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Estrogen prevents high-fat diet-induced obesity by suppressing an orexigenic
function of ghrelin.
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I investigated the effects of 17 -estradiol (E2) replacement on the
orexigenic action of ghrelin in ovariectomized (OVX) obese rats fed with a high-fat diet (HFD). HFD
increased energy intake and body weight in the placebo-treated rats, while it temporarily reduced
these in the E2-treated rats. | revealed that E2 replacement improves obesity by inhibiting the
orexigenic action of ghrelin via downregulation of ghrelin and its receptor in stomach in HFD-fed
OVX rats. In addition, E2 replacement improves HFD-impaired insulin sensitivity by activating the
protein kinase B (Akt) 2/ the Akt substrate of 160 kDa (AS160, also known as TBC1D4) pathway in the

insulin-stimulated muscles of OVX rats. However, plasma acyl ghrelin concentrations in young women
did not change during the menstrual cycle. It was also shown that body fat percentage and body mass
index had no effect on plasma acyl ghrelin levels.
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