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Objective: To investigate the expressions of TGF-B1, survivin and caspase-3 in hepatolithiasis-associated
intrahepatic cholangiocarcinoma (ICC) tissue and their clinical significance.

Methods: The expressions of TGF-1, survivin and caspase-3 in intrahepatic bile duct specimens from 52 patients
with intrahepatic stones and concomitant ICC (tumor group) and 30 patients with intrahepatic stones and chronic
inflammation (inflammation group) as well as 30 specimens of normal intrahepatic bile duct were determined by

immunohistochemical staining. The relations of the three factors with the clinicopathologic characteristics and

Results: In tumor group, inflammation group and normal group, the positive expression rates TGF-p1 and
survivin presented a successively decreasing order, while the positive expression rates of caspase-3 showed a
successively increasing order (all P<0.05); in ICC tissue, the expressions of TGF-1 and survivin showed a
positive correlation (r=0.917, P<0.01), and both had a negative correlation with that of caspase-3 (r=-0.890,
P<0.01; r=-0.894, P<0.01). the results of univariate and multivariate analyses showed that TGF-B1, survivin
and caspase-3 were independent influential factors for the prognosis of patients with hepatolithiasis-associated
ICC (all P<0.05); the survival rates of patients with positive TGF-B1 or survivin expression were significantly
reduced compared with respective negative ones (X2:13.192, P=0.001; X2:10.536, P=0.002), and the survival

rate of patients with positive caspase-3 expression was significantly higher than those with its negative expression

Conclusion: The expressions of TGF-p1, survivin and caspase-3 are abnormal in hepatolithiasis-associated ICC

tissue, and they may probably be jointly involved in the occurrence and development of this condition.
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prognosis of ICC patients were analyzed.
(X’=5.469, P=0.023).

Key words

CLC number: R735.8

Bile Duct Neoplasms; Cholelithiasis; Bile Ducts, Intrahepatic; Biomarkers, Tumor

KR (intrahepatic cholangiocarcinoma,
ICC) & — R I8 T I A b B 40 0 Itk P b e
TE 50 & M B DR b g vh kg R R B L AR
K, FEICCKRMBFZEL T, HEWREN T GE S
NEAESE A7 IR RE . JIEAE 40 e B JH s 1 55 R R AT
Ko WHBESEAREERICC, HAEMKILH H FT
WARTE R, ZHCEF VO EE A B R L R
TR BT 1 A0 P A AE RE S S ICCHY R AER
HTICCEMRE , 5 &AM 43 E FUk 45 5
B, BN A A ST ORI, B = A o B
WizWibrEY, BET, RGHETRIBRZIBIFICC
REEWN I, MREHEERR . B2,
Wi, WIFICCAR )G B Kk S e Mo iR L], IRR
BRI bR S, X TS ICCH R I2 W . Ik
IRIA ST KRR AR bR i FE A 4 B R L

TCF-BlIE—FMSH5MKAE . BHEER.
AR A A S LU T 0N S R R e R
s HEME I AR AT B 45 . survivin
BE T S — b ELAT 10 0 40 i 0 T 0% o) DU o A 22
Z4AE HE 5 A A0 M S R A A R T o B

© WA )T i [ & F I F 2P H

caspase—?’%caspase%ﬁ%*%%ﬂ?ﬁﬂ@ﬁiﬂ@?&%@
fitg , 2 4K K R A2 M Fas/TNFR 14 S 09 52 K &
BRI AL A A0 i 08 T fF S g, BT, 6T
TGF-B 1. survivincaspase-37E1CCZL 4 (1 bf
¥ SCHR R B b o AR S5 I A 98 4 Ak T vk A
FF N A 25 G A RICCH LR TGF-B 1, survivinty
caspase-3M Rk A, BT H S1CCIT KR
PURRAE e WS oG &R . B ZE NI IR IRy IF R
LA RICCHYIR YT 00T i L% .

1 HRST®

1.1 —RER

Wi B e B s AR 2013—20194F AT 4 AH 45 41
U bR AR L L1240, IO RS 45 A JFICC
AR A SR A (A ) , P23, &
20155 P IAE I A P ALAR IR 430 61,77 % Fl62 4
AR VU R139~89 % o 301 A IF N RRAE 25 4 VI BR 1)
JHF P IE A4S 20 20 H B AN K 018 M 4 RE 1 JIE A5 2 4
FRA (RAEL ) , WIEF 1761, L134]; P4

http://www.zpwz.net



o 8

HHHE, % TCF-B1. survivin 1 caspase-3 72 I P AEE 45 7 A8 5 M FF P AELAE7 8 PP Ay e 3k Bl PR L 969

