PCT/GB2018/051983

WO 2019/012284

1/10

Boysfut 01 woBLRUIODY
By ot Ldwed
Dybus | pduiod
BOBA

R

=

X

s a3
%0

e

S

e

3
eJyuoofisdi 9,

~001

FIGURE 1



PCT/GB2018/051983

WO 2019/012284

2/10

gIXoose) ~-
By/Buw gL Lduwo) -o-
B|oIUsSA -

©

-0 T
z
o
2
=

-001

FIGURE 2



WO 2019/012284

Relative quantity (24¢9)

Relative quantity (2729

PCT/GB2018/051983
PAI1
0.007 ek * K%Kk
[
0.044
n"En V. v
L ] VY
SR R ‘z"
o\ﬁ"‘o g
0- OG ] ] ] ] )
Vehicle Vehicle Compound 1 Compound 1 Compound 1
L [ L [ L [
' 5mg/kg/QD 15 mg/kg/QD 15 mg/kg/BID
L [ L [
] L} ] L}
Chow diet Choline-deficient, L-amino acid-defined, high-fat diet (CDAHFD)
*p<0.05, ¥**p<0.01, ¥***p<0.001, ****p<(0.0001 vs. CDAHFD diet + Vehicle; Mann-W hitney test
TIMP1
0.08- KKKk KKK XK
0.064 u
A A
I TR
0-04- ‘““‘““.“!?“““““ A A v
— R \: .t“““““ s
2 J H A JECCE 4.
A Sooed
0.00'_“‘*“ T T T T
Vehicle Vehicle Compound 1 Compound 1 Compound 1
L [ L [ L [
I 5 mg/kg/QDI I 15 mg/kg/QDI I15 mg/kg/BIDI
L [ L [
I Chow diet I I I

Choline-deficient, L-amino acid-defined, high-fat diet (CDAHFD)

*p<0.05, **p<0.01, ***p<0.001, ****p<(0.0001 vs. CDAHFD diet + Vehicle; Mann-Whitney test

FIGURE 3



WO 2019/012284

PCT/GB2018/051983
4/10
COL1A1
. 257 KoKk kK A
S n
<
~ 2.07
':‘E:: 1 . 5 = - s‘i‘w 4 A REERE. * SXRCKN ’ ’
© § AA
: § e S AT
= e A v
® 0.5 ke \AAd .
o g *
o . A L0
0 ' 0 = M\“ T T T T
Vehicle Vehicle Compound 1 Compound 1 Compound 1
L [] L L []
" 5mg/kg/QD 15 mg/kg/QD 15 mg/kg/BID
I Chow diet I I I

Choline-deficient, L-amino acid-defined, high-fat diet (CDAHFD)

*p<0.05, ¥**p<0.01, ¥***p<0.001, ****p<0.0001 vs. CDAHFD diet + Vehicle; Mann-W hitney test

CTGF
. 047 KKKk * K%k
S [
= [
0.3
~— VY §
|
z = 4
g 0 2- §. N \“‘!\“v““‘
D- &“““““‘\“ . N
2.1 R ¥ *
= 0.1 ¢ ] Sl ¥ ;
o T v R S
)
Df .““.“\‘““ ‘\s\“.\’
0 . G ] . ) . ) ) )
Vehicle Vehicle Compound 1 Compound 1 Compound 1
L [ L [ L [
I 5 mg/kg/QDI I15 mg/kg/QDI I15 mg/kg/BIDI
I i | |
Chow diet

Choline-deficient, L-amino acid-defined, high-fat diet (CDAHFD)

*p<0.05, ¥**p<0.01, ***p<0.001, ****p<0.0001 vs. CDAHFD diet + Vehicle; Mann-Whitney test

FIGURE 3 (ctd)



WO 2019/012284 PCT/GB2018/051983

ACTA2
0.08- k% %k
g 0
™, 0.061 R v *
= v .
< 0.04+ am oy . .
o L Viv 22
0 \mmékmm B\ S .
S 0.02- . ad, v’ .
T ool (1] TR
o ﬂ%%l"‘
O-OG l_ I- ] ) )
Vehicle Vehicle Compound 1 Compound 1 Compound 1
L (] L (] L (]
" 5mg/kg/QD 15 mg/kg/QD 15 mg/kg/BID
L [ L [
] L} ] L}
Chow diet Choline-deficient, L-amino acid-defined, high-fat diet (CDAHFD)

*p<0.05, ¥**¥p<0.01, ¥*¥*p<0.001, ****p<0.0001 vs. CDAHFD diet + Vehick; Mann-Whitney test

Relative quantity (272¢9)

TGFB
1.5 Kk *
|
1.0 A
g
at A
2.9 - wlligee ‘v v 60
2o A L4 33
o0
O-G l_ I_ 1 ] ]
Vehicle Vehicle Compound 1 Compound 1 Compound 1
L (] L (] L (]
] L} ] L} ] L}
5 mg/kg/QD 15 mg/kg/QD 15 mg/kg/BID
L (] L (]
] L} ] L}
Chow diet Choline-deficient, L-amino acid-defined, high-fat diet (CDAHFD)

