a < _ 100 == Vehicle T«
g E - BGJ398 F
o c
£ ?
S < 50
5 I~y
[e) [0]
< a
=]
- 0
0 10 20 30 40
Time since treatment start (days) Time since treatment start (days)
Ki67 CC-3
L§100 %80
vehicle g0 T . 260 . .
o 60 u 8 ° %
= — 2 40
5 00 L] (?20 oo
BGJ398 5 o c‘éo
< VEH BGJ S VEH BGJ
e
- - - - -+ + 4+ 4+ + o+ - - - - - 4+ + 4+ + + + BGJ398
29 kDa -| | | BCL-2
30 kDa | | | BCL-XL
40 kDa -| | | MCL-1
23 kDa - BIM
45 kDa - actin

792

FGFR inhibitor-resistant

926: FGFR1+++

FGFR inhibitor-sensitive

0

cell viability %

Weeden et al Figure 1

§ 1004 --H520
5 <+H1581
(6]
o
o 501
=
©
o
) . :
0.0001 0.01 1 100
BGJ398 concentration (uM)
H520 H1581
- + - + BGJ398
29 kDa - | | BCL-2
30 kDa - | | BCL-XL
40 kDa - | | MCL-1
23 kDa - BIM
45 kDa - actin
j=
T 4 792
i
2 3 i
= [ vehicle
g 21 Il BGJ398
5
% 17
o
g 0
= BIM MCL-1 BCL-XL BCL-2
926: FGFR1+++
207 =
[ vehicle
I BGJ398

Expression relative to actin

BIM

MCL-1 BCL-XL BCL-2



cell viability %
(relative to control)

29 kDa -

30 kDa -

40 kDa -

26 kDa -

45 kDa -

792

406 788

926

BCL-2

BCL-XL

MCL-1

BIM

actin

FGFR inhibitor-resistant

FGFR inhibitor-sensitive

Weeden et al Figure 2

792 406 . 788: FGFR1++ 926: FGFR1+++
1004 = wod b 1 . = 100——,_‘ - 1oo-i_‘ CoMSO
****** H H H H W 1 . [BGJ398
509 | 1 [ 507 1THHHMHT 504 HH |-‘ e B SO (I =1 11 I = H
G T T m/\m ﬁﬁ T T C T T T T T T T T T L] O T T T T |:.-| T D C T T T ﬂ T T T ﬂ T T
@) ) 9 v A .} 9 ©» A ) \%}
IR SR TR R P TR RLF P NN
el e e e
H520 H1581
%120 120 -
¥ 5100 100 [IJDMSO
> 6 80 80
= O 4 60 [0BGJ398
sSal ﬁ all L ﬁ
Z .g 20 20
g © 0 T T r r r r otl— T : : : : :
o)
S P P @ P P P g P
> & N P S &
o ?i\(b ) v ?i\(b )



Q

—
o
=)
<

o
o
Q@

Tumour volume (mm3)

788: FGFR1++

0+
0

10

20

Time since treatment start (days)

Tumour volume (mm

Weeden et al Figure 3

10

T

20

T

30

g 100 - ~ Vehicle ¢
= - BGJ398 —* %
@ - 563845 *
S 50 - BGJ398+563845
o
o
o
T | 0 T — T 1
30 40 0 10 20 30 40
Time since treatment start (days)
788: FGFR1++*
_ 100 == Vehicle %
g - ~ BGJ3os }z ¢
g mik - A1331852 }i *
2 —- BGJ398+A1331852
S 501 |
o
o
8 -
40 50 0 ' ' !
0 20 40 60

Time since treatment start (days)

Time since treatment start (days)

C
i}
o
788: FGFR1++ g
2
vehicle BGJ398 A1331852 BGJ398+A1331852 8
N~
%
] ks)
Ki67 X
ke
o
o)
CC3 Py
B
- )
(@]
(@]
ks
H*

0 T T T T
vehicle BGJ A133 BGJ398+
398 1852 A1331852

*

150
v
'V

n v
100 Aa
L =T
50{ eee 'i‘ v
. vy
oo n A v

vehicle BGJ A133 BGJ398+
398 1852 A1331852



cell viablity % (relative to control) &

Weeden et al Figure 4

IP: MCL-1
H1581 H520
no - 4+ - - 4+ - A1131852
Ab - - + - - + 563845
40 kDa - MCL-1
23 kDa - BIM

