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Selitrectinib (LOXO-195) & — #h — AR JF L &E 8 H A0 S B4R (TRK) M#157, H X TRKA Al
Description
TRKC f# IC50 {H2r 79 0.6 nM 1 <2.5 nM.
TrkA TrkC
IC50 & Target[1]

0.6 nM (ICs0) <2.5 nM (ICs0)

Cell Line Type Value Description
Antiproliferative activity against mouse BaF3 cells

BaF3 ICso 0.001 pM expressing CD74 fused TRKA assessed as cell growth
inhibition incubated for 3 days by CCKS8 assay
Antiproliferative activity against mouse BaF3 cells

BaF3 ICso 0.001 pM expressing ETV6 fused TRKC assessed as cell growth
inhibition incubated for 3 days by CCKS8 assay
Antiproliferative activity against mouse BaF3 cells harboring

BaF3 1Cso 0.0082 uM TRKA F589L mutant assessed as inhibition of cell growth
incubated for 72 hrs by CCK8 assay
Antiproliferative activity against mouse BaF3 cells

BaF3 1Cso 0.013 uM expressing CD74 fused TRKA G595R mutant assessed as
cell growth inhibition incubated for 3 days by CCK8 assay
Antiproliferative activity against mouse BaF3 cells harboring

BaF3 1Cso 0.013 uM TRKA G667C mutant assessed as inhibition of cell growth
incubated for 72 hrs by CCK8 assay
Cytotoxicity against mouse BaF3 cells harboring TEL fused

Cellular Effect BaF3 ICso 0.018 uM TrkC G613R mutant assessed as inhibition of cell growth by

MTT assay
Antiproliferative activity against mouse BaF3 cells harboring

BaF3 ICso 0.018 uM TRKA G595R mutant assessed as inhibition of cell growth
incubated for 72 hrs by CCK8 assay
Antiproliferative activity against mouse BaF3 cells

BaF3 ICso 0.041 pM expressing CD74 fused TRKA G667C mutant assessed as
cell growth inhibition incubated for 3 days by CCKS assay
Cytotoxicity against mouse BaF3 cells expressing CD74

BaF3 1Cso 1 nM fused TrkA assessed as inhibition of cell growth incubated for
3 days by CCK-8 assay
Antiproliferative activity against mouse BaF3 cells

BaF3 1Cso 1.1 nsM transfected with ETV6-wild type TRKA assessed as cell
viability incubated for 72 hrs by CCKS assay
Antiproliferative activity against mouse BaF3 cells

BaF3 1Cso 1.2 nM harbouring ETV6-TRKC assessed as inhibition of cell growth
incubated for 72 hrs by CCK8 assay

BaF3 1Cso 1.35 1M Antiproliferative activity against mouse BaF3 cells
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harbouring CD74-NTRK1 fusion protein incubated for 3 days
by CCK8 method

Antiproliferative activity against mouse BaF3 cells
harbouring ETV6-NTRKS3 fusion protein incubated for 3 days
by CCK8 method

Antiproliferative activity against mouse BaF3 cells
transfected with ETV6-wild type TRKB assessed as cell
viability incubated for 72 hrs by CCKS assay
Antiproliferative activity against mouse BaF3 cells
transfected with ETV6-wild type TRKC assessed as cell
viability incubated for 72 hrs by CCK8 assay
Antiproliferative activity against mouse BaF3 cells
harbouring CD74-TRKA assessed as inhibition of cell growth
incubated for 72 hrs by CCK8 assay

Antiproliferative activity against mouse BaF3 cells
harbouring CD74-NTRK1 G595R mutant fusion protein
incubated for 3 days by CCK8 method

Antiproliferative activity against mouse BaF3 cells
expressing CD74 fused TRKA G667S mutant incubated for 3
days by CCK8 assay

Antiproliferative activity against mouse BaF3 cells
expressing ETV6 fused TRKC V573M mutant incubated for
3 days by CCKS8 assay

Antiproliferative activity against mouse BaF3 cells
harbouring ETV6-TRKC G6968 mutant incubated for 3 days
by CCK8 method

Cytotoxicity against mouse BaF3 cells expressing LMNA
fused TrkA G667C mutant assessed as inhibition of cell
growth incubated for 3 days by CCK-8 assay
Antiproliferative activity against mouse BaF3 cells
expressing TRKA G667C mutant incubated for 72 hrs by
CCKS assay

Antiproliferative activity against mouse BaF3 cells
expressing TRKA G595R mutant incubated for 72 hrs by
CCKS8 assay

