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Unraveling of the regulation of lifestyle-related diseases through the immune
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In this study, we investigated the role of SREBPs during endoplasmic
reticulum (ER) stress, and investigated the involvement of SREBPs in lifestyle-related diseases by
investigating their interfering effects other than lipid metabolism. Gene expression analyses by
SREBP knockdown treatment or overexpressing cells were performed by RNA-seq. and gPCR. As a result
of this study, we identified immune gene X, which was altered during endoplasmic reticulum stress,
as a novel target gene for SREBPs. It was found to be upregulated in the livers of NASH model mice
through the development of fibrosis around the expressed cells, and partially involved in the
activation of hepatic stellate cells. The present results indicated that SREBPs may participate in
the chronic inflammation occurring in NASH through the regulation of the immune system.

SREBP NASH



(nonalcoholic steatohepatitis : NASH)

sterol
regulatory element-binding proteins (SREBPs)
SREBP-la, 1c, 2 3
SREBPs
SREBPs
NASH
SREBPs
SREBPs
(1) HepG2 SREBP-1
HepG2  siRNA SREBP-1
thapsigargin 200 nM 24 RNA
RNA-seq. real-time PCR
RNA-seq.
log CPM
fold change > £ 1.3 p < 0.05
SREBP-1 real-time PCR
SREBP-1a, SREBP-1c, SREBP-2 PcDNA3.1
HEK293 real-time PCR SREBPs RNA-
Seq.
(2) NASH LX-2
6 C57BL/6J CDAHFD
0.1% CDAHFD 0.6% 26 NASH
(HE)
(SR) (
) RNA-Seq. NASH
LX-2
(1) HepG2 SREBP-1
SREBP-1 RNA-Seq.
thapsigargin SREBP-1
thapsigargin
38.3% SREBP-1 7.6%
thapsigargin
SREBP-1 fold change > £ 1.3



p <0.05

X

(2) NASH
CDAHFD

0.1%

NASH

SREBP-1 thapsigargin
real time PCR

SREBP-1
SiRNA SREBP-
SREBP-1a, SREBP-1c, SREBP-2 PCDNA3. 1
HEK293 SREBP-1a  SREBP-2
LX-2
CDAHFD
CDAHFD 0.1%
CDAHFD 0.6%
CDAHFD 0.6% CDAHFD
X CDAHFD 0.1%
NASH
NASH
LX-2 TGF-B
SREBPs
COL4AL
SREBP



2 0 0 0

Suzuki-Kemuriyama Noriko Abe Akari Uno Kiniko Ogawa Shuji Watanabe Atsushi Sano Ryuhei 19

Yuki Megumi Miyajima Katsuhiro Nakae Dai

A trans fatty acid substitute enhanced development of liver proliferative lesions induced in 2020

mice by feeding a choline-deficient, methionine-lowered, L-amino acid-defined, high-fat diet

Lipids in Health and Disease 251
DOl

10.1186/s12944-020-01423-3

Watanabe Atsushi Koizumi Toshinori Horikawa Takumi Sano Yusuke UKi Haruka Miyajima 33

Katsuhiro Kemuriyama Noriko Anzai Reo Iwata Hijiri Anzai Takayuki Nakagawa Kenshi Nakae

Dai

Impact of altered dietary calcium-phosphorus ratio caused by high-phosphorus diets in 2020

a rat chronic kidney disease (CKD) model created by partial ligation of the renal

arteries

Journal of Toxicologic Pathology 77 86

DOl
10.1293/tox.2019-0086

NASH

47

2020




37

2021

SREBP-1

46

2019

CDAA-HT-T(-)

NASH

36

2020