788: FGFR1+++

926: FGFR1++

[Jomso
1001 [0BGJ398
AL 1L Al e e == L ﬂﬁﬁﬁﬁf"r‘ﬁﬁ
\a} x \a) \a) X
& & o g & & e R
> & & & N > o & & N
Q e ) ' P Q e 2 ' oD
X X N X X N
> N & x o N S X
D S~ N R ) < N &
& Q o5 N 6 K 2 &) RO
%) v N S o ) v N A
v AR SO v AR S
) )
H520 H1581
60 - 5060 60 - B50-60
O 50 - D40-50 O 50 - |40-50
O 40 - ®30-40 [} 40 - 030-40
? 30 - R 3 0. 020-30
o0 20 - B0-10 %) ®10-20
9D 10 - 0-10-0 0 20- B0-10
= 0, - — 10 -
@ - S o o %
S3e.w . A1331852 (nM) 0 i, "°A1331852 (nM)
S63845 concentration (nM) S63845 concentrationr(nM)



Weeden et al Figure 5

a H1581 H520
0.5hr 1hr 3hr 0.25hr 0.5hr 1hr
-+t -+t -+ -+ -+ -+ -+ - + - + - 4+ - + - + A1331852
- -+t - -+ - -+ - 4+ - -+ + - - + + 863845
45 kDa - caspase-9
35 kDa - cleaved caspase-9
70 kDa -| I HSP70
b WT MEFs
60 - B50-60 60 B50-60
50 - 040-50 o 50 B40-50
o o 2
28 B} 010-20 C‘D” zg 5381‘2’8
10 - ;?1-2)(-)0 ¥ 10 oo
o B = 0 0-10-0
d0- U o 0 10
S -~ A1331852 (nM) A1331852(nM)
§§%§§8%gr\ ., 10000
S63845 concentration (nM)
C d
H1581 N H1581
\ \
NS
e & F
(<id X >
~ % - + - + DOX 1009
< 9 \ =~ Cas9
40 kDa - MCL-1 2 *g -+ Cas9 + dox
£0 N\ -~ SgBCLXL 1
30 kDa - BCL-XL § £ 505 “ - sgBCLXL 2 + dox
23 kDa - BIM Z 2 AN ~ sgBCLXL 1
3 % -o- sgBCLXL 2 + dox
70 kbDa - HSP70 S0 10t 1 10 10

BCL-2 undetectable S63845 concentration (uM)



o

Weeden et al Figure 6

BGJ398 + S63845 + dox

PD

H520
120+ 120+
< g 1004 1004
% § 801 -~ DMSO -~ DMSO + BGJ398
52 60 = A1331852 (11nM) -o- A1331852 (11nM) + BGJ398
3 g 404 -~ A1331852 (100nM) -~ A1331852 (100nM) + BGJ398
° 204
O-
10 100 1000 10000 1 10 100 1000 10000
S63845 (nM) $63845 (NM)
H520 H1581 +QVD
- - + - + + + - - + - + + - + A1331852
- - - + + - + + - - - + + - + + S63845
- + - - - + + + - + - - - + + + BGJ398
29 kDa - BCL-2
30 kDa - BCL-XL
40 kDa - MCL-1
23 kDa - BIM
70 kDa - HSP70
H1581-sgBCLXL 1
__ 1000 .
“’E 100 = vehicle :|*
£ s — BGJ39S x| | 77 -
2 1.1 B - d %
£ a OX * .
5 500 £ 50 —— 563845 x|,
3 ° — $63845 + dox *
o [0}
g o BGJ398 + dox N
= ol 0 | ] BGJ398 + S63845 ]*};
T Ll T T 1 T T T 1 *
0 20 40 60 80 0 20 40 60 80 —— BGJ398 + S63845 + dox - *
Time since treatment start (days) Time since treatment start (days)
mouse
vehicle , , CR -
dox - PR
S63845 e PR~PD, after D38 [N
563845 + dox S sp
BGJ398 ?
S SD—+PD, after D38
BGJ398 + S63845 - '
D o g SD—PD, after D24 -



	All Figures
	All Figures
	All Figures
	All Figures
	Figure 1
	Figure 2
	Figure 3
	Figure 4
	Figure 5




	Figure 6

