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FIG. 1

PXRD pattern of Form 1 Crystaliine material for Exampls
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FIG. 2

FXRD pattern of Form 3 orystalline matgrial for Example 1
50000

40000+

20000+

pETEE!N N

306 7 9 11 1315 17 18 21 23 26 27 29 31 33 35 37 X
2 Thety

1/23



WO 2020/044266 PCT/1B2019/057259

FIG. 3

500000
400000 | |
3 300000 ﬁ L H g N
| O ]
200000 - I !; |
1 I
100000 IR AN
1[ I, 'lk;‘\ ] ‘L U f / Y P v£ ; LU]! it l’ u}/‘ LW g ‘.V,f\,f NP
O .........
35 7 9 11 131517 19 21 23 25 27 29 31 33 35 37 39
2 Theta

2/23



WO 2020/044266 PCT/1B2019/057259

FIG. 4

110-
100+
90
80
70 -
60
50
40 - l

Int

30 -

R Il

10- A L | |/
0 b MY b - JWL’“UJU L™

3000 2000 1000
Raman shift {cm-1)

=

4 e
<
—

3/23



WO 2020/044266 PCT/1B2019/057259

FIG. 5

tO#

#

"M
100 80 60 40 20 ppm

4/23



WO 2020/044266

300000 1

200000

Counts

100000 -

-

O .

i

e

FIG. 6

PCT/1B2019/057259

2 Theta

5/23

35 7 0 11 13 15 17 19 21 23 25 27 29 31 33 35 37 39



WO 2020/044266 PCT/1B2019/057259

FIG. 7

150+
140~
130+
120+
110+
100+
90 -
= 80
70-
60
50
40

30_ I
201 p |
1(?— . “\JJ\/M.LT" e U.

. MJ‘NM wuwwwwﬂ“ﬁ

3000 2000 1000
Raman shift (cm-1)

6/23



FIG. 8

LMWILU ‘



WO 2020/044266 PCT/1B2019/057259

FIG. 9

8/23



WO 2020/044266

Fed Plasma Triglycerides (mg/dl)

800+

600

4004

200+

FIG.

PCT/1B2019/057259

10

ole o
_L- ®
bl

Ch!ow Weétem Wes:tem V\feétern Wesltem Wesltem West!ern Wesltem

Diet

Diet Diet

Diet Diet Diet Diet Diet

Vehicle Vehicle Example Exa;nple Example Example Example Example

i
Low
Dose

9/23

2 2 1 and 1 and
High Low  High Example Example
Dose  Dose Dose 2 2
Low High
Dose Dose



WO 2020/044266 PCT/IB2019/057259

FIG. 11

8007

600

Fasted Plasma Triglycerides (mg/dl)

400 .
200+ . Tl T . .
.o. 'i:' :,: :.i;;@ :;:.- L340 E‘_E'_: _:i_
O ) AL 1 & Sos

Chow Western Western Western Western Western Western Waestern
Diet Diet Diet Diet Diet Diet Diet Diet
Vehicle Vehicle Example Example Example Example Example Example

1 1 2 2 1 and 1 and
Low High Low High Example Example
Dose Dose Dose Dose 2 2

Low High
Dose Dose

10/23



WO 2020/044266

Srebpl
Calnexin

Actin

Histon 38

Nuclear SREBP
Relative Units
Normalized with Histon 2B

- Nuclear extract Membrane prep

PCT/IB2019/057259

FIG. 12

A

A

D ARD ¥V A D

V = Western Diet Vehicle

A =Western Diet Example 1

D = Western Diet Example 2

A& D =Western Diet Example 1 and Example 2

0.5
0.4-
0.3
0.2
0.1+

0.0

il

]
Western
Diet
Vehicle

Wesltem Wesfem

Diet Diet Diet
Example Example Example
1 1 and
High High Example
Dose Dose 2
High
Dose

1
Western

11/23



WO 2020/044266 PCT/IB2019/057259

FIG. 13

ACCH1
4 —
3 o
o
Q
[2]
[2] @
@ ®
i;‘:;_ .
w2
] ° . il o
> . O_Ln s ® ®
= T
(0] ® N e
© P
cr.: i : . . ‘
1] Qa_;:;. oy e ® ® -1 ° j__ o_i_e
s * Al ¥ " o o‘ 5
,' L ® . o e":'a ";5.‘ e o i® : <

1 i | i [ i i i
Chow Western Western Westarn Western Western Western Weastern
Diet Diet Diet Diet Diet Diet Diet Diet
Vehicle Vehicle Example Example Example Example Example Example

1 1 2 2 1 and 1 and
Low High Low High Example Example
Dose Dose Dose  Dose 2 2

Low High
Dose Dose

12/23



WO 2020/044266 PCT/IB2019/057259

FIG. 14

FASN

15

10

Relative Expression

- -
T - o
B M e o @@

[} ] | t { [ f 1
Chow Western Western Western Western Western Western Westem
Diet Diet Diet Diet Diet Diet Diet Diet
Vehicle Vehicle Example Example Example Example Example Example

