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Cell viability Axin2 mRNA
120 120
\ : Max effect 1
100
3 S
S 7 60
s = ,
: £ 40
d 20 -
untreated negative FO12900082 positive untreated negative F012900082

control control control



WO 2018/220080 PCT/EP2018/064295

6/10
Fig. 6
800 Contral 20
—o—Contro Controt
700 Soma/k 15 —
—=-50mg/kg = —- 50mg/k|
= 600 /o//‘) = 10 gke
L]
£ 500 & 5
£ 100 2 9
— (=)
2 200 M\/; £
g 2
§ 200 —a I -0
-
100 @ -15
0 T 1 '20 T T ]
0 2 4 6 8 10 0 2 &4 6 8 10
Day Day
15
1000 == control —=control
_ —=-50mg/kg = 10 | = 50ma/kg
‘é 800 o 15mg/kg E” 5 ~o~15mg/lkg
' ooo | = Smelke &
3 y 0
= 2
200 - = @ 0
0 -15 ;
0 5 10 15 0 5 10 15



WO 2018/220080 PCT/EP2018/064295

7/10
Fig. 7

15 - ) 2.0~
B mAxin2

[ RNF&43

Bl mAxin2
15+ I 3 Notum

10 o gl o

1.0~

0.5 - ~

fold change rel. to control
fold change rel. to control

0.0 .

\ﬂ.u sl

Control  FO12900082 Control  FO12900141



WO 2018/220080 PCT/EP2018/064295

8/10
Fig. 8
1 1.21 1.2-
80" - L L
0.94 0.9-
LRP6 LRP5 -2 .
« %7 control f *
g M 0.6- 0.6 ¢
0n
oo
on 0.3+ - 0.3- o
° 0.04— , . 0.0
10 wz%ﬂms 10t Wnt3a - + + Wnt3a - + +

¥
FR

F012900141 - - + F012900141 -



WO 2018/220080 PCT/EP2018/064295

9/10
Fig. 9
RNF43 mut1
150
8 3 }
Z'E 100+ 3 . -»- control
S2 & LRP5-antagonist
s
3E 504 LRP5-antagonist
[ IC50 | 10.57
n ¥ * ¥ ¥ L) L3
102 407 400 100 102 10° 104
nM
RNF43 mut2
150 -
B ¢ ’ i § e control
Z'E 100- £} LRP5-antagonist
Fe
"o
g2 .
=g LRP5-antagonist
@
oF 504 [1C50 [ 5.024 |
g
0 ) ¥ ¥ 1 T L]
102 10 100 10" 102 108 10¢
nM
RNF43 WT
150 -
) ,
ZE 1004 ; ' -e~ control
.?2; - LRP5-antagonist
Y
"5§ 50
(&) _@ -
2
0

¥ ¥ L] 1 ¥ L3
102 107 100 101 102 102 104
nv



WO 2018/220080 PCT/EP2018/064295

10/10
Fig. 10
hAxirnZ2 mRNA
1.50 -
B mm Control
§ 128- 3 LRP5-antagonist
e 1.00- T
T 075-
>
£ 050-
.
¥
- 025-
2
0.00- T T T
& &
S &
& & &
& &



