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Lane 1: RD191-003-DS, positive control (Lot. No.: $191031)

2: RD191-004-C-01

3: RD191-004-C-02

4: RD191-004-C-03

5: RD191-004-C-NF-01

6: RD191-004-C-AX-02

7: RD191-004-C-NB-01

8: UCTEL1 (S191109-01)

9: Acceptor (RD191-A-004-AF-06)

10: Marker (thermo fisher, #26619)

[5=14]

C-192 b,
Lane 1: RD192-001-C-03
2: RD192-001-C-02
3: RD192-001-C-01
4: RD192-001-C-NF-01
5: RD192-001-C-AX-01
M: Marker (thermo fisher, #26619)
6: Acceptor (RD191-A-004-AF-06)
7: Enzyme 1 (Lot. No: S191109-01)
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0 B Dulaglutide 2 nmol/’kg (Q2D)
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NAS (NAFLD Activity Score)

Normal (+MCS)

vehicle

C-192 5 mmol'kg (Q2D)
C-192 40 nmolkg (Q2D)
Liraglutide 50 nmolkg (BID)
Dulaglutide 2 nmol kg (Q2D)

BEODAND

3 Not NASH (score 0--2)
Borderline (score 3~-4)
m NASH (score 5-8)

Number of anmals




19/36

WO 2021/221482 PCT/KR2021/005481

[527]

Hepatic TGF-$

200
Normal (+MCS)

Vehicle

C-192 5 nmol/kg (Q2D)
C-192 40 nmol/kg (Q2D)
Liraglutide 50 nmol/kg (BID)
Dulaglutide 2 nmol/kg (Q2D)

150+

F-$ (ng/mg protein)

TG

*% p = 0.01. Sigruficant difference from the normal control by Student t-test
#p = 0,03, Significant difference from the negative control by Steel's t-test,
## p = 0.0]. Significant difference from the negative control by Steel's t-test.
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Hepatic TGF-3
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Data were expressed as mean + SEM. One-way repeated measurement
ANOVA and post-hoc Dunnett's test. ¥**p < 0.001. compared to velicle group.
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Hepatic Triglyceride

50 =
5 404
o I
= 7
2 204 %
b - % [ Normal
= B Vehicle
=10 % C-191 10 nmolkg

0 é Dulaglutide 2 nmol/kg

Data were expressed as mean + SEM. One-way repeated measurement
ANOVA and post-hoc Dunnett's test. *¥*p < 0.05, compared to velucle group.
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Non-esterified fatty acid
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= . *
= T -
3 1.0- g-:!-'ﬂ
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= :: =3 Normal (QD)
< ﬁ-:_ B Vehicle (QD)
0.5= o €-192 10 nmol/kg (Q21))
e B3 C-192 30 nmol/ke (Q2D)
o = C-192 60 nmol/kg (Q2D)
0.0

Data were expressed as mean = SEM of non-esterified fatty acid. One-way ANOVA and
post-hoc Dunnett's test. *p < 0.05, compared to vehicle group. n= 6.
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Total-Cholesterol

300+

200+

Normal (QD)
Vehicle (QD)
C-192 10 nmolkg (Q2D)
C-192 30 nmol/kg (Q2D)
C-192 60 nmol/kg (Q2D)

100+

Total-Cholesterol (mg/dL)

e

0

Data were expressed as mean + SEM of total-cholesterol. One-way ANOVA and
post-hoe Dunneltl's test. *p <2 0.05, compared to vehicle group. n=6.
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LDL-Cholesterol
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—
—
o
g
— 20+
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g ¥
< T
E 10 3 Normal (QD)
3 Hm Vehicle (QD)
=) Ea C-192 10 nmol/kg (Q2D)
= B3 C-192 30 nmol’kg (Q2D)
0- = C-192 60 mmol/kg (Q2D)

Data were expressed as mean + SEM of LDL-cholesterol. One-way ANOVA and
post-hoc Dunnett's test. *p << 0.05, compared to vehicle group. n = 6.
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HDL-Cholesterol
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6@ <0 :E =3 Normal (QD)

< by = B Vehicle (QD)

= : E=m C-192 10 nmol/kg (Q2D)

o = C-192 30 nmol/kg (Q2D)
0 o = C-192 60 nmol/kg (Q2D)

Data were expressed as mean = SEM of HDI.-cholesterol. n = 6.

