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Adagrasib (MRTX849) 2 —~FE . FRAT, RAEFEIER) KRAS GI12C IOl AAH
Description FEFUMRITEVERT . Adagrasib 7EEBEEIE 12 JRHEAL S KRAS G12C Mg &, KR ABUE RS
f GDP Z5&Hgedr, J4Mh] KRAS RS S5 .
IC50 & Target KRas G12C
Cell Line Type Value Description
Antiproliferative activity against human A549 cells
A549 ICso 12.9 yM harboring KRAS G128 mutant assessed as inhibition of cell
proliferation incubated for 3 days by CCKS8 assay
Antiproliferative activity against human AGS cells assessed
AGS ICso 1.4 M as reduction in cell viability measured after 3 days by
Celltiter-Glo assay
Antiproliferative activity against human MIA PaCa-2 cells
MIA PaCa-2 ICso 0.05 uM harboring KRAS G12C mutant assessed as inhibition of cell
proliferation incubated for 3 days by CCK8 assay
MIA PaCa-2 1Cso 0.1 yM Antiproliferative activity against human MIA PaCa-2 cells
Antiproliferative activity against human MIA PaCa-2 cells
MIA PaCa-2 1Cso 3.92 nM assessed as inhibition of cell growth incubated for 72 hrs by
cell count reagent SF based assay
Antiproliferative activity against human MIA PaCa-2 cells
MIA PaCa-2 ICso 4 nM assessed as reduction in cell viability measured after 3 days
by Celltiter-Glo assay
Cellular Effect Inhibition of KRAS G12C mutant in human MIAPaCa2
MIA PaCa-2 ICso 5nM cells assessed as reduction in ERK phosphorylation
incubated for 24 hrs by in-cell western method
Antiproliferative activity against human NCI-H1975 cells
NCI-H1975 ICso 6.37 uM harboring wild-type KRAS assessed as inhibition of cell
proliferation incubated for 3 days by CCKS8 assay
Antiproliferative activity against human NCI-H358 cells
NCI-H358 1Cso 0001 harboring KRAS G12C mutant assessed as inhibition of cell
KM growth
Antiproliferative activity against human NCI-H358 cells
0.006 harboring KRAS G12C mutant cultured as 3D spheroids
NCI-H358 ICso
uM assessed as reduction in cell proliferation incubated for 3
days by CellTiter-Glo 3D reagent based assay
Antiproliferative activity against human NCI-H358 cells
NCI-H358 ICso 0.02 yM harboring KRAS G12C mutant assessed as inhibition of cell
proliferation incubated for 3 days by CCK8 assay
Inhibition of KRAS G12C mutant in human NCI-H358
NCI-H358 ICso 14 nM
cells assessed as reduction in ERK phosphorylation
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incubated for 3 hrs by in-cell western method

Antiproliferative activity against human NCI-H358 cells
NCI-H358 ICso 6 nM assessed as reduction in cell viability measured after 3 days

by Celltiter-Glo assay

Antiproliferative activity against human NCI-H358 cells

harboring KRAS p.G12C mutant assessed as inhibition of

NCI-H358 1Cso 9.2 nM
cell growth incubated for 72 hrs by cell count reagent SF
based assay
Antiproliferative activity against human PaTu 8988t cells
PaTu 8988t 1Cso 3uM assessed as reduction in cell viability measured after 3 days

by Celltiter-Glo assay

MRTX849 (0.1-10000 nM; 3 K /2D %fF, 12 K /3D M) iR H KRAS G12C RAEEAY
i Z A KA B R AR A, 3L 1ICS0 #E 2D & AF T 10~973 nM, 3D & fFN 0.2~1042 nM[1].
MRTX849 (0.24-1000nM; 24 /i) i) KRAS WS S S5, B ERKI2 Bk
(Thr202/Tyr204 ERK1; pERK). S6 g1k,
Cell Viability Assay[1]
Cell Line: MIA PaCa-2, H1373, H358, H2122, SW1573, H2030, KYSE-410 cells

(G12C); H1299 (WT); A549 (G12S), HCT116 (G13D) cells

Concentration: 0.1, 1, 10, 100, 1000, 10000 nM

Incubation Time: 24 hours

Result: Inhibits cell growth in the vast majority of KRAS G12C-mutant cell lines
In Vitro with ICso values ranging between 10 and 973 nM in the 2D format and

between 0.2 and 1042 nM in the 3D format.

Western Blot Analysis[1]

Cell Line: MIA PaCa-2 cells

Concentration: 0.24,0.5, 1.0, 2.0, 3.9, 7.8, 15.6, 31.3, 62.5, 125, 250, 500, 1000 nM
Incubation Time: 24 hours

Result: Inhibits KRAS-dependent signaling targets including ERK1/2

phosphorylation (Thr202/Tyr204 ERK1; pERK), S6 phosphorylation
(RSK-dependent Ser235/236; pS6) and expression of the ERK-regulated

DUSP6, each with ICsos in the single-digit nanomolar range in cell lines.

