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TR R OB (Fn30) = 2 BUPESRIR I, A > AV VAR e A A Y ARG B - TH
JET DA LAY USSR E E T RRKEE O P T Pdx (pancreatic duodenal homeobox)
IZRET DL E R TIIMODY (matulity onset diabete of the young) DJREREEF & 720 . Pdx
KIB~ 7 A3 A K84 %, Hipk (homeodomain interacting protein kinase) |%. Pdx @
IREIEMEARET AR+ TH D, 5l Hipk 1%, BHEARICE Y <~ U XS TOIRILHEM
LTz, Hipkd R~ 2 TiE, HEEESIZRBIT 2T, 7 a— 2B MHEoRA A
U VWK T 288, PERmFE DI T 2578, R O PONA Ye a5 CHIgE H OfE MK T L
TWe, TNOOFRND, KRBT, R MOMEEL L OELZMEI LT, 12U 5
WIS T A LEZ LN EBIL A VAV VW EIR TS0 A=A LT HmE LT,
Hipk3 K~ U7 2 Tid, GSK3 B D U FRALAIH S, Pdx DFEHME T LTz, HEERERIC
BT siRNA TAEG F2HHITDE, A AV URWREMET L7z, 2D OFERNS, A
BASFIE, Wnt &7 F = Pdx 241 LT, B MIdOBRERS JOBEAZFH LT, A AV 97
WS~OVER ZJ0 U CHEIR IS FEIEIZBE 5-3° 5 AIREMEDS R S v7-,

WFZERCR OMEEE (F30) : Insufficient insulin secretion and reduced pancreatic 8 -cell mass
are hallmarks of type 2 diabetes. HIPK (homeodomain interacting protein kinase) is
reported to modulate pancreatic duodenal homeobox (PDX)-1, which plays a crucial role
in both pancreas development and maintenance, transcriptional activity. However, the role
of HIPK in glucose homeostasis is not clear. We characterized the role of HIPKs in
regulating insulin secretion and insulin transcription activity by performing RNA
interference. Moreover, we found HIPK expression in the pancreas of high—-fat diet fed
mice is increased. We focused on HIPK3, and analyzed Hipk3 deficient mice which exhibited
impaired glucose tolerance due to deficiency of insulin secretion under high—-fat diet.
The expression level of pancreatic PDX-1 was significantly decreased and GSK3
phosphorylation was significantly decreased in Hipk3 deficient islets. These results
suggest that decreased HIPK3 has a substantial role in the pathogenesis of type 2 diabetes.
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