[5=42]
Glucose
700 -
. 600
% 500
% 400 Normal (QD)
: Vehicle (QD)
ge zz: C-192 10 nmol/kg (QD)
é C-192 60 nmol/kg (QD)
100 Semaglutide 10 nmol/kg (Q2D)
0 T T 1 T T

Days after administration

Data were expressed as mean + SEM of blood glucose. Two-way repeated measurement ANOVA
and post-hoc Dunnett's test. *p < 0.05, compared to vehicle group. **¥p < 0.001. compared to
vehicle group. n= 5.
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Glucose
$00 =
s 600 = - .
g 3 Normal (QD)
£ 400 B Vehicle (QD)
! EE C-192 10 nmol/kg (QD)
=
2 200 E C-192 60 nmol/kg (QD)
=
ﬂ ’l| M Semaglutide 10 nmol’kg (Q2D)
0 1
Pre 9

Drayvs after administration

Data were expressed as mean + SEM of blood glucose. Two-way repeated measurement ANOVA
and post-hoc Dunnett's test. *p < 0.05, compared to vehicle group. **p < 0.01. compared 1o
vehicle group. ***p < 0.001. compared to vehicle group. n= 5.

[5=44]
Body weight
2
L
é -1 - Vehicle (QD)
g
$ 2- . - (-192 10 nmol/kg (QD)
Z o - (-192 60 nmol/kg (QD)
-4~ Semaglutide 10 mmol’kg (Q2D)
! Pre ; ;

Days after administration

Data were expressed as mean = SEM of body weight change verse vehicle. Two-way repeated
measurement ANOVA and post-hoc Dunnett’s test. *p < 0.05, compared to vehicle group. n= 5.
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Body weight

40 =
Pl
_ 30
= 3 Normal (QD)
=
g 20+ mm Vehicle (QD)
% C-192 10 nmol/kg (QD)
= 10- B3 C-192 60 nmol/kg (QD)
M Semaglutide 10 mmol/kg (Q2D)
0

Pre 8

Days after administration

Data were expressed as mean + SEM of body weight change verse vehicle. Two-way repeated
measurement ANOVA and post-hoc Dunnett's test. *p < 0.05, compared to vehicle group. n= 5.

[5=46]

Food consumption

- Vehicle (QD)

Food consumption {g) vs. Vehicle
tn
1

* * -+~ (-192 10 nmol’kg (QD)
-104 e - (C-192 60 nmol/’kg (QD)
= Semaglutide 10 nmol/kg (Q2D)
-15 T T
4 8

Days after administration

Data were expressed as mean + SEM of food consumption. Two-way repeated measurement
ANOVA and post-hoc Dunnett's test. *p < 0.05, compared to vehicle group. **p < 0.01,
compared fo vehicle group. n = 5.
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Food consumption

40—
% 30—
2 Normal (QD)
g 20 x Vehicle (QD)
£ C-192 10 nmol/kg (QD)
% 10 C-192 60 mmol/kg (QD)
h Semaglutide 10 nmol’kg (Q2D)

0
4 8

Days after administration

Data were expressed as mean = SEM of food consunption. Two-way repeated measurement
ANOVA and post-hoe Dunnett's test. *p < 0.05, compared to velucle group. **p < 0.01,
compared to vehicle group. ***p < 0.001, compared to vehicle group. 1 = 5.

[48]

Water consumption

% 20
£
2
= o — 4
= # A
o
= 20+
2 o HEH & Vehicle (QD)
=3
E -40 o ¥~ (-192 10 nmol/kg (QD)
: o * = C-192 60 nmol/kg (QD)
'g: -4— Semaglutide 10 nimol/kg (Q2D)
z 80 I I
4 8

Days after administration

Data were expressed as mean L SEM of water consumption. Two-way repeated measurement
ANOVA and post-hoc Dunnett's test. **p < 0.01, compared to vehicle group. ***p < 0.001,
compared to vehicle group. n= 5.
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‘Water consumption
1504
)
s
g 100 Normal (QD)
5 Vehicle (QD)
=
2 50 C-192 10 nmol’kg (QD)
E C-192 60 nmolkg (QD)
g Semaglutide 10 nmol’kg (Q2D)
0

4

Days after administration

Data were expressed as mean + SEM of water consumption. Two-way repeated measurement ANOVA and
post-hoc Dunnett's test. **p < 0.01, compared to vehicle group. ¥**p < 0.001, compared to vehicle group.
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Linker
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