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HEYEE

BI-3406 (compound 1-6) /& —FE A H M, mak Hik#EMEm KRAS-SOST 5, w4
Description KRAS 5 SOS1 ZIAAMEAER, IC50 A 6 nM. BI-3406 A %t&/> T GTP M#H KRAS KKK,
FHAMH T MAPK {553l . BI-3406 HA FUEEME.
KRAS-SOS1
IC50 & Target[1]
6 nM (leo)
Cell Line Type Value Description
Antiproliferative activity against human A549 cells harboring
A549 1Cso 106 nM
KRAS G12S mutant assessed as inhibition of cell growth
Antiproliferative activity against human A549 cells harboring
A549 1Cso 263 nM KRAS G128 mutant assessed as inhibition of cell proliferation
incubated for 7 days by CellTiterGlo-3D proliferation assay
Antiproliferative activity against human ASPCI1 cells harboring
ASPCI1 1Cso 64.4 nM KRAS G12D mutant assessed as inhibition of cell proliferation
incubated for 7 days by CellTiterGlo-3D proliferation assay
Antiproliferative activity against human DLD-1 cells harboring
DLD-1 1Cso 102 nM G13D mutant assessed as inhibition of cell proliferation
incubated for 7 days by celltiter-glo 3D assay
Antiproliferative activity against human DLD-1 cells harboring
DLD-1 1Cso 169 nM
KRAS G13D mutant assessed as inhibition of cell growth
Antiproliferative activity against human K562 cells incubated
K562 1Cso 1.422 yM
for 72 hrs by CCK8 assay
Antiproliferative activity against human K562 cells assessed as
Cellular Effect
K562 ICso 37 nM reduction in cell viability measured after 72 hrs by
CellTiter-Glo luminescent cell viability assay
Antiproliferative activity against human LoVo cells harboring
LoVo 1Cso 142 nM KRAS G13D mutant assessed as inhibition of cell proliferation
incubated for 7 days by CellTiterGlo-3D proliferation assay
Antiproliferative activity against human MIA PaCa-2 cells
MIA harboring KRAS G12C mutant assessed as inhibition of cell
IC50 24.8 nM
PaCa-2 proliferation incubated for 7 days by CellTiterGlo-3D
proliferation assay
MIA Antiproliferative activity against human MIA PaCa-2 cells
1C50 29 nM
PaCa-2 incubated for 72 hrs by CCK8 assay
Antiproliferative activity against human MIA PaCa-2 cells
MIA
ICso 30 nM harboring G12C mutant assessed as cell growth inhibition
PaCa-2
incubated for 7 days by Celltiter-Glo 3D cell viability assay
Antiproliferative activity against human NCI-H358 cells
NCI-H358  ICso 16.5 nM harboring KRAS G12C mutant assessed as inhibition of cell
proliferation incubated for 7 days by CellTiterGlo-3D
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proliferation assay
Antiproliferative activity against human NCI-H358 cells
NCI-H358  ICso 24 nM
assessed as reduction in cell viability
Antiproliferative activity against human NCI-H358 cells
NCI-H358  ICso 26 nM assessed as inhibition of cell proliferation incubated for 7 days
by celltiter-glo 3D assay
Antiproliferative activity against human NCI-H358 cells
NCI-H358  ICso 26 nM harboring G12C mutant assessed as inhibition of cell
proliferation incubated for 7 days by celltiter-glo 3D assay
Antiproliferative activity against human NCI-H358 cells
NCI-H358  ICso 90 nM harboring KRAS G12C mutant assessed as inhibition of cell
proliferation incubated for 5 days by celltiter-glo 3D assay
Antiproliferative activity against human NCI-H441 cells
NCI-H441  ICso 68 nM harboring G12V mutant assessed as inhibition of cell
proliferation incubated for 7 days by celltiter-glo 3D assay
Antiproliferative activity against human PANC-1 cells
harboring KRAS G12D mutant assessed as inhibition of cell
PANC-1 1Cso 17.8 nM
proliferation incubated for 7 days by CellTiterGlo-3D
proliferation assay
Synergistic antiproliferative activity against human PC-3 cells
PC-3 ICso 1.37 uM assessed as inhibition of cell growth incubated for 72 hrs in
presence of gefitinib by MTT assay
Antiproliferative activity against human PC-3 cells assessed as
PC-3 1Cso 8.75 uM
inhibition of cell growth incubated for 72 hrs by MTT assay
Antiproliferative activity against human SW620 cells harboring
SW-620 1Cso 30.1 nM KRAS G12V mutant assessed as inhibition of cell proliferation
incubated for 7 days by CellTiterGlo-3D proliferation assay
Antiproliferative activity against human SW620 cells harboring
SW-620 ICso 50.5 nM
KRAS G12V mutant assessed as inhibition of cell growth
BI-3406 /& KRAS 5H SR ACH: K (GEF) SOSI Z IRIAHHLAF HI Ml 57 . BI-3406
. APl KRAS 5 SOS2 MIAHLAEM, H&TE) 21 KRAS Bus & m ik Lol Rudtt, wisig &
fnvitro H) GI12 M GI3 #EHEM. £ KRAS G12 B G13 RAZIMIA, BI-3406 XX Al s 5Bt N
R IR 1 20 B B 2]
o o ST :
Solvent&Solubility Ethanol VAR : 100 mg/mL (216.23 mM; 8 7 Bh)
DMSO I #AE : 100 mg/mL (216.23 mM; 75 BIIE; WA DMSO X7~ i K LA B #5
Wi, i EOTE ) DMSO)
1 mg 5mg 10 mg
Concentration
Preparing 1 mM 2.1623 mL 10.8117 mL 21.6235 mL
Stock Solutions 5 mM 0.4325 mL 2.1623 mL 4.3247 mL
10 mM 0.2162 mL 1.0812 mL 2.1623 mL
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FTEARAE = S LE AN TENA R AV A BE PR A& VA R T 5 90 — BLEC UL, 19 0 2 ORAE,
ST R R I T P R

