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1. BRER

KRAS H:[X g fih—Fh GTPase A4S SR 1, "B T RAS B EE I 5% . %88 I LABSFIAS[F] 14
JEAAAE: FEBETIRE T GDP S5 AT AMBIHIRE T 6TP 4557, IEH [ KRAS A I
TR AL B VRS 5 R BTG, 5 GTP 456 5 /KM% GTP BRI B GDP, SRV 2RIE. 4
KRAS R4 A KR F B SRR (i EGFR) FLENEAL, WAL JS 1K KRAS W] LBGE il s
240 B A Y PIBK-AKT-mTOR {5 5l , DAL P A MU G JE Y RAS-RAF-MEK-ERK 15 5l i,
RAZH] KRAS BIMETC EGFR S5 BBHAGE TS 0L T 8 2 K AEFFBAG 1L, KRAS B I FFER IR K7 5 GTP
SEEWIEIRA, AU EZUE SR, SBUNE MAPK,  PI3K A INK {5 5 I8 B8 7 5 5 IR
M RF S IE T I 2 R AS . KRAS SR N IAE e, &5 B, R, B RfEH
B BOUE. BPUR. R SR A P . KRAS AR EUR AR 12, 13
F61 A7 2 IR , KRAS WG H W7 2 mURAS . B LR JUAP SR AL Jik/D GTP /KR I R A2 (G12,
Q61 171D 5 BN GTP MNEGE R RAE (G13, K117 M) 5 BRI RAE (A146 D),

£iA% GDP Al GTP Fa 25 P17 .

2. FENE

FHAZEYIHE Y KRAS G12C-HI5R/BaF3 Z54E4MNE, BT 18N RefE A 57591 A
G12C-HI5R RAIRZSI KRAS FE[K 5| BaF3 il F i, Fa i ik NRA LA T KRAS G12C-HI5R
B

Ba/F3 (/INERJE B ZHML) UAEKANIGTE TR 2 IL-3 M4EHRE. SINEPhRIB WA R, XLk
FERREME Dy Ba/F3 HISRENIE A, ik Ba/F3 AN IL-3 TIHG 58, HE M 05 A i Ba/F3 4
FAMCRURI RN FER, T VAl /N 23 2 P 0] 88t PO 28 1 105k 1
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/ \. IL3 withdrawal

DIOVEN o
KRAS G12C-H25R
/ KRAS G12C-H95R/BaF3

Lentivirus

& 1: KRAS G12C-H95R/BaF3 4 ifd 4 22 Vi F

3. HREXER

BRI Ba/F3

FIBHE K KRAS G12C-HI5R

YA A7 90% FBS+10% DMSO

M. B

SCIE AR B

faEth: 16 A0 (EAMAAR, ARorid 16 AL EATEE)
TRAE AT WA LRAT

4. FENEFRATFES

R st i)

KRAS G12C-H95R/BaF3 55445 7 ik Cobioer CBP73347M

AR IR AT Cobioer CBP50089

96 Well Assay Plate (White Plate, Clear Bottom with
Lid Tissue Culture Treated Polystyrene 1/Pack)

Costar 3610

i uRRayAR Rl RF il Cobioer CBPH0004
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5. fHpaEEST

5.1 AAE 5

1) fE 37°C KBPPuER LAY 60 b, — HAIMME (TRELL 60 FORYTRELRIIE) |
PR R AR E T RS A 10 ml FiiF4 KRAS G12C-HI5R/BaF3 58 & 15 F# 5L 11 15
ml 208,

2) 1000 #%. 5 ZrBESCUINE, BRERFFIEICHMRES T 5 ml BRI G TR

3)  AEEYN M5 B 3-6 x 105 cells/ml, AN T25 335, AN 37°C. 5% CO2 ¥:7:fhd.

5.2 ZHHAEAR

1-2 REUA ST 2, %R T 2x 108 cells/ml I, 185 A IS A% ARBCHIMIN 37 6 76 4 55

FEHEL . RIS BEAE 3x 105 - 2x 10° cells/ml 22 [H] .

5.3 JIMIEFF

HY 8x10° 40 &0 J5 3¢ B3l o 0 1ml 4R A7 7 (90% FBS+10%DMSO), WXFT3%5), HIA
NG AFE . SCRDRONAIMI A A7 & (Nalgene 5100-0001) , NS A EE S| ZIFE LR, Ji-80°C VK

Hi. 24 /N TR R R AR A B SR K A7
6. HAASCINIRTE

6.1 Anti-proliferation Assay

IS 25 3 40 i) KRAS G12C-HO5R /BaF3 4l fifl,Cat. # CBP73347 JTJ&, ZASSZig{di

AMG510. MRT-X849. ARS1620 NMAFEA, I6UE AR 1AW TN RE
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Reagent
KRAS G12C-H95R/BaF3 inhibitor
> Fj
> |
D am), \j
Read on plate-reading
‘ ' . luminometer

