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Development of novel antihypertensive drugs and diuretics with exocytosis assay
using chemical library
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Aquaporin 2 (AQP2) is expressed on apical membrane in renal collecting ducts, and
it plays an important role in regulation of urine concentration. The mutation of AQP2 causes nephrogenic
diabetes insipidus. In the previous study of exocytosis screening assay of AQP2, epidermal growth factor
receptor (EGFR) was identified to be involved in the regulation of AQP2 trafficking. In this study, we
used Erlotinib, a EGFR inhibitor, and showed that Erlotinib increased in the apical membrane accumulation
of AQP2, which improved the urine volume and osmolarity of the NDI model rats. We also showed the
phosphorylation of AQP2 was involved in the mechanism of the EGFR inhibitor, which was independent of

CAMP and PKA activity.
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