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Establishment of a disease model for intrahepatic cholestasis in pregnant rabbits

FENG Li-xia, LI Li, HU Shan, ZHENG Ying-ru (Department of Gynecology and Obstetrics, Institute of Surgery Research, Daping Hospi-
tal, Third Military Medical University, Chongging 400042, China)

Abstract: Objective To establish a disease model for intrahepatic cholestasis in pregnant rabbits and provide
a suitable animal model for the study on the mechanism of fetal complications of intrahepatic cholestasis of pregnancy
(ICP). Methods Thirty-two pregnant rabbits were randomly divided into four groups. The high, moderate and low
dosage groups were subcutaneously injected with benzestrofol at a dose of 0.2, 0.1 and 0.05 mg-kg™'+d™" respec-
tively and control group with 0.9% saline solution from day 22 of gestation to delivery. Blood tests for biochemical
parameters were conducted on day 26. Specimens of livers were taken after cesarean for light microscopy. Results
In high and moderate dosage groups, the serum levels of aspartate aminotransferase ( AST), alanine aminotransferase
(ALT), total bile acid (TBA) and glycocholic acid (CG) were significantly increased ( P <0.01) and total choles-
terol (TCH) were significantly reduced ( P <0.01), as compared with control group. In low dosage group only TBA
and CG were significantly increased ( P <0.05), while other parameters remained unvaried. The rates of premature
labor and fetal death in high, moderate and low dosage groups were significantly higher than those in control group
(P <0.01). Obvious pathological changes of intrahepatic cholestasis were observed in the high and moderate dosage
groups. Conclusion  Benzestrofol can induce intrahepatic cholestasis in trimester pregnant rabbits.
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Tab 1 Comparison of pregnant outcomes in different groups (¥ + 5)

Number of preterm

Group n Weight of fetus (g) Weight of placenta (g) Gestational age (d) Number of live fetus Jeboring o fatal " Survival rate
High dosage 59 30.29+3.64 70 4.91+0.56""% 26.25+ 1. 48" & 7 52 11.9% **
Moderate dosage 57 32.31£5.13"4 5.05+0.60"4 27.63+1.30 "4 31 26 54.4% "
Low dosage 54 37.36+5.29™ 5.39+0.60"" 28.87+1.55" 43 1 79.6% **
Control 56 40,60+ 5.86 5.78+0.59 30.50+0.53 56 0 100%

*: P<0.05, **: P<0.01, us control group; A: P <0.05, M: P<0.01, vs low dosage group
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Tab 2 Comparison of serum biochemical parameters in different groups (n =8, ¥+ 5)

Group TBIL (pmol/L) AST (1U/L) ALT (1U/L) TBA (pmol/L) TCH (mmol/L) CG (pg/ml)
High dosage 4.51+0.9 159,55 + 21 .66 ** & 64.25+ 11,828 87.55+6.18 & 0.32+0.04 "8 10640, 1448
Moderate dosage 4.67+1.15 100,10 + 20,30 & 60,28+ 11,004 61.43£6.25" % 0.91+0.12748 0.9420, 105
Low dosage 4.58+0.89 37.06+ 17.70 49.45 + 8.6l 43.42+£5.45" 1.81+0.22 0.67+0.09°
Control 4.65+0.98 34.36.+ 18.86 49.17+8.17 32.99+5.27 1.94+0.24 0.56+0.07

*: P<0.05, *%; P<0.01, s control group; A: P <0.05, M: P<0.01, s low dosngﬂ group
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A: Fatty degeneration of hepatocyte ( # ) 3 B: Cholic acid formation in

hepatocyte ( 4 )
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Fig 1 Morphology of liver in high and moderate groups (HE x 400)
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