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Establishment of intrahepatic cholangiocarcinoma model induced by Diisopropanol-

nitrosoamine in Syrian hamsters
LIANG Ping, CHEN Hai, ZHUANG Dayong WANG Xirwen LI Hong-yan (Department of Hepatobiliary Surgerys Xingiao Hospital, Third Military Medical
University, Chongging 400037 China)

Abstract: Objective To establish an intrahepatic cholangiocarcinoma (ICC) model in Syrian hamsters by injecting diisopropanolnitrosoamine
(DIPN) and dynamically obsewve the pathological process of its genesis and development. Methods A total of 60 male Syrian golden hamsters at
age of six weeks were randomly divided into 3 groups: contwl, simple common bile duct occluson (S-CBDO) and CBDO-DIPN groups. CBDO-DIPN
group received weekly subcutaneous injection of DIPN at a dose of 500 mg/ kg body weight after S-CBDO. The animals were killed at the 5th, 10th
and 15th week after the initatial administration of DIPN. The behaviors of the hamsters, gross and pathological changes of their livers were observed.
Results Oval cell tubular and cystic hyperplasia were seen at the eardy stage of induction papillary, metaplastic and atypical hyperplasia and
cholangiofibross at the middle stage, and adenoma cholangiocellular carcinoma in intrahepatic bile duct at the end stage. The incidences of 1CC
were 20% (1/10) and 67% (10/15) respectively at the 10th and 15th week in the late stage of carcinoma induction. Conclusion The pathologi-
cal changes of this simple and repeatable animal model may simulate the process of pathogenesis of ICC seen in human. Intrahepatic bile duct hyper-
plasia is closely correlated with ICC, especially atypical hyperplasia and adenoma are regarded as high risks for premalignant lesions of 1CC.
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Fig1 Oval tubular and cystic cell hyperplasia were seen at the Sth week in DIPN group (HEX 200)
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Fig2 Tubular papillary, goblet cell and atypical hyperplasia were seen at the 10th week in DIPN group (HEX200)

3 DIPN 5,

. (HEX 100)

Bl ()58 i X ST o T T W B S Tl A I R N | BT e A Nt R



6 ,  .DIPN 679
DIPN , 11 y DIPN
s 1 10 , 10 15 s
20%  67%, 3 1.0+ , .
0 4.4%+2.1. 45 , s [q
o lkematsu
33 (74.59%). 13 (25.5%).
b
’
b
10 ;
3
3.1 BB Al 5% 4 ARk bk 4 ! S ”
67 %.
5 : D ’
10 15
H @ ’ ’
1©) ; @ ; © ’ )
b ’ ’
L . . Yamamoto'
(Diisopaopanolnitrosamine; DIPN ) (g
2 (N-nitrosobis (2-hydroxypropyl) ’
m]irle, BHP)9 (DPN) ) ’ '
. Kinami DIPN | '
» 15 70%, 20 °
86 %[ A ° ’ 15 ’
67 %? °
’ O . 5 an;
55 %6 ’ ’
b b
’ 30 %;
(4 °
b
. DIPN
. [1] [J-
’ : - Kir L1997, 14(2): 65— 66.
il 3] DIPN . . . . .
nami [2] YamamotoS. Experimental studies on the cause of cholangiocarcinoma with
. 500 mg/ kg, . 12% special reference to obstiuctive lesions of bile ducty J| . Ochanomizu Med
20 . ), 1985, 33(3); 223235,
[3] Kinami Y, Ashida Y, Seto K, et al. Influence of incomplete hil duct ob-
’ struction on the occurrence of cholangiocarcinoma induced by dii sopropanol-
’ 10, 15 nitrosanine in hanstery J| . Oncology, 1990, 47(2):170— 176.
20 . [4 Elnore L, Sirica A E. “Intestinaltype” of adenocarcinoma preferentially
3.2 &R A SRS RELT induced in right/ caudate liver lobes of rats treated with furan[ J] . Cancer
DIPN Res, 1993 53(2). 254— 259.
[5] Kinami Y, Miyakoshi M, Fujikawa K. Bile acid load on the DNA distribu-
’ tion pattern of bile ductules and dolangiocarcinoma induced by diiso-
° DIPN ’ propanohittosamine in hamsters| J| . Oncolbgy 1998, 55(1). 77—86.
s o [6] [J-
. . . i . 1999, 15(3); 224225,
[7] Ikematsu Y, TomiokaT, Tajima Y, etal. Cholecysokinin promotes biliary
’ carcinogenesis in the hamster model[ J] . World J Surg, 1995, 19(6). 847—
h h ’ &1.
. 75 d. (8 , ) (.
5 » DIPN . 1982, 11(2): 95— 97.

(4 E )