W4 F T RLAE S 4> TR 55.77 % FI56.5% , A4 1
H30~842% . BUIR] ) BRI 45 45 - AR V1B i 30461 7
FIEH AR AE X CIEHAH) ,
FEB 140, 164 ; T34 8 A AL A 1 53 50 8
52438 FI54% , AFIBTEIEIN26~82% . 340 B H M
L AR LR gt 22 % (BP>0.05) o A
PR Z10% F BEEE, AWM, 4 pmiE L)
h, MEHE R e d b g . HEYI R 24 %
b 7K P58 v 1 o FERL 96 BRI A2 IE S
1.2 RFIFL SR

HRE AR F & . DAB W (KX &1 [ b 5T
TR S AEYEARABRA T WA R RPT ATGF-B 1
Yol . Wedi RPN caspase-3PUIKT A ABclonal 2y
wly HedE BBt N survivin BT BEHLIR NG H Abcam 2y
Al G BB A A AR A E]
1.3 Fi&
1.31 #Hsazaiuis (SP %) AWEARAY H,
BMbEAR 4B R, VRIEEN 4 pm, & WE
oo TS B EEORE K o 3%H,0, 1 E 10 min,
T Bk PR o ARG O R 2R IR OK vP Bk, PBS
kS minx3W; YA ET EDTA & il 175
JEPUIEHAE Z WAL B, B A —B0 TAEW, H
HTGF-B 1 — 41 #% 1:100 F B¢, survivin — 3T %
1:50 7 B, caspase-3 —HiLi% 1:100 i B, 4 CHH
W, FIEFBEST BT R4l (L PBS AR )
TN A Y FARC R P TAE RS W R RO E
30 min, Z PBS M 5 min x 3 ¥ M DAB & (5,5,
s N AR G O, 2R AR OK R 1k A
WARREY 5 min, ZEWAKMBEE, BB ZBEBK,
THREN, DR R E R, TR BT A
EY G
1.8.2 @R A 24mE""" TGF-B 1 P Wbk
HE 2L TTORN 7 Bk S IR B 6 A0 ORI B T
i survivin FEHPE IR AR ME . A0 H B AT/ Bk B
RE AN BRI B S T S 8. caspase-3 [HPE
FI AR - 200 R JTRT /SR S R B € 4 TR ]
B TR A Rl KT R e e SR A B O
FEU) R g, I X G pe A Ae 45 SR kA7 1R, B U
AR AL, ANEMY) ARG, R &
WBMEHE AR YL@ 4 9L, 0 41,
TEM; 157, e, 255, fEd; 35, 13
Mo, BHYEANM T 5 & o b BB T Rf AL BE ER

© WA )T i [ & F I F 2P H

10 A /& A B A0 B, A > A0 B 3 4 100 A 41 i
BC10 AL BF 0 | 43 HeoF B8 0 g3, BH PR AH i
<10%; 174+, BHYPEAMME: 10%~25%; 2 43, FHE
Y Hfl: 26%~50%; 3 43, BHMEAIME: 51%~75%; 457,
PHEEANME . >75%; Y nm 5 2% 4 55 BH 4 4 i By
Ao I, <2 s Bt (=), =240
M (+) .
1.4 BEif

ARt 12k . BiE Ry (g E Sk
20194F2 ) THRBE LR . RIFIFRIESE . #
WEHAT, MUiRE RSN A, &K A66H . H
AR RE AN, KU RE RAAMNT
1.5 GitFEabiE

PEHUSPSS 19.0% 7 A &icdln , 25 41 PH I R k1
DU LR B x R, PN L R R x ARk
A AREA ] 3 o BE R LR FH Kruskal-Wallis H
K6, AR M R F Spearman 28 2 A0 ¢ 0 # .
P<0.05 8 Z A G it L

2.1 REANKNERS

25 P B AR 3P AL S B A AN TR R R Y 3R
ik (K1) o PEESTER, FHBTCE-B 1
KEFEHEGIT¥2257 (P<0.05) ;5 MEAs
RIEA L EE ( x2=8.747) . B4l 5 E % 4l
FoAr (x°=24.273) . RIS IE W 4 4
# ( x’=4.022) , W HENHE S22
F (HP<0.05) ; TGF-B 1A EIKL®E X &R
N IR AHSRIFH> EW A, UM survivin
KIRFAEGEIEET (P<0.05) 5 MWEAS
RIEMLE ( x*=5.306) . A5 IE®XF
WA ((x*=21.026) . RIEHHIEWAHL
B (x’=5.079) , MM HLEXNAERIT¥:ER
(¥JP<0.05) 5 survivinfJEIEBIT LR N .
P JEd 20> RAEH > EH 4 . KA Hcaspase-3%K
KRAEGH 2R (P<0.05) 5 WA 5%
JEL A ( x*=4.518) | M4l 5 1E % 4 8
A (x?=17.994) | RAEMDASIE WA LE
(x’=4.812) , MWK ZESRYAHGEITEE XL
(¥JP<0.05) ; caspase-3AJFRIKMMEG LR N
A <RIFH<IEWA (£1)

http://www.zpwz.net



970 HE

TGF-p 1

survivin

caspase-3

B
0

]