MRTX849 (1-100 mg/kg: FEEHER .; EH—REE 16 K) LN 52 R U177 E G )RR sk

HEBUIRST R, MRTX849 [ KA BURIRAE 30-100 mg/kg/ R Z [H][1].

Animal Model: MIA PaCa-2 model (6-8-week-old, female, athymic nude-Foxnl nu
mice)[1]
Dosage: 1,3, 10, 30 and 100 mg/kg
In Vivo Administration: Oral gavage; daily until Day 16
Result: Rapid tumor regression was observed at the earliest posttreatment tumor

measurement and animals in the 30 and 100 mg/kg cohorts exhibited
evidence of a complete response at study Day 15. Dosing was stopped at
study Day 16 and all 4 mice in the 100 mg/kg cohort and 2 out of 7 mice

in the 30 mg/kg cohort remained tumor-free through study Day 70.
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Solvent&Solubility DMSO HVAMRIE : 25 mg/mL (41.38 mM; A I (<60°C); TIR¥ DMSO X 7= i (F ¥ il AT &

FHRW, I DMSO)

Solvent Mass
1mg 5mg 10 mg
Concentration

Preparing 1 mM 1.6553 mL 8.2765 mL 16.5530 mL
Stock Solutions 5 mM 0.3311 mL 1.6553 mL 3.3106 mL
10 mM 0.1655 mL 0.8277 mL 1.6553 mL

SRR = S TE AN [ A 77 o KV AR REE PR I I VA RIS G 480 — LGOI, WA,
S VR R R 7 it 2R

ik & T A7 75 SRR . -80°C, 6 months; -20°C, 1 month. -80°C i 77RT, 17E 6 ANH P, -20°C
PRy, AL 1A A PR

YL

ARG SRR AN 27 2 IR PE M T AT R

AR VAR TT S S6% B8 In Vitro 77 sURCHIVEE (065 490, FEARVCH I BIE 77
AL 4 R AT R, VT IO T DMRE R A2 5 1, 82 IRAE s R SEIR i TR, &
WS BIR, 2R A

DA VAU SR 1 T 4 LU P A 7RI 7 FES TC ) 28 P PR o s B FE TSR A v e BT L T
TG, AT LOE I FAE /s 7 ) 7 B

JE

KT AR INEERER: 5% DMSO  —  40% PEG300 — 5% Tween-80 —  50% Saline
Solubility: > 2.62 mg/mL (4.34 mM); EiHTER

HE =

KT A INEEAER:  10% DMSO  —  40% PEG300 — 5% Tween-80 —  45% Saline
Solubility: > 2.5 mg/mL (4.14 mM); FET5VAER

PTT RIS > 2.5 mg/mL (VI ARED BB HEW.

PL1mL TAEBCAE], B 100 pL 25.0 mg/mL ¥ DMSO fifi&#in#| 400 uL PEG300 ', JBA
¥157; Fi Bk RSN 50 uL Tween-80, JREII5]; ARG ARSI 450 uL AFHK EEE 1
mL.

A EKIIEH: K 0.9 g FAEN, BT ddH.0 FERZE 100 mL, TSRS % B 10 A4 B 4R K
B

HE =

K FAINEEAER:  10% DMSO  —  90% Corn Oil

Solubility: > 2.5 mg/mL (4.14 mM); FET5VAER

PEJ7 RATIRAG > 2.5 mg/mL (WIS METEEIR, M7 RSB A UL Eh 1 S5
A

PL1mL TAEGCAE, B 100 pL 25.0 mg/mL [¥77H DMSO i & nE] 900 uL F oK, REH
5.
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ST AR AL IR

TEARE P T CE A R 7 P VA AR S R B B i AV TR B 090 — ELEC R, T A S ORA7, 38 S S V05 s S 7 5 2R 2k
%48 W A7 77 AR . -80° C, 6 months; -20° C, 1 month. -80° C A&fEIF, H74E 6 NH WM, 20° C BN, iHE 14
HAEH .

ALIEVEF RE 1mg 5mg 10 mg 25 mg
BRI
wE
1 mM 1.6553 mL 8.2765 mL 16.5530 mL 41.3825 mL
5 mM 0.3311 mL 1.6553 mL 3.3106 mL 8.2765 mL
10 mM 0.1655 mL 0.8277 mL 1.6553 mL 4.1383 mL
15 mM 0.1104 mL 0.5518 mL 1.1035 mL 2.7588 mL
DMSO
20 mM 0.0828 mL 0.4138 mL 0.8277 mL 2.0691 mL
25 mM 0.0662 mL 0.3311 mL 0.6621 mL 1.6553 mL
30 mM 0.0552 mL 0.2759 mL 0.5518 mL 1.3794 mL
40 mM 0.0414 mL 0.2069 mL 0.4138 mL 1.0346 mL
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