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Effects and Mechanism of Arterial Catheter Infusion Cinobufacini Injection Combined with Transhepatic Arterial
Chemotherapy and Embolization (TACE) on HIF-1« and VEGF of Patients with Primary Liver Cancer
Li Jia'? , Zeng Baozhu' ,Sun Zhigang'
(1 Oncology Department ,Zhengzhou Hospital of Traditional Chinese Medicine ,Zhengzhou 450000, China ;
2 Graduate School ,Shanghai University of Chinese Medicine ,Shanghai 201203 , China )
Abstract Objective : To observe the effects and functional mechanism of arterial catheter infusion cinobufacini injection combined
with transhepatic arterial chemotherapy and embolization (TACE) on HIF-la and VEGF of patients with primary liver cancer.
Methods : A total of 90 patients with primary liver cancer patients were admitted and treated in Oncology Department and Liver Dis-
ease Department of Zhengzhou Hospital of Traditional Chinese Medicine ,and they were randomly divided into two groups, treatment
group (arterial catheter infusion cinobufotain + TACE) ,and control group(only TACE) ,with 45 cases in each group. The changes
of HIF-1a and VEGF levels were evaluated 1 day before operation,1 day after operation,1 week after operation and 4 weeks after
operation in both groups. Besides, disease control rate and tumor marker ( AFP) were also evaluated before and after treatment. Re-
sults: The levels of HIF-1a and VEGF 1 day and 1 week after TACE operation in treatment group and control group were signifi-
cantly higher than those 1 day before treatment (P <0.05) ,and recovered to the levels before operation after 4 weeks. Meanwhile,
the levels of HIF-1a and VEGF 1 week after operation in the treatment group were lower than those in the control group,which had
statistic significance (P < 0.05). The disease control rate of treatment group (93.3% ) was better than that in control group
(75.6% ) (P <0.05). There was statistically significant significance (P <0.05). The decrease of AFP in the treatment group was
more significant than that in the control group (P <0.05). Conclusion: The method of arterial catheter infusion cinobufacini injec-
tion can increase the therapeutic effect of TACE on primary liver cancer and decrease the levels of HIF-1a and VEGF of patients,
which was probably the mechanism of it.
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K F ( Vascular Endothelial Growth Factor, VEGF)
T i, s AR BT A 1A A R A, s e o i
K ANEERS AT TACE fysm W7 ai A . ik,
Xf IR TACE 3697 v, A &l il HIF-1o #1 VEGF
AEEE L, AUTCRE S 8 WS R R SR
1% S MKHE B G TACE AR5 A Pk -9 B9 A TR 7
T3, A A0 JE oL HIF-1ae F1 VEGF (1) & 2, LRI}
HAE LA,

1 #BBEFE

L1 — 5k 90 @il B35 ¥k 2015 4 7 A &
2017 459 FAETFFRMITT rp B Bt eI B4 i k328 B
AR D A MRS R L SR ] SPSS BEAILEI 7 70 Ty W&
ZHART HRAH , B2 4% 45 Bl WESA : 4R 1R 39 ~ 61
% V(54 £8) %5 55 38 i, 2 7 o) IR o AL B
P16 1], 45755 8L 14 5], 57 & %Y 15 4] ; Child-Pugh
S A 9% 27 5], B 2% 18 {5 ; TNM 43 i 1B Hj 19
i, IIC HH 15 1], IV HH 11 5] XF REZH . 4F % 41 ~ 63
% FEI(50 £10) %3 55 34 5], g 11 f5i); g 70 2
ELHe Y 13 f1], 25795 Y 18 f4i], R i &Y 14 f4i]; Child-
Pugh 732% : A 2% 31 ], B 2% 14 {1 ; TNM 433 . I1IB 1
14 {5 IIC 83 17 5], 1V 1 14 f51], 2 20— ookt s
BORZE RIS A (P >0.05) , A AT et
L2 YRARRIE 1) 55 B2 22 al 200 i 2 A A ik 52
NIRRT 2) B85 + AFP & AF 5 2 E S
— G RIS Wi b 1 5 3) i R 23 1 745 & 2010 4 (UICC/
AJCC)TNM 434124 TIB-IV IR 54) AT SR AL
BRI 1 H N AR AT ALY U 8l AR YT L
BEBITER B, 5) 4R 18~80%; 6)
PSPPI 1~3 435 7) BHE, L. B JZIREHEA
IEH#; 8) BFZhAE Child-Pugh 732 Jm T A =2 B
%5 9) BUMEAAB=3 DA 10) FARAHERE,
REMC & BT

L3 HEBRARE 1) GBI ARG ARy S s R
H2) IR B W I 4 53) BB A5
il ORI 28 RS MBS BORS PRI A1 54 ) G IR I Sl 1 25
e 35) GO B RGPS & 5 6) ik I LI 1
7,

