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The role of AhR on cholesterol gallstone disease.
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To examine the role of AhR the cholesterol metabolism, we analyzed the liver

AhR specific knockout mice fed a lithogenic diet. The lithogenic diet induced cholesterol gallstone

diseases and hypercholesterolemia were prevented in LKO mice. These results revealed that hepatic
AhR regulates the excretion of cholesterol and bile acid.

AhR



2~3

(Ishiguro et al., 2008) 70%

(Brown 1987)
Aryl hydrocarbon Receptor(AhR)

2008

VAT a—) VR
(2 %

FREAMRA

[ avzzu—ritammtosR [

PEBRAET R
T NOWRD

NEFEBREDIET

IEFEUTMEREDIE T
VATV REGOHTH R

1 a2V RATFoa— VAT

ARR  (KO)

AhR

(Uemura et al., 2008)

(i)

AhR KO

AhR KO
AhR

Cell Sci. 2001)

Wada et al., Mol. Pharmacol. 2013)
(Wedaet al., J. Biol. Chem. 2016)

AhR (AhR LKO)
LKO
Cypral
AhR
AhR
4-5 23+1°C
8:00)

(Shimba, Wada, et al., J.

(Lee, Wada et al., Gastroenterology 2010,

AhR
AhR
Fletcher et al., 2005
AhR
AhR LKO
70
AhR LKO
AhR
50+10% ( 8:00-20:00, 20:00-
NMF
( 1.25%, 0.5%,



15 ) 6 AhR (AhR LKO) AhRfloxfflox
Cre
gPCR
()16 AhRLKO
Control (A) (B)
6 =
£ 100
£ 80
AhR LKO )
HE
5 20
16% Control g
g0 Control AhR LKO
60% A Control AhR LKO
X2 AR LKO~ 7 RIZRIT BIEAREA) L2 L RT 71— LiEkB)
( ) AhR LKO
AhRLKO
(Cholesterol-Saturated Fat Index(CSl)) Control
RT-
gPCR ATP binding cassette
subfamily G member 5(Abcgb), Abcg8 Bile salt export pump (Besp),
Multidrug resistance-associated protein 2 (Mrp2) ATP-binding
cassette 4(Abcb4) AhR
AhR LKO 1
Cyp7al, Cyp27al, Cyp8bl
AhRLKO Cyp7bl
Bile acid-CoA:amino acid N-acyltransferase (Baat) §
Bile acid-coenzyme A ligase (Bal) AhR = ]
AhR LKO E
3
g 0.8 [
Cyp7bl g 06 -
AhR LKO 5 0.4 -
AhR LKO = 02
g0
Control  AhR LKO
AhR
X3 1A %7 OFEFAEH R
2 Control
AhR LKO
AhR LKO o Control
LDL = AhR LKO
AL ZRTFEr—V (B)LDL= L A5 1—)b (CO)HDL= L A5 1 —)b
250 140 90
HDL - . ”
£ 100 g o g 40
30
50 a 20
20 10
AhR LKO " Ema mEmEa | AWE EEBEE EXE BEHEE

4 AhRLKO= 7 R IHBIF B MLH = L AT 11— L



VLDL VLDL
AhR LKO Microsomal triglyceride transfer protein(Mtp)
AhR  Mtp VLDL
AhR



3 3 0 1

Wada T, Ichihashi Y, Suzuki E, Kosuge Y, Ishige K, Uchiyama T, Makishima M, Nakao R, Oishi K, 19

Shimba S.

Deletion of Bmall Prevents Diet-Induced Ectopic Fat Accumulation by Controlling Oxidative 2018

Capacity in the Skeletal Muscle.

Int J Mol Sci. E2813
DOl

10.3390/ijms19092813.

Kosuge Y, Osada N, Shimomura A, Miyagishi H, Wada T, Ishige K, Shimba S, Ito Y. 677

Relevance of the hippocampal endoplasmic reticulum stress response in a mouse model of chronic 2018

kidney disease.

Neurosci Lett. 26-31
DOl

10.1016/j .neulet.2018.04.021. Epub 2018 Apr 20.

Tanaka T, Ohashi S, Saito H, Wada T, Aoyama T, Ichimaru Y, Miyairi S, Kobayashi S. 496

Indirubin 3"-oxime inhibits anticancer agent-induced YB-1 nuclear translocation in HepG2 human 2018

hepatocellular carcinoma cells.

Biochem Biophys Res Commun. 7-11

DOl
10.1016/j .bbrc.2017.12.106. Epub 2017 Dec 21.

28 0 3

NASH

140

2020




Deletion of Bmall prevents diet-induced ectopic fat accumulation by controlling oxidative capacity in the skeletal muscle.

Keystone Symposia: New Insights into the Biology of Exercise(Colorado,USA)

2020

Mice lacking AhR in adipose tissue are resistant to high fat diet-induced adipose tissue inflammation and diabetes

Keystone symposia: Obesity and NAFLD (Calgary, Canada)

2020

42

2019

Bmall

63

2019




63

2019

Ah (

24

2019

AhR

2019

2019




41 ( )

2018

25 ( )

2018

Molecular clock system regulates biliary lipid secretion.
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