B 1 fEEALEN TGF-B 1. survivin 5 caspase-3 BIF&i% ( x200)

Immunohistological staining for the expressions of TGF-f1, survivin and caspase-3 (x200)
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Table 1 Comparison of the expressions of TGF-1, survivin and caspase-3 among groups [n (%)]

Jilvya 211 52 38 (73.08) 14 (26.92) 36 (69.23) 16 (30.77) 22 (42.31) 30 (57.69)

RIELL 30 12 (400) " 18 (60.00) 13 (43.33) " 17 (56.67) 20 (66.67) 10 (33.33)

E#H 30 5(16.67) "2 25 (83.33) 5(16.67) "2 25 (83.33) 27 (90.0) " 3(10.0)
P <0.05 <0.05 <0.05

1) HIEWAIIE, P<0.05; 2) SRAEH LA, P<0.05

Note: P<0.0S vs. normal group; 2) P<0.0S vs. inflammation group

2.2 ICC A4 TGF-B 1. survivin #1 caspase-3
FAMRERZEEMNEXE
ICCH AP TGF- B 1521k Hcaspase-37H 1 £ 1A
HE A (r=-0.890, P<0.01) , TGF-B 1
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Figure 2 Analysis of the correlations among the expression of TGF-B1, surviving and caspase-3

2.3 TGF-B 1. survivin 5 caspase-3 & B ¥ i& CLEE IGO0 . M bR B . AFPIKFE . s
5 ICC e RIRIBHFIERI X & K EZEAE X (#P<0.05) . Hf, TGF-p15
TGF-B 1. survivin5caspase-3fPEE LYy caspase-3 FHPE R IK 5 B 0 g 2 A 200 18 A

HREEWNAER . M. HbsAgRAEA . CA19-9 ¢ (¥P<0.05) (%£2) .

KA MGESE AR E T E (HP>0.05) 5 5k

F 2 TGF-B1. survivin 5 caspase-3 kit 5 52 il ICC BEIGRFIEFMENIXR 7 (%) ]
Table 2 Relations of the expressions of of TGF-p1, surviving and caspase-3 with clinicopathologic features of the 52 ICC patients [n (%)]

Il RAFE n TGF-B 1 (+) X 2 P survivin ( +) X 2 P caspase-3 (+) X 2 P

Lzl

2] 23 17 (73.91) 18 (78.06) 10 (43.48)

) : 5 ) 023 0.

& 29 21 (72.41) 0015 0.904 18 (62.07) 15790209 12 (41.38) 0023 0.879
iy (%)

< 60 22 18 (81.82) 17 (77.27) 8 (36.36)

= 60 30 20 (66.67 ) L481 0224 19 (63.33) 0669 0413 14 (46.47) 0552 0438
NRERL 754

H 22 20 (90.91) 21 (95.45) 4 (18.18)

s 20 18 (60.00) 6.163  0.013 15 (50.00) 12.311 <0.01 18 (60.00) 9.094 0.003
HbsAg

ERES 15 12 (80.00) 13 (86.67) 9 (60.00)

[ERES 37 26 (70.27) 0-188 0665 23 (62.16) 3009 0.083 13 (35.14) 2703 0.100
JieRd oy AR P

1I% 35 22 (62.86) 19 (54.29) 19 (54.29)

e 7 16 (9412) 5.683  0.017 15 (88.24) 5.827 0.016 3 (17.65) 6.293  0.012
iiRIEie

H 8 6 (75.00) 5 (62.50) 3 (37.50)

pid " 3 (71273) 0.018 0.894 31 (7045) 0.201 0.654 19 (43.18) 0.090 0.765
MERAL

H 12 12 ( 100.00) 11 (91.67) 2 (16.67)

Jc 40 26 (65.00) 5747 0017 25 (62.50) 3686 0.055 20 (50.00) 4.2020.040
CA19-9 (U/mL)

< 35 30 19 (63.33) 19 (63.33) 14 (46.67)

