WO 2023/091746 PCT/US2022/050558

1125

= =
us s
232z
L X w

FGFR1|

PFRS2a i

E-Cadherin

Vimentinl

p-Actin

FIG. 1A



WO 2023/091746 PCT/US2022/050558

2/25

+ 1 nGiml thFGF
15min before harvesting

2 Q

e £ 2 E

£ E . £ E -

5% €38 LR

G 2BEE G 2RBEE

&« E RS S E £ 3§

o 20U 4 4 o a0 & &

O3S S8 0SS

gE>588 2E22dQ

O Booc 00 OBooc®O
pFRS2a
B-ACTIN
pFRS2a
B-ACTIN

Cmpd 2,90 hr

pFR3S2a
B-ACTIN

Cmpd 3, 80 hrs

FIG.1B



PCT/US2022/050558

WO 2023/091746

3/25

+ 1 nG/ml rhFGF

| pdw) + Z pdw)

>  quiebiwad + z pdw)
2 L pdwD AU 001
>

S qiuebiwad U 001
0 ¢ pdw) AU 001
|5 OSING
£

0 | pdw) + g pdw)

qiunebiwad + z pdw)
| pdwO AU 001
quuiebiwad AU 001

Z pdwd U 00}
OSINAd

PERK
pFRS2a |

B-ACTIN

FIG. 2



WO 2023/091746 PCT/US2022/050558

4/25

)

“= 2000
2 g
§ - 1500+
S
= & 1000
Q +H
E c 500 "
= o *
é 0 T T T T T |* *p<005
7 11 15 19 23 27 31
Days Post Inoculation
TGl
-o- \ehicle
= AMG510 (20 mg/kg) 66%
-+ Pemigatinib (0.3 mg/kg) 63%
o AMG510 + Pemi 93%

FIG. 3



PCT/US2022/050558

WO 2023/091746

5/25

uoiquyul YuIMHad % %

-

*p<0.05

o/
.\&0

5, %,
“5,

e o
1 1 1 1 1 \g Q\ \

1
(=4
o

(=] o o o o &

S
© © <« « QQ&\&\O@V

FIG. 4



WO 2023/091746 PCT/US2022/050558

6/25

T punodwo) + 678X LHIA

qlunesiwad + 678X 1YIN
T punodwo) AN §°0

giunegiwad AN §°0

Qo

£

§ 678XLHIN INU 05
Lu:5 _jc: OSINd
5
B al
E C )
G £ TpuNodwiod + 6yBXLYIN o
< 0 qunediwad + 6y8X LHIN L

T punodwo) IAIN §°0
qlunesiwad AN §°0
678X LHIN INU 0S

OSING

90 hrs
pPFRS2a
B-ACTIN



WO 2023/091746 PCT/US2022/050558

7125

T punodwo) + 678X 1YIN

» qiuiediwad + 68X LHIN
§ T punodwo) AU 00T
w &
o qiunesiwad AU 00T
=8
€38 6V8XLYIA INU 00T
~ c
w - —
c E OSINQ
—
+

T punodwo) + 678X 14N

FIG. 6

qruiesiwad + 68X1YIN
T punodwo) AU 00T

qlunesiwad NUQQT

6V8XLYN WN 00T

OSWAJ

24 hrs
pPERK
pFRS2al
B-ACTIN



PCT/US2022/050558

WO 2023/091746

8/25

juejdw sown] 3sod AeQ

Lol LR O RN N MR DN

L 1 1 1 1 1 1 1 1 L—0

¥ K

00S 3
£ m m_
: 3
0001 ' ~
. n <
L Old mo
[
3 3

=00S1 3,

By/Bwe 0 A .
iwead + By/6wol 648X LHIN
Boy/Buig 0 Iwod N =000¢

By/Bwo L 68X LN Il

opeN @ Aoeoyy3 66N



\\\\\\\\

\

......
000000
00000

-

FIG. 8



PCT/US2022/050558

WO 2023/091746

10/25

HOdYD

UUSWIA

UMOPYI0WY ¥4Dd

V6 ‘Old

ETHYNYIS

14494



PCT/US2022/050558

WO 2023/091746

11/25

g6 'Old

96Y2 7 y01 86°09 66'8¢ 0603
981} 184°) 142} 24y} | edoisiiy
YNHIS 04 YNIS DIN VNS b WNRHS 1Y
{Iu) uoeszuasuod
£ ra b 0 {- -
H I} 1 {
io
YNdisou v - 06
YNHISOLIN »
YNYIS & »
VNS LY =
001

