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Pharmacological research on antidepressant-like effects of GLP-2 on refractory
depression.
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Abnormalities in the hypothalamic-pituitary-adrenal (HPA)-axis have been thought
to induce refractory depression. Glucagon-like peptide-2 (GLP-2) exhibited antidepressant-like effects in
ACTH-treated imipramine-resistant depression model mice through an inhibition on the release of CRH from
the PVN in the hypothalamus and the restoration of neurogenesis in the SGZ of the hippocampal dentate
gyrus. Intranasal administration of the newly synthesized GLP-2 derivative also showed
antidepressant-like effects in ACTH-treated mice, indicating a possible clinical treatment for major
depression. Furthermore, we showed memory improving effects and anxiolytic effects of GLP-2 in mice, as
well as the hypotensive effects in hypertension model rats.
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Figure 1. Co-localization of Fos-positive neurons with GAD-positive (A) or CRF-
positive neurons (B) in ACTH-treated mice (refer to ©).
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Figure 2. Effects of the chronic administration of GLP-2 on the number of Ki67-
positive (A) and DCX-positive cells (B) in the SGZ of ACTH-treated mice (refer to ).
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