*p<0.05, ¥*¥p<0.01, ¥*¥*p<0.001, ****p<0.0001 vs. CDAHFD diet + Vehick; Mann-Whitney test

FIGURE 3 (ctd)



WO 2019/012284

PCT/GB2018/051983
6/10
TNFa
. 0.087 KKKk kK
S A
9
@, 0.06' [ -
> =
= e Aua
5 0.04- .y S
. AR AC (VSR N
£ 0.02- . O ot
& " 4 e
0- OG ) ) ) )
Vehicle Vehicle Compound 1 Compound 1 Compound 1
" 5mg/kg/QD 15 mg/kg/QD 15 mg/kg/BID
I Chow diet I I

Choline-deficient, L-amino acid-defined, high-fat diet (CDAHFD)

*p<0.05, **p<0.01, ¥**p<0.001, ****p<0.0001 vs. CDAHFD diet + Vehicle; Mann-W hitney test

IL10
~ 0:0047 KKk A *x
g
b
Y, 0.003- - v
B A
€
g 0.0024 —n e v
v —— A Y
= 0.0014 A Y VS
o m’?‘m S x ¥ ’&3&
& "u e v
0.000 T T T T T
Vehicle Vehicle Compound 1  Compound 1 Compound 1
I 5 mg/kg/QDI I15 mg/kg/QDI I15 mg/kg/BIDI
I Chow diet I I

Choline-deficient, L-amino acid-defined, high-fat diet (CDAHFD)

*p<0.05, **p<0.01, ***p<0.001, ****p<0.0001 vs. CDAHFD diet + Vehicle; Mann-Whitney test

FIGURE 4



WO 2019/012284 PCT/GB2018/051983
CCL2
. 0:0207 KKKk *okK
o | | A
Q
<
N 0.0151 : T
= N A§AA v
g 0-0 10 ﬁ § vy v
o N N —_—
5 0.0054 *. A Loe
L [ | v R SR .
& A %
0.000-—2eeeppeee r ; . .
Vehicle Vehicle Compound 1 Compound 1 Compound 1
L [ L [ L [
' 5mg/kg/OD 15 mg/kg/QD 15 mg/kg/BID
L [ L [
I 1 I 1
Chow diet Choline-deficient, L-amino acid-defined, high-fat diet (CDAHFD)

*p<0.05, ¥*p<0.01, *¥**p<0.001, *¥***p<0.0001 vs. CDAHFD diet + Vehicle; Mann-Whitney test

FIGURE 4 (ctd)



PCT/GB2018/051983

WO 2019/012284

8/10

159] AUy M-UUBA ‘JIIUSA + 19IP A4HVYAD SA 1000 0>k k% ‘T000>Axexx ‘TO°0>Axx ‘SO'0>d %

(Q4HVaD) 391p 1ey-yb1Yy ‘paulysp-pide oulwe-7 ‘3dYap-aulloy) 181p moyD
W
qQig/6y /6w 1 ao/6x/bw g1 ao/6x/bw g
— — —
T punodwo) T punodwo) T punodwo) JPIYIA JPIYSIA
| | | | | °.°
e P
v | 90
A A A
e’ S
A A v -0’}
Al
*
-G’}
-0'C
*k *k * sk k
- KA

(W3S F ueaw) s|aAd] auljosdAxolpAH

(ajdwes bwbr)auljoidAxoipAH

FIGURE 5



PCT/GB2018/051983

WO 2019/012284

9/10

1591 ASUlIY M-UUB BJIIYSA + 1BIP A4HYAD 'SA T000' 0>k xx ‘T00'0>0xxx ‘T0°0>dxx ‘S0'0>dx

(@4HVaD) 191p 1ej-yb1y ‘pauljap-pioe oulwe-7 “JUaLIP-aUIOYD BIp moyd
” | b
aig/6x/6w ST ado/bi/bw §1 ad/6y/bw g
P P P
T punodwo) T punodwo) T punodwo) dPIYIA SPIYIA
| | | | . . —_m ..
2
* AA
R X VU Ada
& & & AT A v
0” AA Yy [ | u
. A Vv
v
A Tl ] ]
v
v e
v [
v
[ ]
XKXKX *kk XKXKX

(ueaw) uonesynuenb sisoiqi4

(o) @2eLNS paJ SnuUIS

FIGURE 6



PCT/GB2018/051983

WO 2019/012284

10/10

1591 ASUIY M-UUB ‘SIUSA + BIP A4HYAD SA T000° 0>k k% ‘T00°0>Axxx ‘TO'0>Axx ‘SO°0>dx

(@4HvaD) 131p 1es-yb1y ‘paulap-pioe oulwe-7 ualdyap-auljoyd 181p moy)
| W I —
qaig/6y/bw ST ao/6x/bw St ao/6x/6w g
I — I — I —
T punodwo) T punodwo) T punodwo) APIYIA SPIYDA
| | | | | °
* - &
A -G
““““ o%e, A
"0” “““““ P ““““ P P “““““ v v v
* AAA ¥ -l- “““““““
v L
v'y mlg ol
KK v kK 5k k
=1
(o/0) @2epns 08/¥4

(%) @2euns 0g/p4

FIGURE 7