SAlelad uonIqIyul %



PCT/US2022/050558

WO 2023/091746

12/25

06 Old

6261 8'1Z1 V19 86 9% 0503
8¥0 L 9L 810’1 $996°0 | odoisiiH
YNHISOU  WNMISOIN  VYNMISPH  YNMIS |
(INu) uoneIUacUOD
14 € z L 0 | z-
{ 1 1 i 1 ]
“+0
o
o
o
=
YNYISou v o5 &
VNUISDOLIN o
UYNHISPH
UNHIS LY =

-004

SAlRIRI UOHHGIYUE %



PCT/US2022/050558

WO 2023/091746

13/25

VOl "Old

HOdVD

UMOPHI0UY £44D4

UMOPHI0UWY TH4D

CIHYNYIS
4494

TIH YNYS
£d494

OTH#VYNUIS
£d404

6H# YNYIS
£d49d

OC# YNUIS
244594

6TH YNYIS
24454

S

/.
N
FTHYYNYIS

2494

y &
S ¥

XA
Ay D
N

L1#YNYIS
[4-E 15!



PCT/US2022/050558

WO 2023/091746

14/25

a0l 'Old

5686 Pi0ig 8'09s Z'8ee 8'6eC 0803
8E98 0 110 FAuZ Y 13 78Y /8160 | adojsyy

PNHIS 00 YNMIS OIN  YNHIS € YUNMIS G YIS 1Y

(Iu) uoneUadUGD

14 € 4 L 0 b <

32

!Q —

oo

o 2

S g

S0U =& o

VNYIS OU - =K

VNS OIN v 05 & 5

UNHIS €Y o 5

UNHIS 2 ¢ <
VNS 1Y

~001



PCT/US2022/050558

WO 2023/091746

15/25

o0l Old

1249185 ~ L8lg 8'06¢ 1822 B'€ 0503
99€G°0 L/E9'0 880 956y 0 19Z°L | ®doiSiiH
YNMISOU  WNMISDIN YUNMISEH WNMISZH VNS Y
(nu) uonesudIUCD
1 Z b 0 b z
i H i H
L, =
=
—_—
g
YNMIS OU  —2— o=
= S
VNAISOIN v - 05 % 3
UNHISEH o &
VYNUIS 2+ wm,
UNHIS L #

-00}




WO 2023/091746 PCT/US2022/050558

16/25
c
3
O
©
4
o
@]
<
2 &
o
5 <
2 o

FGFR4

FIG. 11A

FGFR3

FGFR2

FGFR1




PCT/US2022/050558

WO 2023/091746

14/25

gLl "Old

\SZZ ~  /800VZ ~ Siizy 2061 7158 Sy Ly 0503
£90°/ ~ 100’ L J92/°0  JS05°0 850 910} | edojsyy

YNHISOU  YNMISOIN  VYNHIS Y  UNJISEY  YNHIS Y YNHIS 1Y

(Wu) uoneIUBIUOD

14 € 4 2 0 - <

%

=

YNMISOU  # -

S &

VNMISOIN 4 o=

=9

YNYIS b v @ 2

UNMIS €Y  # 5

UNIS 28+ <
UNMIS 1Y =

-001




WO 2023/091746 PCT/US2022/050558

18/25

¢6LTH
29d 212t Y-8SEH
g¢d ¢To% ¥-8S€EH

T€ ANOTD ¥-VIN |
8¢ ANOTD Y¥-VIN
€2 INOTD ¥-VIN |
22 ANOTD H-VIN |
0Z INOTD Y¥-VIN
TT INOTD ¥-VIN |
0T ANOTD ¥-YIN |
£ INOTD ¥-VIN |
CYOVdVIN

FIG. 12

pERK

FGFR1
[-Actin



PCT/US2022/050558

WO 2023/091746

19/25

HOdVD

UIUBWIA

UMODNOOWA Y454

Vel "Old

A
>
/W/

S
£
Ny

TTHVYNYIS
€d494

&
>~

S
<
N

8THVYNYIS
4454

JoOd YNYIS
14494



g€l "oOld

841809841 ~ £6ql | 0sy 865. G481 Goe'8 0504
474741 £695°0 B80S0 14 1°15°X] 298/°0 | edoigiiH

