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W IR TR LR SRS, TR T CTE T Hi kA . 4518 RALOX-HAICHEA Srsie kbt sl ) Ko [m) 25 a7 rhie S HCC pias
Tl , LA R AN RSN I AZ , b SERREME I PRI I 23 1 kA

KRR AR AT BRI 28 BUD RN Seiayy EIRNAYT

Efficacy of RALOX- HAIC combined with immune checkpoint inhibitors
and targeted treatment for intermediate and advanced hepatocellular

carcinoma

CHEN Yongru, LI Rong, ZANG Mengya, YUAN Guosheng, LI Qi, HU Xiaoyun, LI Wenli, CHEN Jinzhang
Department of Infectious Diseases and Hepatology Unit, Nanfang Hospital, Southern Medical University, Guangdong Provincial Key
Laboratory of Viral Hepatitis Research, Guangzhou 510515, China

Abstract: Objective To investigate the efficacy and safety of hepatic arterial infusion chemotherapy of oxaliplatin plus
raltitrexed(RALOX-HAIC) combined with immune and targeted therapy in patients with intermediate and advanced
hepatocellular carcinoma. Methods We retrospectively enrolled 39 intermediate and advanced HCC petients who accepted
RALOX-HAIC combined with immune checkpoint inhibitors and targeted therapy from June 1,2020 to December 31,2021 in
Nanfang Hospital. Treatment was discontinued either because of disease progression, death or unacceptable toxicity. The
tumor response was evaluated using the Response Evaluation Criteria in Solid Tumors 1.1(RECIST1.1) and patient follow-up
continued until October 1,2022. The primary endpoint was objective response rate(ORR). The second endpoint were disease
control rate(DCR),median progression free survival(mPFS),median overall survival(mOS) and safety. Results The ORR was
41.0% and the DCR was 87.2%. The mPFS was 7.3 months(95% CI 5.0-9.6) and the mOS was 14.6 months(95% CI 10.8-18.5).One
patient received surgical resection and had a complete response as yet. The most common adverse events were fever,
abdominal pain, bone marrow suppression, elevated aspartate aminotransferase, hypertension and hand-foot skin reaction,
and no treatment-related death was reported. Conclusion RALOX-HAIC combined with immune and targeted therapy was
effective and safe in patients with intermediate and advanced HCC, laying a foundation for future prospective clinical research.
Keywords : hepatic arterial infusion chemotherapy(HAIC); raltitrexed; oxaliplatin; immunotherapy; targeted treatment
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AR ZE ) EE HTT 5 h, FEDRET RS [ AR R
AR TIRYT SR R Nz 45 . AR
FOLFOX-HAICHE A e MALmia AR — bk
B e 52l B S R SV R S BB AR



http://www.gdgca.org

- 19 -

AIE S TER T RALOX-HAIC B4 s K R a1 254
SIEEST TR HCC Tk 52 4k

1 ‘EREAHE
1.1 BT

[0 A 2020 4F 6 H 222021 4F 12 ABGE TR
05 BERN R 2E B 7 BE Be il F RALOX-HAIC B & —Fl it
PERAT S A5 (immune checkpoint inhibitors, ICT) A&z
AR 2Ry TR TR HCC s I HU PR oR]
1.2 JABIANL S HEAT

ATERRIE : (DR AP EF 2T RE(2019 45
JR)) 2 s PR B B 12 HCC; (2)BCLC 4330 i
HI(B/C); (3)Child-Pugh 4324k A 48k B (CPIT)r<
7435 (4) ECOG 43 0~173; (5 I RALOX-HAICHK
G ICL R M 25907 , I 2D 5e 12 NG T & 1
UMRE A o HERRBRIE: (1) & I AR A P e 5
()G RGO TEEE 5 ) FEAE™ A SERE , WLCoE
s T DIREAN A AR s (A) IR s (5) BRI HA A
APUMEVERZ5Y); (6) FHZGIR M 250 (R . ASHiF
FEE T R Ry R B A3 R 2 i Acdttfe, HoAR
P SR B R R
1.3 &R %

