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W OE [ HM] B e B I s Bk 7 2E R (transcatheter arterial chemoembolization, TACE)
M ZE S BKHETELYT  (bronchial arterial infusion chemotherapy, BAI) X Lt TACE/BAL i I 1T 41 il Jiz
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Abstract: [Objective | To investigate the safety and efficacy of apatinib combined with transcatheter arte-
rial chemoembolization (TACE) and bronchial arterial infusion chemotherapy (BAI) versus TACE and BAI
(TACE/BAI) in the treatment of advanced hepatocellular carcinoma (HCC) with pulmonary metastases.
[Methods ] Seventy HCC patients with lung metastasis from four different hospitals were enrolled from May
2015 to June 2017. According to the ratio of 1:1, all patients were randomly divided into the experimental
group and the control group. Finally,64 patients (35 in the experimental group and 29 in the control group)
were enrolled in this study. The patients in the experimental group were treated with apatinib combined
with TACE and BAI, and the patients in the control group were treated with TACE and BAI. The progres-
sion- free survival(PFS), time to progress(TTP), overall survival(OS), disease control rate(DCR), objective
response rate(ORR), quality of life(QOL) and percentage of adverse event(AE) between the two groups were
calculated and compared. [Results] DCR was significantly better in experimental group than that in the
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control group(57.14% vs 27.59%, x*=4.493, P=0.034) and the overall incidence of adverse events be-
tween the two groups was comparable. In terms of patient prognosis, the experimental group displayed
better PFS, TTP and OS than the control group(P=0.030; P=0.029; P=0.020, respectively). [ Conclu-
sions | Compared with TACE and BAI group, patients received apatinib combined with TACE and BAI
display a favorable survival benefit without adverse effect on QOL or AE incidence.

Key words: apatinib; transcatheter arterial chemoembolization; bronchial arterial infusion chemotherapy;
advanced hepatocellular carcinoma with pulmonary metastases; safety; efficacy

JiF 41l i % (hepatocellular carcinoma, HCC) J& i
UL L RV I, A At SR b R e v B 5
6 7, LA b g AH G FE T2 SR R v 3 5 4 2 I
BRA RS A AR S 90 1 A 2 0 A 4] HCC A
HEEANAAAEIRYT Or 2L, X TR AR [ PR S
I HEFF R PR & RGMEIRYT, ALAE I 3 Ik A7 Fe 2
(transcatheter arterial chemoembolization, TACE) | JiX
7 Or THUEA ST AF P 2019 (R MR 2T
MG $5 % T b B R o 90 05 52 b b 399 (RF AT
SN ) 1Y R TACE TS8R A7 A Dy 5 28 10 I 21
177 21, il S A Js G Ak e 7% 1) dc i WLV AL
PEHIE 47 %1 IF AN RS K A ARt S A 7% 1Y)
BEWEWNZE, R BRXEEE 1 AEEFRR
13.6%,3 AL A7 3L 4.9% 50, XA i %% # HCC
B, SR E B K 1B JT (bronchial arterial infu-
sion chemotherapy, BA) L HA7 — & iGI7 & L7, H
S, BRI B AR X HCC Bl 73X — A
REO) BARIOST 7 %8 IR 38 U0 5 2 — Fh BE A8 4B < AR
A A A G HCC i 7% 008 B R G kR T
5,

