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Development of novel therapies for biliary atresia using bile duct organoids
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Biliary atresia is a devastating infantile cholangiopathy due to obstruction
of the intrahepatic bile duct and can be treated with portoenterostomy. However, a liver transplant
is required in some patients due to prolonged postoperative jaundice. As there is a shortage of

liver transplant donors, the development of new treatment is required to improve liver function
reserve. This study was designed to establish the organoid culture from the differentiated bile duct
epithelium, and to determine the therapeutic effect of splenic inoculation of these organoid cells
in the rat model of obstructive jaundice induced by ligation of the common bile duct. So far,
successful isolation of the bile duct epithelium with a high quantity and viability has been
achieved. We also evaluated biochemical and histological characteristics of the common bile duct
ligation model of mouse and rat. On the other hand, we have not achieved the establishment of a

stably culturing system for organoid cells.



( BA)

Mdm2 DPPIV F344
(Yovchev et al., J Hepatol, 2016;
Olszewski et al.,Transplant Proc,2014; Lu et al.,Nat Cell Biol,2015)

3D
(Date and Sato,Annu Rev Cell Dev
Biol,2015) iPS ES
(Prior et al.,Gut,2019)
(Kujik et al.,Sci Rep,2016) iPS
(Takebe et
al.,Nature,2019)
3
@
iPS
iPS
@) BA
BA
(Yovchev et al.,J Hepatol,2016)
©))
(WB-344)
(©))
@QD O
BA
iPS -
iPS
@

EDTA



R-spondin Wnt HGF EGF FGF TGFP inhibitor Forskolin

@ BA

1-4 (
) ( a -SMA

EDTA

spondin Wnt HGF EGF FGF TGFP inhibitor Forskolin