(1)RALOX-HAICHET: 758 : SR ZE M, 4
PR S8 B AN Ak it shk, 258 0A
BYLFIEA 100 mg/m®(3~5 h) ; By 2E 3 mg/m*(1 h),
1IR3 JA o (2)ICT 252 J5 58 - R B MRS B A1 BRI A1)
TRAF A AT : 200 mg/Ik, IR , 1003 J8 5 ity
FIABT : 240 mg/AR , FHPKIE , 1IR3 J&] s FEARAC AL
1000 mg/Uk , R TE , 1IR/3 J8 o (3) #1161 2545 25 )71k«
SAFEE 8mg/k, LIk, 1Yk/H s RHAEE 1400 mg/ik,
PR, 2 U/ H s Bl e - 250 me/dk, FHIR, 10/ H s Bk
AEJE :80 mg/k, TR, 1 I/ H ; Z404EJE : 200 mg, I,
20/H
1.4 ESAREAR AT

3 JE S A i E L Thae EE I P iR
(AFP).HBV DNA %54515 , 6~8 Jil & A [ I s+
AL Z 4 (CT) /A G IL IR R (MR A% 52
MRI, ()AR#ERECIST1.1 bR X e 14 97 Z0FAl -
D5E 425 (complete response, CR) : A #p kLT % ;
Qo2& f# (partial response, PR): Uikl F1 452 Fl b3
2Kk 2> AR T 30% 5 B % s 1E J2 (progressive
disease, PD) : #pkt B4R Z Ml LB GE i AR Ty
AT ARk B RN e/ MBS K 27 20%, 5B B
kL @PSRFe 2 (stable disease, SD) : fIR KL A4 /N
HARBEAGRS PRI, B KR INAGA S PD FRifE . (2)

JeiE A A7 3] (progression-free survival, PFS) & SN
SR BRI TG 2 e A A ] T A S R A i
BRI FEGET R R (3) £ 7 (overall survival, OS)
SCR B AIRYTIRIG 2 PR B R 5 | SE T (R s ]
(A RV AR A B AR 5 WA B v =
PN RE(CTCAES.0) 500 1 & 5%,
1.5 it st

I SPSS 25.0 X &dla A ALY, IEZS AT HE BT
RSB EZE (x £ )FOR, ARIERSMATHEGOR
T B (B IMA, B KA FR  THECRORE I 1%k (%) 3%
7N, 2K FH Kaplan-Meier 75438 PFS . OS i1 £k , Cox Lt {4l
JRUS: BT EAY HFHR 5200 PES (Y KR, R 307K i
0.05.

2 &R
2.1 —fEFH

39 Bl H & R, B Mk 35 1 (89.7% ) , L 4 B
(10.3%) , FIAFERS 47 % (47.0£10.5 %) . 33141](84.6%)
BE BCLC/H N CH,611(15.4%) 55 B, Hr 20
(51.3%) FRE R & I NAERS .30 44 (76.9%) A &
FEI IR SER R A2 M 11.9 em(11.9+3.8 cm),
HBV E&H 36 1711(92.3%) , b 1 4 S E W5 JF HBV
AHCV JE Y, K28 AFP3400ng/ml [ A5 25 44 [ &
(64.1%) . 2544(64.1%) B3 LIZ =W & h—4a3ny7
TrEe, Hax 14 44(35.9% ) & F2 0 TACE M e
BXA TACE BE G605 A g i e i — 28 Me 2636
P HEER D ISR R, RS UGTT
22f(56.4%) , B B FIBREABTIATT 9 1 (23.1%) , fF ]
FPUIAYT SH1(12.8%) , 73 INAH /DHUE AR
JEEAAT MR ERERGT R E A AP TIARYT . A )
RIS RIRIT 181491(46.2%) , REARSEIATT 91
(23.1%) , FIAER SR 1697 6 B (15.4%) , Fi KARJRIRYT S
%1(12.8%) , 1141](2.6%) B E 12 ZANAEICIRTT . BH
52 HAICTRYT BB 3R (2~61K) o
2.2 Bt 9E B

