BMJ Publishing Group Limited (BMJ) disclaims al liability and responsibility arising from any reliance
Supplemental material placed on this supplemental material which has been supplied by the author(s) Gut

C
CMV Cas9 OFP U6 crRNA tracr Pol Il E545K
CRISPR Nuclease OFP I pMA-T  |Donor DNA
B 9220 bp 4374 bp
logfFC L
, , ] wt
= e = ¥ \/\_/'\/\
1 YAYA
o * Pik3caEsik
w
RPS6 ' © /\ /\/\/\_/\[\ /\/\ .1633G>A

CDKN1B |

o n

NOS3 N
=
=

0 wt
FGF A VAV
ITGA10 5’ * Pik3caEsssKk
GNG7 /\/\ ¢.1633G>A
w
b wt
/\/\/\ VLVAT
3 Pik3catstik
9 /\ /\Z\ c.1633G>A

CACTGAGCAGG

D wt
£ 27owm E
‘g-a- W E545K o —
= " 1 IME
n ok
EE ! = Ed IMEC-MYC
$e 2 8 B IMEC-MYC-PI3K
& 0 4 ~_§ k&
Braf £ 59
E 2 7 -
83 g
[ *EK 4.
2F 1 - ]
£5 * E
£9 o 24
a O0° 2
Kras 0

]
*
*
*

Control Prom1 ENH2 Prom2 ENH1 HGE

Protein/B-actin
(OD ratio)

o

HER2pAKT AKT

Supplementary Figure 2 Mangiapane et al.

Mangiapane LR, et al. Gut 2021;0:1-10. doi: 10.1136/gutjnl-2020-323553



BMJ Publishing Group Limited (BMJ) disclaims all liability and responsibility arising from any reliance

Supplemental material placed on this supplemental material which has been supplied by the author(s) Gut
F CDA44v6 (%)
1001 = Low.tn=1D] G
B8 Medium (n=12) 100 Mutation
_ BE High (n=7) B w
& 75 F o5 . B BRAF
Fd }}' EE KRAS
E 501 * E 50
(s i E
& 254 -l g 2
0
y = = = = =
: = = = 2 g 8 & &
a - - 9 2 2 =1 a e
8¢ E 3 % § &5 ® 9 9
L £ & F#
H |
Braf Kras
100 CSphCs CD44ve+
E 45 1
2
g 90 i
z 83 ? ]
37 60 —o— CD44v+ BKM120 28
| —=— CD44v6- BKM120 83
> Q15 A
s 40 g2
Qo Tk o
°
20 w 0 A
CAFCM - - - - + - - - - 4
HGF + - - + + - + -
D T 1 r T 1 OPN + - + + - + -
Time(h) 0 48 120 0 48 120 SDF - - + + -

[
-

CAFCM

=Y
-
(51

%]
Erbngsapdh)
e -~
vehicle

(

mRNA relative levels

o
o

Fold increase over medium
(Erbb2/Gapdh)

BKM120

Vehicle
Taselisib

Vehicle
BKM120

IMC  Toto-3 HERZ Toto-3

Supplementary Figure 2 Mangiapane et al.

Mangiapane LR, et al. Gut 2021;0:1-10. doi: 10.1136/gutjnl-2020-323553



