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Effect of ursodeoxycholic acid combined with dexamethasone in the treatment of intrahepatic
cholestasis in pregnant rats

NAN Yan, WANG Hui,ZHOU Ting-ting, LI Yu-jie

( Department of Gynaecology and Obstetrics, the Third Affiliated Hospital of Xinxiang Medical University , Xinxiang 453003,
Henan Province ,China)

Abstract: Objective To explore the effect of ursodeoxycholic acid combined with dexamethasone in the treatment of
intrahepatic cholestasis of pregnancy( ICP) of rats. Methods The ICP model was established in Sprague Dawley rats on the
tenth day of gestation by giving progesterone. Thirty ICP rats were randomly divided into control group and combined treatment
group , with 15 rats in each group. On the 15" — 19" day,all rats were given ursodeoxycholic acid solution(100 mg + kg™") by
intragastric administration for 5 days;based on this, the rats in the combined treatment group were intramuscularly injected with
dexamethasone (1 mg + kg™") for 5 days. The serum levels of alanine transarninase( ALT) , aspartate aminotransferase ( AST) |
total bile acid(TBA) and total bilirubin (TBIL) of rats in the two groups were detected before and after treatment. The body
weight of fetal rats were measured and the still birth rate was calculated. The pathological changes of liver of pregnant rats were
observed by hematoxylin eosin staining. Results There was no statistic difference in the serum levels of ALT,AST,TBA and
TBIL of rats between the two groups before treatment( P >0.05). After treatment, the serum levels of ALT, AST, TBA and
TBIL of rats in the two groups were significantly lower than those before treatment ( P <0.05) ;and the serum levels of ALT,
AST,TBA and TBIL of rats in the combined treatment group were significantly lower than those in the control group (P <
0.05). The body weight of fetal rats in the combined treatment group and control group was (4.89 +0.53)¢g and (4. 14 =
0.33) g respectively, the still birth rate of fetal rat in the above two groups was 10. 1 (13/129) and 14. 5 (18/124)
respectively ;the body weight of fetal rats in the combined treatment group was higher than that in the control group(¢=12.83,

P <0.05) ,and the still birth rate of fetal rats in the combined treatment group was lower than that in the control group (y* =
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7.81,P <0.05). The pathological changes of hepatic tissues of rats in the control group included the hepatocellular edema,

loose cytoplasm,much cellular steatosis, more spotty necrosis, hepatic sinusoid narrowing, bile duct dilatation and cholestasis.

The pathological changes of hepatic tissues of rats in the combined treatment group included some hepatocellular edema,a few

cellular steatosis, cholangiectasis and inflammatory cell infiltrate. Conclusion The dexamethasone combined with

ursodeoxycholic acid can reduce the levels of liver enzymes and TBA in ICP rats, protect the hepatocytes of pregnant rats and

improve the prognosis of pregnancy.
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Tab.1 Comparison of serum biochemistry indexes of pregnant rats between the two groups before and after treatment
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Tab.2 Comparison of body mass and still birth rate of

fetal rats between the two groups
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Fig.1 Gross morphology of the liver of gestation rats in

the two groups
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Fig.2 Pathology changes of the liver tissues of pregnant
rats in the two groups( HE staining, x400)

3 e
ICP J& 22 U 4 Ui v i 3 % O 7 9 R E , LA Z2 1A

BRI RE TR R TR PR LT
FHEANEEE, BB, 7 5 R s i 2%, % A
I E R (R SR G LA SR R B
PRAE SN AE LR AE AR . ICP /Y & L H A
ANBRB , R BE R A X S A 00 A L o o 3 2R
PRI BE I 3ot 3, 5 0 I 9 R A N 9 5 d it A
Y TBA PURERGELA, V5 T AR 20 B I i
AL S R KA , i 58 1) L R T D, U
ILEVEBR A L BRI . AR AR I PR 36
J7 1CP [9—Zk 25, HAE T £ 25 H A MRS &, b
W AR 7 IS AT o IE R AR OL T, IR B 25 %01
PR SEMNEL YT 14 73 b e A0 LT e I R 5 4, b
RBTHRRAE VR YRR, PR PTG . AT SR,
AR 25 2B A 2 ik B KT P | AR L 37 I 3R A
FHRR A K HE R 2R B RE R T 2507 T A 2
ROR A 25 S5 i1 o [

