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The pathological role of secreted protein in promoting fibrosis in non alcoholic
steatohepatitis.
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Non-alcoholic fatty liver disease %NAFLD) develops with obesity.
Non-alcoholic steatohepatitis (NASH) is the extreme form of NAFLD characterized with sterile
inflammation and fibrosis in the liver. NASH patients are increasing in many societies, however, the
molecular mechanisms of fibrosis in the liver are largely unknown. We found a significant increase
in obesity associated pro-fibrotic protein (0AFP) level in the serum from NASH patients compared to
control groups. Obese-NASH model developed significant liver fibrosis associated with high
circulating OAFP level. Injection of a plasmid encoding OAFP into skeletal muscle promoted fibrosis
in the liver. In contrast, genetic suppression of OAFP inhibited liver fibrosis. Our studies from
humans and rodents suggest the pathological role of OAFP in promoting fibrotic responses in liver
upon metabolic stress. Suppression of OAFP would become next generation therapy for NASH.



NASH 200 NASH
NASH
DNA
Obesity associated fibratic protein(OAFP)
NASH
NASH OAFP
OAFP
NASH
OAFP NASH
Obesity associated fibratic protein(OAFP)
(NASH)
NASH
DNA
(Obesity
associated fibrotic protein(OAFP))
NASH NASH
NASH
OAFP NASH
NASH OAFP
OAFP KO )
NASH OAFP
NASH
8
NASH
DNA
OAFP
- NASH - - OAFP
NASH NASH
OAFP OAFP
Plasmid
OAFP

OAFP



NASH OAFP

OAFP (UcpCre'; OAFP flox/flox ) NASH
OAFP
OAFP Collagen typela
NASH
OAFP
OAFP
OAFP OAEP
NASH
BEkEhre
evizealps —
’ FERrEE DERR
g” C N
R 73 A hek RERAAT
#@'ﬁﬁ"ggfb B wE<ooTr—Y

:o‘? HDBET T4 KA

@ B
B ®7OoVzy b0yl -— = Py RUTHEDL
NASHIC$5\F 21887 5« Kh 1 VOAFPOE S ) renmroniemEn

@ Ihk3VKRU7

1
1.  Shimizul, YoshidaY, Nakagami H, KamimuraK, Terai S, Minamino T, Poster
presentation, Obesity associated pro-fibrotic protein promotes pathol ogies in nhon-alcoholic
steatohepatitis. Asia-Pacific Diabetes and Obesity Study Group, SY MPOSIUM 2018, 2018,
Oct 8", Kobe Convention Center.




2015 10 13 2015-202418

2.MARKER FOR NON-ALCOHOLIC STEATOHEPATITIS AND USE THEREOF

PCT PCT/JP2016/080346
2016 10 13

O

@)

@)

Tohru Minamino
Yohko Yoshida
Shujiro Okuda
Kenji Sakimura
ShujiTerai
Toshikuni Sasaoka

Hironori Nakagami



