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[Abstract] Objective To observe the effect of immune checkpoint inhibitor combined with ranvartinib in the treat—
ment of transcatheter arterial chemoembolization (TACE) against advanced primary liver cancer (PLC) and its influence on ser—
um platelet derived growth factor (PDGF) and vascular endothelial growth factor (VEGF). Methods From January 2019 to
January 2022, 104 patients with PLC in advanced stage of TACE resistance who were admitted to the General Surgery Center
of Beijing You'an Hospital Affiliated to Capital Medical University were selected as the research objects. They were divided into
control group and observation group according to the random number table, with 52 patients in each group. The control group
was treated with ranvartinib, and the observation group was treated with immunosuppressant combined with ranvartinib. To
compare the efficacy of the two groups, the levels of tumor markers [alpha fetoprotein (AFP), carcinoembryonic antigen
(CEA) a-L~fucosidase (AFU)], the core quality of life scale (QLQ-C30) score, angiogenic factors [PDGF, basic fibroblast
growth factor (bFGF), VEGF ], and the incidence of adverse reactions. Results The disease control rate in the observation
group was higher than that in the control group (75.00% vs 55.77% , X’ /P =4.248/0.039). Compared with that before treatment,
after 3 months of treatment, the levels of serum AFP, CEA and AFU in both groups decreased, and the levels in the observa—
tion group were lower than those in the control group (#P =5.399/<0.001, 6.030/ <0.001, 3.086/0.003). The scores of QLQ-
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C30 in both groups decreased, and those in the observation group were lower than those in the control group (#P =3.060/0.
003). The levels of serum PDGF, bFGF and VEGF in the two groups were lower than those in the control group (#/P =7.386/
<0.001, 2.513/0.014, 4.796/0.003). The incidence of diarrhea and dermatitis in the observation group was higher than that in
the control group (x’/P=7.121/0.008, 6.310/0.012), but all of them were mild. After rest and symptomatic treatment, the symp—

toms were alleviated. Conclusion The combination of immunocheckpoint inhibitor and ranvartinib in the treatment of TACE

resistant patients with advanced PLC can reduce the levels of serum PDGF and VEGF, improve tumor reactivity, reduce the

level of tumor markers, and improve the quality of life, which is a safe and effective treatment.

[Key words] Primary liver cancer,advanced stage; TACE resistance; Immune checkpoint inhibitors; Lenvatinib; Platelet

derived growth factor; Vascular endothelial growth factor;Therapeutic efffect

TR U I I 8 5 A A L 39 B 4 4 98 ( primary
liver cancer, PLC) #iAaPEF-Bt,(H PLC K fa e it
U, 22508 58 B TR e, 4 0k TR L
220 2 kAT ZER ( TACE) g ) PLC &
FiyT 7 HEE TACE 3677 OB 23677 RS HE T
W, SECTACE H3L " o O 1R 2 B 20 40 1 1 2 R 4
B 790 L 76 Z2 R IR AT T Fe B B R BT A
7E TACE 46470 PLC (B a7 h A —E #B™ |
KI5 B 25 . BT HESET- 24K 1( PDA) |
PP HEBET- AR 1( PD-LL) J& G vk Sl o 7
LA R S e i, S5 R R R e
) BB g e e A 25 A 700, T BT PDH /PDLI
X AR 8 G i 32 A Aol LA G 28 T i ke 32, MK
M RAFHRBOR T . BRI B A 4
B 250 5 e e s R 70 LA PRI . A
BELA R T TACE 850 PLC 2 ol ] % 5 — 52
PERTo LTI, BUVLEE G s 6 A 540 1 700 K A AR
Jex} TACE $£47T PLC B BT R0 B I F .