L4 JRyT A X4 B TACE (97, IRy
A JELRIT 2 NIT R, AT TR R
Seldinger + A B 2l Jok 28 ) , 8 2 %4 48 2 35 g fit
Mgk, 57 4 i Sl bk HE A (55 & 25 A PR A

A 415 H37021358 ) 100 mg + 5-950 K M5 WE (| i
FRIFG AT RS 7)) 1000 meg + BTG 3 (WL IE
2 et A BR A 7 L dit 5 H33720864 )40 ~ 60 mg,
o 22 5485 2% (T VLI IE 2500 e A B Al it
H33020786) 10 mg F 40% (1 MLAk i (JH & 4R 25
AR, 5 H37022398) 5 ~ 20 mL JE 2 ELA,
A7 e LA DA P9 A AR I 75 Bl kA 2E . AR A - B %
K FH Seldinger H¢ A Ji 2 ik 25 i, 6 16 84 45 2135
LM sk, B T, BUT R 08 B8 I AT
B ML T . FrEe s Tk 4R R R (%
BT S WE 25 B A R L iS5 234020274 ) 20
~30 mL, $F2E 3 d, J5 170t i 2 Bk 4R 100 mg +
S-FIRMENE 1 000 mg + BT7E 2 40 ~60 mg, FHhij FH 22
455 % 10 mg T 40% FIWLAkilh 5 ~20 mL JEE AL
FR AT g A AR P AR R I B ke ZE

1.5 WEFER

1.5.1 I} HIF-1a Fl VEGF A E BRI 35 W
YU e O il 16 Hp 958 W% {35 ( Enzyme-linked Immune-
sorbent Assay , ELISA ) Kl 4% 21 F1 %} H 4H 7F TACE
ARETT A ARG 1A ARG 1A 4 Fa0 o5&k
ML HIF-1a F1 VEGF 7K, B F o 4%
B SE B AR B BB P A T

15,2 BpFERIZE FIRITRIIRYT 2 I B E X4
BRI BT TR A8 2% (CT 5 MRI) 0] 5 Jirb 83 3 ki e K
1R K HAR TR L
1.5.3 i s s 4 A
Ko

1.6 JPRCHIErRME  $& RECIST y7P R bRt , 43
NG (CR) I il (PR) (B EEE (SD)
Fepeitk e (PD) o B 2 (DCR) , 55 T (CR +
PR +SD)/ B % x100% .

L7 it W SPSS 18,0 #filif1 4eit
SrHT, PR PORER A ¢ R TR RER R
K, SFGORER T Ridit 43#7. DL P <0.05 25
Boit#FE L.

2 #R

2.1 [fiyE HIF-le HUBE WERAARE 1 d ARG 1R
5N d W, 2R A% 12#E L (P <0.05) ;0
BUARG 1, SX ALK, ZERERITFEX
(P<0.05), WF1,

2.2 IMi5 VEGF (b WA ARE 1 d . ARE 1A
AR d W, 2R A% 28 L (P <0.05) ;i)
BUARG 1 JE, SI ALK, ERERITFEX
(P<0.05), W32,

AFP, Jf 77 Hi 5 45 K6 1



- 398 -

WORLD CHINESE MEDICINE  February 2018, Vol. 13, No. 2

*x1

2 GHERESYTRIG HIF-1o b3 (v £5,pg/mL)

21531 ARyl d

ENERN

A1 AJG 4 JH

184.78 +83. 04
179.52 +£91.22

WEELH (n=45)
XL (n =45)

466.59 +117.24
501. 18 £128. 13

187.35 +£79. 43
199. 87 +87. 54

217.78 +83.04* %
301.72 £84.55

T GARGAIT AT LA, * P <0. 055 S IRAIRYT IS L, © P <0. 05

R2 2HEZBFRITAEIE VECF LLE (« £5,pg/mL)

4151 AHTLd

Rig1d

ENERL AJG 4 JH

289. 64 +89. 13
293.52 +£94.25

MEELH (n=45)
XL (n =45)

437.85 +116.01 *
444.78 +123.37

291.45 +86.75
301.56 +£99. 24

389.18 +61.01*%
439.92 +78.55

T SAHIRIFRT LR, * P <0. 055 50 B4R YT I e, 2 P <0. 05

2.3 BRI ARG IR AR, e
PR35 93. 3% F175. 6% ,2 4 LA i
BEX(P<0.05), Wik3,

£3 2 ARBIRFIEHRLE

5 CR PR SD PD S TR S
) () () ) (%)
WMELLH (n=45) 5 26 11 3 93.3*
XTHRZH (n =45) 2 19 13 11 75.6

T S0 IR, © P <0.05
2.4 MEBREY AFP LLES WIS AFP 5 IR
i, ZRAGHFE (P <0.05) . Lk 4,
x4 2 HRBIEFTRIE AFP B (v +5,U/mL)