HAE20224-10 H 1 H,1671(41.0%) B EFASPR,
18 15 (46.2% ) 345 SD, 5 141 (12.8% ) J # i J£ ,ORR
41.0%,DCR 15 87.2%(#£:2) , HHg 1 44 R I 4 /)N
BHATARIEME AT TARVIERG CRE4 . mPFSH7.3
MNH(95%CI:5.0~9.6 1~ J1) (Kl 1) ,mOS 4 14.6 > H
(95%CI:10.8~18.5 1 H ) (K 2) . #E—ZIAIT IR A
#1,ORR 4 52.0%,DCR ik 88.0%; 24 HAIC Bt S0 G/
R M S I, ORR My 21.4%,DCR 4 85.7%.
FAHZR Cox [MIH T A & B B3 S A Ao
MIRZR (R3).
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®1 BEELHRM

i (%) 5 & +s B MG
P

5 35(89.7)

& 4(10.3)
G 47.0£10.5
Il

HBV gt 36(92.3)

HBVAIFHCVIERG: 1(2.6)

HAth, 2(5.1)
BCLC/H

B 6(15.4)

Ccly 33(84.6)
AL

1 20(51.3)

G 19(48.7)

I I

H 30(76.9)

Jo 9(23.1)
PR R K44 (cm) 11.943.8
H &M (ng/ml)

<400 14(35.9)

=400 25(64.1)
DRI (U/L) 35.0(16.0,153.0)
KA TR = [ (U/L) 53.0(22.0,225.0)
JaARZL 2 (mmol/L) 15.7(5.0,139.3)
HEEF(g/L) 35.8+4.5
B A] () 12.241.2
IR (10°/L) 190.7+93.2
CR T (mg/L) 16.0(1.1,160.1)
WG

WHA 25(64.1)

ik 14(35.9)

1 :BCLC 4030 L ZE B AR 4330,

%2 RECISTI.1 fF30iEfL

RRRF PR R L (=399 (%)

SEALR 0

EiZaea 16(41.0)

e 18(46.2)

il 5(12.8)

TR 41.0

Pt 87.2

*R3 BELHEBAEFHCOXEEASHT

ez PRI ZE COX 53T A
HR 95% CI P{E

PN (F ) 1.264 0.439-3.637 0.664

AEIS(250/<50 %) 0.665 0.323-1.372 0.270

WREEIE 1.025 0.707-1.484 0.898

BCLC/HHBI/CIH) 0.685 0.396-1.184 0.175

HFINEERS (U 1.115 0.778-1.598 0.553

IMERALCTA) 0.766 0.485-1.211 0.254

JibRE e K A4(<10/210 cm) 0.991 0.483-2.034 0.981

ALB(<35/>35 g/L) 1.073 0.519-2.220 0.849

PT(<12/>12's) 1.894 0.918-3.907 0.084

PLT(>200/<200x10°/L) 1.228 0.595-2.535 0.578

CRP(<16/>*16 mg/L) 0.907 0.440-1.871 0.792

HBsAg(-/+) 0.552 0.202-1.506 0.246

HBeAg(-/+) 1.495 0.821-2.722 0.188

2 AFP(<400/2400 ng/ml) 1361 0.621-2.982 0.441

100+
—_ mPFS: 7.31A
X (95%Cl: 5.0~9.6)
5
E 50
R

0 ' r ' ' ’ ]
0 10 20 30

mhE (A)

B 1 BELTHBREERESH

100

mOS: 1467R
(95%ClI: 10.8~18.5)

BEFE (%)

0 ¥ T T T d 1
0 10 20 30

e (A)
B2 BELETFHMEST

23 REFH

IRTT IR TP IC R A B A e , oAy
ANRFLEILFR 4, Hodd LA HAIC ARG &3 K8 ;
AT7 2505 A RE ] R DIRE S H eI TR 25
BAESE, TEX3 AR R, & AR 10%1FH
F AN (10.3% ) I/ IS (25.6% ) FIF R 25
TE(15.4%), 38443 (97.4%) 2 i1t /0 1 AR
FERIA BN, 13 44 H (33.3%) BT =3 AR R
o 3E I RS T AR AT BRI s e 25
AR AN RN A Frd i , R kAR T A
KAET-Fifk,

