 2 2024 4 2 H FARBLIRITH
62 flrh e i HCC BE N TEX Z . WA (1D
I HCC 12 W bs o 2 B & Mg 1297 46
(2022 J5O )5 (2) & AH SRR TT i 28 SR B L 3T Al A
#E (response evaluation criteria in solid tumors, RE-
CIST) 1. 1 H & N ¥ 5% ¥t B (progressive diseases,
PD); (3 1R Child-Pugh #F43A A 5% B 9% ; (4) 3
7R HB B JEd B 4R A1 SR B (Eastern Cooperative
Oncology Group-performance status, ECOG-PS)
GFR0~2 4k (5) AN & T R YIBR/ 3 Bk Ak 97 #4258
(transarterial chemoembolization, TACE) /74 fill, &%
FARUIER/ TACE/ W GG T 5 K 4= PD; (6) oA yr 4%
SR, HEBRAR A (1) Ml PR B8RS 58 8 3 5 (2) X 1
AT Bl il FH 00 Ak 7 24 W B0 52 ) B s (3) JF R H
At #8505 (4D X AR [ T B 22 38 9T AN T 52 BA
(7] A S 1) A AR YR ST R 5 (5) B I ) BE ™ R A
JH B s 5 C6) 36T S 1R) MR ] 25 2. I B b 1A < AR
#i RECISTL. 1, B AL T sl i LRk A 2 A R 5
PERE 45 1 HAIC KA 3697 . 62 BIAF5E X 4 5
51 4(82. 3% , FIJ4FE#A (50. 51£8. 48) % , (4 ZE LI
IIfi PR i 958 (Barcelona clinic liver cancer, BCLC) 43+ C
1 46 ] (74. 2%, iF P & Child-Pugh 43 %% A %% 52
] (83. 9%), H I & M (a-fetoprotein, AFP) =400
ng/mL 1Y 43 ] (69. 4 %), Z RITF K 55 1% Chepatitis B
virus, HBV)DNA B 31 $i](50. 0 %) s i B K =
7 cm Ky 38 il (61. 3%0), & I 1T # KR AL 34
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(54.8%) & I IFAMNER 21 #1(33.9%) , & K Mo 59
Bi1(95. 2%) . ABETE LA Bi 40 L 25 51 2% 3 WOt o
W3t (S . 2023CDFSFLYYEC-001)

1.2 7F#*

1.2.1 54

RIEIG T T B A 8 B 58 XF 4 40 S HAIC A
(n=13) \HAIC+ 4B [ J3 7 41 (n = 18) F1 HAIC + Bk
HIBITH (n =31), HAIC 4L # 3% HAIC AT .
HAICH 8 1) 36 97 41 % I HAIC + & &% e Bk & iR
57 s HAIC + BK G097 4 #: 32 HAIC + 17 i A B 41 &
DUARER BB B IR YT .

1.2.2 &7 F X

HAIC 897 % JH Seldinger £ K 2 fI B sh bk . R
5 L ek 92 2 Jok f36 0 1 450 o R 3 M Mok A AR
Jibgeg i R S Bk . BB RNR 2 2 RR e kT 2y
YIEh Wk B . FOLFOX-HAIC fb 97 )7 %8 . W vb F1) 4
85 mg/m*, H kI E 2~3 h, W I FRES 400 mg/m’ 3
Jki e 1~2 h, 5- %R BEIE 400 mg/m” 3 ik 413 5 F
PL 2 400 mg/m’ FFEEBNBKHE T 46 h,

SRR (A 4 me/ki, 3 025 5 E S
H20180052, HA Eisai 2] 4525 7 L8 H k&K 1
WA =60 kg B HF IR 12 mg, R E <60 kg 1)
BHET 8 mg. [ Al HPT GRAE 100 mg X 10 mL,
[ 25 15 S20190016 4 {5 35 A Wil 254 FR 28wl 38 3 i
Jok i VE 45 2, AR B > 60 kg M9 E W 200 mg, 1K
<60 kg BB E 3 me/kg fniE., WARZREPOIRIT
(AL HESCS S20170035, Fi - Roche 2 F)) . 24 5 i
N 7.5 mg/kg.
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1.2.3 WL

