®OOE B R E R

Acad ] Sec Mil Med Univ 2007 Jan;28(1) * 93 .

FF BB b b i -$5 B S B CDHI B BB L 5

B AR R R &, XA, Eam
B 7R RS2 AR5 AT REANRL I Bt [ R S AR5 S 7 R AT R % . L1l 200438)

(HE] a@:BHFAEYE DS L E-45 % M £ (epithelial-cadherin, E-cadherin # F CDH1 & ¥ &tk WL, & k42
BN EERARRT BN ERARERAELALESALN G HOE RHFH KRR, B 3206 ,4%% 106, 435
% Fl MSP.RT-PCR VL % EnVision 7 k&l 42 7] A 74 J2 & % & 2 K J& 4 & & CDH1 % H ¥ # 1L 2L X E-cadherin ¥/ mRNA
REORATMH, R FHNELEF CODHl ¥ £ & £ % % 28. 6%, E-cadherin # mRNA;zﬁé%L«fmmﬁ/\%Jﬁ
64.3% % 69.1%, CDH1 # H ¥ £t 5 E-cadherin & 1k mRNA XA UK EBEIF N EHZAFERELZEHNL (L F P=
0.008,P=0,031 #1 P=0.020), CDH1 ¥ # 1 5 4 # W j& 2 [&] & #1 % ¥, E-cadherin % 3k 5 % %%%ﬁ$§étﬁﬂdi%ﬁr%
(P=0.002), % #&: fF W& E + % & £ CDH1 & ¥ 2 b X E-cadherin % 3 % % , % ¥ CDH1 ¥ % %t X E-cadherin # % 3 5
FEHANEECENREREFAX,

[XEIR] HE TN EEME; EX-SEWER;CDHL; F R4 TR

[FEHES] R735.8 [x##RiRE] A [XEHS] 0258-879X(2007)01-0053-05

CDHI1 methylation of E-cadherin gene in human intrahepatic cholangiocarcinomas: correlation between clinico-

pathologic parameters and patients’ survival
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ry on Signal Transduction, Eastern Hepatobiliary Surgery Hospital, Second Military Medical University, Shanghai 200438,
China)
[ABSTRACT] Objective: To investigate CDH1 methylation of epithelial-cadherin(E-cadherin) gene in intrahepatic cholangio-
carcinomas (ICCs). Methods: Forty-two liver samples were obtained from ICC patients (32 males and 10 females) during surgi-
cal resection in Eastern Hepatobiliary Surgery Hospital. The ICC tissue samples and the adjacent tissue samples were paraffin-
embedded and fresh ice-frozen. A methylation-specific polymerase chain reaction (MSP) was used for analyzing the methylation
of CDH1 gene; E-cadherin protein and mRNA expression was detected by immunohistochemical method and RT-PCR analysis,
respectively. Results; The methylation rate of CDH1 was 28. 6 % in ICC patients. The expression of E-cadherin mRNA and pro-
tein was decreased in 64. 3% and 69.1% of the samples, respectively. The methylation of CDH1 gene was correlated with the
expression of E-cadherin protein and mRNA and metastasis of ICCs (P=0.008, P=0. 031, and P=0. 020, respectively) , but
not with the prognosis of ICC. The abnormal expression of E-cadherin was significantly correlated with the survival of patients
(P=0.002). Conclusion: The methylation of CDH1 gene and down-regulation of E-cadherin are frequently seen in ICC pa-
tients, indicating that they may be closely related to the development and progression of ICCs.
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CDH]l— —_— 9’,_-' bp
— 115 bp

B 1 ICCH CDH1 EEE3FHREN MSP R
Fig 1 Methylation-specific PCR of CDHI in ICCs

Code names of samples were indicated on top. The product of CDH1 methylation was 115 bp and that of the CDH1 unmethylation was 97 bp.

U: Unmethylated; M:Methylated

&1 CDHI RELEHAZFFMENKX R
Tab 1 Relationship between methylation of CDH1

and histological features of ICC tissues

[(n(%)]
Index N CDHI P value
U M
Differentiation grade
Well 3 2(66.6) 1(33.4) 0.768
Mediate 14 11(78.6) 3(12. 4D
Poor 25 17(68.0) 8(22)
pTNM stage
1 2 2(100) 0C0) 0. 392
11 9 6(66.7) 3(33.3)
il 25 19(76) 6(24)
I 6 3(50) 3(50)

U:Unmethylation; M Methylation

D68 C39 C89 C110 D35
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S5ECER R 29 61169, 1%, Hrr 12 il 8 CDH1
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ICC MM Z MR B (P=0.020), K4 H
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F33 G66 G123

—— p-actin
—— E-cadherin

2 ICC H E-cadherin mRNA & i% & RT-PCR
Fig 2 RT-PCR analysis of E-cadherin mRNA in ICCs

Code names of samples were indicated on top. The PCR product of f-actin gene was used as control
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B =M B R, A E-cadherin 8 H #i5 7
AR 28 % 1CC B A A7 TS /Y T P &R (43
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Tab 2 Relationship between methylation of CDH1

and clinicopathologic parameters of ICC patients

[n(%)]
Index N CDH1 P value
U M
Size
<5 cm 17 13(76.5)  4(23.5) 0.832
5-10 cm 16 11(68.8) 5(31.2)
>10 cm 9 6(66.7) 3(33.3)
Capsular invasion
Present 6 5(83.3) 1(16.7) 0. 655
Absent 36 25(69.4) 11(30.6)

Satellite nodules

Present 11 8(72.7) 3(27.3) 1. 000
Absent 31 22(35.5)  9(64.5)
Vascular invasion
Present 13 9(69.2) 4(30.8) 1. 000
Absent 29 21(72.4)  8(27.6)
Limph node permission
Present 7 3(42.9)  4(57.1D) 0.088
Absent 35 27(77.1)  8(22.9)
Intrahepatic metastasis
Present 10 4(40) 6(60) 0.020
Absent 32 26(81.3) 6(18.7)

U: Unmethylation; M: Methylation
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FVEE SRk 5 s B2k, Xk Rl 56 R 4L 5 R
FH el CRD mRNA s A —SA ML, Li %N
CDH1 F: K 3 3 7 10 & #4k v] B8 2 E-cadherin #
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