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The incretin effect

/0% of post-glucose
Insulin secretion is due to
the effects of incretin

The incretin effect is
due to gut hormones —
the incretin hormones
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N=8 healthy males.
Adapted from Vilsb Il T et al. Regul Pep. 2003;114:115—-121.
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N=8 healthy males.
Adapted from Vilsb Il T et al. Regul Pep. 2003;114:115-121.




* Is something wrong with the secretion of the
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—— NGT subjects

|IGT subjects
—— Type 2 diabetes patients
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*p < 0.05 between the type 2 diabetes and NGT group
The meal was started at time zero and finished in the 10- to 15-minute period

Toft-Nielsen et al. J Clin Endocrinol Metab 2001;86:3717-23







Meal-Stimulated Incretin Hormone Concentrations
are Positively Correlated with Insulin Sensitivity 1n
Non-Diabetic Men

GLP-1

Plasma GIP (pmol/l)
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e Lowest insulin sensitivity tertile (n=11)

A Middle insulin sensitivity tertile (n=11)

Highest insulin senstivity tertile (n=11)
Rask et al. Diabetes Care (2001)
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-8— Patients with type 2 diabetes

-il- Control subjects




Effects of GLP-1 on insulin secretion
In patients with 2DM:

» Glucose-induced insulin secretion
may be restored to normal values

*The potency of GLP-1 with respect to
enhancing the beta cell responsiveness
to glucose is decreased

*This decreased potency can be improved
by improved metabolic control
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Chronic pancreatitis Lean, Type 2 DM

—®— GLP-1 (1 pmol/kg/min)
GIP (4 pmol/kg/min)
—®— Glucose

Chronic pancreatitis Lean, Type 2 DM [ Type 1 DM

Plasma insulin (pmol/l)
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Loss of incretin function In
type 2 diabetes mellitus

Secretion of GLP-1 impaired
Beta-cell sensitivity to GLP-1 decreased

Secretion of GIP normal (or slightly
impaired)

effect of GIP abolished or grossly
impaired

Inhibition of glucagon impaired
Th .“ | ccongaar 0 ‘q.‘ =
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