UEAE R, S AL A YT (G RPAEE e
B R e TR 5 ST AR e JE A ) 7 e 4
HCC ¥R Y7 Hh & #45 BOk i 2 p /E F 0, Hor | i
WA JE (apatinib) 7E Jy — Fg BY 59 4 1L 48 A2 1N o3
T, BEREAG O A N B A0 A K R B2 A 2
(vascular endothelial growth factor receptor 2,VEG-
FR2), K FEHT LA A 0V 1T, DA T 40 1 ik 98 1) 32
JE& o R AT 5 10 3 1Y Bl s 25 JE A 4% Rl 2 L A 1
iR vh R RGO T m —J I
I RS0 0F 58 3R B B E % JE Bk 45 TACE YR 77 Hh i
B HCC B 222200, T LU & KR T
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A A7 (progression-free survival ,PFS)™®, fzilT,
BT A B JE B 2020 Bt (CSCO J&i & M 91297 1R
FI )AL HCC —ZiA)T RE £ (1A 28IEH | [ 2%
LR ), HAE AR, F— 25 0F 52 Bl i 5 JE 78 iR
B HCC Ry EZANE . B2, Bl A b &
BT i1 85 JE BX & TACE A1 BAL X HCC fili %% £ W 40 A
REBYST RPN, PR A5 B FE R BT i 8 Je k5
TACE #1 BAI {647 HCC Jifif% 7% 1) 2 4 1t AT 24tk

1 #AMEFE

1.1 #WHRMK

4N 2015 4 5 H &= 2017 48 6 HAEmI KT AR
P IR H B B R A B 2 — PR e\ Wi N R s B
FIVHT VLA Mg 5 e PO A4S Ao OiE 9 HCC il % 7% 18
o WA RIOER =18 %, Q#12 M LI 52
AT YIBR Y HCC B, HAR4 R hAE)e ;
(3Child-Pugh AFYIRETED A Hsk B 9% ; @BCLC 4
Wk C W1;GECOG PS W41 .0~1 43 ; @4 B £ E 4
BIREIEH . HEBRARE O 4 J8 44552 20 T 5%
FRI7 10 s R H A 2 AL o 1 s BB 4 & A v
HX A28 R GE 5585 1) s @ ARAL AR 5% 7 SR 15 2
J5 1 T AR 24 3 s Y ok A v 4 A7 LA 47 e R 25
VI s OB T % R &R 5T, @ B
FEORAR AR ST sl e ok B P R U . R B LR
FIRM AN R 101 A EC B AL (BT e B
4 TACE/BAL i 97 40 ) Fn Xt B8 40 (B4l TACE/BAL &
JPA) AHIF I IRAS 2 P DRI 4K B W T2 iR
BE e e B2 51 S AL e [zjzlyy 18 BRALF 5 . IRB-
2015-256 5 (Fb) 1. Iy B £ S W oe i 445 8
G R A

753



Journal of Chinese Oncology,2021,Vol.27.No.9

1.2 #MRAE

XF RRALBIRYT 7 %8 HF IR AT bR i TACE 3897,
fili % B 98 47 BAL, shkiE by & . B A4
100~150 mg, B 5 il Z£ 2~3 mg, £ E 30~60 mg,
R g OB B S T N IR % N N 1T 526 = N W g E £
BT TS BP9 TACE 1897 R 5% % 98 (1 BAI
1RYT [0S BRAL [R] I 7E 5 — K TACE A7 Ja 1Y 4~7 d
1 Al By iy 5 JE A 9 CHF 6 R BT i 5 JE ) (500 mg,
1WA, ESERRAT 6 J8) . 24 500 mg 4 K — K5 & A
REAR U i Tiif 32 i), 7 8% 5] 8 %5 250 mg, 1 K/d, X F
JFNEA AR AR R, EE — RGBT IR £ 4~6
JEFRRAT TACE 697, 4L 51 502 08 ml b 38 10k
JE 1k HE R — K TACE 3GI7 R 1 K, 45 1k AR A B iy
BIe IRIT 0 4~T d GRS BT e IR YT L B R AR