1 BRE5HE

L1 IRIRYER BB 2019 4F 1 H—2022 4F 1 H 546
BE B2 BB b 5 22 1 B 3 A v M TACE 3k
Welh] PLC (R 104 BiFE R TF5E X 4, # BRBEHL B 5 3%
VL 12 4R g R RS, 45 52 i) 24— %okt
HAE RIS L P >0.05) , HA AT Hobk, W3 1.
AT LR R I B2 A B 2 B3 4 o A% 1o (20181218308
B KR A R B S R A

1.2 Jellessbrme (1) 9 ABRHE: QTS ITEL
WibRvE " T LR B S 2 112 @ TACE HiH 2 1
H A s B2 JFF 2 B e s B 1 BIE S e =2 Ik
TACE {457 I . BIVRE o A8 AL 77 245 4 2 75 U T A i g A3t
WL Eh K 40 ST A 50% s & 5 k9 TACE 4%
$; @I PRSI b ~ IV 1. Child-Pugh A 2% B 2%;
@I BT, AT A BB B 1697 K 2 B I (KPS)
FE4F >60 43o (2) HEbRE: OmAL R @/ EE
PR DR DIV B e R G DIEAE KRR

K @FHEAR <3 A5 @ e 3% S
MAPEBR: DE ™ H I @FF 57 4 A D RE R
fits QAL AR s QOXS ASBIEFE i FH 25903 48

R X IRA S WS IR R VOB L EL

Tab.1 Comparison of clinical data between the control group and
the observation group
X B pUEzS ]
T 2
i H (n=52) (n=52) 1 P
PRI 5 /20 32/20 30/22 0.160 0.689
(x££, %) 56.94 £5.82 55.37+6.21 1.330 0.186

BMI( % +s,kg/m?) 22.13£1.45 22.08+1.39 0.180 0.858
Bifd AR (% £5,cm) 7.68+1.11 7.44+1.24 1.040 0.301
ChildPugh 43%% A %% 22(42.31) 24(46.15)  0.156 0.693

[#( %) ] BZ% 30(57.69)  28(53.85)

I R 4339 b # 29(55.77) 27(51.92)  0.155 0.695
[fi( %) ] IV 23(44.23)  25(48.08)

i A ZTUT 4 33(63.46) 31(59.61)  0.165 0.921
(Bl %) 1 WEFA 11(21.15) 12(23.08)

HAl  8(15.39) 9(17.31)
Rt [l %) 1 18(34.62) 14(26.92)  0.722 0.395
B IHAE WEFRHE 10 19.23) 12(23.08)  0.231 0.631

(%) ] ®IiE 26(50.00) 23(44.23)  0.347 0.556
TG 14(26.92) 11(21.15)  0.474 0.491
1.3 B XTIR4H R A S E e ( Eisai Europe
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(AFU) G &40 A LI SERr A=A wl .
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Tab.2 Comparison of clinical efficacy between the control group

and the observation group

ERTEeIES
(%)
NG 52 1(1.92) 14(26.92) 14(26.92) 23(44.23)  55.77
WEELL 52 6(11.54) 16(30.77) 17(32.69) 13(25.00)  75.00
Uil U=2.094 X =4.248
P {f 0.036 0.039
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MG AFPL.CEALAFU /KF- L3, 2 R TG #E X
(P>0.05) ;7897 3 ™ HJE 2 41 M AFP.CEA. AFU

IR 8896 97 B BRI, HOW AR AR T XTI (P <
0.01) , L5 3.
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Tab. 3  Comparison of serum tumor marker levels between the
control group and the observation group before and
after treatment
4 B AFP( pg/l)  CEA( pg/L)
XTRAL AT 318.65 £31.09 18.56 +3.29
(n=52) JBIFr3™H 224.39+18.05 13.94 £2.47
MR RIT T 321.02 £27.11 19.28 +3.61
(n=52) #JF34H 206.97+14.68 11.24 +2.08

AFU(U/L)
84.98 +9.68
58.91 +7.21
86.23 +8.42
54.91 +5.95

t/P X MR N1E 18.907/ <0.001 8.098/ <0.001 15.575/ <0.001
t/P WEEH N1 22.677/ <0.001 13.916/ <0.001 21.906/ <0.001
/P37 e IEE 5.399/ <0.001 6.030/ <0.001 3.086/ 0.003

