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Nose-to-Brain Delivery of Peptide Drugs for Effective Pharmacotherapy of
Dementia
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The present study aimed to overcome the difficulty in treating severe

cognitive dysfunction using insulin by delivering the potential alternatives, GLP-1 receptor agonist

(exendin-4) to the brain via the nose-to-brain delivery system by coadministration with penetratin.
The distribution of exendin-4 throughout the brain was dramatically increased by intranasal
coadministration with the L-penetratin. Furthermore, spatial learning ability after daily
administration of exendin-4 with L-penetratin and supplemental insulin for 4 weeks suggested
therapeutic efficacy against severe cognitive dysfunction in aged SAMP8. The present study suggests
that nose-to-brain delivery of exendin-4 with supplemental insulin, mediated by CPP
coadministration, shows promise for the treatment of dementia with progressive cognitive
dysfunction.
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