= 35 22 19 (86.36) 3422 0.064 17 (77.27) 1158 0.282 8 (36.36) 0552 0.458
AFP (pg/L)

<20 24 10 (41.67) 11 (45.83) 16 (66.67)

~ 58 24 (85.71) 4924 0.026 25 (89.29) 11.454 0.001 6 (2143) 10.835 0.001
PR K AR (em)

<5 33 21 (63.64) 19 (57.58) 19 (57.58)

i - i () 4.091 0.043 i () 5.759 0.016 3 (15.79) 8.626  0.003
JilEBTEEZS

H 15 12 (80.00) 11 (73.33) 9 (60.00)

5 : ) 683 703 0.
o 37 26 (70.27) 0514 0.474 25 (67.57) 0.167  0.68 13 (35.14) 2703 0.100
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Table 3 Univariate analysis of the relations of the clinicopathologic parameters with the prognosis of the ICC patients

. w HFFE (%) (v A= A7 3]

Iif5 AR BRI n i 2 34 (A) P
ezl

3 23 30.43 17.39 435 9 0373

e 29 51.72 24.14 10.34 14 o
Ay (%)

< 60 22 45.45 13.64 4.55 6 .

= 60 30 40.0 33.33 10.0 10 :
N ey

H 24 33.33 125 0 75

o 28 50.0 28.57 14.29 12 0.044
HbsAg

FH M 15 53.33 33.33 13.33 12 0,327

BHE 37 37.84 16.22 5.41 9 :
Jihea Ak A

1% 33 45.45 18.18 3.03 9

= 19 36.84 26.32 15.79 6 0.023
SRS

f 10 30.0 20.0 10.0 5.5 RS

g 42 38.09 21.43 7.14 9.5 :
AR

H 12 0 0 0 4.5

Jo 40 55.0 27.5 10.0 14.5 0.012
CA19-9 (U/mL)

<35 30 56.67 30.0 13.33 14.5 TS

= 35 22 22.73 9.09 0 5
AFP (pg/L)

<20 24 58.33 41.67 16.67 18.5 0.307

=20 28 28.57 3.57 0 6 )
JihEE e K EAR (em )

<5 19 4737 31.58 15.79 10 R

=5 33 39.39 15.15 3.03 6 :
RN RRAS 55

H 17 17.65 11.76 5.88 5 0,09

Jc 35 54.29 25.71 8.57 14
R, VIFR

P 46 47.83 23.91 8.70 11

5 6 0 0 0 3 0.039
TGF-B 1

[H-: 38 31.58 7.89 2.63 6 0.001

BH: 14 71.43 57.14 21.43 — ’
survivin

BAE 36 36.11 8.33 0 7 LT

BH 16 56.25 50.0 25.0 20.5 :
caspase-3

FHA: 22 68.18 27.27 13.64 16 0,003

BHE: 30 23.33 16.67 3.33 — T
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Table 4 Multivariate analysis of the relations of the clinicopathologic parameters with the prognosis of the ICC patients

SES B S.E Wald df Sig. Exp (B) 95% CI
B4R, VI -1.938 0.487 15.814 1 0.000 0.144 0.055~0.374
[ AR R 0.681 0.318 4.595 1 0.032 1.976 1.060~3.684
WREL SRS G 1 0.546 0.295 3.415 1 0.065 1.725 0.967~3.079
TGF-B 1 1.062 0.348 9323 1 0.002 2.892 1.463~5.718
survivin 0.924 0.345 7.177 1 0.007 2.520 1.282~4.955
caspase-3 -0.659 0.295 4.978 1 0.026 0.518 0.290~0.923

2.6 TGF-B 1. survivin & caspase-3 &k £ 5
ICC 2EAREMENXR
XF 526 1CC R F R G T AN AT Bl DT, Bl
VilhE AR EEZ FARZHEE201943H, &
BT SRV H W CRUisH) o s R wos,
TGF-B 1MHMERBEEHE W AEFRH B TTCR-B 1

survivin

BHM Rk B ( X2=13.192, P=0.001) ; survivin
FH A 26 35 8 5 09 AR A7 R ] A Fsurvivin AP 55
B ( x’=10.536, P=0.002) ; caspase-3fHPEZH
K BRE AR & Feaspase-3[APER LB H
( x’=5.469, P=0.023) (K3) .
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Figure 3 The survival curves of ICC patients with different expression statuses of TGF-B1, surviving and caspase-3

TGF-B 1
1.0 1.0
0.8 0.8
ﬁ 0.6 ﬁ 0.6
+ +
K 0.4 B 041
Bk Bk
0.2 0.2
0.01_ . . . 0.09_ .
0.00 200 400  60.0 0.00 20.0
AL (H)
3 i i

