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Identification of microRNAs that regulate Galectin 9 to suppress nonalcoholic
steatohepatitis progression

Morishita, Asahiro
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We confirmed the efficacy of Galectin-9 in inhibiting NASH progression,
carcinogenesis and proliferation in STAM mice and galectin-9-deficient STAM mice. We also identified
targetable microRNAs that were significantly expressed in Galectin 9-deficient STAM mice as
compared to STAM mice. By analyzing the significantly variable microRNAs obtained from human and
mouse samples, common microRNAs were extracted and real targetable microRNAs were identified. In
addition, LPS was administered to bone marrow-derived macrophages from Wild type and Galectin
9-deficient mice in the presence of leptin. CD14 and TNFa were measured in the culture medium. The
macrophages from Galectin 9-deficient mice demonstrated a marked increase. Therefore, we found that
it is important to regulate the secretion of Galectin-9 in M2-like macrophages, which play an
important role in the improvement of NASH, and targetable microRNAs involved in NASH development
were identified.
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Macroscopic Findings of the liver in 16-week-old STAM mice
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The effect of Gal-9 on AST, ALT, and BW in STAM mice
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Histological analysis of the liver in STAM mice treated with Gal-9
*P=0.0003 *P=0.0001 “P<0.0001

3 '—| 2.5 4
2
1
0

b
&

= TN
(3. -]

Ballooning
-
=3

2
]
[=}
ks
]
P

@«

inflammation

b
o w

Controt

L oy
oy
. A7

R S e
oY Te S L
I3 RN,

eetnE R B X

Gal-9 attenuated liver fibrosis in STAM miéé |
Contrql

100000 *P=0.0145
80000

60000

40000

20000

Area of fibrosisifield




STAM STAM

STAM 16
STAM

Effect of Gal-9 on preventing hepatocarcinogenesis
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Loss of Gal-9 increases CD14 and TNFa in Bone Marrow
Derived Macrophages
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