Mo ZEANNBEAR ICP AR R EITF I BE , 3 M
ILBUE , AR I 46 I Tl ARG . | T ICP
9 e 8] B SR TR, 5 How e BE AR R 5 |
A P A T S M5, BT L, I KAR FH Tl
PRIGYFIFAIER R, PRI . M ZE KA RESE i Jif 4
BRBEAE TG L LR A2, B i S 2 0 B 1) o
W (AR P E TR B AT AR, DT % Ak JIEL T Py 25 R
ABFERY, 4 T IR INRT G, A5 L
SRR ARSI B I B R A -5 T KR 3 U
1 HAB R 488 0970 BEL 7 W S R B o R A 3B
AE I AL R 1V AR B3R /D e e 2R P e 4, e A1
JE FELL A LD, A BRI 3P S B S0 1 D R, O
SRR, B A L= LM A LR A E . 5
AWFFERIT, H RN REAT RO T 1 JE B2 1/ HEER
b A Ak e AR B RSV

AWFFEEAE R W, 0 b ZE KA A8 22 S IH R
REIRYT A i BUOEHG N B, iR B B 1, 22
SR P 22 2 8 D 2, T | JIELRR <5 7K ~F WL o
Xt W7 A R 25 S IR A R Atk A KA
J7 Al WL s ICP 28 (U AR I35 AELT 7R T T
KV SR AEYRES R AT AR TR AR L A
MRo T NI PRI T SR AL T SC R AR, H A2 S
AAFRA], A LI AT BN, SR ] R AT AE—E
(DR 22 , 73 S B2 AR AN R, v i i PR L
— B

S 30k

(U] SROHESS LR . 25 2 /1N oL i HEL R ) 5 o A RV A A
THRBUE R RIS WS L [T]. PRl R4 ,2015,13(4)
36-37.

(T#%E 32 ;)



- 32 G Bl

http : //www. xxyxyxb. com

2019 4E 4536 &

(6] 5, I, A% ik . 38 388 FICIDE 5 <2 st AR il 2 b S £ (151 95 ARG Th17/Treg P75 S S RE S 5 AR K A 56 &
MG PRI T RO AR [T S B2 24,2018,13 (1) :60-63. WFELD]. B & B & B2, 2017.

(7] Z=#% AVRM, B, 2. A igiap i 88 & a H 5043 [16] YAMAZAKI K,YANO T,KAMEYAMA T,et al. Clinical significance
BERYAE [T ]. Fr £ BE~ Besi ik ,2017 ,34(8) :719-722. of serum TH1/TH2 cytokines in patients with pulmonary

[8] TARKOWSKI E,ROSENGREN L, BLOMSTRAND C,et al. Early adenocarcinomal J . Surgery,2002,131(1 Suppl) :S236-S241.
intrathecal production of interleukin-6 predicts the size of brain [17] ANISMAN H. Cascading effects of stressors and inflammatory
lesion in stroke[ J . Stroke 1995 ,26(8) :1393-1398. immune system activation: implications for major depressive

(91 REME, BUENE, A , 5. fili A 5 AN () I BOAAR b A% 8 25 10 disorder[ J]. J Psychiatry Neurosci,2009,34(1) :4-20.

