Figure S1

A B
Human PDAC - cell viability 150 = Murine PDAC - cell viability
150 - —e— BxPC-3 (KRAS-WT) —o— 2838c3
-# AsPC1- (KRAS-G12D) - 6419c5
MIA PaCa-2 (KRAS-G12C)
_ 100 .
g 1004 3 5 Cell line |IC_, (nM)
‘g’ Cell line | IC, (nM) £
(e}
(&) Q 6419c5 30
R 50 BxPC-3 13330 x 50
AsPC-1 0.432 2838c3 163
0 MIA PaCa-2| 3763
0
Log [MRTX1133] (uM) -8 6 -4 -2 0 2
Log [MRTX1133] (uM)
C Murine PDAC - cell viability D
150 = AsPC-1 (KRAS-G12D)
LLC (KRAS-G12C)
MC38 (KRAS-WT) MRTX1133 (nM)
1001 0 1 10 100 1000
o -
£ Cellline | 1c,, (nm) PERKIZ |
o
° LLC-G12C
I L DD L 37810 Total ERK1/2 |- - Gl o8 —
MC38-WT 2264
a-tubulin
ol . . . —— . e
4 -2 0 2
Log [MRTX1133] (uM)
E 6419c5 (KRAS-G12D) F BxPC-3 (KRAS-WT)
MRTX1133 (nM) MRTX1133 (nM)
0 1 10 100 1000 0 1 10 100 1000
p-ERK1/2 = - -
p-ERK1/2 - : = - — = —
- ]

T w— e w— — Total ERK1/2 --.. .

TOIERKIZ | D - — - S—

; a-tubulin —- - . . .
— - G— ey

p-AKT
150 1 4662-G12D
Total AKT h
- T T Ty G —~— 4662-G12C
-S6 4
p - S G T — - 100 Cellline | IC,, (nM)
=
o
Total S6 [MENEES SEENS SEED S— -| S 4662-G12D | g0
= 50 4662-G12C | 2020

aubuin | WP W T - —

-8 6 -4 2 0 2
Log [MRTX1133] (uM)




Supplementary Figure 1. MRTX1133 selectively inhibits KRAS®'?® and downstream MAPK
signaling in vitro.

(A) MRTX1133 dose response of BxPC-3 (KRAS"T), AsPC-1 (KRAS®'?P), and MIA PaCa-2
(KRASC'2C) cells after 72h of treatment. 3-fold serial dilutions were used, and cell viability was
measured with CellTiter-Glo. ICso values are listed.

(B) MRTX1133 dose response of two mouse KRAS®'?P |ines (2838c3, 6419c5) after 72h of
treatment. 8-fold serial dilutions were used. ICso values are listed.

(C) MRTX1133 dose response of LLC (KRAS®'?°) and MC38 (KRAS-WT) cells after 72h of
treatment. 3-fold serial dilutions were used. ICso values are listed.

(D) Representative western blot of cell lysates from AsPC-1 (KRAS®'?P) cells treated with
MRTX1133 or DMSO control for two hours.

(E) Representative western blot of cell lysates from 6419c5 (KRAS®'?P) cells treated with
MRTX1133 or DMSO control for two hours.

(F) Representative western blot of cell lysates from BxPC-3 (KRAS-WT) cells treated with
MRTX1133 or DMSO control for two hours.

(G) MRTX1133 dose response of 4662-KRAS®'?P and 4662-KRAS®'?C after 72h of treatment. 5-

fold serial dilutions were used. ICso values are listed.
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