TR RA7 7 AR . -80°C, 6 months; -20°C, 1 month (stored under nitrogen). -80°C &£}, 1%
1E 6 NH A, -20°C fffEly, W57E 1 AN H AR,

YL

TEIRAR IR SEsRsh P ASs 24575 X IR 2 VA IR T &

VLNV 7 B Se % R In Vitro 75 SUBLHITEE R0 BRIV I Bh 7 77«

— NP SEG S RN, BIE IR AT ARIE A 0, 3&E S OR A PRI SEER I DR, &
WESLHIE, 2R,

[ S R T AN (N R = RE A i VN o 2 78T G R AN A O EC G DU s el B/ N TR/ i
G, AT LOE S AR/ B8 7 1 7 BN

E S

R FAINEEAIAT): 10% DMSO  —  40% PEG300 — 5% Tween-80 —  45% Saline
Solubility: > 2.5 mg/mL (5.41 mM); FE#E R

SE5 BRI > 2.5 mg/mL GERIERED HIEHHER.

U 1mL TARRCAH], B 100 uL 25.0 mg/mL FITE DMSO & W% 400 uL PEG300 ', R4
Bi5); B BRI AT 50 uL Tween-80, YBAINAT; ARG HAREMA 450 pL AEHEEK E8ZE 1

mL,

AEFRER KNI 0.9 g FAEN, BT ddH.0 HEAE 100 mL, AT LIS EIEHE I IR ER K
s

I

IR INEERPER: 10% DMSO  —  90% (20% SBE-B-CD in Saline)

Solubility: 2.5 mg/mL (5.41 mM); 5 H7H BIA

B E AR 2.5 mg/mL FIETEE TR

PL I mL TAEBCAE], X 100 uL 25.0 mg/mL [{7EH DMSO fig#& i InF] 900 uL 20% [ SBE-B-CD
AEFEAOKEIR T, IREBIN .

2 g SBE-B-CD (B T 3k B-AIAE) MiARERT 10 mL WAEFEKF, TEBEMEBEEN.