Antiproliferative activity against mouse BAF3 cells
transfected with LMNA-TRKA F589L mutant assessed as
cell viability incubated for 72 hrs by CCKS8 assay
Antiproliferative activity against mouse BAF3 cells
transfected with LMNA-TRKA G595R mutant assessed as
cell viability incubated for 72 hrs by CCKS8 assay
Cytotoxicity against mouse BaF3 cells expressing LMNA

fused TrkA G595R mutant assessed as inhibition of cell
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growth incubated for 3 days by CCK-8 assay

Antiproliferative activity against mouse BaF3 cells harboring
TRKA G595R mutant assessed as cell growth inhibition
incubated for 72 hrs by CCK-8 assay

Antiproliferative activity against mouse BaF3 cells
harbouring CD74-TRKA V573M mutant incubated for 3 days
by CCK8 method

Antiproliferative activity against mouse BaF3 cells
expressing TRKA F589L mutant assessed as inhibition of cell
growth measured after 72 hrs by CCK-8 assay

Cytotoxicity against mouse BaF3 cells expressing LMNA
fused TrkA F589L mutant assessed as inhibition of cell
growth incubated for 3 days by CCK-8 assay
Antiproliferative activity against mouse BaF3 cells
harbouring ETV6-TRKC F617L mutant incubated for 3 days
by CCK8 method

Cytotoxicity against mouse BaF3 cells expressing TEL fused
TrkC G623R assessed as inhibition of cell growth incubated
for 3 days by CCK-8 assay

Antiproliferative activity against mouse BaF3 cells
harbouring wild type ETV6-TRKB incubated for 3 days by
CCK8 method

Antiproliferative activity against mouse BaF3 cells
expressing ETV6 fused TRKC G696A mutant incubated for 3
days by CCK8 assay

Cytotoxicity against mouse BaF3 cells transfected with TrKA
G623R mutant assessed as reduction in cell viability by MTT
assay

Antiproliferative activity against mouse BaF3 cells
harbouring CD74-NTRK1 G667C mutant fusion protein
incubated for 3 days by CCK8 method

Antiproliferative activity against mouse BaF3 cells
expressing TRKA G595R mutant assessed as inhibition of
cell growth measured after 72 hrs by CCK-8 assay
Cytotoxicity against mouse BaF3 cells transfected with TrKA
G667A mutant assessed as reduction in cell viability by MTT
assay

Cytotoxicity against mouse BaF3 cells transfected with TrKA
F589L mutant assessed as reduction in cell viability by MTT
assay

Antiproliferative activity against mouse BaF3 cells
harbouring CD74-NTRKIF 589L mutant fusion protein

incubated for 3 days by CCK8 method
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Antiproliferative activity against mouse BaF3 cells
BaF3 ICso 26.38 nM harbouring ETV6-TRKB V617M mutant incubated for 3 days
by CCK8 method
Antiproliferative activity against mouse BaF3 cells harboring
BaF3 1Cso 27.8 naM
TRKA F589L mutant assessed as cell growth inhibition
Antiproliferative activity against mouse BaF3 cells
BaF3 1Cso 28.2 nM expressing ETV6 fused TRKC G696C mutant incubated for 3
days by CCK8 assay
Antiproliferative activity against mouse BaF3 cells
BaF3 1Cso 3.2nM expressing CD74 fused TRKA G667A mutant incubated for 3
days by CCK8 assay
Antiproliferative activity against mouse BaF3 cells
BaF3 1Cso 3.39 nM harbouring CD74-TRKA G667A mutant incubated for 3 days
by CCK8 method
Cytotoxicity against mouse BaF3 cells expressing LMNA
BaF3 ICso 30 nM fused TrkA G667S mutant assessed as inhibition of cell
growth incubated for 3 days by CCK-8 assay
Antiproliferative activity against mouse BaF3 cells
BaF3 ICso 30.66 nM harbouring ETV6-TRKC V601M mutant incubated for 3 days
by CCK8 method
Antiproliferative activity against mouse BaF3 cells
BaF3 ICso 31.5aM harbouring TRKA-F589L fusion protein incubated for 3 days
by CCK8 method
Antiproliferative activity against mouse BaF3 cells
BaF3 1Cso 35.79 nM harbouring ETV6-TRKB F633L mutant incubated for 3 days
by CCK8 method
Cytotoxicity against mouse BaF3 cells transfected with
BaF3 1Cso 36.7 nM SLC34A2-Rosl assessed as reduction in cell viability by
MTT assay
Antiproliferative activity against mouse BaF3 cells
BaF3 1Cso 37 aM harbouring CD74-TRKA G6678 mutant incubated for 3 days
by CCK8 method
Cytotoxicity against mouse BaF3 cells expressing TEL fused
BaF3 ICso 4 nM TrkC assessed as inhibition of cell growth incubated for 3
days by CCK-8 assay
Antiproliferative activity against mouse BaF3 cells
BaF3 ICso 4.15 nM harbouring ETV6-TRKC G696A mutant incubated for 3 days
by CCK8 method
Cytotoxicity against mouse BaF3 cells transfected with TrKA
BaF3 1Cso 4.9 nM
assessed as reduction in cell viability by MTT assay
Antiproliferative activity against mouse BaF3 cells
BaF3 1Cso 41.06 nM harbouring ETV6-TRKB G639R mutant incubated for 3 days

