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Altered expression of E-cadherin/P120 complex in human intrahepatic cholangiocarcinomas: correlation with

clinicopathologic parameters and patients’ survival
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[ABSTRACT] Objective: To investigate the expression of P120 in intrahepatic cholangiocarcinomas (ICCs) and its correlation
with the clinicopathologic parameters and patients’ survival. Methods: An immunohistochemical study was performed using
Dako EnVision Kit to detect the expression of E-cadherin and P120-catenin in 42 ICC specimens. Results: The expression of
E-cadherin and P120 was reduced in 27 (64. 3%) specimens and 31 (73. 8%) specimens, respectively. The expression of
E-cadherin and P120 was significantly correlated with the tumor histological grade (P =0. 009 and P=0. 003, respectively),
pTNM stage (P=0. 035 and P=0. 004, respectively) , intrahepatic metastasis (P=0. 007 and P=0. 041, respectively) , and
patients’survival periods (P=0. 024 and P=0. 004, respectively). In addition, the expression of P120 accorded with that of
E-cadherin (P<C0.001). We also found that P120 expression and the tumor size were the independent prognostic factors for ICC
patients by a Cox regression model. Conclusion: Down-regulation of E-cadherin and P120 expression occurs frequently in ICC
patients, which might be associated with the progression and development of ICC. Both of them may be valuable biologic
markers for predicting tumor invasion, metastasis and patients survival, but only P120 was an independent prognostic factor for
patients’ survival.
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tional Union Against Cancer UICC # 17 pTNM 43
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SR 27 (64, 3%) F1 31 1 (73. 8%, Hih5g 4 3
ik B R F gy 5 8 k10 i, 53 Ak, 17 B
(40. 5% H ULE] P120 78 M R ik

2.2 1ICC ¥ E-cadherin /P120 & it 55 40 47 5 5 4E
Bk FA  WE 1 PR, E-cadherin F1 P120 A9 5 5
K5 R 9 35 A O (4 5D P=0. 009 fil P=
0. 003) , 434 22 1) ok 92 4 B v 9 3R 3K LE & 434k Fn
oAb MR A B R S R AR R . U3 Ah . E-cad-
herin fl P120 93235 5 M TNM 4 81 2 i M1 ¢
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Tab 1 Relationship between expression of E-cadherin/P120 protein and histological characteristics of tumors
[n(%)]
Index N E-cadherin P120
+ — P + — P
Differentiation grade
Highly 3 3(100) 0¢0) 0. 009 3(100) 0¢0) 0.003
Intermediately 14 7(50.0) 7(50.0) 5(35.7) 9(64. 3)
Poorly 25 5(20.0) 20(80.0) 3(12.0) 22(88.0)
pTNM
1 2 2(100) 0¢0) 0.035 2(100) 0¢0) 0. 004
Il 9 5(55.6) 4(44.4) 5(55.6) 4(44. 4)
ik 25 8(32.0) 17(68.0) 4(16.0) 21(84.0)
I 6 0¢0) 6(100) 0C0) 6(100)

2.3 E-cadherin/P120 & & 5 W& & 35 4% | &9 %
% W3 2 iR, E-cadherin 3¢ P120 ) 2535 0k 55 4%
H5ICCHFNEBEFEMX AN P=0.007 fl

P=0.041), M KA 5 MR K/ AR ZE KD
BRI DL b TR A5 Y Z 8] OR R B S
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Tab 2 Relationship between expression of E-cadherin/P120 mRNA and clinicopathological parameters of tumors

(%]
Index N E-cadherin P120
+ - P + - P

Size(d /cm)
<5 17 10(58.8) 7(41.2) 0.123 8(47.1) 9(52.9) 0.405
5-10 16 5(31.3) 11(68.7) 5(31.3) 11(68.7)
=>10 9 2(22.2) 7(77.8) 2(22.2) 7(77.8)

Capsular invasion
Present 6 4(66.7) 2(33.3) 0.202 3(50.0) 3(50.0) 0. 649
Absent 36 13(36. 1) 23(63.9) 12(33.3) 24(66.7)

Satellite nodules
Present 11 5(45.5) 6(54.5) 0.733 3(27.3) 8(72.7) 1. 000
Absent 31 12(38.7) 19(61. 3) 10(32.3) 21(67.7)

Vascular invasion
Present 13 3(23. D 10(76.9) 0.179 3(23. D 10(76.9) 0.314
Absent 29 14(48.3) 15(51. 7) 12(41.4) 17(58.6)

Limph node involvement
Present 7 1(14.3) 6(85.7) 0. 210 1C0) 6(100) 0. 390
Absent 35 16(45.7) 19(54. 3) 14(40) 21(60)

Intrahepatic metastasis
Present 10 1(10) 9(90) 0.031 000) 10(100) 0. 007
Absent 32 16(50) 16(50) 15(46.9) 17(53. 1)

2.4 E-cadherin #= P120 R Z M &y x ¥  E-cad-  P=0.037),

herin F1 P120 2 [m] BH 4 A4t 5] B 44 2% 35 43531 4 9 )
25 B, 6 Bl E-cadherin FHIEFR XH P120 #FE ik
B, 2 4] P120 FH M 2353 E-cadherin 23k B,
E-cadherin Fl P120 ik 2 B £7 7€ &8 & A Ktk (P <<
0.001).

