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Exploration of enhancer of ABCB4 to enable treatment of liver injury in
cholestasis and arteriosclerosis
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Bile salts are associated with phos?holipid, the main constituents of bile,
in mixed micells. The association of bile salts and phospholipid protects hepatocytes from the
cytotoxicity of bile salts. ABCB4, a member of the ATP binding cassette transporter family, is
present in the canalicular membrane of hepatocytes, and plays an essential role in the secretion of
phospholipids into bile. In this study, we searched enhancer of ABCB4-mediated phospholipid efflux,
and tried elucidation of its mechanism. We showed that ABCB4-mediated phospholipid efflux was
significantly stimulated by taurine-conjugated hyodeoxycholate using cultured cells and experimental
animals. In addition, it is conceivable that the enhancing effect of taurine-conjugated

hyodeoxycholate on the ABCB4-mediated phospholipid efflux may be due to the strong mixed micelle
formation ability.

ABC



ABC

ABCB4
ABCB4  ABCBI(P )
ABCB4
ABCB4
(1) ABCB4
plREShyg3/ABCB4
ABCB4
HEK/ABCB4 HEK 293
ABCB4
PC
) PC
©)
PC
(4) 1%
(1) ABCB4 HEK/ABCB4
PC

@)

ABCB4 PC

ABCB4
3 (PFIC3)

(Ikeda et a., Sci. rep. 2017)

(76%) (86%)
ABCB4
ABCB4
ABCB4
plREShyg3 ABCB4
HEK 293
ABCB4
(PC)
0.1 mM PC
PC
PC
Abcb4
1 1 3
7 AST ALT
HEK 293
PC



(3) Abcb4

ABCB4

(4)

PC

Abcb4

PC

Abcb4

PC

AST ALT



4 4 0 1

Ikeda Yoshito Morita Shin-ya Hatano Ryo Tsuji Tokuji Terada Tomohiro 1864

Enhancing effect of taurohyodeoxycholate on ABCB4-mediated phospholipid efflux 2019

Biochimica et Biophysica Acta (BBA) - Molecular and Cell Biology of Lipids 1495 1502
Dol

10.1016/j .bbalip.2019.06.001

Morita Shin-ya Ikeda Yoshito Tsuji Tokuji Terada Tomohiro 67

Molecular Mechanisms for Protection of Hepatocytes against Bile Salt Cytotoxicity 2019

Chemical and Pharmaceutical Bulletin 333 340
Dol

10.1248/cpb.c18-01029

Ikeda Yoshito 45

Exploration of Enhancer of ABCB4-mediated Phospholipid Efflux for the Protection of Hepatocytes 2020

Against Bile Salts

MEMBRANE 182 186
Dol

10.5360/membrane.45.182

Ikeda Yoshito 140

Mechanism of Taurohyodeoxycholate-induced Biliary Phospholipid Efflux —Understanding the 2020

Function of the ABCB4 Enhancer for Developing Therapeutic Agents against Bile Salt-induced

Liver Injury—

YAKUGAKU ZASSHI 1329 1334

DOl
10.1248/yakushi .20-00156




69

2019

28

2018

ABCB4

12

2018

ABCB4

13

2018




ABCB4

60

2018

ABCB4

40

2018

70

2020

2020

2020




https://medicinalcellbiolo.wixsite.com/kpu-med-cell-biol




