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we transduced NR5A1 expressing system by doxycycline addition to human iPS
cell. NR5AL forced expression iPS cells differentiate into Human iPS cells-derived
testosterone-producing Leydig cells. Leydig cell marker gINSLs variant2) and LH receptor (LHCGR) and
Leydig cell-specific enzyme 173 HSD3 and expression of various enzyme (StAR,CYP11A,3[ HSD2,
CYP17A) necessary for testosterone production were confirmed in RT-PCR.INSL3 and LHCGR were
confirmed in immunohistochemical staining. Testosterone production was confirmed by the hormone
measurement in supernatants.

leydig iPS NR5A1 17p HSD3 LHCGR



LOH
ART
LOH
ART
QoL
Leydig
2006
( iPS )
iPS Leydig
Leydig
LOH
Leydig
ES Leydig

Stem cells and
development,24,4,2015,459-470
ESFibroblast Dmrt1,Gata4,Nr5al

in vitro

Leydig
Stem Cell Reports. 2017
Jan 10; 8(1): 39-53

iPS Leydig
iPS Leydig
iPS
NR5A1
Tet-on iPS
forskolin  8-Br-cAMP Leydig
Leydig RT-PCR
1 NR5A1
Tet-on iPS
NR5A1 RNA
KW111-NR5A1
~3AB4-s1 HepG2 IPSC  H20

Dox(+) Dox(-)

NR5A1

KW111-NR5A1
-3AB4-s1

Dox(+) Dox(-)
-

Bactn | —

HepG2 iPSC

NR5A1

2 RT-PCR
StAR



CYP11A1 3B HSD2 CYP17Al  Leydig

17B HSD3

Leydig INSL3  LH

LHCGR

<8 <«

0 o [T9]

¥

v % _

T I3 £ 0§ o

3 ¢35 & g3 ¢
[€)) INSL3 LHR

NR5A1 mCheri Hoechst Merie
INSL3 mCheri Hoechst Merie

mCherry Hoechst

Merie

LHR
*

Testosterone(ng/ml) (n=6)
40
20
0
medium  dox(-) dox(+)
5) RT-PCR
CYP21A2
CYP11B1 CYP11B2
<2 <«
0 O 9]
X1
e I _
S
<3 25 & 2 ¢

CYP21A1

CYP11B1

CYP11B2

ACTHR

GAPDH

by
A
:

(pgdi) Cortisol (pg/mi)
16 800
14 700
12 600
10 500

8 400
300
200
100

N.D. N.D.
0

Aldosterone

o N B O

medium dox(+) medium dox(+)

iPS Leydig

iPS
Leydig



Leydig

iPS Leydig
105
2017.4..23
iPS Leydig
2017.5.6
iPS Leydig
36
2017.6.30
iPS
Leydig 22
2017.9.30
iPS
Leydig
2017.11.24
iPS
Leydig
2018.2.28

€Y)

@

®

TAKAKT ISHIDA



*