3 itig

BATWF G485 on , X T g i HeC g3,
RALOX-HAICBA ICT AR [ 2543697 1] 4R15 R AT
G RI TR, AN B RN TR A2 o B HCC B3 th itk
TFAREL, IGARIAT PR 2, BB A, SAEAAT
FAR 14.1%", TTRGHAIT I HCC A KB
B A B AR R 2T 6 A (2022 4F A7) ) 4
“THA TN BER"T7 F AT YN I — 23777,
PP 2 R AR Je 34 B S B AT A 3 A T XU e
74 39 A e 11 =y N ] B BU L Loy S W s o< )
IRFE IR R AR A DGR, o e 25 R A
Ho B, ARG R G067 7 ek 2INRIVER >
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R4 BIFEBRPLAREH

AT HIAS KSR 3R

AR [n(%)] [(%)]
KA 20(51.3) 1(2.6)
[ 18(46.2) 1(2.6)
RIAIIN 8(20.5) 0
- 9(23.1) 0
I3 4(10.3) 1(2.6)
S et 21(53.8) 4(10.3)
AN 26(66.7) 10(25.6)
BT 27(69.2) 3(7.7)
RN 22(56.4) 0
MIHLET 12(30.8) 0
FHK 9(23.1) 0
R 15(38.5) 0
THEIE H M 2(5.1) 0
FRRIR T RERGR 2(5.1) 0
FREAAE 9(23.1) 6(15.4)
W BN AR A 1(2.6) 0
22y 6(15.4) 1(2.6)
e I 1(2.6) 0

HAIC 5 79 H AR g e o T TR HCC 1Y
PRI G AT T 25 R B MR it i 2
Jokr, EB AR A B e e RN 4 B R E R 22
%, HAT,HAICEEA ICI M a1 251 =B %0
SRR IR B O A
B — 20 [l A9 26 B, FOLFOX-HAIC H 5 4
B A PR SRR e AT L TSR e a2l i i
eI TR R 4 1O PFS \OS \ORR, =BRIAY FLHA 14.1%F)
BFIRFICRY, TEZ S RTIEE IS T, =I5
FmPFS 4 10.4H ,mOS -~ 17.9H ,ORR 4 63.9%,
X} =AY eI R R ) A A R
BN 24 A BA L RTBETEHBA%RZR T FOLFOX-HAIC Bk
BRI ZI797 BCLC CHIME B3 B9Y7 4L, ORR
70.96% ,DCR ik 87.10% , mPFS 24 9.37 1, FH-UIESE
T MR RINARE SR e

H 1if ¢ T HAIC 78 HCC " Wk 5% R 3043 42 LA
FOLFOX MLl 1 /7 %% . FOLFOX J7 EHEH 75
50 h Ze Ay CBRURMEIE sh KR TE 46 h) , A T 2R FRp,
RS SEAE JRYSERUE THI, M RALIT 4R
ARREIRYT IR T I PR AR A ) R, B il
T PR A B TS P TR R A N DNA RS
B AR TR A TR 4Rt N, SR e
H ), AR ih 28 5 By RN A n R 2 PR R e
FHE S ARG A 1 H o P B 2 it 2+ VDR A Y
RALOX J5 4T , HEERTH{AT 5~6 h, BB 46 5iRy7
AfTE], B AR P IE . AR SCE BRI AR A — T i
PEIUBIIE R AT 22 A B 2 it 2865 B VDR A 2 ke
FEE R R HCC s IR R %, HAN R RO &A=
FAR AT AT B 5T £ W, RALOX-HAIC 5
FOLFOX-HAIC BA MU iG 7 eI R ORR IR
33.3%(P=1.00), DCR 43I 87.9%7F1190.9% (P=1.00),

mPFES /33109 7.9 HH110.740H (P=0.251), PitH %
3/AGIRTTAHIA R, B R T 1
2 | WA Y 0 A N e P ) e A P T S
SRRSO T , RALOX J7 28 (M 13 iof 1) 45 0 %8 5
h, DB/ R RNARR B], AT A A R F &

Hi 5= RALOX-HAIC A #5047 rh e AT
JE A RGESE , AT UESE T Ennl 17
Mo (HABIFST A Erfus U BRI A7 AEREAS B
/b Gz % IRLH BEA H ICLFNEE [ 25 ) AR 58— 45 R
J, T RHE R RAIESE
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