Kl 2: KRAS G12C-HI5R/BaF3 31 5 411 ] S48 it F 7 i 14

1) BOSEA KRR, 0TI EIE, R0 R ORI E B TR EE RPMI1640 B TR
4R E LN 5x10%/mls

2) K ER A MR B 1 BEE R 96 FLANRRIEFRATR,  100ul/FLANMLETR, BRI
BEIRAR, TE 37 FEAUMLES FRAE 4 /A

3)  HUH R R A 96 FLAR, AN 100ul/FLEH RIS SR INTRECE 30 S04, RER
BUE, &N Go Hi

4) B —HPATHG IABEEERRER 104K EEAL &Y 1.1 ul/4L, WAV 10uM (96 FLIR
W IR ZRIZ) TTR, 3 MR o MIRFERREE, I35t B DMSO XTI AL, 4K4E7E 37°C
M B R ARG TR 72 /NS

5) Kb AT 72 /NI 96 FLAR MBS FRAE U, AN 100ul/FLAR IS 7 Pl 75
B30 b, BRECEUE, 20N 63 HidfE .

6) AR AT AR EAAA L R 4RI Proliferation% = (FFI{L AL G3 - GO
SFHIMED / (DMSO XHRFL 63 “FHIME - Go “F¥IfE) *100 .

7) AR B VR L FUXS LK A AR EE, FIF Prism Graphpad BR1HUL £ 4 D 484 5
R 2k, I BTSSP GIS0 (GIS0 & A I BE 5y 50% X6t BL 4k 45 4)
WEED

b
IN
p=il



ke FERORMT A IR AT 2 ) Your Intimate Partner in Biosciences!
"¢  COBIOER BIOSCIENCES CO., LTD

COBIOER

7. HiERR
7.1 BEFENH| SR OUESE R

CTG Proliferation Assay of BaF3 KRAS G12C/H93R Cells (C11)

125+ ]
- AMG510, GI50 = 13.1 nM

- ARS1620, GI50 = 1897.3 nM
-+ MRTX-849, GI50 = 1337.8 nM

100+
75+
504
254

2%Proliferation

u 1 T
-8 -6 -4

-25- Log[CPDs]M

K 3: f#iH AMG510. MRT-X849. ARS1620 3% I Sk 4 5

7.2 Sanger YIRS R

30 40 50 a0 70
PR [T S T S N S T ST T T S T S N ST T ST Y N T S O SO AN SO T ST SN AT TR ST TN SR AN ST SR SR TR AN SR SO TR S SN TR S T |
ALATATRARAACTIIGIGGEGIAGITIIGGAGCTI|IGIGETGGEGCGTAGGCAAGRAGTIGCCTIGRACGE
AARTATRARRAARCTTGIGGTITAGTTITGGAGCTIIGIGTGGCGTAGGCLALAGRARGTGCCTTIGRACSG

AATATARACTIGIGGIAGITGGAGCTIITIGTGGCGTAGGCAAGAGT GCC IGACG

B4, — AR Eear R K 2848 (G12C)

280 290 300 310 320
(N St S e |G VA P S M T A ] Mo (AR T S R T I PR [ T S N TR SN SN S AN S SO A S [ SN A ST M1
ATACTARAAARTCATTTGARGATATTCACCIAITTATAGAGARARCARAT TARAAGRAGTT TAR
ATACTARAALATCATITITGARGRATATTCACC|IAITTATAGAGARARCALRAT TRARRARAGRAGT T TAOADL

Y AVATAVAVNAVAVAVAVLYAVAVAVNAVAY.Y

GT TATAGAGARCARATTITRRARRLLRGRAGTITAL

adaatastMnnsannnaddan/\ian

ATITACTAARATCLT AARAGLTATITCAH

oo

5. —ARMFEIFIEF %A ( H95R)

8. X/ ~m

ELRiN Ui

KRAS G12C/BaF3 CBP73227
KRAS G12C-A59S/BaF3 CBP73373
KRAS G12C-A59T /BaF3 CBP73380
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KRAS G12C-R68M/BaF3 CBP73372
KRAS G12C-R68S/BaF3 CBP73344
KRAS G12C-H95D/BaF3 CBP73338
KRAS G12C-H95Q/BaF3 CBP73345
KRAS G12C-H95R/BaF3 CBP73347
KRAS G12C-Y96C/BaF3 CBP73337
KRAS G12C-Y96D/BaF3 CBP73346
KRAS G12C-Y96S/BaF3 CBP73376
KRAS G12C-Q99L/BaF3 CBP73374
KRAS G12D/BaF3 CBP73228
KRAS G12V/BaF3 CBP73230
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