FR =

WK P I AA ). 10% DMSO  —  90% Corn Oil

Solubility: > 2.5 mg/mL (5.41 mM); ¥ & &k

BB E3RAR > 2.5 mg/mL CHLRIBERSED BRI IbJ7 R 9 FRMI7E LA A UL s Y se 3w

THEM

PL I mL TAEBCAE], B 100 uL 25.0 mg/mL [{7F DMSO fig & inE] 900 uL Tk, JBEH
%o

JE N

R FRINEFFEF:  10% EtOH —  40% PEG300 — 5% Tween-80 —  45% Saline
Solubility: > 2.5 mg/mL (5.41 mM); V&5

PR RAHRAS > 2.5 mg/mL GERIERED HIEHHER.

L 1mL TARWCAB], B 100 pL 25.0 mg/mL B99%3E EtOH f##- M%) 400 uL PEG300 #1, 1RE1Y
215 FEFA R RPN 50 uL Tween-80, JRAIIS); ARIBF4RSEIMAN 450 uL AEFRERK EHE |

mL,
AEFRER KT 0.9 g FAEN, BT ddH.0 HEAZE 100 mL, AT LIS EIEHE I IR R K
L

VI
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WK IR IR 10% EtOH  —  90% (20% SBE-B-CD in Saline)

Solubility: > 2.5 mg/mL (5.41 mM); ¥ &K

PE BRI > 2.5 mg/mL GERIERFD HIEHER.

PL I mL TAEBCAE], L 100 pL 25.0 mg/mL [{I¥3H EtOH & NE] 900 uL 20% ¥ SBE-B-CD
AEFEAOKEIR T, IREBIN .

2 g SBE-B-CD (BT 5k B-P#Ifs) MiRwEA T 10 mL WA KAF, TEBMEREEN.
VZE VA

WEIRF IS INEFER:  10%EtOH —  90% Corn Oil

Solubility: > 2.5 mg/mL (5.41 mM); ¥ &K

SE7 AR > 2.5 mg/mL CHLRIBERSED BRI IbJ7 R 9 FMI7E LA A UL s Y se 3w
TR

PL ImL AR, B 100 pL 25.0 mg/mL %7 EtOH ff#NE] 900 L F KM, IRE2] .

ﬁ%}tﬁ [1]. Michael Gmachl, et al. Novel benzylamino substituted quinazolines and derivatives as sosl inhibitors.
WO2018115380A1.
[2]. Marco H Hofmann, et al. Abstract PL06-01: Discovery of BI-3406: A potent and selective SOS1::KRAS
inhibitor opens a new approach for treating KRAS-driven tumors. December 2019.
SEHAE IR

TR AR 7= it 7E AN TRV 751 1 V8 AR P S B A (R VA TRV R % T — ELTRE AUV, I A S AR A, 388 S SR B2 VR A PR TH) 7= it 2R A
%45 A7 57 AARR . -80°C, 6 months; -20°C, 1 month (stored under nitrogen). -80°C f#fEHf, &4 6 AN H WAEH, -20°C fik
AN, EE 1 ANH A,

ALIEVEF RE 1mg 5mg 10 mg 25 mg
BRI

wE
1 mM 2.1623 mL 10.8117 mL 21.6235 mL 54.0587 mL
5 mM 0.4325 mL 2.1623 mL 4.3247 mL 10.8117 mL
10 mM 0.2162 mL 1.0812 mL 2.1623 mL 5.4059 mL
15 mM 0.1442 mL 0.7208 mL 1.4416 mL 3.6039 mL
20 mM 0.1081 mL 0.5406 mL 1.0812 mL 2.7029 mL
25 mM 0.0865 mL 0.4325 mL 0.8649 mL 2.1623 mL

Ethanol/ DMSO

30 mM 0.0721 mL 0.3604 mL 0.7208 mL 1.8020 mL
40 mM 0.0541 mL 0.2703 mL 0.5406 mL 1.3515 mL
50 mM 0.0432 mL 0.2162 mL 0.4325 mL 1.0812 mL
60 mM 0.0360 mL 0.1802 mL 0.3604 mL 0.9010 mL
80 mM 0.0270 mL 0.1351 mL 0.2703 mL 0.6757 mL
100 mM 0.0216 mL 0.1081 mL 0.2162 mL 0.5406 mL
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