by CCK8 method



http://www.shyuanye.com

R R A IR AT
Shanghai yuanye Bio-Technology Co., Ltd

=1 HLTE: 021-61312973  f%H: 021-55068248
l ? M4k: www.shyuanye.com
(A1} HR#: shyysw@sina.com

Antiproliferative activity against mouse BaF3 cells

BaF3 ICso 41.4 nM harbouring CD74-TRKA G667C mutant assessed as
inhibition of cell growth incubated for 72 hrs by CCK8 assay
Antiproliferative activity against mouse BaF3 cells

BaF3 ICso 42.04 nM harbouring ETV6-TRKB G709C mutant incubated for 3 days
by CCK8 method
Antiproliferative activity against mouse BaF3 cells

BaF3 1Cso 423.15 nM harbouring CD74-TRKA G595R/G667A mutant incubated
for 3 days by CCK8 method
Antiproliferative activity against mouse BaF3 cells

BaF3 1Cso 48.16 nM harbouring ETV6-TRKC G696C mutant incubated for 3 days
by CCK8 method
Antiproliferative activity against mouse BaF3 cells

BaF3 1Cso 5.08 nM harbouring ETV6-TRKC G623R mutant incubated for 3 days
by CCK8 method
Antiproliferative activity against mouse BaF3 cells

BaF3 ICso 5.2nM harbouring ETV6-TRKB assessed as inhibition of cell growth
incubated for 72 hrs by CCK8 assay
Antiproliferative activity against mouse BaF3 cells

BaF3 ICso 5.7nM expressing ETV6 fused TRKC G623E mutant incubated for 3
days by CCK8 assay
Cytotoxicity against mouse BaF3 cells expressing TEL fused

BaF3 ICso 50 nM TrkC G696C assessed as inhibition of cell growth incubated
for 3 days by CCK-8 assay
Cytotoxicity against mouse BaF3 cells transfected with TrKA

BaF3 1Cso 6.8 nM G595R mutant assessed as reduction in cell viability by MTT
assay
Antiproliferative activity against mouse BaF3 cells

BaF3 1Cso 7.48 nM harbouring ETV6-TRKC G623E mutant incubated for 3 days
by CCK8 method
Antiproliferative activity aganist mouse BAF3 cells

BaF3 1Cso 72.6 nM transfected with LMNA-TRKA G667C mutant assessed as
cell viability incubated for 72 hrs by CCKS8 assay
Antiproliferative activity against mouse BaF3 cells

BaF3 ICso 8.2nM expressing ETV6 fused TRKC G696S mutant incubated for 3
days by CCK8 assay
Antiproliferative activity against mouse BaF3 cells

BaF3 ICso 8.5nM expressing ETV6 fused TRKC G623R mutant incubated for 3
days by CCK8 assay
Antiproliferative activity against mouse BaF3 cells harboring

BaF3 ICso 84.5 nM TRKA G667C mutant assessed as cell growth inhibition

incubated for 72 hrs by CCK-8 assay

BaF3 1Cso 9 nM Cytotoxicity against mouse BaF3 cells expressing TEL fused
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TrkA assessed as inhibition of cell growth incubated for 3
days by CCK-8 assay

Antiproliferative activity against mouse BaF3 cells
expressing TRKA G667C mutant assessed as inhibition of
cell growth measured after 72 hrs by CCK-8 assay
Antiproliferative activity against mouse BaF3 cells
harbouring CD74-TRKA G595R/G667C mutant incubated
for 3 days by CCK8 method

Antiproliferative activity against mouse BaF3 cells incubated
for 3 days by CCK8 method

Antiproliferative activity against mouse BaF3 cells assessed
as inhibition of cell growth incubated for 3 days by CCKS8
assay

