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Abstract

Objective: To investigate the effects of prenatal azithromycin exposure (PAzE) on fetal mouse
liver development and function at different stages, courses, and doses. Methods: Pregnant mice were
exposed to azithromycin during pregnancy at different stages (middle/late pregnancy), courses (single

course/multiple courses), and doses (50 or 200 mg+kg™'sd™') by intragastric administration. Fetal liver

IR B SRR - A T SR TR I L T (45 : 2020 YFA0803900); [ 5K [ & B2 3 4 W BY I H (40 5 : 32300973) 5 H g i e Fe AR BT Al 55
P AT 4 (5 : 2042023k [0066) ; I K 28 i BB Be BHE QR R B 5 4 (45 : CXPY2024014)

EER N5 IEAR, B, 1998—, a4, FEMNF Y L & #F L5, E-mail: zhengjielul998@163. com

BEEE XFR, &2, 1996—, B4 RIS 6L, RN F LY A H HEM 5, E-mail: Kathichubu@163. com; /E I, %, 1963—, £ 2
W, B AR, FEAR Y R EF M, Email: wanghuil9@whu. edu. cn



1098 RPN = Q= )]

weight and mRNA expression of genes related to proliferation, differentiation, apoptosis, and glucose
and lipid metabolism were detected. Results: In female mice, PAzE inhibited the expression of genes
related to liver proliferation and differentiation, and promoted the expression of genes related to apop-
tosis. In male mice, PAzE mainly promoted the expression of genes related to liver proliferation and
differentiation, but exerted no significant effect on apoptosis. Furthermore, PAzE inhibited gluconeo-
genesis and enhanced the synthesis of triglyceride, cholesterol, and bile acid in the liver of female and
male fetal mice. In addition, PAzE promoted the expression of estrogen receptor in the liver of female
fetal mice and inhibited the expression of androgen receptor in male fetal mice. These changes were
more significant in late pregnancy, with multiple courses and high doses. Conclusion: PAzE could ex-
ert sex-specific effects on fetal liver development, inhibit gluconeogenesis in the liver of female and

male fetal mice, and enhance their lipid synthesis function. These effects differ based on stages,
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courses, and doses.
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