PR G Ak 22 IR BT e = 2 A H
1.3 Mg BT

FFA BB TEIR T AR U7 o AR T 52 T S
AR A (LR A=k B DD RE MEAR RS ) |
XF b3 s 1S HLT 2 494 (computed tomography, CT)
/a8 3 g 0 PR AR (magnetic resonance imaging,
MRID)&§ , VA7 J5 5 4~6 JHHEAT— U LI 5 CT
MRI 46 #r | LAVEAG Rk R 0 J8 3 BB PR DU AE
mRECIST i ph 2856 3 5 (O BB A 22 PG,
IEGE T 0 A P AL TE] H B i Ak () 9 5 9 428 ] 26
(disease control rate, DCR) 1% M2 fift % (objective
response rate, ORR), H:H'  DCR #§ &2/ A — K%
SN WL ST AR E TR R ], AR e e g
fi#% (completed response,CR) ., # 73 2% fi# (partial re-
sponse , PR) FlJaj # 2 % (stable disease,SD), ORR 45
FEIRYT I R PN LN CR A PR AR LB
Bl &S JE IR I A AR 3514 (adverse event, AE)
R 4 56 [ 58 98 0E F 5 B i A R 58 1 R 7 s 1

4.0 Jit (National Cancer Institute-Common Terminology

Criteria Adverse Event,NCI-CTCAE V4.0)%FE .
AR FRATTIE 43 B 1 W4 iR

TACE %55 — Wi Je i Ji B8t A AT: AT Jit DX 36 1 1)
[E] . TTP #% & LR MWK TACE Z 55— IR i igg ik i
IS E . OS B LA MR TACE 2 K I B 17 55
S JET RIS ] AT 5T LA PEFS O 3 SR 7 2004
b5

Az T B A DT SR FH R 988 ARG T 2H 2L € 1
Jih 98 A A7 it & ) A % (European organization for re-
search and treatment of cancer, EORTC) %[> 3R
(QLQ-C30) "Xy | H #EATIPE . ERiE L 5 ke
GUER (KR T RE | fA AT RE A HIDIRE T 245 T RE AL
SINRE)FI O NAEAR SR (B = P Kt
W PR AE R B B R AL RS 2R 5E IR LA K
1A e A fdt BRER B0 AT J8 25 D 03 Horh & D R O
AT B e R WL D RE M, A5 AR AT 70
1o R R AR R A BROIR O AT B R R
B A2 i o o B
14 SitzEaE

TS T i BORER T X (H b5 1 22 30 AR IE
A0 A vt ERE R HT v A BOR I S5 A6 8] BE R 41
B 2R A ¢ 45 55 K Mann-Whitney U K 5%, 715098 KLk
F R J7 46 56 54 Fisher 86 DI A% #23%  K 1 Kaplan-
Meier J5 22 PFS [ TTP,0S #i£k . 43t 70 #r A (&
K] SAS 9.2 Fl R 4.0.3, P<0.05 #{Ik by 22 52 A1 e it

2 % R

21 —RIERSH

N AR A 2 B H IR W1 R
FEIF 5 303 8] (50 ) Al e P 9 245 90 , 3 81 28 3 A F 5
WiR R, 64 BB F A BLA b, o i ge 4l
35 9], W REZH 29 5], WAL R AR IS PRI AR
JH D68 3 G B0/ XA i 5 B4 0 22 S 3 e e 12
= X (Table 1),

Table 1 Baseline characteristics of the two groups

# 1Y JC 7 A= A7 1 (progression-

Characteristic

Experimental Control group Statistics

P

free survival ,PFS) . ¥ %5 ¥k & i group (n=35)  (n=29) value

il (time to progress, TTP) . 44 A= Age(Mean=SD) 51x13.5  49+16.5 7Z=-0.75 0.455
. . Gender(Male/Female) 26/9 19/10 ¥=0.24 0.625

£ 10 (overall survival ,08) ETE 0 waiting time(d) 3.73x0.84  3.88+0.45 =0.86  0.391

[T & (quality of life, QOL) Z [H Y Liver function(Child A/B) 30/5 18/11  ¥=3.55 0.059

F253  Hop PFS g X MR Lung metastasis(unilateral/bilateral) 27/8 23/6 x’=0.00 1.000
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== TACE/BAI*~ TACE/BAl+apatinib

“TACE/BAI “ TACE/BAl+apatinib

1.00

P=0.020
0.75
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P=0.029

Overall survival

0.25
0

A B
= “+TACE/BAI * TACE/BAl+apatinib

.Z 1.00 5 1.00

% P=0.030 Z
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Figure 1 The progression-free survival(A),time to progression(B) and overall survival(C) in the patients with
different therapies

22 TR

TEBIR G2 i a5 20 %) DCR B I 5y T X B2
(57.14% vs 27.59% ,x*=4.493,P=0.034) ,0RR I %f
WA &y B 22 ¢ e Ge i 27 2 L (31.43% vs 17.24%,
¥=1.030,P=0.310), X % 41 F1 X} B8 41 1% A= 1% ot
(QOL)PF4343 1k 36.07 1 31.57, 2 5 K4 124
S (1=0.864,P=0.391) .

