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[Abstract] Objective:To investigate the expression differences of erbBI(EGFR) and erbB2(HER2) in tissues of hepatolithiasis
combined with bile duct carcinoma and its clinical significance. Methods: We collected 94 intrahepatic bile duct carcinoma tissues
of patients with hepatolithiasis combined with intrahepatic bile duct carcinoma and 50 liver tissues adjacent to carcinoma samples.
EGFR and HER2 were detected by immunohistochemical staining after biopsy. Then, we analyzed the expression differences between
carcinoma tissues and tissues adjacent to carcinoma. EGFR molecule targeted therapy was performed in some patients (Erlotinib, 150 mg/d,
one course of treatment), and 5-year-disease-free survival rate was analyzed. Results; EGFR positive expression rate of the two
groups was 58.5% (55/94) and 26.0% (13/50), respectively, and the difference was statistically significant (P < 0.001); HER2 positive
expression rate of the two groups was 33.0% (31/94) and 16.0% (8/50), respectivley, and the difference was statistically significant (P <
0.05). In the bile duct carcinoma group, tumor histologic grading, infiltrating depth and hilus lymph node metastasis of EGFR and
HER?2 positive patients were obviously higher than those of the negative patients, and the difference was statistically significant (P <
0.05). In patients with cholangiocarcinoma, S-year disease-free survival rate of EGFR or HER2 positive patients was significantly
lower than that of the negative patients (P < 0.05). Further found in the molecular targeted therapy, EGFR positive patients treated
with erlotinib could extend survival, and 5-year disease-free survival rate was higher than that of EGFR and HER2 positive patients
(81.3% vs. 59.4%), but there was no statistically significant difference (P > 0.05). Conclusion; EGFR and HER2 expression in
patients with intrahepatic bile duct stone combined with the occurrence of intrahepatic cholangiocarcinoma may play an important role
in the development, and the two high expression are closely related to the degree of malignant tumor and clinical prognosis, and may

has a guiding significance in clinical molecular targeted therapy.
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Figure 1 Disease-free survival comparison chart for five
years in EGFR positive patients
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Figure 3 Disease-free survival comparison chart for five
years in EGFR and (or) HER2 positive patients
treated with erlotinib

AR ALFE A AR AR 2R R BT
TSk AN T BRI B R R R AR
F2 Al fie/ 5 1 EGFR & fbul 3Rk, v geid o £
EPLAT-HF Mcl-1 (IFRBKFES 5 T MR &4
KR, i H , EGFR S5 1 3RIA 1T fig 5 MG 78 i
AR ZREEH YIRS, EGFR T BN AF A= K A
T-(EGF) il AR08 NF-kB 4315 S, ghimisgsm
PR AR 2RI 55, FEHADASE P B RSt T
JF PR IR 5 0 55 IR 0 & A6 R I [) R EAF 76 I Ik
I H T REAE PR AE s v -5 At 40 i X5 — [
Z 5 T HRE KSR, BE, HEEA 1Tim K
i T EGFR BH#R 3% % B JE fF EGFR Fik Jo 2
St ER A T AR TG N ANAT BN R B 1 {H L
25 5 FL A AE DG BE PR 3R A G RE it — 2B A
HIERIGTTRCR ARG, R, BHATHAL EGFR
FEE VI RS 9 & AR kR R iV e A 4
i, Hor erbB2( X Bk HER2) B 78 LIRS 4> T4 16134
7 (BRFETT ) th A4S RAFIG R 2K, b 35 38 1340
LRI £ A AR A, O HLAE BFAIMIBAE g o A A 5
WESE T HER2 5 MBI i) & A & e G, I T
A A G R TS TR AR, FEASIFSE h Bk
KAEAIL EGFR 5 HER2 235 FAUMCHE  (BFE 94
1) JFF P9 LS 9 B 2 A U A TR A5 81 T i o5
PR R TR 7R T K R 3 PR I oA RS s
HERETRIREY R T EENAEYFER  IEEIR
PRI BRI 22404 o & BREL 212403 2 I3 TR I
IR EL AL 5 3 R AR AR DG | T At —2F
BET T T 3 ek S 15 AT RE TN L f | 20T 45
K78 EGFR Fl HER2 R R ik 5 5 4F T A A7 Tl
JEAFAE SR DG, 10 I — 35 I [RGB S A
PR R B I R TS |, e BB, ARFFE T

48 BIFF LS 25 A AR I R BB AN T T
EGFR FHAFIRE B e i myayT , Hh &4 32
] EGFR B 3k F1 16/ EGFR 1 HER2 Y45
FiRE MV 5 IR AR KB, YRk
FH 5 AETRETES T EGFR B RIAH  (H M 5k
— B REEARIG R FEUESS, Xt n] REAERE T RIIN#
HHGE EGFR o257 IR B T Bl T o
N RN PR , A, X 4R EGFR A
HER2 FZAEIRIY 0 A AR Y2V E R R
A T P oA B 2L

[&%30Hk]

[1] Kuroki T,Tajima Y,Kanematsu T. Hepatolithiasis and in-
trahepatic cholangiocarcinoma: carcinogenesis based on
molecular mechanisms[J]. J Hepatobiliary Pancreat Surg,
2005,12(6) :463-466

[2] Sirica AE. Role of erbB family receptor tyrosine kinases in
intrahepatic cholangiocarcinomalJ]. World J Gastroen-
terol, 2008 ,14(46) :7033-7058

[3] Ay, BRifch, A, 45, R «B R AR IH
SER R A 1 AR AR S5 415 T BTN IR AE s 41 21
YA S L SO ] AR RFRRAMRL RS, 2011,17(9) -
755-759

[4] B 2= RpHn AR IR, JRUREER c-erbB2 EHTEAFSME
EREHIU PSR SRRV (1] RS MRZRRS ,2006,14
(3):178-178

[5] Nakanuma Y,Harada K,Ishikawa A, et al. Anatomic and
molecular pathology of intrahepatic cholangiocarcinoma
[J]. J Hepatobiliary Pancreat Surg,2003,10(4):265-281

[6] Malhi H,Gores GJ. Cholangiocarcinoma:modern advances
in understanding a deadly old disease[J]. ] Hepatol, 2006,
45(6):856-867

[7] Werneburg NW,Yoon JH,Higuchi H,et al. Bile acids acti-
vate EGF receptor via a TGF-alpha-dependent mecha-
nism in human cholangiocyte cell lines[J]. Am J Physiol
Gastrointest Liver Physiol,2003,285(1):G31-G36

(8] # mi,5k W, 8,% REERETZEES
T VRS AT A0 g A B 5 o LRI RO B (D). R
HERIRE AR (A ABLAM) ,2007,27(6) : 523-526

(9] FLILR,Z=BHE X7, 45, i e sk IR -k B 153
R4 e A P A 2 B A R PR 0 EL A R 400 M R 2 1Y
)] AR AMERR ,2006,23(9) : 1092-1094

[10] Lubner SJ,Mahoney MR,Kolesar JL,et al. Report of a
multicenter phase Il trial testing a combination of bi-
weekly bevacizumab and daily erlotinib in patients with
unresectable biliary cancer;a phase Il Consortium study
[J]. J Clin Oncol,2010,28(21):3491-3497

[KFmEHE] 2015-06-17