(D4 2 AN HAIC J5 24 FIE#Hg R CT 5
H5k MRT OO &0, R A RECISTL. 1 #4750 {4
YT SR . ORR=[5€ 42 Z&f# (complete response,
CR) + #B 47 2% f# (partial response, PR) /& A £ X
100 % , 5 5 15 il 3 (disease control rate, DCR) =
[CR + PR+ ¥ %5 %2 € (stable disease, SD) ]/ & A
X 1002, OS B [8] 2 4 FF b % b g 328 47 HAIC
IRYIT EICT SR U B U5 B ] 254, JC ik & A £F (pro-
gression free survival, PES) B} [0] iE Xk FF 4 X I
PEAT HAIC 677 B o o & p I 6], 7 HAIC J5 14
H WS RN, (2)REBFEZIBITHE 42
MbrAS, F &I )2 Mg . R Beckman Coulter
AUS800 4 [ 3l A Ak B 5 — PR HIL K I A8 25 9 R Bt i
(carcinoembryonic antigen, CEA) | Ifil & N & 4= K
F (vascular endothelial growth factor, VEGF) , ##2
HiJi 125(carbohydrate antigen 125,CA125) 7K,
1.3 s%irgam

K1 SPSS25. 0 HAF 7 17 Ko 70 Br T 4 BERL LA
T s RKon WA A LR ] ¢ K, 22 21 ) L Bk H
PR R 7 22 43 B s T BCSEORE LU BI B E A 3 3R OR
BORH X K8 5K Fisher #f VIR 25 A2 MR
Kaplan-Meier fi £k 43 #7, LI P <<0. 05 H 2 7 H % it
2 & R
2.1 3WM—fRFA I

Sl — M ER LA, R RGEITFE X (P>
0.05) , BA A Lbk, W& 2,

xK2 3SE—AMLE

i H HAIC #(n=13) HAICH#E A7 4 (n =18) HAIC+HBATRITH (n=31)
PR (%) ]

) 11(84.6) 17(94. 4) 23(74.2)
o 2(15.4) 1(5.6) 8(25. 8)
R (T Es. %) 51.007. 84 50.6129. 63 50.2548. 31

Child-Pugh 434 [n (%) ]

A% 12(92.3) 16(88.9) 24(77. 4)

B %% 1(7.7) 2(11. 1) 7(22.6)
BCLC 43 #i[n (%) ]

B i 3(23. 1) 4(22.2) 9(29.0)

cm 10(76.9) 14(77.8) 22(71.0)
AFP[n(%)]

<400 ng/mL 3(23. 1) 6(33.3) 10(32.3)

=400 ng/mlL 10(76.9) 12(66.7) 21(68.7)
ALT(z#£s,U/L) 46.3046. 34 45,806, 27 45.7545.73
AST(z+5.,U/L) 48,9645, 40 48,1544, 74 48,485, 46
HEH (G +s.g/L) 40.75+6. 19 39.94+6.43 39.594+5.91
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gk 2 3H—MAERER
A HAIC #(n=13) HAICHH# [ i3 7 (2 =18) HAIC+EBAIRIT A (n=31)

PLT(z+5,x10"/L) 210. 42+85. 96

BE LR F] (2 5 0 s) 11.83+1.36
i e i L (060 ]
JIFAh %1% 5(38.5)
IR IR R A 4(30.8)
A T e 0
EY 3l 13(100. 0)
BR7E<T7 cm 5(38.5)
RKFE=T cm 8(61.5)
A I LR SO RS e (20 ] 3(23. 1
HBV DNA[# (%) ]
PR 4(30.8)
B 1 9(69. 2)

