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Effects of growth hormone secretagogue receptor agonist and antagonist in non-obese type 2 diabetes
MKR mice
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ctopic lipid deposition is a high risk factor for insulin resistance and its associated diseases such as type 2 diabetes (T2D).

Peroxisome proliferator-activated receptor gamma (PPARY) plays a key role in adipocyte differentiation, lipid metabolism
and is a therapeutic target for the treatment of insulin resistance. Recent evidence suggests that Hexarelin, a ghrelin synthetic
analogue that acts through GH secret a gogue receptor (GHS-R), promotes PPARY activation in macrophages and adipocytes.
However, whether Hexarelin impacts the fat and glucose metabolism in diabetes remains unclear. By using the MKR diabetic
mouse model, which is characterized by hyperinsulinaemia, hypertriglyceridaemia and ectopic fat deposition, we assessed
the effects of Hexarelin and the GHS-R antagonist, D-Lys GHRP-6, on glucose homeostasis, energy balance, hormonal and
metabolic profiles in MKR diabetic mice. Our data demonstrated that chronic treatment with Hexarelin for 2 weeks improved
glucose and insulin tolerance in diabetic mice. This effect is likely through activation of fatty acid metabolism and adipocyte
proliferation, as well as increased insulin sensitivity. In conclusion, our results suggest that long-term treatment of Hexarelin
benefits glucose and fat metabolism via reducing ectopic lipid deposition.
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