U IL-1 IL-6 28 Ak 4 s [ )], 2o b 5 4 20958 0% , 2013 ,20(2) :87- [18] JIN R, YANG G, LI G. Inflammatory mechanisms in ischemic
90,112. stroke :role of inflammatory cells [ J]. J Leukoc Biol, 2010, 87

[10] ZAREMBA J,LOSY J. Early TNF-a levels correlate with ischaemic (5):779-789.
stroke severity[ J]. Acta Neurol Scand ,2001,104 (5) :288-295. [19] FREIDIN M,BENNETT M V,KESSLER J A. Cultured sympathetic

[11]  RmE. figizs b s PAR -5 ML o 20 e R F K A PR T] . neurons synthesize and release the cytokine interleukin 18 J].
FHAREE£,2012,33(9) :1840-1841. Proc Natl Acad Sei USA,1992,89(21) :10440-10443.

[12] Z50E, T&, B4, & T R X2 5 A8 % 1018, [20] DUNN A J,SWIERGIEL A H,DE BEAUREPAIRE R. Cytokines
IL-2 \IL-6 il TNF-o sEMA A5 [T ]. SR Je VT BE 25,2017 ,47 as mediators of depression:what can we learn from animal studies
(4):2-5. [ J]. Neurosci Biobehav Rev,2005,29(4/5) :891-909.

[13]  HEGEEE. Sl PEmZ T 5 10 A R-18 A K2, [21]  Zrpp, £, £ R, 55 A b 5 88 R AN AR R 15 19 52
SRR AEIA - BYARSCIEL D] 2822 IR ¢ , 2015, DI (] H I 2005 o g 2 75, 2010, 36 (9 ) - 562-

[14]  PMES WG PR, 228 AR, 55 WAL 2 I B B M T 40 564.
B 7 A R HL AN R F TNy (T4 f 284k K 38 [T, b nt B (AXHwE.HEB EXHE:HBEB)
2#,2016,38(2) :105-109.

(L85 21 T7) 1646-1649.

(2] MG, WA, BT B 0GR R IAE Iy L7 ) RIS IBAE, THRIY SOSORHART £ HME B A 9 A M LT

REMIEAR A B IR ER AR 2 ma [T ). S P BE2Y,2018,13(8)
1871-1874.

B, IR T, D LR, S5 SR YR P IR IR FRUE 2 41 BT 7 i A
JUIBF Sk L7 5 AS49 4 da TRy pLEIDETE [T ]. AR sE il
JUBHIf R 24 &:,2014,29(2) :98-100.

ABU-HAYYEH S, PAPACLEOVOULOU G, LOVGREN-SANDBLOM
A, et al. Intrahpeatic cholestasis of pregnancylevels of sulfated
progesterone metabolites inhibit farnesoid X receptorre-sulting ih a
cholestatic phenotype[ J]. Hepatology ,2013,57(2) :716-726.
Vo 2O U U8 AR Y A9 LR e (0] 8 & Ry e o
11 ,2017,34(5) :369-373.

BRIETT , khik. A2 AU RRIKEETE I I JF A IEL T YA ARUAE S8
BT RO IR YRES R S [T T E a4 f4e 2017 ,32(8)

(9]

[10]

[11]

TATRUAE 27 SR LS B 4807 P B 2 B TR 0 2 i 28 R I 0k 4 2L e
PR ZIRFE N[ T]. E bR ER A 516 K44 7 ,2010,30
(4).282-283.
P&, XL RTINS, 5 SRR A R X | IR BT R &
PERBHPERFREAE B I R R 5T [T ], R P 25,2017,12(2) .
289-292.
PR ER A S A TR R 2 A S R A AL AT R A AT N IR T R B AR
YR 1], i =R 243 ,2015,50(7) 481485,
JET e, 1A LR, S SRR T R 2K T % A i B0 P i
THRBUEZE G L m [T ]. A2 W 51697 ,2017,28
(11) :2026-2027.
St b RN IR YT 2 BUIF P9 I T I BURE Hh 09 R 4 MLl R
PIID]. ¥ % 8 S BEAFERe,2017.

(Ax#iE:& B ®EXHE:Z A)