4151 TRITHT BTG
WEELH (n=45)  1066. 51 £29. 28 553.63 £19.29 4

SR (n =45) 644.18 +24.54

TE - SYRITRTELEE, * P <0.05; 2 S5XF R4 LA, P <0.05
3 itig

U P PP 2 A LA AR 2 7 (v g =2
— TCAR TR A 2 7 42 BRI A 7 e g o
HAE TR 2 0 . REBIPE R EEHRL
B E R T, O K BAMEEFARIRIT LS, TACE iR
I7 B T R B TR TEAR R R LT B
Pl s L2t g (R R G B R 5688 Kk A R AT
/S =R

I LE TACE AR, Jihig 240 AT ot i, ok 48 A
PRFE  (EAE o3t it v g 2 0™ 1 f) ol 1 B4, 5
A A 5 D8 -1 (HIF-1) R 55 4 5 A4 K 7
(VEGF) Fhi o e TACE ARJ5 , HIF-1 sk 7}
BRI 8 T VEGF 9323k , 4 8 I8 5 4 1
IR A B, N T R A ke AR RS AN
&%) TACE 697, A 80 i HIF-1 #1 VEGF
TP S, U R B HIF-1T 1992 4
Semenza 25" AEBAE ST RIL T —Fh ] ZAFAET

998. 43 +£32.97

N ) — Pl s K HIF-1, J& B HIF-1o F1 HIF-18
PRI R A, LA 4% 2 B R AREE HIF-1a iR2E A
WSS SEBLR L H A B SR O 2 2 i vl
M HIF-1o B9 2380 &AE MR IS 1 .

WETR R LT (IR ) “WERRE IR 5 T o N
WETRFL Sl Hh A8 I TR sl SR AEIE 119 - 5 i B e ik i
S3 UL AR T e IR AR IR A
o T AT A R KT A O R
(ARBELIE)  “THREABER, i Rk . ARIE R
SRR GE 25 T AL WS TR T 42 K o 258}
8 LSRR A K ] o ARl R R A
T IR RE S ML GRS STk, KRB
BT RE R (Bufalin) |, J& T8 1A PR 5RO AT, fh2i 2
TR, BACZEREE T e AR R HA R
JHF-Je 20 35 S I8 A M R T R, SH 4 o)
o7 24 6L P 48 (L 400 60 ek 3 ot 7% RS AL AL A e
FAVER . RO o8 R B, R0 R GH R IT IRk
PERFEAT B i RT Ak o AW s e, WL
SLLH | X RRCZH 0 R e A5 R 4 A 93.3% Fi
75.6% , W, AGFE X (P <0.05) , MEd
AFP 3897 5 A TR, S IR ud , 2 A gt
SR (P<0.05) o WLEELL FIX} R4 HIF-1a \VEGF
£ TACE RJ5 1 d 1 1 J¥EIGI7RT 1 d B BT &
(P<0.05), 7 TACE RJ5 4 W E B ARH1KF.
Hrp g H ARG 1 B H HIF-1o . VEGF KT %] BR4H
ZRAGIFE X (P<0.05),

25 b IR, R Bl K A R S T AR M R
W52, w4 TACE ARYAYT 5t A 1 I 1) i IR
F754, ) HIF-1 1 VEGF W] B2 HAE FIALH,
TABFFRAEAGIE AL, WE Y A, IF T
PRPY RSNSEES , HE—A ) B A AR AL

275 3Lk
[ L] N RIERNE T A Rt d) A2 77 22 R 2. U VN 277 ML



P pEgy 2018 452 H

13 EH 2 - 399 -

(2017 Ji0) [J]. & 4ehifs B, ,2017,16(3) :705-720.

[2]Ji JY,Huang kh,Xu If. Relationship between HIF-1a expression after
TACE and recurrence and metastasis of hepatoma|[ J]. International
Journal of Medical Radiology,2012,35(4) :349-352.
31 P E U P 2 R ol 8 B2 TR R I 1 I R
FRUELT]. AR AT IR ,2001,9(6) :324.

[4]Ferlay J,shin HR,Bray F,Forman D,MAthers C,Parkin DM. GLOB-
OCAN 2008, cancer incidence and mortality worldwide: IARC Cancer

250

Base NO. 10. France: International agency for research on cancer;
2010, http://golbocan. larc. fr. factsheet. asp [ EB/OL ].
Accessed2January,2012.

[5]Guan QL,JI WZ,REN WX, et al. The influence of serum HIF-1a and
VEGF content on the prognosis in patients with hepatocellular carcino-
ma afterTACE[ J]. J Intervent Radiol ,2014,23(2) :142-146.

