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The clarification of pathogenesis in polycystic kidney caused by feline PKD1
gene mutation and the specific therapy for PKD cats.
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On the purpose of clarification of renal cyst formation in feline
polycystic kidney disease (fPKD), PKD gene mutation (Exon29, c.10063, C>A) in cyst epithelium was
analyzed and two-hit theory was discussed. Furthermore, molecularly-targeted drug for fPKD was
selected and the clinical dosage for fPKD was also investigated.

Many blood samples and PKD kidney samples were collected through the feline polycystic kidney
network, and PCR-RFLP analysis and direct sequence of PKD1 were performed. Homozygous mutation of
PKD1 was found in cyst epithelium ( somatic cell % suggesting two-hit mutation. Tolvaptan, orally
active vasopressin V2 receptor antagonist, was selected for the molecularly-targeted therapy for
fPKD and short-term and long-term administration of tolvaptan were performed in healthy cats for
decision of clinical dosage.
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