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WAl oF 2 wt.%e FFaksAl, dEEW oF 0.01 wt.%, <F 0.02 wt.%, <F 0.03 wt.%, °F 0.04 wt.%, <F 0.05
wt.%, °F 0.06 wt.%, °F 0.07 wt.%, °F 0.08 wt.%, °F 0.09 wt.%, <F 0.1 wt.%, °F 0.11 wt.%, <F 0.12 wt.%,
°F 0.13 wt.%, <F 0.14 wt.%, °F 0.15 wt.%, <F 0.16 wt.%, <F 0.17 wt.%, <F 0.18 wt.%, °F 0.19 wt.%, °F
0.2 wt.%, °F 0.21 wt.%, <F 0.22 wt.%, < 0.23 wt.%, °F 0.24 wt.%, <F 0.25 wt.%, <F 0.26 wt.%, °F 0.27
wt.%, °F 0.28 wt.%, 2F 0.29 wt.%, 2F 0.3 wt.%, 2F 0.31 wt.%, 2F 0.32 wt.%, °F 0.33 wt.%, <F 0.34 wt.%,
°F 0.35 wt.%, <F 0.36 wt.%, <F 0.37 wt.%, 2F 0.38 wt.%, °F 0.39 wt.%, °F 0.4 wt.%, °F 0.41 wt.%, ©oF
0.42 wt.%, <F 0.43 wt.%, <F 0.44 wt.%, <F 0.45 wt.%, <F 0.46 wt.%, <F 0.47 wt.%, <F 0.48 wt.%, °F 0.49
wt.%, °F 0.5 wt.%, <F 0.51 wt.%, °F 0.52 wt.%, °F 0.53 wt.%, °F 0.54 wt.%, °F 0.55 wt.%, <F 0.56 wt.%,
°F 0.57 wt.%, <F 0.58 wt.%, <F 0.59 wt.%, 2F 0.6 wt.%, <F 0.61 wt.%, <F 0.62 wt.%, °F 0.63 wt.%, ©°F
0.64 wt.%, °F 0.65 wt.%, <F 0.66 wt.%, °F 0.67 wt.%, <F 0.68 wt.%, °F 0.69 wt.%, <F 0.7 wt.%, <F 0.71
wt.%, <F 0.72 wt.%, °F 0.73 wt.%, <F 0.74 wt.%, °F 0.75 wt.%, < 0.76 wt.%, <F 0.77 wt.%, °F 0.78
wt.%, F 0.79 wt.%, °F 0.8 wt.%, <F 0.81 wt.%, <F 0.82 wt.%, <F 0.83 wt.%, °F 0.84 wt.%, <F 0.85 wt.%,
°F 0.86 wt.%, <F 0.87 wt.%, <F 0.88 wt.%, 2F 0.89 wt.%, °F 0.9 wt.%, <F 0.91 wt.%, °F 0.92 wt.%, ©°F
0.93 wt.%, °F 0.94 wt.%, <F 0.95 wt.%, °F 0.96 wt.%, <F 0.97 wt.%, <F 0.98 wt.%, <F 0.99 wt.%, °F 1
wt.%, °F 1.1 wt.%, °F 1.2 wt.%, <F 1.3 wt.%, <F 1.4 wt.%, <F 1.5 wt.%, °F 1.6 wt.%, °F 1.7 wt.%, <
1.8 wt.%, 2F 1.9 wt.%, T=& °oF 2 wt.%<] v} oo itatAE E3di).
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o

B oole] BAe ulgEg Awzkele] STAN o] A 15-0HEPA 2 EPAS] &S ZASHE Zlolgit

=

2] dAI-15-2 C57BL/6 7}$-2~= Japan Inc. (Kanagawa, Japan)2] Charles River LaboratoriesolA 443}
ACH. Blojd & R mpsd Al ~2EIEZEL (STZ) (Sigma, USA)S ©td T8l FARSI 4 5 (281:2¢)%
9] (

olol= m A2 (HFD; CLEA) Japan, Japan)S Ho]&le] NASHE sl oich. ®Hlold % 5 F (3542 <) n}
S22 B9 g vlEy 5 AFOoR Y F AEE e
A7 712 Sok, wd A AT L AT D A=Y JddH AFE SH3IT.

