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Mechanism of Shaofu Zhuyu Decoction on improving endometrial receptivity in

mice with hyperinsulinemia
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(Abstract] Objective To explore the effect and mechanism of Shaofu Zhuyu Decoction on endometrial receptivity in mice
with hyperinsulinemia. Methods A total of 70 SPF female mice were randomly divided into normal group (n=10) and the rest to
establish the animal model of endometrial receptivity damage caused by hyperinsulinemia. After successful modeling, the female
and male mice were closed in one cage with the proportion of 2:1. Pregnant mice were randomly divided into normal group, model
group, aspirin group (7.500 mgkg), Progynova group (0.104 gkg), Shaofu Zhuyu Decoction normal (7.500 gkg, equivalent to clinical
dose) and high—dose groups (15.000 g/kg, 2 times of clinical dose) 10 mice in each group. The expression of pinopode in mice was
observed on the 5th day after mating, and the number of implantation points in each group was recorded on the 10th day after

mating. The mRNA expression levels of blood glucose, serum insulin, cyclooxygenase-2 (COX-2), leukemia inhibitory factor (LIF),
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lysophosphatidic acid receptor 3 (LPAR3) protein and integrin alphavbeta 3 (av@3) in uterus of mice in each group were
compared. Results On the fifth day after mating, compared with normal group, model group showed poor development of uterus and
pinopode, significant higher blood glucose and serum insulin (P<001), and significant lower mRNA expression levels of COX-2, LIF,
LPAR3 and avB3 in endometrium (P<001). Compared with model group, all drug groups showed normal development of uterus and
pinopode, significant lower blood glucose and serum insulin (P<0.05), higher expression levels of COX-2, LIF, and LPAR3 in
endometrium (P<0.05). Compared with model group, there was significant higher mRNA expression of avB3 for aspirin group and
high—dose group of Shaofu Zhuyu Decoction (P<001). On the 10th day after mating, there was significant lower number of embryo
implantation sites (P<0.05), higher level of blood glucose and serum insulin (P<0.01), and lower mRNA expression levels of COX-2,
LIF, LPAR3 and avB3 (P<0.01) in model group than normal group; there was significant higher number of embryo implantation site
(P<0.05), lower level of serum insulin (P<0.05, P<0.01), higher expression levels of COX-2, LIF, LPAR3 (P<0.05, P<001) in drug
groups than model group. Conclusion Shaofu Zhuyu Decoction may increase the number of embryo implantation sites for mice with

endometrial receptivity damage and improve endometrial receptivity. The mechanism may be related with regulating sugar

metabolism level, influencing mRNA expression of avB3 and up-regulation of COX-2, LIF and LPAR3.

(Keywords) Shaofu Zhuyu Decoction; endometrial receptivity; hyperinsulinemia; integrin; cyclooxygenase —2; leukemia

inhibitory; lysophosphatidic acid receptor 3
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