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Case study: acquired resistant model of KRAS G12C inhibitor

/ Resistance phenotype \

(@ in vivomodels &= in vitro assays
3 1207 + MIAPaCa-2
- Vehicle, PO, QDx2 - Vehicle, PO, QD, n: < q00] © AMGS510-R-MIA PaCa-2
@ = AMG510, 10mglkg, PO, D21 ,n=6 —~ = ANG510, 30malkg, PO QD, n=5 2 g
€ 2500+ AMG510, 30mg/kg, PO, QDx21, n=6 "’E 25001+ MRTX849, 30mglkg, PO, QD, n=5 ©
é g‘2000 E 60
/ 2 g S 40
==, 5 g 1500 E 20
gt 2 S 1000 £ 0
5 & 500 = -204 ; ‘ ‘
;E-, g 0.001 001 01 1 10 100
2 o : w w ; ‘ 0+ ‘ ! 1 & .
0 5 10 15 20 25 F o 5 10 : Concentration of AMG510.[uM]
Days after the start of treatment Days after the start of treatment
/ Resistance mechanism \
Ay o
MIA PaCa-2  AMG510-R-MIA PaCa-2 — a
AMG510 (M) © | S § é ° 3 § é Parental MIA PaCa-2, AMG510-R-MIA PaCa-2 i
° © AMG510, 30 my D x7 AMG510, 30 mg/kg, QD x 21
KRAS I_ - --.m| Vehicle | 6hrs | 2dhrs Vehie  \_ Ghrs | _2ahrs
01 02 03;04 05 06,07 08 09{10 11 12 13 14 15 16 17 18 19,20 21 22 23

[F=sFsz==zzassc3sss==3s=)
ERK m p-ERK I-.. ::g_ - I."-.I:::ﬁ-..“

S SREE .. IM

p-actin --------|
Overcoming resistance
/ p . D N
Small molecule inhibitors Immune checkpoint inhibitors
—-e— Vehicle, PO, QD, n=5
oo RIS T,
_ Lo - , 30m 3 3 , N=
N 80 o RMC4550 £ 30007 _ Amas10, 30mglgkgg+ RMC4550, 30mg/kg,
~ -=- RMC4550 + AMG510 3.33 uM £ ] PO, QD, n=5
o 60 — RMG4550 + AMG5100.37uM  —2500 h?/
TU' —+ RMC4550 + AMG510 0.123 uM [} 2000
£ 40 -=- RMC4550 + AMG510 0.041 uM £
£ T MG A0S TIS U S 1500] s
o e o
% 20 AMG510 2 1000/ hPBMC hHSC
2 9 2 500
-E ;E; nl »
- -20 T T T T T - u
0.001 001 01 1 10
Concentration of Cpd. [uM] Days after the start of treatment

N /