PCT/US2022/050558

WO 2023/091746

20/25

WNHIS ou YNUIS OIN

UNHIS P UNMISEH  UNMISZd  WNYIS 1o

VNdis ou
VNHIS DLIN
VNG!S 7
VNS €
VNS ¢
VNS LY

(Nu) uoneUdDUOD

N

&

T
[
w0

-0}

OSINa o3
aAlejRl UoHIqIyut %




PCT/US2022/050558

WO 2023/091746

21/25

o€l "Old

8168641 ~ €651 A ra PoL€ Vel'd e 7A7 5858 0804
Z9zr g £696°0 28280 yeys o LZE'} ¥ER90 288L 0 @aowww._.l
YNMIS OU  YNMIS OIN  UNMIS PH+EH+ZM+IH  UNMIS i+ly  YNMIS SH+LY VNS Z+ld YIS i
{u) uoneUaSUOD
v Z t 0 2 Al
L I 1 I 1
38
VNdisou  + +0 -
-
YNHISDIN  + o =
Cc o
UNUIS pH+CH+CH+LE & m 5
VNS P+l 7 o5 8 m
UNYIS €Y+ # )
UNUIS T+l » w.
VNS LY #
~-00¢




PCT/US2022/050558

WO 2023/091746

22/25

aci 'olid

LE96. Gl v9 A1 4 G961 298474 ¢56¢ 0604
1E8C 0 22080 26820 69rs 0 26250 gizL | adojgi

YNedlS 0L YNMISOIN  YNMIS P YNHIS £ WNaIS £ YNHIS |

(INU) uoneUBdUOD

74 € 4 } 0 b~ ¢

Lo S

YNIS OU « - W

o =

UNHISOIN 4 o

UNMIS P 0o %m

YNMIS € # 5

UNMIS Y o <
UNYIS 1Y =

- 001




PCT/US2022/050558

WO 2023/091746

23/25

3¢l "Old

LE95L Skye
1E8E°0 2200

£4€1°0 ANARY 88¥9°C

£e1/0 Ly60 2e0e

2e8L0
6evS 0

2567¢C
8iz’}

0503
8doiSiH

YNHIS U YNHIS OIN  YNHIS pH+0H+Zd+b  UNHIS P+l WINGIS G+ 1Y

YNMIS ZH+LY  YNYIS 1Y

VNS ou

YNIS OLN

VNS pH+EH+d+ 1Y
YNUIS pad+

YNHIS +1

YNYIS 2+l Y
YNUIS 1

{iju) uonenuaduUod

¥ € Z b 0 b

T
]
Wy

-0}

OSING 93
aAlefal uoIqiyul %




PCT/US2022/050558

WO 2023/091746

24/25

4€1 "Old

LB9ELEL ~ 4988 14°1 34 8696E ~ £'8ve vaol | 0604
608 0 £625 0 G050 9880 GS0 L 8ve | adoisiiH
““““ YNYIS ou VNS D1 YNGIS P YNYIS Y YNYIS g WNYIS 1
(WU} uoeUBOUOD
¥ £ ¢ } 0 2 7
i i 1 H { )
Lo =
e
VNS Ol » o D
C o
VNS OLN 4 o=
=3
s K4 5 o
VNS P 08 & 3
VNHIS €  # )
VNHIS2H e <
VYNYIS | =
~001




PCT/US2022/050558

WO 2023/091746

25/25

o€l "Old

L69ELEL ~ 1988 B0 geel 1098
¥6808°0 £6250 82r8 0 AN Bivl

16°0¢C
eG0L

y'e0L
11270

0503
edoisii

YNMIS OU  YNMIS OIN  YNMIS DM+EM+ZM+ 1M YNMIS pM+18  YNMIS Cu+lY

YNHIS ZH+1M  YNMIS |

(u) uoiEUBDLoD

YNMISOU  +
YNHISOIN  »
UNHIS pel+Cd+Cu+iy 4

UNSS P+l 7
UNYIS e+l »
UNUIS Ce+lY o

YNYIS 1Y #

R
QOSa 93
dARE|aL uonIqiyul %

~00L




