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1. BRER

QKI-NTRK2 fil & 2L Rl B QKI 19427 1-6 (AN EE A RES)) 5 NTRK2 (4R F 16-21
RE TG BT AFAEREAS NTRK2 2 1 V0 45 A4 B0 P A G B PO A R 8 U R Tk 55 » QKI-NTTRK2
FIREEATA T NTRK2 G . QK& —F RNA Z5E 80, AT 24N S5 5 240 A F: R
MIRIE, FHASEERE RO . b, QK B2 5% £ 581 mRNA BJ3:. mRNA #ith.
HEAAEIPE. mRNA TRYFIRREAE G ThAE . & ABEVF2, QKI Ay —Fh i #ikil 57,
XA D FE R (i p27 F1 B -catenin) [ FTIE ] 13X — 5 . QKI DI EFERS S E0HX 25 mRNA
R, AT R SR E P NIEBN, CFE I | R IR A 42 R GO - QKI-NTRK2 il
HORE T NS FEIE AN Qual £, 25 RNA HEAERMN Qua2 4513, KHRNA
CELCEMIIRR SH3 AT, (UHUD gD NLS [ ¢ RIREEMIR. IXFh NLS BRI A
FECRHEEAMAMIER oKl DIREMIBIR, AN SEREEG A QKI-NTRK2 80 .

2. FENE

FHEA)HEH QKI-NTRK2 [G639R]/BaF3 ZiHEAN Y, Hoi i 195 75 4 4L (1177 %51\ G639R
RAFRAS I QKI-NTRK2 JE[H F] BaF3 4Hig &1, FaE RIEANRBILA T QKI-NTRK2 [G639R]
.

Ba/F3 (/MRS B 40D M4 KA 2 1L-3 M4ERE. SIS PRI AR, Xtk
R REAE Y Ba/F3 HISRENIE A, ik Ba/F3 AR IL-3 TIHG 58, HE M 05 A i Ba/F3 4
FAMCRURI RN FER, T VAl /N 23 2 10 0 880t PO 28 1 105k £
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Lentivirus

] 1: QKI-NTRK2 [G639R]/BaF3 4 it 4 2 Vi fs

3. HREXER

BRI Ba/F3

FIEFEK: QKI-NTRK2 [G639R]

FARES 322, RPMI-1640+10%FBS

YR A7 I 90% FBS+10% DMSO

M. BT

SCIE A B

FasE P 16 A0 (CEAMALE R, SRR 16 RN EATE)
TRAESAT: AR

4. ERMNEFRAFIFEM

B i it pigs
QKI-NTRK2 [G639R]/BaF3 5a4: 5% 97 4k Cobioer CBP73261M
YRR AW Cobioer CBP50089

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

Costar 3610
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5. fHpaEEST

5.1 AAREH

1) 1E 37°C KB s giMY 60 . — B4UMEE (WTRELL 60 APRYTRELRYTE) |
PHC AR B T AN 10 ml Tii#4 QKI-NTRK2 [G639R]/BaF3 58 &35 77 3 1K) 15
ml B0 .

2) 1000 % 5 pEh RN, BRIEEFREIFM AN EE T 5 ml T e e B SRR .

3)  AEEYNM 5 B 3-6 x 105 cells/ml, AN T25 3235, AN 37°C. 5% CO2 ¥:7:fhd.

5.2 ZHHAEAR

1-2 REUAMR ST 2, % B R T 2x 108 cells/ml I, 1 B IS A ARBICKIMIN 37 8 56 4= 1%

Fekk . {RFERYH ML AE 3x 105 - 2x 106 cells/ml Z.[H] .

5.3 G

HY 8x10° i i &0 J5 3% _Bid o I Aml 4H LR 477 (90% FBS+10%DMSO), MFT#4%), A
IHMIELEE . SERDTRON M%7 & (Nalgene 5100-0001) , IS B S %I Lk, 75-80°C UK

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

6.1 Anti-proliferation Assay

sz i 25 #0400 QKI-NTRK2 [G639R]/BaF3 ZHiJif,Cat. # CBP73261 J1 /&, ASzib/{diF

TPX-005. LOXO-101. LOXO-195 AJAFEAS, IGAEAAE T 1) 2V ThRE .
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QKI-NTRK2[G639R]/BaF3 inkibitor Reagent

L

Read on plate-reading

. . ' luminometer

] 2: QKI-NTRK2 [G639R]/BaF3 31 5 41 il S8 it F 7 i [

1) BOSECE R, BOFREIR B, RO ORIVAIE E 2 T8 i RPMI1640 Hi TR 4t
th, gAEE LN 5x10%/mls

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

3)  HUH R R A 96 FLAR, AN 100ul/FLEH RIS SR I TRECE 30 s, RER
BUE, &SN Go Hii

4) B —BPATHG IABEEERRER) 104K AL &Y 1.1 ul/4L, WAV 10uMm (96 FLIR
W IR 2R L) TR, 3 f5HRE 9 MIRFERREE, I35t B DMSO XTI AL, 4K4E4E 37°C
M B R ARG TR 72 /NS

5) Kfb AT 72 /NI 96 FLAR MBS FRAE U, AN 100ul/FLEAR IS 7 P75
B30 b, BRECHUE, 20N 63 HidfE .

6) AR LA AT EAA L R 4RI : Proliferation% = (FRIl{L &AL G3 - GO
SFHIMED / (DMSO XHRFL G3 “F¥IME - Go “F¥IfE) *100 .

7)  ARIEEEAER R L AL R AN IR, FIF Prism Graphpad BCPHU& 4015
s 2k, I B A GIS0 (GIS0 & AU I 5E 5y 50% X6t BL i 4k 45 4)
WEED

b
IN
p=il
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7. HiERR
7.1 WEMH|LRIESE R

CTG Proliferation Assay of BaF3 QKI-NTRK2 G639R (C1)

120+
-~ LOXO-101, GIS0 =758 nM

100+ — L -+ LOX0-195 GI50 =6.68 nM
804 — TPX-005, GI50 = 7 nM

60+

%Proliferation

-9 -8 -4

Log[CPDs]M

K 3. {#F] TPX-005. LOXO-101. LOXO-195 % ]Ik Spiud 45 5

8. HHx~m

QKI-NTRK2 [G639R]/BaF3 CBP73010
CSF3R T615A/BaF3 CBP73252
CSF3R T618l/BaF3 CBP73253
CSF3R Q741*/BaF3 CBP73254
CSF3R S783fs/BaF3 CBP73255
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