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A role of endoplasmic reticulum stress in ovarian angiogenesis
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Vascular endothelial growth factor A (VEGFA) is crucial for ovarian

angiogenesis, but its excess production induces ovarian hyperstimulation syndrome (OHSS). The aim of
this study was to determine whether endoplasmic reticulum (ER) stress regulates VEGFA expression in
granulosa cells, and whether its activation is involved in OHSS development. The expression of the
spliced form of X-box-binding protein 1 [XBP1(S)], induced by ER stress, in cumulus cells from OHSS
patients was higher than non-OHSS patients. The ER stress inducer tunicamycin increased hCG-induced
VEGFA production in_human granulosa cells through the induction of XBP1(S), and pretreatment with
the ER stress inhibitor tauroursodeoxycholic acid (TUDCA) abrogated the effect of tunicamycin. In
OHSS model rats, TUDCA administration prevented the OHSS development. Our findings suggest ER stress
upregulates hCG-induced VEGFA production in granulosa cells, indicating that ER stress might be
involved in OHSS development.
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