TEBH AL TS PAL T, X5 4 Y PFS TTP
F1OS FoXEREZH B4 (PAEL 53514 0.030.,0.029.,0.020)
(Figure 1), #&/5 B[l Je Bk & TACE/BAL V& Y7 1E I
SO 98 1t 7 B R 3 v AN (L
23 AREM

TR0 20 FHX BE ZH Y A A TR DG AE T Bl
AE BB WAL IE] fe s WL OR BRI B 2 S 4R
fE (45O MK FE R ) . 276 i R B e 4l 5
XA RR AE RAERZERFRAZIT¥E X
(60.00% vs 68.96% ,y’=0.233,P=0.360) (Table 2) , /&
BT JE IR YT M DG I A 1 & AE S AH L T X B4
B H IR X B AR £F 280 XA 1R 97 R/l 0 B 25 )
R8T oM s R

Table 2 Incidence of related adverse reactions in the study[n(%)]

3o #

HCC & &R AR TN &R NGRS |
Hh T P IO B DL 5 RS TE I AN B b
i i Bt % O B DL A B RS T ST 2 Ak R L
JEJe—H T HCC i — £ sl Ba Yy, (H
S RPAERIRIT RS HCC 1Y U % (CR M1 PR)
1N 8%, H ULAYAS K I AN A FR (14 24 9 57 % B il
TRBARE Bz N PR I R — s HCCH
R R Ty P R AR JE T AR 2 12 LA 2019 Wit
R R MR 2YT BE ) X i A 55 7 (7 e 3 HCC 42
TR 2RI, (HR B RTA 2N ER R
J7 % AR T T BATTELEE T B s JE BX A TACE/
BAIL 5 TACE/BAT *F & Jf i % #% () e ] HCC 2 3%
(1) 4 4 P VA ChE IRATT I 98 25 R KW, 5 TACE/
BAL A EL, Balf s JE 156 & TACE/BAL 16 )7 A Jf- il %
BRI HCC B 224 50, WA TR YT Re s TH i &
1) PFS [ TTP 1 OS, H AN A ={E F 3 1) /™ 5 0 A6

RUE TACE B A HCC EFARIBIF A Bt , (1
SE AN Ry S — A v G T O

2, R B AG A7 A 26 18 A RE S8 &

Adverse reaction Experimental Control group . p

goup®=35)  (=29) ATEM RN . TACE 77 5 A it
Weakness 6/35(17.14%) 2/29(6.89% ) 0.275" S BRI AT R 2 T A LA B A 2
Hand foot syndrome 7/35(20.00% ) 0/29 0.012° i s . .

T R 6 TACE 5 VEGF Fl g’
Nausea vomiting 17/35(48.57%) 15/29(51.72%) <0.001 1.000 ﬂ:ZL j& ; . T o LT
Hypertension 8/35(22.86%) 0/29 0006 WEFAEANIE AR T (basic fibroblast
Abdominal pain 11/35(31.42%) 18/29(62.06%)  4.836 0.028 growth factor,b-FGF)/KF Y & 3 T i
Diarrhea 9/35(25.71%)  5/29(17.24%)  0.263 0.608 Ht— L HI# VEGFR2 Bl fk, 7= 412
Hoarseness 3/35(8.57%) 0/29 0.245" 1 /,—“E"f» H ﬁi’ﬁf F 25! N Eill ’FE'J VEGFR2 FikH
;Ieadac.he and/ or dizziness igzi ﬁiiji 7/29(24.1:(’&)‘/7;7; 0.467 841123* Wi VEGF H13 (0 P9 1 40 i 57 % i 56 i
norexia 43% L \ o Al 5 25 B 3 AL i