222.814+82.47 218.17+£79.02

11.50£1.51 11.58+1.46
5(27.8) 11(35.5)
8(44.4) 22(71.0)
1(5.6) 2(6.5)
17(94. 4 29(93.5)
9(50.0) 10(32. 3)
9(50.0) 21(67.7)
4(22.2) 12(38.7)
10(55. 6) 17(54. 8)
8(44. 4) 14(45.2)

2.2 JFEEMN

62 B HF5E X% ORR F DCR 43514 29. 0% (18/
62).87.1%(54/62), HAICH+BAIGYTF4H ORR & T
HALWA DCR K FHA AL H 2 7 G it 2F3 X
(P>>0.05), L5 3,

Z3 M1, 3 HiRYF 5 ORR.DCR LA, 22 % L4
P B X (P >0.05), HAIC 44,.HAIC+ &% 8
4 HAIC+ B AR I dl i r OS B 8] 43 518 12. 6
(95%CI:9.0~16.2),15.9(95%CI:11.5~20. 3).
18.1(95%CI:13.3~22. DA (B E R LG ¥ 5=

(X =4.960,P=0.084), HAIC 41, HAIC+ # [y
RITAL HAIC + ¥k B3R 97 4l v i PES B [H] 43 51 2k
9.7(95% CI:2.2~17.2),10. 1 (95% CI: 8. 3~
11.9).12.0095%CI 9. 4~14. )M H H % R L% it
FREN(T=1.733,P=0.420) , WA 1,
2.3 3AMBAREHKFILEK

3 HIEITHT CEA.VEGF.CA125 /K He i, 2 5%
TGt #E L (P >>0.05);3 #HiRI7 )5 CEA.VEGF,
CA125 KPR TGP AT . H HAICH B A 16 )7 41K F
AR ZRA G2 L (P<<0.05), L& 4,

%3 3EFTHLL B

215 n CR(n) PR(n) SD(n) PD(n) ORR(%) DCR( %)
HAIC 4 13 0 3 9 1 23.1 92.3
HAICH #8534 ¥7 41 18 0 4 12 2 22.2 88.9
HAICHEAIRITA 31 0 11 15 5 35.5 83.8
x* 1. 225 0.540
P 0.534 0. 889
100 100 )
] HAIC+2R[E];A T 2R
; I U
g g
50 50
A £
Bk . B
1 1 | I 1 I I
0 10 20 30 0 5 10 15 20
A K EA3E (B) B £ 7FRTE (B)

A:OS % ;B.PFS %,

1 SHEEFMLE
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Fx4 SHMBEIREWAKTELLE (2 +s)
it H HAIC 41(n=13) HAICH# AT (n=18) HAICHBAIRITH (n =31 F P
CEA(pg/L)
YR IT T 115. 64+16. 47 120. 44+16. 46 122.26+15.56 . 780 0. 460
WBIT e 111.07+16. 88" 108.35+12. 63" 97.24415. 03" 5. 445 0. 007
VEGF (pg/mL)
YR HIT 154.00+13. 02 156. 00+4. 30 157.00+17. 28 .170 0. 850
WBIT IR 140.10+17. 41° 133.84+14.07° 118.71+16. 90 .820  <€0.001
CA125(kU/L)
IR IT AT 55.01+12.06 51.88+14. 22 54.86+14.61 . 290 0. 750
WBIT R 45.7049. 67" 40.05+8.91° 37.4647.87° . 230 0. 020

*P<<0.05, 5IRITHTHLER .