ICCHRAEMERIERZMHARILRS S
ZH% . BN AR TCCH T i
fLERIR, BWAD AR, BERES, W5
25, 55N 40 BT AR LE B By kAR RN LD 2 B
BHRIEE R TR, 1CCH R IR FEET
B, H TR R R, RS W IR, SRR
FARZEHF AT AR AMICCHME— 7k, Hih T
A RS WT ik, A RA10%~15%1H)
JIR4E R BB A I A AR SRR R SR TS
B2z, A XPICCR 2 W A B R T g —

© WA )T i [ & F I F 2P H

JE I PR b T

TGF- B 1EENIE 1Y & B 5 & e h k15 8 W AE
FH A g e G By B, T 00 4 e A i i 38 5
s R A0 B T, (ER A R R, U i
Z A E SRR bR e (CEMT ), {2 i
B A IS T RR iR AN AR 2R R RS . A Skt
fRiE, TGF-B 158 FRiE A ICCHIE MY %
(T % 1 T = I ek TN i | B N WD i
EMTH & A, 52w A 9 0 & A & ™, AR Bk 5%
R WR, TGF-B IfEIER 4 . J0E 4 i gd 2 vh
PRk, SAF M RE RSN E16.67% .
40.0% . 73.08%, TGF-B 1[Ik RLEIHIT N

http://www.zpwz.net



974 [

U

H28 %

MR HA P ARG ¥ 22 5% (P<0.05) , HAL
Wit ZHE S ABTCF- B 1EKIKKFZICCH
FAREAEFMH AR WEHRE, TCGF-p 15
PERIE S RE ST EAFINL2ERBA G
B (x’=13.192, P=0.001) , DL EZ55 %0
TGF- B 1ATAENICC AR S5 U 17 40 19 20 57 46 A
Z—s

survivinjt H FTC 0 e ok 09 08 T 90 e,
IR PR IR 04 3 301 A W) AF T e A R R
B P 2 3 2 % T A S A G T IR A g 4 2 R R 57
HAhsurvivindE Y RIL, &I H A 5w 4
Zlrhsurvivin® M MR B R E T s T s A
gL, WHMTERIE R HN6T.8% . 20.0% . AHF
RERBIR, ICCHA TR survivindk [ FH MR &
T T A ANE R ABE . 551069.23%.
43.33% . 16.67%, X501 FHOESE A —B. 5
Sh, VFMEAEPIBEIE R, survivind 11 R kK
W5 R TNM ], KSR . faREE
IEAHSG, 5 bR 2 A . Grabowski
%[QB%DROhayem%[m?ﬁﬁﬁﬁ, survivindg [ Y
k5 R R RN A R AT S B R A OG, ATAE Jy
JIELE 988 S8 RS BUR S LB B ST AR AR o X S AR
FAERM—E, survivinPHPER X SR L&
HHEAMEERBEASITFE L ( x*=10.536,
P=0.002) , H#EZWR AR, survivindk
F A8 K P R TCC R ARG R A7 0 A9 A R 57 33
JE R o AR survivin 2 Q0 AT 00 ] Jie 5 200 i 6 12 1Y
HARVE AL 2= A AF B R, A B
FW], survivin ] B8 i B4 30 T 2R 00
#vcaspase-3Fflcaspase-7 17 4 FH W7 45 B fill 3015
S A UE TR AR caspase-3 2 4 AL A T %
AT T, R R T R N Y
LN, BN 2 25 A T T O
KHER . 7EIEH RO T, MM BT ¥ caspase-3
O, H 25 40 M2 52 08 TR, B S
W, WA S & AT FrimanPYHE S
vafﬂcaspase-:%'—ﬁ%ﬁﬁgﬁﬁi\ R YA o,
ST MR AR R B T R ARSI AR B,
caspase-3 4 [ 7E1E % 4 2 ot b ik, 1M
FE 4 i 2H R b 98 20 A 20 0 B 1 2 a0k o D ) I o
ik, fEEFA . RAEA . Mosd 4 b 25 B R Gk
AP HN90.0% . 66.67% . 42.31%, — & Z I
LA G225 (P<0.05) , A4 RE B
7N, caspase-3FHMEFR A5 Pk R K B H A Al 4k