2.3 24NRIT AT G AR B PR R RYT R 2 A
QLQ-C30 P43 ek, 2 F ST # & (P >0.05) ;IR
7 3 A G 2 4 QLQ-C30 PEAF HIAiAy 7 R FRAR , ELL
S TRHHELZH( P <0.01) , W35 4.
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Tab.4 Comparison of quality of life scores of patients in the con—

trol group and the observation group before and after treat—

ment
4 B g WIEE Y3 AR i P
papicE 52 96.95 +£7.89 69.64 £6.26 19.553 <0.001
WELLH 52 98.08 +£8.11 66.14 £5.37 23.679 <0.001
tfH 0.720 3.060
PE 0.473 0.003
2.4 2 BIT S INLVE LA AR LR R LS YRYT R 2

Mg PDGF.bFGF. VEGF /K AL, 22 5 LG i+
=X (P>0.05) ;3697 3 A H G 2 4% PDGF.bFGF .
VEGF /K- 2485 36 o7 il BEAR, HOWL 5 AR T X B 20
(P<0.01 8 P<0.05) , W35,

2.5 2HAARRRNEARLE 2 AR GO
KRR B JRIRRE T 1 SO P fig 2 4 B AR IsE L AL
PR S5 AN RO R A R L8R, 22 R g it 2 i X
(P >0.05); WESHLNETS < K R & Az 3 T4 4l
(X*/P =7.121/0.008.6.310/0.002) , |-3RA B J52 w7 3
L AR E O AL SRR Y i, W3R 6.
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Comparison of serum angiogenic factors between the con—
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Tab. 5
trol group and the observation group before and after treat—
ment

Ao
XA BT

PDGF( pug/L) bFGF( ng/L) VEGF( ng/L)
2.02+0.53 169.81 £23.29 465.87 +49.75

(n=52) JA573 1 H 1.59+0.33 136.58 +21.45 425.62 +40.58
WG IRITTHT 2.16 £0.45 173.46 +28.77 472.62 +41.68
(n=52) JAI¥3H 1.14£0.29 126.58 +19.06 389.57 +35.94
1/ P X BRUL PN (E 4,967/ <0.001 7.568/ <0.001 4.692/ <0.001
t/P WA A 13.739/ <0.001 9.796/ <0.001 10.882/ <0.001
/P 3&y7 e AIaNE 7.386/ <0.001 2.513/ 0.014 4.796/ 0.003
3 3t i
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BT PLC (B A 28067777 3.
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A0S B IR YT 7 2 I R S R IR AL, i R il
AF SR IR P T 7 B Y o R 3 1 BT T PD-
1/PD-L1 #50), BE5 T kL 4 & i PD 45 57 14
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Tab.6 Comparison of adverse reaction rate between control group and observation group

XTRRZL(n =52)

ML (n =52)

o 124 342 BEER(%) 2% soam pgmma KW P
i:8 2(3.85) 0 3.85 4(7.69) 0 7.69 0.177 0.400
PN 6(11.54) 0 11.54 9(17.31) 1(1.92) 19.23 1.182 0.277
Sl 4(7.69) 1(1.92) 9.62 5(9.62) 2(3.85) 13.46 0.377 0.539
Rz I 6(11.54) 1(1.92) 13.46 (15 38) 0 15.38 0.078 0.780
F RN 3(5.77) 0 5.77 (9.62) 0 9.62 0.135 0.713
Ji:ReE 2(3.85) 0 3.85 10( 19.23) 1(1.92) 21.15 7.121 0.008
He % 3(5.77) 0 5.77 12(23.08) 0 23.08 6.310 0.012
WL fiE sz 45 6(11.54) 1(1.92) 13.46 9(17.31) 1(1.92) 19.23 0.633 0.426
ERIGE 14(26.92) 2(3.85) 30.77 15(28.85) 4(7.69) 36.54 0.388 0.534
WL 0 0 0 2(3.85) 0 3.85 0.495 0.248
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