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Development of novel therapy for chronic liver disease-related sarcopenia by
exosome regulation

Nakamura, Masato
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We aimed to create a mouse model of sarcopenia (loss of physical function

due to reduced skeletal muscle mass), an important complication of chronic liver disease, to clarify
the importance of liver-skeletal muscle interactions, especially extracellular vesicles (exosomes),
in the development of sarcopenia. We focused on non-alcoholic fatty liver disease associated with
obesity and diabetes, which are exacerbating factors of sarcopenia. Since existing mouse models
require a long period of time to develop the disease, we established a new mouse model that develops
steatohepatitis and liver fibrosis in a short period of time. The usefulness of this model as a
sarcopenia model is under investigation.



—~EHAE R O EAER OFED R ST\ e, Fio, s AERICEST2%WE & LT,
50-150nm
DX ENS . BMAFERRE Y L 2= T2 BT B TR R o BAE R o B

microRNA
HL., Va7 REICBT DTSR ERHOEEMEEZF LS L, FiiiaEEs
2
(¢D)
microRNA microRNA

@ microRNA
(¢D)

; gqNano
@
3) KK-Ay

PCR
@

(©)]
(¢D)



BFAEHRRR K7 - WFEORE

BROE RY v —kRE
5 x 107 particles/ml ik 2x10'° particles/ml  Bi#
- = = -

K1 <7 2MEH»SHMB LTSV Y — LDRKT

@ 6 C57B/L6 2 10

78 C57B/L6
« 2

BAH PERE AR AR BES
P<0.05 P<0.05 ns
80 08 0.4
£ | g
60 _} = 0.6 Laund W oo3 < —:t—
s#Ewrz g, 7 L Q ot 502
" 20 §| 0.2 g 0.1
-3 -
. . 0. . y 0. ' T
Control CCl4 Control CCl4 Control CCl4
80 = 0.50 _ oz =
60 . . i 0.48 T i 026 :
s 8 024
e~ X E’w 2 -L go.u ‘} T §o.2z ﬁ'
20 Towl E 35 iL
T T = 0. v . 0.18
Control CCl4 Control CCl4 Control CCl4
2 M ERFRESETIVICE T HBARVHER
(©)
Non-alcoholic fatty liver disease; NAFLD
NAFLD NAFLD
2 KK-Ay 40kcal%
20kcal% 2% 0.5% 4
12
NAFLD NAFLD
< ZNE FFRgsE FRAEAR R
Control NAFLD Control NAFLD Control NAFLD
Oil Red O
12;8

12:8 ‘ Sirius Red

=
il
4
=
A
2 T
&

4
s

-4
°
]

SR D OB ER (%)
°
g <

—t
¥
|..|_*
1

4

0 T T 0. T T
Control CCl4 Control CCl4 Control CCl4

B3 $FHFET7 LI —LEEHEFRBETLORELEARUVHER



*

3)



Takafumi Sakuma, Masato Nakamura, Naoya Kato et al. -

A diet-induced murine model for non-alcoholic fatty liver disease with obesity and insulin 2022
resistance, rapidly developing steatohepatitis and fibrosis.
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Masato Nakamura, Tetsuhiro Chiba, Naoya Kato et al.

An improved diet-induced murine model for nonalcoholic fatty liver disease with rapid progression of steatohepatitis and
fibrosis.
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