© WA )T i [ & F I F 2P H

SEAS I %E L (x’=5.469, P=0.023) ,
surviving ik Hcaspase-3RIFE B EH AKX (r=
-0.894, P<0.01) . X528 %" 05 45 1AM
— 0, BTN survivinfE I 40 M g5 b A BH
FIRREE, Hcaspase-38MK, WA E MM,
Z B AR survivind il T caspase-34p 5 (Y 41 il
5 Liim%éﬁﬁﬁc%%survivin*ﬂcaspasefﬁﬂ@%
BHICCHEEFEFEV LR, RaRMELEICCH
OGP AL B K R HLE R AR . X
5T SO S 25 A — B0, M ITIN N caspase-3
Flcaspase-97F 045 9 41 2L 19 3R 38 7K 7 FE 1P 45
I, XA )T RHAS 0 A0 0 % L 4 A A v Y 4
W, e MR AR AU e, o, survivina]
DL 3 dEprocaspase-9AY 15 ALK BH 1F caspase-3 )
1 LN NTTITE (1 I [0/

i Bk, e NI S5 A M OeHETC e
TGF-B 1. survivinfHPERIKRT R, WH 2 IEAM
*%, caspase-3BH‘V£%§¢%|§%1&, 55 P & B A
B TGF-B 1. survivin'—ﬁcaspaseﬁ%ﬁlccqj
il PR T (845 91 57, A R ICC o TARIC )
FARITHE S . WEICCHLIHTGF-B 1, survivin
Hecaspase-309/KF, AU THBEFH WG, H
B, KT ZHIEICCRE | KB 0y BARERIHL
i, A — 2T

2% Uk

(11 FEBRIFIERE 2 E Ay 2x, AR BE 2 2 SR 22 0 2 I IS R
AL MRS R SR AR ], IR R AT IR 255,
2015, (1):12-16. doi:10.3969/j.issn.1001-5256.2015.01.003.
Chinese Chapter of International Hepato-pancreato-biliary
Association, Liver Surgery Group of Society of Surgery of
Chinese Medical Association. Diagnosis and treatment of
cholangiocarcinoma: surgical expert consensus[J]. Journal
of Clinical Hepatology, 2015, (1):12-16. doi:10.3969/
j.1ssn.1001-5256.2015.01.003.

[2] Haga H, Patel T. Molecular diagnosis of intrahepatic
cholangiocarcinomalJ]. J Hepatobiliary Pancreat Sci,2015,
22(2):114-123. doi:10.1002/jhbp.156.

[3] Sur MD, In H, Sharpe SM, et al. Defining the Benefit of
Adjuvant Therapy Following Resection for Intrahepatic
Cholangiocarcinoma[J]. Ann Surg Oncol, 2015, 22(7):2209-2217.
doi: 10.1245/510434-014.4275-4.

[4] Wang Z, Sheng YY, Dong QZ, et al. Hepatitis B virus and

http://www.zpwz.net



o 8

B, 2 : TGF-B1. survivin F7 caspase-3 72 AT P 78 45 7 AH 5 M P PO AELAE7 i P B 2 3 Bl JR

= 975

(5]

(6]

(7]

(8]

[9]

[10

[11

[12

]

—

—

hepatitis C virus play different prognostic roles in intrahepatic
cholangiocarcinoma: A meta-analysis[J]. World J Gastroenterol,
2016, 22(10):3038-3051. doi: 10.3748/wjg.v22.i110.3038.
Razumilava N, Gores G J. Cholangiocarcinoma[J]. Lancet, 2014,
383(9935):2168-2179. doi: 10.1016/S0140-6736(13)61903-0.
Rizvi S, Khan SA, Hallemeier CL, et al. Cholangiocarcinoma
- evolving concepts and therapeutic strategies[J]. Nat Rev Clin
Oncol, 2018, 15(2):95-111. doi: 10.1038/nrclinonc.2017.157.
Charbel H, A1-Kawas FH. Cholangiocarcinoma: epidemiology,risk
factors, pathogenesis, and diagnosis[J]. Curr Gastroenterol Rep,
2011, 13(2):182-187. doi: 10.1007/s11894-011-0178-8.
Pei SG, Wang JX, Wang XL, et al. Correlation of survivin, p53 and
Ki—67 in laryngeal cancer Hep-2 cell proliferation and invasion[J].
Asian Pac J Trop Med, 2015, 8(8):636-642. doi: 10.1016/
j-apjtm.2015.07.007.
Xu C, Yamamoto-Ibusuki M, Yamamoto Y, et al. High survivin
mRNA expression is a predictor of poor prognosis in breast cancer:
a comparative study at the mRNA and protein level[J]. Breast
Cancer, 2014, 21(4):482—-490. doi: 10.1007/s12282-012-0403-9.
Jager R, Zwacka RM. The enigmatic roles of caspases in tumor
development[J]. Cancers (Basel), 2010, 2(4):1952-1979. doi:
10.3390/cancers2041952.
O, BK/NT-, BEATAN. survivintg Caspase-37F [JHA 4 s H 1
FEIR B SHERTFE [7]. AFARJBESMRL 2, 2008, 20(6):403-406.
doi:10.3969/.issn.1007-1954.2008.06.008.
Huang H, Geng XP, Xiong QR. Expression of survivin and
Caspase-3 in cholangiocarcinoma and the correlative research[J].
Journal of Hepatopancreatobiliary Surgery, 2008, 20(6):403-406.
doi:10.3969/j.issn.1007-1954.2008.06.008.
FEIOR, TR, 3“]/\, 4. TGF-B1. SlugE-cadherinfe JH45 J
LU IR B X [T WL BERF R 2EHR, 2017, 38(11):1271-
1274. doi:10.3969/j.issn.1007-3205.2017.11.007.
Wang WB, Qiao ZY, Liu B, et al. The expression and
clinical significance of TGF-B1 . Slug and E—cadherin in
cholangiocarcinomal[J]. Journal of Hebei Medical University, 2017,