1 1 2 2 1 and 1 and
Low High Low High Example Exa;nple

Y WP

Dose Dose Dose  Dose 2
Low High
Dose Dose

13/23



WO 2020/044266

Relative Expression

10+

FIG. 15

SCDI
B e
2 LR L T
o 3T [0 Bi |:§:{ == f:% =

CHow Weétem Wesltem Wesitem Western Wesltern Weétern Weétern

Diet  Diet

Diet Diet Diet Diet

Vehicle Vehicle Example Exagnple Exa;znple Example Example Example

Diet Diet
1

Low High

Dose  Dose

14/23

2 1and 1and
Low  High Example Example
2

Dose  Dose 2
Low High
Dose Dose



WO 2020/044266 PCT/1B2019/057259

Relative Expression

FIG. 16

SREBP-1¢

- E A ’ |

_r? : ,00" :?1 L ® ;F
o‘i—.n °* ® ® _f— -_1".

Chow Weétem Wesltem Wesitem Weétem Wesltern Weétern Weétern
Diet  Diet Diet Diet Diet Diet Diet Diet
Vehicle Vehicle Example Example Example Example Example Example

1 1 2 2 1and 1and
Low High Low  High Example Example
Dose Dose Dose Dose 2 2

Low High
Dose Dose

15/23



WO 2020/044266 PCT/1B2019/057259

FIG. 17

PCSK9
8_
N
5 °
S I
Ll
g |4 .
O |
r 24
Y I ]
e EE L

Chow Weétem Wesltem Wesitem Weétem Wesltern Western Weétern
Diet  Diet Diet Dist Dist Diet Diet Diet
Vehicle Vehicle Example Example Example Example Example Example

1 1 2 2 1and 1and
Low High Low  High Example Example
Dose Dose Dose Dose 2 2

Low High
Dose Dose

16/23



WO 2020/044266 PCT/1B2019/057259

FIG. 18

100

8 80+ . . .
D
52 + L
gg 60 ’ )
U‘;:‘: ] ® sg®
£ : . AN .
o D ® “F ® _OL__ T
w— OB s 'F ® xL_
g & LY ® ® ® 8%
@ ""40‘ : o 0% @ _.?2
T " e . T i
‘%. s® .‘h’ : ”o
-1 ER @ o ®
20_ 8e” ® & ':.Ep
0

Chow Weétem Wesltem Wesitem Weétem Wesltern Weétern Weétern
Diet  Diet Diet Diet Diet Diet Diet Diet
Vehicle Vehicle Example Example Example Example Example Example

1 1 2 2 1and 1and
Low High Low  High Example Example
Dose Dose Dose Dose 2 2

Low High
Dose Dose

17/23



WO 2020/044266

FIG. 19

PCT/1B2019/057259

-O- CDAHFD Vehicle
- CDAHFD Example 2
-8 CDAHFD Example 1
-&~ CDAHFD Example 1 and Example 2
{1 Control Diet Vehicle
T8 '
Wl
= 10
?‘w - S
&' £ ¥ 3
P ¥ o
Time

18/23



WO 2020/044266 PCT/1B2019/057259

FIG. 20

@ @
[ ]
- 6= °® o
3 Cd . .
g —
R R
= é _I._ Fe
< g - o
= H e®
(xg 2- ®g & eg
L] ....O
C T T ! | T
Control ~ CDAHFD  CDAHFD ~ CDAHFD ~ CDAHFD
Diet Vehicle Example 1 Example 2 Example 1
Vehicle and
Example 2

19/23



WO 2020/044266 PCT/1B2019/057259

FIG. 21

15—
[
[
4] [
o
< ]
S 10 y .
< LI ®e
[ ®
2 | e
(Cg 5_ @ ]
Q. @ ®e
R
0 I l

Control CDAHFD CDAHFD CDAHFD CDAHFD

Diet Vehicle Example 1 Example 2 Example 1
Vehicle and
Example 2

20/23



WO 2020/044266

Relative Expression

1.8+

1.5+

1.2+

0.9-

PCT/1B2019/057259

FIG. 22

aSMA
®
®
®e
)
®
[Ad @
[)
°®
®s

Control CDAHFD CDAHFD CDAHFD CDAHFD

Diet Vehicle FExample 1 Example 2 Example 1
Vehicle and
Example 2

21/23



WO 2020/044266 PCT/1B2019/057259

FIG. 23

COL1A1
24
(]
2.0
e®
- [
5 1° ° . .
2
(]
g 127 T .
n; -+ .
o | e®
'..% 0.8 e,
®
< $
X g4- H
L] S

Control  CDAHFD CDAHFD CDAHED CDAHFD

Diet Vehicle Example 1 Example 2 Example 1
Vehicle and
Example 2

22/23



WO 2020/044266 PCT/1B2019/057259

FIG. 24

lba1

25m o,
g 20 0
<
2 2
= - o
5 =l ¢
1) (o]
— o
o 10= o
L
R

23/23