}

[«0

% 1 (H]3]1F): 8 uhEle] NASH vh9-2=¢] 10 mL/kge] H|3]E [SEBF]1S 5 X 9 =74 WY AT Fo
At

1% 2 (15-0HEPA 50 mg/kg): 8 wh2]2] NASH wl-9-20] 50 mg/kg &%2]15-0HEPAZ} R ¥ W3 &S 5 WA 9
FA wld AT Fossict.

I8 3 (15-OHEPA 500 mg/kg): 8 wla]e] NASH m}-$-2of 500 mg/kg £32]15-0HEPAY7} H3=% R3] ZS 5 A 9
FA mld AT Foshsict.

1% 4 (EPA 500 mg/kg): 8 whz]e] NASH mF$-2o 500 mg/kg &%2] EPA7} BHE® HEES 5 UA 9 F7A
g A FoIsigict.

TF 5 (%4t 8 mhEle) NASH mh$-2soll 10 mg/kg &% @wAL2E (Telmisartan)o] BFE +#4% 5
W= 9 F71A] uld A FoJshsict,

9 FA, BE vhaE AT et e dolHE /1%

i

ATt

(NAFLD &34 #A4E& FA37] f18t) HE @ = 3k F9o o Wajxz s3] #4& 53313t HE 4
Aol QlojA], Fok &M o] nAE F A e ESCA FHEE EEa Lillie-Mayerd 3lviE4
Y (Muto Pure Chemicals, Japan) % o] @Al 8N (Wako Pure Chemical Industries)o 2 QA3 ). Kleiner
71% (Kleiner DE. et al., Hepatology, 2005;41:1313) wa} NAFLD %A A4 (NAS)E AAkstglth.

Bonferroni &R nAA LR EAA AFS FhA. P #E <0.06= SAFoRE Foudt Aor 7HFEY

T 112 oo Ay aFEolA AT Foug Wt s Ae Bl

5 1.2% H)3)F o)z v)usle] 15-0HEPA A x] 18 (500mg/kg) 2D <A izt (An|Al2Eh)gto] §-9m st
v BA 3BAaAs BT,

= 2.1 2 225 ¥3F HRFH vluste] 15-0HEPA (500 mg/kg) % %A iz (dujalzE) aFEdAw
NAS7} A3 ZHAaEATtE 2SS 1ol



10-2023-0047201

5

=

=

o

e
=)

J | o
g 1 T REEI M| 3 ._ HA=lvln@E
< <=
a ” uf L O%/0LU 00S Vd3 4 v .* 03/8W 008 vdd
1 = L By/6W "
4 * -Bo/0W 005 Yd3HO - GI 5 ﬂu. MOW 00S VdIHO - §1
y i : L 6y,/6W »
;_ wt - BY/BW 05 Y4IHO - S M_ M/0W 05 YdIHO - S1
e * - 2oln " .Or#'- =i - Eleln
SRR RTINS A E TN FESREREERT
< Q — b= L
™~ (6) 2| SN 2
TO® Ko ™ OF () ke 12
MoKy " W



ZIHSd 10-2023-0047201

B+
a5 n NEE 7449 4 kS NAS
s uy (8a +SD)
1 2 0 1 2 3 1 2
H|5|2 8 8 - - 2 3 3 - 8 5108
15 - OHEPA 50 mg/kg 8 6 - - 3 3 2 4 4 41%1.2
15 - OHEPA 500 mg/kg 8 7 1 2 5 1 - 4 4 35+1.2
EPA 500 mg/kg 8 7 01 1 4 2 1 3 5 41%1.1
ElO|Al2E 8 - - 3 4 1 - 5 2 19%1.2
Z2p
P<0.001
n.s.
P<0.05
n.s.
1 8
A 7d
ﬂ 6 & ®
%% - '} T 'E
4~ )
D 3- ‘ % i il
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