Overall adverse reactions 21/35(60.00%) 20/29(68.96% ) 0.233 0.630 el Ig% R A e o A8 52 £ a0k 240

Note : * : Fisher’s exact probability method
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AT R e M TACE Jr U B T 22—, B
AR JEAE b —Fhai K A9 VEGFR2 #0i 5) , H: 2% Fi )y
JERPAEJE MY 10 £5, GBI HI VEGFR2 7= A bt i &
A R R VR S RGBT R JE 1A TACE
BLIN o i 24 e o N BN B (Y22

Il BRI, B e 86 & TACE 3697 HCC E A £
TG PRAF 55 #2365 i) — 300 T A i R 36 F 5 Al
2 WA BT A % JE 16 & TACE ¥8 97 WP i 5] HCC 3% 2
AN Ty — I R ) 22 b0 BIF 5 SR A B
T4l TACE, Bl Je Bt & TACE X[ # o #2
FEE AR, RR S W R T T F KO A B BURT C Y
i A (B . 12.2 D H vs 7.5 45, P<0.001;C
A.13.7 M H vs 7.2 4 H L, P=0.006), ST B AF5E
UMW ) VEGF /K5 HCC Byl 5% % K e
R 7280 B A JE v s BRI ] VEGFR2 W fig %t
BEL L 05 e e g it e B A 28, e P — T 5 K BB
A2 JE R 9T 28 A A Il % 7% 1 e 5] HCC J8 35 1Y
PFS 5T 20 i Jc fili % % 119 i 13 HCC /8% (HR=
0.316,95%CI:0.144~0.696 , Log-rank P<0.001) ,0RR
R LS F (21.4% vs 5.0% ,P=0.019) $75
X2 NHERT LB J iR 7 3K 45 . Yoshida %57
8 T 38 S R SRS Bl KR T AT RS 2 T
HCC i % B3 B ik B, K T B H M AAE,
#2758 BAL7E HCC fili % B 988 v BAT — 2 (8 . A B
SRR, B R B4 TACE/BAI 1E3A Y7 & I i i
Mt HCC M A — 2 19 & U7 80R B b 1) A 77
ik, FERIENFE bR HE PFS TTP,0S #1 DCR ¥
T4l TACE/BALIRYY , i — e 1 I 48 A 1
06 590 BT o 5 JE K A TACE/BAL n] LA R4 461 i Jd
AN JE I AE B A B, HIE 28 i geE 0

JEHT T IE A BN ARG YT 5 R ik R 5 R %
P e S5 1) O A 0 T e R i R R
AAE I R0 A B 9T A R B R B R e Bk A
TACE/BAI #15 TACE/BAI 4175 QOL Ll b, i
B 25 AR SR BE R AR TR AR R B
i BRI 5 JE 3697 8 UL AR B i T . TR
LEAAE MBS DL KGR S A R T R LA R &
Fo I 2 A SR AR T X IR AL, (FLX B I K iE ]
W R A 2 | R 2 2450 e SR A B A5 3 5 R
P, HoR & AR U R 5E AR, 3 — 25 $2 75 Bl i
B JeHA TACE/BALIRYY HCC BliFERE B3 1% 4,
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gi L rik, B JE B A TACE/BAL A L F
TACE/BAL, BER 1 24038 & I i 4% #% 1 1 499 HCC 11
AAE TS A DCR, HXHAITAOC AR 1 A& A2 R FLE
TR QOL AR R I AFIFL M, FATT A 5845 SR %
B, Bl bf 5 JE 8K & TACE/BATL 15 3R I £ il 55 7 1
HCC & Bl — R e ARnYrikss, [, s
XPECEIRIT AR R, R TE B A W Ar A ) T
U REER Y QRIS N 3 L ST s

SEH .
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