BxXc—19

HEMREMBER (HEMREGREE) HRARBEE
PRk 2 4455 A 3 1 HEBIE

HEEES : 84420

HEIEE  BKERRIBE SRS

T HARS - 2010~2011

RREES 22659176

MREEL (FIX) FEI3NALRTO—/ILEUH—ELLTDHOS | KOBAERER & SA
EEEL (EX) SIK acts as the third cholesterol sensor

HERERE

Fr#% #£ (TAKEMORI HIROSHI)

MM ITBCEAEERBAER - BIEEBHRI - TPz o b —4—
MEEES : 90273672

e R OMWE (Fnsr) © ARV AEN- 2 L AT e— LoREFASI BT, 2L AT
0 — LS 72 50T, N RIRO LR BMUHE 2 B L 2 L 2T v — L OFE R 2 151
b8, KEHTD WAL, SREBP AEMH b &2 L AT 1 — /L OAS R A TE ML S
5o — ., EERZRLX =TI L AT o —LDOLTITELS , 2L AT o—/L & FIEE OB
DT F X —JEAEFEIZREERL . I L AT 10— & R HSET & U D BHEZ R AR E X
N5, BB OBREREE T, A RITo R X —HEH - BB IEH K ERBIE LERDH Y |
FEBZLAEAMEDNCHIE TS AT L ERKE2 F & O THIET S > AT LD ITHHERES 5 LEHN
b5, WHEMEXF—E 3 (SIK3) OBk~ T X (KO) 2552 LT, alLAT7Ta—
NEFILE LT AR 3L X — R OE M S 2 fF] L7z, SIK3-KO v~V AZa L AT a—
NOBNSNEEEART S E. IR L 270 — L0/ E Y Bk LTRSS L Oz
B S e ote, £o, lBIIOANRZWEFIFEEL RIS, T7hobb, aLXT7H
— L e AR OMGEHIEE v P THEI SN TEY . £D/XF 2 X% SIK3 2l LT\ 5, SIK3
DRABLIZEEIT. FHROBHERMET L TWAT72D, AnBIEN 2415 & IFEEE S ik
BINLID, ZOBRICa L AT o — VRN RY GREIEOAR) 219 & PHRAR
WIZEA L, FFEEEZ S OICEIE D L) Z B Lz, IFEEDE/IZ, =127
—ANLERINDIEHEBEOFEERERFRKTH S EE X LN DM, SIK3-KO <7 XTI
DGR - BEHEIE . BFICKISE L TWRWnWZ E B0 E o7, 21T, BEHERITAERS
WA Z BT D728, @B EAMRHILEL EOEHFREHeIIAE L 220 | BB O A K
HIHI E 528, SIK3-KO = 7 A TIEZOIMENIBLE SN, 4R URREBEOZEFE - €
B O TFTH DM, SIK3I1TA AV L EPAT L THET 22 7T Th Y | e
DIEICHHICEETH D LRI, -, ZNHDOHRZITIIEZ I U AORE LD - T
WD ZENI L 22D | SIKS 258 - IR E A O FDAIHIEI S+ CTH D Z ENH LN E o7,

WFe Rk B oM (F3C) : Salt—inducible kinase 3 (SIK3), an AMP-activated protein
kinase-related kinase, is induced in the murine liver after the consumption of a diet
rich in fat, sucrose, and cholesterol. To examine whether SIK3 can modulate glucose and
lipid metabolism in the liver, we analyzed phenotypes of SIK3-deficent mice. S7k3’ mice
have a malnourished the phenotype (7. e., lipodystrophy, hypolipidemia, hypoglycemia, and
hyper—insulin sensitivity) accompanied by cholestasis and cholelithiasis. The
hypoglycemic and hyper—insulin-sensitive phenotypes may be due to reduced energy storage,
which is represented by the low expression levels of mRNA for components of the fatty
acid synthesis pathways in the liver. The biliary disorders in S7k3” mice are associated
with the dysregulation of gene expression programs that respond to nutritional stresses
and are probably regulated by nuclear receptors. Retinoic acid plays a role in cholesterol
and bile acid homeostasis, wheras ALDHla which produces retinoic acid, is expressed at
low levels in Sik3’ mice. Lipid metabolism disorders in Sik3’ mice are ameliorated by
the treatment with 9-cis-retinoic acid. In conclusion, SIK3 is a novel energy regulator
that modulates cholesterol and bile acid metabolism by coupling with retinoid metabolism,
and may alter the size of energy storage in mice.
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