Cytotoxicity against mouse BaF3 assessed as inhibition of
cell growth incubated for 3 days by CCK-8 assay
Antiproliferative activity against mouse BaF3 cells assessed
as cell growth inhibition incubated for 72 hrs by CCK-8 assay
Antiproliferative activity against human KM12 cells assessed
as inhibition of cell growth incubated for 72 hrs by CCK8
assay

Antiproliferative activity against human KM12 cells assessed
as cell growth inhibition incubated for 72 hrs by CCK-8 assay
Antiproliferative activity against human KM12 cells assessed
as inhibition of cell growth measured after 72 hrs by CCK-8
assay

Antiproliferative activity against human KM12 cells
incubated for 72 hrs by CCK8 assay

Inhibition of cell proliferation in TPM3-NTRK1 fusion
positive human KM12 cells incubated for 72 hrs by DAPI
staining based analysis

Antiproliferative activity against TrK fused human KM12
cells

Antiproliferative activity against human MCF7 cells
incubated for 72 hrs by CCK8 assay

Antiproliferative activity against human MCF7 cells assessed
as cell growth inhibition incubated for 72 hrs by CCK-8 assay
Antiproliferative activity against mouse NIH3T3 cells
transfected with wild type TRKA assessed as cell growth
inhibition

Antiproliferative activity against mouse NIH3T3 cells
harbouring ETV6-TRKC G696A mutant incubated for 3 days

by CCK8 method

Antiproliferative activity against mouse NIH3T3 cells
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expressing wild type TRKC mutant assessed as inhibition of
cell growth measured after 72 hrs by CCK-8 assay
Antiproliferative activity against mouse NIH3T3 cells
NIH3T3 Glso 25 nM expressing TRKA G667S mutant assessed as inhibition of
cell growth measured after 72 hrs by CCK-8 assay
Antiproliferative activity against mouse NIH3T3 cells
NIH3T3 Glso 29 nM harbouring TRKA V573M mutant assessed as cell growth
inhibition incubated for 3 days by CCK8 method
Antiproliferative activity against mouse NIH3T3 cells
NIH3T3 Glso 45.5nM expressing TRKC G623R mutant assessed as inhibition of
cell growth measured after 72 hrs by CCK-8 assay
Antiproliferative activity against mouse NIH3T3 cells
NIH3T3 Glso 64 nM transfected with TRKA G667C mutant assessed as cell
growth inhibition incubated for 3 days by CCK8 method
Antiproliferative activity against mouse NIH3T3 cells
NIH3T3 Glso 7 M harbouring TRKC G595R mutant assessed as cell growth
inhibition incubated for 3 days by CCK8 method
Antiproliferative activity against mouse NIH3T3 cells
NIH3T3 Glso 9nM expressing TRKA F589L mutant assessed as inhibition of cell

growth measured after 72 hrs by CCK-8 assay

In Vitro

Selitrectinib (LOXO0-195) f.7m 5% 4 & TRKA. TRKB Fl TRKC #4542k (150 45 & /1 .
Selitrectinib (LOXO-195) 7B & V£ & Hh R I H 58 2% (IC50<1 nM) G M. EASE R,
Selitrectinib (LOXO0-195) %f TRKA G595R. TRKC G623R Hl TRKA G667C HAT 4N EE /R i,
IC50 TEHIA 2.0-9.8 nM. £ Selitrectinib (LOXO-195) ¥KEEH 1 uM I, Xt 228 F A/ EEEET T
ST, ZIRFEH X TRKA ) 1C50 (0.6 nM) % 1667 fi%.  Selitrectinib (LOXO-195) Xf 98% [
IF TRK M B 1000 % LA 1. Selitrectinib (LOXO-195) 7E &5 TRK fil & 3% K )
KMI12, CUTO-3 Fil MO-91 4 5 th Bt 38 A A S A0 E - (IC50<<5 nM)[ 1]

In Vivo

F R EFEY) NIH-3T3 ATRKA f1 A TRKA-G595R 4iM 5 AR ML - Selitrectinib A4
FUBE AL A TRKA 3K 2l () i 587 o 1) B 1% /b TRKA . 7EPURR TRKA AKMBPEMIREE A (A TRKA. A
TRKA-G595R. A TRKAG667C I TPM3-NTRK1 fh&RHYE KMI12 Z5Epmaii) o, B sl
Selitrectinib (LOXO-195) 4 GEHIH sgi A= & (AT F8e4&) . Larotrectinib %} KM12 F1 NIH 3T3- A
TRKA 87 (0 40 i) FEL AR L o ARAT 25903097 )5, AL T I iR iR 9 A Id 5% Selitrectinib
(LOXO-195) %t TRK #& (AR H mikfFiE1].

