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Reduction of GIP secretion alleviates obesity and insulin resistance under high fat
diet condition
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We generated GIP-deficient mice with reduced and lacking GIP secretion and
examine glucose tolerance, bone formation, and high fat diet (HFD)-induced obesity and insulin
resistance. During oral glucose tolerance test (OGTT), heterozygous GIP-reduced mice (GIPgfp/+) had
significantly decreased GIP levels (~50%) compared to wild-type mice (WT). In homozygous GIP-lacking mice
(GIPgfp/gfp), GIP levels were undetectable. Insulin levels during OGTT were significantly lower in
GIPgfp/+ and GIPgfp/gfp. Bone volume in GIPgfp/+ was similar to that in WT, while GIPgfp/gfp had
decreased bone volume. Body weight gain and total body fat mass after 8 weeks of HFD were decreased in
GIPgfp/+ compared to those in WT; GIPgfp/gfp had the lowest body weight and body fat mass. Insulin
sensitivity in GIPgfp/+ and GIPgfp/gfp was improved compared to that in WT from data of insulin tolerance
test. Thus, chronic reduction of GIP secretion alleviates obesity and insulin resistance under HFD
condition.
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