[bookmark: OLE_LINK89]The insulinotropic response to endogenous GIP in people with suboptimally controlled type 2 diabetes before and after 12 weeks of sitagliptin treatment

Background and aim
[bookmark: OLE_LINK6]The insulinotropic response to exogenous glucose-dependent insulinotropic polypeptide (GIP) is abolished in people with T2D and poor glycaemic control. We aimed to quantify the response to endogenous GIP in individuals with T2D and slightly suboptimal glycaemic control, and determine whether it was augmented with intensified glucose-lowering therapy.

Materials and methods
Twelve participants with T2D (HbA1c 7.5 ± 0.1%) managed by diet or metformin monotherapy underwent 12 weeks sitagliptin therapy (100 mg daily). Participants were studied twice in both Weeks 1 and 12 during hyperglycaemia (15 mmol/L; t=-30-210 min), with intravenous infusion of GIP receptor antagonist, GIP(3-30)NH2 (800 pmol/kg/min), or control (0.9% saline) (t=0-210 min, and intraduodenal glucose infusion (2 kcal/min; t = 70-170 min). Blood was sampled frequently for blood glucose and plasma C-peptide concentrations.

Results
Mean HbA1c decreased from 7.5% to 7.0% after 12 weeks’ sitagliptin (P=0.002). Plasma C-peptide responses to intraduodenal glucose were substantially lower with GIP(3-30)NH2 than control during both Week 1 (iAUC70-210 min, 116654 ± 31410 vs. 233394 ± 49421 pmol/L*min, P=0.008) and Week 12 (131828 ± 25057 vs. 198438 ± 36231 pmol/L*min, P=0.0005), without any difference between Weeks 1 and 12 (Figure 1). 

Conclusion
In people with T2D and slightly suboptimal glycaemic control, endogenous GIP contributes substantially to insulin secretion during hyperglycaemia. However, a modest improvement in glycaemic control does not further augment this effect. These findings highlight the importance of endogenous GIP signalling to the maintenance of glucose homeostasis in this subset of people with T2D. 
Figure 1.
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