WO 2018/154081 PCT/EP2018/054588

1/4
A B C
# asSMA Elafibranor s asma  Cenicriviroc $ asmA Bezafibrate
120 120 - 120
%‘ 100+ 100 100 -
’;’3 sob 80 20|
3 s 60 ol
§ 4o Zz 1 a0t
2 oty o o e =
£ sT-}‘-?———M 20} o TETY L
® 20 . - . 40 . -20 .
-8 1 Ei 5 -8 -7 E ) 5 -8 7 E: 5 -4
Compound LogM] Compound LogiM] Compound Log{M]
FIGURE 1
A  Experimental % inhibition B Excess over Bliss
Cenicriviroc Cenicriviroc

Elafibranor

C

~ o
Lo I

% Inhibition
o B 88 85888

fum]] o [0,31]0,63/1,25/25| 5 | 10
) - - - - - - -
e -

25| -

Wy s sa[e1] e
66 67 68 71 71 .70 0] -
71 69 76 80 80 80 20| -

Elafibranor
o

% inhibition

Min Max Max

Experimental % inhibition

&

FIGURE 2

Ve 5uM ELASpM  CVC5uM +
ELA 5uM

SUBSTITUTE SHEET (RULE 26)



WO 2018/154081 PCT/EP2018/054588

2/4
A  Experimental % inhibition B Excess over Bliss
Cenicriviroc Cenicriviroc
[lum] o |o31]0,63[1,25(25] 5 | 10
a @ 0 - - - - - - -
w® ® |25 -
S Sl2s] -
= =
-] m| 5 -
) 3|10
o (2] B
20| -
% inhibiio % inhibition
Min Max Min . 1 Max
C Experimental % inhibition
oo
60
c
-f:’ 50 -
=
=40
£
® 30
a0 ns
i -
o L
Beza 5pM  CVC5uM Beza 5uM +
CVC 5uM
FIGURE 3

SUBSTITUTE SHEET (RULE 26)



WO 2018/154081

CK18-M30 (pIU/ml)

PCT/EP2018/054588

3/4
HSA &
8- Joieied |—|
== =
6- A ogoe |ban
<]
) ANAA vV
9 % A
(7] 4. Y
2 R
3 . v
2- v
0' T T T T
CSAA  Ctrl 3 10 3
GFT505 CVC GFT505
+CVC 10
CDIFF
6x10°%+ oo HSA o
—
)
4x10%+ Sie e} % Sis1e]
. - ¥
2x10°5+
0 T T T T T
CSAA Ctrl 3 10 3
GFT505 CVC GFT505
+CVC 10
CDIFF
800+ . foieie] | HSA oo
1 1 I 1
600 %
2 % aam
= 4004 ) oon
% A
< V
200+
= '
0 L] L L] L T
CSAA Ctrl 3 10 3
GFT505 CVC GFT505
+CVC 10
CDIFF
FIGURE 4

SUBSTITUTE SHEET (RULE 26)



WO 2018/154081
10+ HSA©
E nog }—|
g © e
3 14 @ A non
2 A%g v
T
g i
L o4 F v
<
=
7]
3
0.01 r T r r T
CSAA  Ctrl 3 10 3
GFT505 CVC GFT505
+CVC 10
CDIFF
HSA o

=
o
wd

Jeieied |—|
—

W

oo

&7

-
i

0.01+
<

Col1a1 (Fold induction)
(=]

0.001 T T T T T
CSAA Ctrl 3 10 3
GFT505 CVC GFT505
+CVC 10
CD/FF
HSA oo
10+ oo
5
5 1+ m oo P oon
3
2 -
T 0.14 v B
©
5
I 0.014
=
F <
0.001 T T T T T
CSAA Ctrl 3 10 3
GFT505 CVC GFT505
+CVC 10
CD/FF
109 oog HSA ooo
g | —d |
5 f 1
kit oog
3 14 ﬁ -&- oon
c Q@!
T
©
SR v
3
(T8
2
g ﬁ.ﬂ
0.01 T T T T T
CSAA Ctrl 3 10 3
GFT505 CVC GFT505
+CVC 10
CD/FF

PCT/EP2018/054588

10+ HSA oo
= oon
3
2
3]
2 14 ﬁ onn % onn
f=4
5 A %
°
w
~ 0.1 '%T
=
o
]
=
0.01 T T T T T
CSAA  Ctrl 3 10 3
GFT505 CVC GFT505
+CVC10
CD/FF
HSA o
10+ non
5
= Ll L]
t o o ®
g o 4
%
T 0149
S
w
T 001 T
=
<]
(&)
0.001 T T T T T
CSAA  Ctrl 3 10 3
GFT505 CVC GFT505
+CVC 10
CD/FF
10+ HSA o
_ non
S
= oo
] S
=
z sk T
k) v
2
~ 0.14
N
o
=
= ogeR
0.01 T T T T T
CSAA  Ctrl 3 10 3
GFT505 CVC GFT505
+CVC 10
CDIFF
105 oon HSA ©
A el |
2
° aon @
3 13 % A oon
=] ] A4
: -
o VV
L 0.14
-
o
5 |
=
0.01 T T T T T
CSAA Ctrl 3 10 3
GFT505 CVC GFT505
+CVC 10
CD/FF
FIGURE 5

SUBSTITUTE SHEET (RULE 26)



