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The purpose of this study was to develop DDS formulations that improves the
efficiency of brain delivery after intranasal administration of oxytocin (OXT) by controlling the
flow of extracellular fluid (Glymphatic System, GPsys). Intranasal administration of OXT and
acetazolamide (AZA), which has been reported as an AQP4 inhibitor, showed that the ratio of brain
AUC to blood AUC of OXT was higher than that after administration of OXT alone. In addition, changes

in the expression level of AQP4 and a decrease in the amount of cerebrospinal fluid (CSF) were
observed by AZA administration, suggesting that AZA may affect the flow of CSF. These results
suggest that GPsys may have a significant impact on the delivery of OXT in the brain.
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