2.5 E-cadherin/P120 £k 5 & & £ % )G 1] 4 X
F  BEVIRY 42 ] ICC & A 37 B8 T AN
EAEGERE, BEVIITE] 4 ~72 AN A, 37 Bl B A BE T
TR R, 26 91 R 3 AR BE U I 8] b & kL 3
W17 ) (45. 9%) FE T 1CC & %, 3 B 58 T HoAth 95
.17 BITE 72 D H R AF G . 17 B E-cadherin
PR ek A0 25 5] BA 1 2% 3k 28 35 1 °F 35 26 A7 10 40 i)
h 54.6 1 35,9 A H oL A AR [E] 43502 51. 0 Al
32.0 ™ H . 3AFEEAFRI RN 82. 5% F 32.6%.5
AEHEATHR 33, 0% Ml 14. 6%, 15 i) P120 BH M2 ik
27 46 BF 1 2 3k SR B 2R AR 0 43 5y 58. 9 A
A 36.6 4 H o Ar A 2B E] 43 51 R 63. 0 4>
34. 0™ H . 3AEEAE R 3k 88. 9% Fl 39. 2%, 5
AR R R 43, 2% 1 16. 0%, T A BF M4
0 H1 7R . E-cadherin #1 P120 Bk W 5B H N
ARAEHFBFEML R HR P=0.024 FI P=
0.004) .2 3 R T 37 Fl3RAFFE U7 Y ICC B #H 1
Cox BRI 50 Mr L 45 3 @R R P120 F iR K/
S ICC BAE WPk S WS 48 45 (O3 P=0. 049 Fl

R3 VHBEEFHCxZEENN

Tab 3 Cox multivariate analysis for survival of 37 patients

95.0% CI
Index Sig RR
Lower Upper
E-cadherin expression 0.724 1.525 0. 147 15. 827
P120 expression 0. 049 0. 088 0. 008 0.991
Differentiation 0.194 0.407 0.105 1.583
pTNM stage 0.073 2.898 0. 904 9.288
Tumor size 0.037 0.387 0.159 0.944
Capsular invasion 0.052 17. 046 0. 981 296. 166
Satellite nodules 0. 709 1.597 0.137 18.578
Vascular invasion 0.948 0.961 0.284 3. 247
Limph node invasion 0. 087 4.720 0. 800 27.855
Intrahepatic metastasis 0. 786 1. 352 0.154 11. 899

Sig: Significance; RR: Relative risk; CI:Confidence interval
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5 At i 5 A R0 AR ARL, AR B SR IE S E-
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Tk 2 /Dy 52 B — SE AN AR KR (0 52 0, LE B s
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9 i 2 A A e £ R R Gk A LR R R AT S
B IR R R XSS, AT RE S hU B B A G,
K i — 2D F 9T P120 76 40 B A% o 1% 3% 3K LR AL
il 2 JE A,

B FEERIT T E-cadherin #1 P120 ik 55 5
— BBl R 9 B A4 48 B ) A OC R . Osada 585 HIE 32,
E-cadherin 5 H-4f fid s 09 I % B8 A7 X, Asayama
ZEUPEAL T E-cadherin 76 TR A 8 Y 20K L 2
7~ E-cadherin 3R89 55 5 M W 5 1CC 4 43 1y i
WHERS I o A ¢, SR 4 ] — 2. B,
E-cadherin fil P120 AU FE ICC WAL FEP A&
HEAE R 0 EL A 5 iR 00 2 R AR OC, AT LA —
MBI,

MATFFT 45 KK E . P120 5 E-cadherin #ik2Z
[ £77E B 3% — 3P, E-cadherin 3k 5% & % [F i
PERE P120 FRIE 0 75 HJE 6 ] E-cadherin PHPER
k¥ P120 HIRIKFPE, W WL P120 35 5 Al B4
E-cadherin B 4 %, 3R 8 7 % JF A SRR T
E-cadherin, Thoreson %" A Ky, i T P120 & 4
IR BRI NP B E-cadherin [ f# , 55 28 b ml DA
RIS AT Ny Ry el

FoA B 988 ) A 5 PEAL T E-cadherin/P120 ik
HEBFE YRR (HRESIE - H RS
W, AR LI E-cadherin il P120 F LW 55 5
BE AR ARG, B, ) Cox [l 45
B Hr R B A P120 B 5 Rk gt 1CC /B 19—
AT FUS FE AR . PRI P120 BT LR SA 0 1CC
BEEADUR WA NEN > TAEY R, B2,
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