[6]Ji JY,Huang kh,Xu If. Relationship between HIF-1c expression after
TACE and recurrence and metastasis of hepatoma| J]. International
Journal of Medical Radiology,2012,35(4) ;349-352.

[7]0lsson AK,DimbergA , Kreuger J, Claesson-Welsh L. VEGF receptor
signaling-in control of vascular function[ J]. Nat Rev Mol Cell Biol,
2006,7(5) :359-371.

[8]Semenza GL, Wang GL, A nuclear factor induced by hypoxia viade

novo protein synthesis binds to the human erythropoietin gene enhan-

cer at a site repuired for transcriptional activation[ J]. Mol Cell Biol,
1992 ,12.5447-5454.

[9] Hu YL, DeLay M. Jahangirii A, et al. Hypoxia-induced autophagy
promote tumor cell survival and adaptation to antiangiogenic treatment
in glioblastomal J]. Cancer Res,2012,72.1773-1783.

[10] Bridges JP, Lin S, Ikegami M, et al. Conditioni hypoxia inducible
factor-l induction in embryonic pulmonary epithelium impairs mat-
uration and augments Iymphangiogenesisi[ J]. Dev Biol,2012,362 .
2441.

[11]Lewis JA. Digoxin blocks tumor growth through HIF-1 alpha inhibi-
tion[ J]. Curr Top Med Chem,2009,9(1) :117.

[12]Qi F,Li A,Inagaki Y,et al. Antitumor activity of extracts and com-
pounds from the skin of the toad Bufog bufogar garizans Cantor[J].
Int Immunopharmacol 2011 ,11 :342-349.

(13 ]9 IG5 , SCE, A ES . Aol 2210 5 200 A1 - 5 5 1) 2% 10 200 M X
JFSE A ) A s A [0 ] v A A 25 2% 5, 2007 ,28(3) 164
166.

(14 ] AR . AR 208 SHRIE G T 3l ki 2807 18 97 IR A ME T e
PRI J]. BRI AL BeA A7 ,2013,18 (1) :32-33.

(15 ]2, 0 S BR, 00T SRS BT W 2l Jok A T 97 W 0 it
PEFRE 60 L) ]. JLJr 2y ,2017,14(4) 279,
(2017 -10 =23 A5 FAESBHE BHR)

(3% 395 )

(4175 462 5 BRI E B I T8 0 A 4 ot J HL 2 09 ) 4
D], Jb5T A a i R 25K 2 ,2013.

(5] Fwess , BRI, 51 /NE:, Z6. RS WA IR TR 15 R i A7 FE A I A
BARIGHESAIBETRA S R RTREVERF 78 [ 1], v [ BB AR 2% 7%,
2014,20(3) :285-287.

(6] 5577 WK I BRIBK A ST WA K 357 400 28 I 5 TR A i o 4 1
MG REE[ ] G A 24,2013, 34(3>~168—171-

[TV Lr, BTy WRTM0, 55, B eAbn A5 4 16 20 BEARE - ST A
TBIT IR [T ] . EBREE 245 TLAE 40 ,2014,20 (14 ) :2060-2063.
[81ERST, WA, S e ST 1 e A0 A 45 2R 5013 97 b S AR AT TR
YRGBT G5 B R AR A SR [ T ). 9 B IR A e 3R

2016,22(16) :1809-1811,1815.

(9] BIAEAR. B P T [ 7 B A D B 2 Wi v 97 I i

ZZ[J]. R E R EZ IR ,2011,3(4) ;102

P 07700

(10 T5R/INES IS, By AP, 55 OH: B L9 O % 25 B0 S BB A K
SN I8 2 M KB sz ki sgma [ ] Hh s 25 541, 2016,22 (12) ;¢
21-24.

(1] BRBe 2, JBUAEAE , S5 I, 55, 6 B EE URLX R Se M 40 BRI
W R MR SRRSO ERLT] AR,
2016,11(4) :650-652.

(12 ]S AR, B BGIE B IR, 55, B T AR B VA B BB A 1) 1F 70 2k
JElT]. HEE Bsia ek ,2015,21(8) :1000-1004.

(I3 TA-4RE, W 0.4, 25 IR, 55 SR INT B TR B Jo0 i P 1) 1F 50 3 e
J1. o E 25 AR5 4 ,2013,29(7) 1892894,

(14T BRAERE, T 5T, K0TS, 45, % TE B0 B 1R 412 5047 %t 4t FH A T 380k B
BRI R [ T]. o E 250 ,2005,8(11) :895-897.

(15 ] 50, W Z3C, T E DT S B I8 B FOIR 55 IR R - 1R &%
BLHILT]. H E 8T AR5 ,2015,15(19) :2405-2409.

(2017 -03 — 14 ) hs  FAEGH A TAR)