38(11):1271-1274. doi:10.3969/j.issn.1007-3205.2017.11.007.

[13] Wik, #a/Ngs, 453036, Y IEAE R 55 T A0 P e PRAFEAIE B4 LA

WFFE[]. Xl SRR R, 2015, 24(2):175-179. doi:10.3978/
j.1ssn.1005-6947.2015.02.004.

Hang Y, Yang XY, Li WM. Comparative study of clinical features
between intrahepatic cholangiocarcinoma and hepatocellular
carcinoma[J]. Chinese Journal of General Surgery, 2015, 24(2):175—
179. doi:10.3978/j.issn.1005-6947.2015.02.004.

[14] Nathan H, Pawlik TM, Wolfgang CL, et al. Trends in survival after

surgery for cholangiocarcinoma: a 30-year population-based SEER

© MR IT F EHFFNHFEIH

[15]

[16]

[17]

[18]

[19]

[20]

(21]

(22]

(23]

database analysis[J]. J Gastrointest Surg, 2007, 11(11):1488-1496.
doi:10.1007/s11605-007-0282-0.

Jusakul A, Cutcutache I, Yong CH, et al. Whole-Genome and
Epigenomic Landscapes of Etiologically Distinct Subtypes of
Cholangiocarcinom[J]. Cancer Discov, 2017, 7(10):1116—-1135. doi:
10.1158/2159-8290.CD-17-0368.

Chaisaingmongkol J, Budhu A, Dang H, et al. Common
Molecular Subtypes Among Asian Hepatocellular Carcinoma and
Cholangiocarcinoma[J]. Cancer Cell, 2017, 32(1):57-70. doi:
10.1016/j.ccell.2017.05.009.

MG, XUk, FER. I RIRE ST TR e (1], R
AR, 2019, 28(2):219-226. doi:10.7659/1.issn.1005-6947.
2019.02.013.

Li XP, Liu SL, Jiang B. Progress of molecular profiling of
intrahepatic cholangiocarcinoma[J]. Chinese Journal
of General Surgery, 2019, 28(2):219-226. doi:10.7659/
j.1ssn.1005-6947.2019.02.013.

PENE, B, DA, 5. vl R EE K nARIE Risih
PRZ[1]. WAL ERFRE AR, 2005, 26(4):287-288. doi:10.3969/
j.1ssn.1007-3205.2005.04.021.

Peng YH, Zhai Y, Lu BN, et al. Experience in diagnosis and
treatment of acute superior mesenteric venous thrombosis[J].
Journal of Hebei Medical University, 2005, 26(4):287-288.
doi:10.3969/j.issn.1007-3205.2005.04.021.

Vietti Violi N, Fournier N, Duran R, et al. Acute mesenteric vein
thrombosis: factors associated with evolution to chronic mesenteric
vein thrombosis[J]. AJR Am J Roentgenol, 2014, 203(1):54-61. doi:
10.2214/AJR.13.11527.

Li F. Role of survivin and its splice variants in tumorigenesis[J]. Br
J Cancer, 20053, 92(2):212-216. doi: 10.1038/sj.bjc.6602340.
ZECTE, BN, FAR(, A5, survivindE FITEATAMIRAE L 21
HIFRE RS UG R D] PAEIMEHE, 2009, 47(24):1852-
1856. doi:10.3760/cma.j.issn.0529-5815.2009.24.005.

Qin XL, Xue HZ, Wang ZR, et al. Expression of survivin protein
in extrahepatic cholangiocarcinoma and its relationship with the
prognosis[J]. Chinese Journal of Surgery, 2009, 47(24):1852—1856.
doi:10.3760/cma.j.issn.0529-5815.2009.24.005.