2.4 3HARRREKZAEWRILLEK
SHARKM EAERILK, ZRLHRITFEX
(P>0.05),0L5 5,
x5 SHARKRMEZEEE (n)

HAICH  HAICH#  HAICHKS )
TiH x° P

=13 AIFTHG=18) JAITHGH=3D

PLT Wb 1 1 3 0. 999
JFDRE R 2 3 9 0. 562
LT 2 4 8 0.921
Mg 5 9 17 0.983  0.612
273 3 4 6 0. 999
WBC /> 2 7 14 3.515  0.172
3 it ®

HAIC JEA | — 4 B PR 97, B Ry
M, X ERAE A HAIC A [ T HoAth 22 3 ik 36 97
HCC 754, I TACE Hl3E 8 P U IR T (selec-
tive internal radiation therapy,SIRT) , %X 2675 1 H ik
PR SRR IT R, AN BE N R I HCC i 48 A A7 4
REV L BRI A 5 K AR ST AR e, HAIC 5 B /b
AN B A0 G, H 20 B 3 P HL T 5 A HCC IR 97
TR, BT L ERE A HAIC 5ch 5 H A BT i
ARG IRIT IR HCC 1Y G e 7 %8 .

AR, HCC /Y f 22 36 97 R g 78 2 TUE 5% b 14
FIVEAG AN . A5 A B BT AT Dy — A G A A
il 00 Rl G 5T 40 3R A AR R R R T A2 A1
(programmed death-1,PD-1) 3Z K454, fHl PD-1 5
PP EPET--FL K (programmed death-ligand, PD-1.) 1
1 PD-L2 BIAE AR % B PD-1 38 B84 509 T 4 /g
TRIAE S TR 5 T 40 Jf 0k i 96 40 B % Bt L A B
TR A e 328 72 G0 k) b g v R0 T BR AR 0L
LR R IRRE W — bR AR O B BT R I S R E E
JRRVEE R AT L. VEGF 9K 3 1% S 4 il 8 1 4 A %
SRR TME B9 R . DR BR 28 B 1

J—FPl VEGFA B 57 B HL A4 1] 35k 8 o 1 4 X — 3t
P, 17 L 2 22 Fh AL i 5 08 BB 05 A0 4 2 E B 58
AR AN Y A Y B AR M1 5 M2 4 A L
120 uel D A P T 40 (regulatory T cell, Treg) 4
FRE g Mo R vE T 40 M7 i =2 B 45, DA sk
55 H A 2 VR

Z TG B L BT RBETR YT BB TR T SR W L
BT RIFIU2E . IMbravel50 AF 58 34 T B 25 K] Bk
BB DR BRI A T 25 5 R AR e YT R, i
FEws, SRPAER M L, B EIBITH ORR & ik
30% . HEA R/ BT KA 1 OS 3K 25 (P47 OS #f fa] .
19.2 M H vs. 13.4 A, HR=0.66)"", LEAP-
002 FFFEEAS T IR 1 S bt A0 LA RS S B A 3R 9T 5 AR
B e R 2 R B AR T JE T T R VKR AL 1Y B
HCC B & MM %58 B8 . ORR Ky 36 %6, v 2%
fRFELLET |y 12. 6 S H s PES WFEH 8.6 A~ H
iz OS BFE] Ry 22 AN A5 B % et 5 B R 2
2R 9T AL AR AF 5T Y 45 R o, 62 1 AR 9E X 42
ORR F1 DCR 43 % & 29. 0% (18/62),87. 1% (54/
62), HAICHEBEAIRIT 4 ORR & T HAL P4, DCR
EFHAM ML, H 227 LG22 L (P>0.05), H
HAICHEKAIRITH BRI KA OS.PFS B[],
AN HAICH B AR 97 4 CEALVEGF K& CA125 K
SR 5 HG Al 7 2 AR 2% WA il R S B A DL AR B
BUX TR B IR IT R AR, oY R R AT RE
SE T IR PR 2 B 0 VR R AL B AR R S T
AL A 25 S F O E R & X HCC kK #A/EH .
SHHA AR RN EERILEK, ZR LGt E X
(P>0.05), RUIHC G 2 B ARG R &S W22,

gk b ik . HAIC B A 28 16 97 O xS e
HIT R e HCC BE A 8k L BA &%
Atk Rl RN AR AL T Wl SR 8HE . B T ASHESE S B
O LB 43 M o HLRE AR 5 48 /N J5 B2 o il 5 T
K FEA RS — 2 SR
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