VEMG, o, XIEEE, 5. LA R 412 CIP2AMsurvivin 1%
IR KI5 TS A S E R [T, AR B IR A4, 2011,
18(24):1933-1937.

Xu P, Huang Q, Liu CH, et al. Expression of CIP2A and
survivin protein and correlation between them and prognosis of
cholangiocarcinomal[J]. Chinese Journal of Cancer Prevention and
Treatment, 2011, 18(24):1933-1937.

Grabowski P, Kiithnel T, Miithr-Wilkenshoff F, et al. Prognostic

http://www.zpwz.net



976 HE S AR 4 5508 %%

7!

value of nuclear survivin expression in oesophageal squamous cell J Surg, 2011, 100(1):30-34. doi: 10.1177/145749691110000106.

carcinoma[J]. Br J Cancer, 2003, 88(1):115-1159. doi: 10.1038/ [29] Z=47 %), #4E. Expressions of surviving and caspase-3 in

§].bjc.6600696. cholangiocarcinoma and their correlation[J]. H1EHI LKz, 2016,
[24] Rohayem J, Diestelkoetter P, Weigle B, et al. Antibody response 54(11):13-16.

to the tumor-associated inhibitor of apoptosis protein survivin in Li YJ, Zhang W. Expression and correlation of survivin and

cancer patients[J]. Cancer Res, 2000, 60(7):1815-1817. Caspase-3 in cholangiocarcinoma[J]. China Modern Doctor,

[25

[t}

Mesri M, Wall NR, Li J, et al. Cancer gene therapy using a survivin 2016, 54(11):13-16.

[30] AT, H BT, survivind il AR A 208 T AR DG AR A Y S
IeBFEI]. H ERHE MR, 2012, 21(2):164-168.

mutant adenovirus[J]. J Clin Invest, 2001, 108(7):981-990. doi:
10.1172/JCI112983.
[26

[l

Olie RA, Simdes-Wiist AP, Baumann B, et al. A novel antisense
) ) ) o o . Lu X, Xiao XB. Inhibition of apoptosis-related signaling by
oligonucleotide targeting survivin expression induces apoptosis and

. survivin in human cholangiocarcinoma cells[J]. Chinese Journal of
sensitizes lung cancer cells to chemotherapy[J]. Cancer Res, 2000,

60(11):2805-2859. General Surgery, 2012, 21(2):164—-168.

[27] JEIE, XIHE, [ EH", 5. Caspase-3Fl1Bcl-2/BaxfE 0 g 4141
22 A 5 R B G R AR S BT [0, K VTR 224 (ALspiE RF)
( HBII ) BE2E3:, 2009, 6(4):24-26. doi:10.3969/j.issn.1673—
1409(R).2009.04.010. A5 AR g, Mg, A, . TGF-B1. survivin

Flcaspase-37E T P AHAE 25 41 AH PR I P4 R4S s v 79 2 38 R i
PRIZ X[I]. v i SRR, 2019, 28(8):967-976. doi:10.7659/
j.1ssn.1005-6947.2019.08.009

Cite this article as: Xie WX, Bai Y, Li FL, et al. Expressions of TGF-f1,
Science Edition, 2009, 6(4):24-26. doi:10.3969/j.issn.1673— survivin and caspase-3 in hepatolithiasis-associated intrahepatic
1409(R).2009.04.010. cholangiocarcinoma and their clinical significance[J]. Chin J Gen
Surg, 2019, 28(8):967-976. doi:10.7659/j.issn.1005-6947.2019.08.009

Tang T, Liu H, Yan YK, et al. Correlations of Caspase-3, Bcl-2/
Bax Protein Expressions with Clinical Pathological Features of

CholangiocarcinomalJ]. Journal of Yangtze University: Natural

[28] Friman S. Cholangiocarcinoma--current treatment options[J]. Scand

BiERE (PEEEIMIRE) EAMETS

Crp AR 2 R ) BT AR IER B2 3 (S5 : ZGPTWKZZ) , FATH
AL UE 5 BN E MR AR RIS S TARR R W@ maE, DL E N AR
FOPFENCR SRS . RN, T ERUE LB E, mIATE AR, X AT T
PR R AT (P EEE AR AR ) A ARG B9 T8 2 AT 7 7% 3 I ot A

BefE— SRR, AN K SR 2 B IR
FEA A VG e, ek (O EREEARIE ) RGBT MR RS T 6

b BB S 2 2 A

© KA )T [5] 8 38 51 FH 3 & T A http://www.zpwz.net