Solvent&Solubility

Y P S
DMSO HIERRE : 62.5 mg/mL (164.29 mM; i/ BhiE; WIRK DMSO 7= @ (RE R FE A 235 52
e, 5 AETTE ) DMSO)

Solvent Mass
1mg 5mg 10 mg
Concentration

Preparing 1 mM 2.6287 mL 13.1434 mL 26.2867 mL
Stock Solutions 5mM 0.5257 mL 2.6287 mL 5.2573 mL
10 mM 0.2629 mL 1.3143 mL 2.6287 mL

AR T AS TR ) o VA R B PR S E BT R B B A — ELBC RO, T R,
SRR R 7 R R
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i S DR A7 T sCAYIIR . -80°C, 2 years; -20°C, 1 year. -80°C A7, 7E 2 FAFEA],  -20°C fil
FEIE, WE1E 1 ERAE

YL

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

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

— NP SERG A RN, B IR AT ARIE A 0, 3& S OR A PRI SEER I LR, &
WESLHIES, 2R,

[ S R T AN (N S = RE A i VN T 2 73T G R AN A O EC G DU s el s B/ TR/ i
LG, AT LOE AR/ B8 7 1 7 BN

E S

T PP VS A AV 711
Solubility: >2.08 mg/mL (5.47 mM); ¥ #K

BT RT3 > 2.08 mg/mL CHRIERAD IR THIE .

U 1mL TARRCAH], B 100 pL 20.8 mg/mL 7T DMSO & W% 400 uL PEG300 1, iR&
151, Hi B ARSI 50 uL Tween-80, JRA A RIGHAEEIIN 450 uL AFHK EHE 1
mL.

AEFRER KT 4 0.9 g FALEN, M T ddH.0 HEAE 100 mL, AT LIS EIEHE I IR ER K
a3

L -

T 7 VS A AV 711
Solubility: >2.08 mg/mL (5.47 mM); ¥ #K

BT RT3 > 2.08 mg/mL CHRIEERAND IR HIETR .

PL I mL TAEBCAE], HC 100 uL 20.8 mg/mL f{7EH DMSO fig & InE] 900 uL 20% [ SBE-B-CD
AEFEAOKIEIR T, IREBIN .

2 g SBE-B-CD U T 5k B-FRMIE) MAEAE T 10 mL A K, SEARMEREEN.

FR =

T 7 VS I A 711
Solubility: > 2.08 mg/mL (5.47 mM); V51 0

SET7 %A 348 > 2.08 mg/mL CHLRIEERAD MRE WL BET7 22 S208 FICE AN BB M 3h ¥ seie iy
TEREA .

DL I mL TAEBCAE], HC 100 uL 20.8 mg/mL [{7EH DMSO fig & inE] 900 uL Tk, JBEH
5.

10% DMSO — 40% PEG300 — 5% Tween-80 — 45% Saline

10% DMSO —  90% (20% SBE--CD in Saline)

10% DMSO — 90% Corn Oil

EZ 3N [1]. Drilon A, et al. A Next-Generation TRK Kinase Inhibitor Overcomes Acquired Resistance to Prior TRK
Kinase Inhibition in Patients with TRK Fusion-Positive Solid Tumors. Cancer Discov. 2017
Sep;7(9):963-972.
SEEAE BRI R -

RIS 7 i FE AN R P B ¥ A LI P B G VA RIS A 26V — ELRCIE T, W0 ORAT B S IR S VR RIS PR 7 i SR 2

% AT 7 RAARR . -80° C, 2 years; -20° C, 1 year. -80° C f#fEHF, 54 2 4ENMH],

20° C A2, WEAE 1 PN

e
ALIEVEF J5ig= 1mg 5mg 10 mg 25 mg
BRI
wE
DMSO 1 mM 2.6287 mL 13.1434 mL 26.2867 mL 65.7168 mL
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5mM 0.5257 mL 2.6287 mL 5.2573 mL 13.1434 mL
10 mM 0.2629 mL 1.3143 mL 2.6287 mL 6.5717 mL
15 mM 0.1752 mL 0.8762 mL 1.7524 mL 4.3811 mL
20 mM 0.1314 mL 0.6572 mL 1.3143 mL 3.2858 mL
25 mM 0.1051 mL 0.5257 mL 1.0515 mL 2.6287 mL
30 mM 0.0876 mL 0.4381 mL 0.8762 mL 2.1906 mL
40 mM 0.0657 mL 0.3286 mL 0.6572 mL 1.6429 mL
50 mM 0.0526 mL 0.2629 mL 0.5257 mL 1.3143 mL
60 mM 0.0438 mL 0.2191 mL 0.4381 mL 1.0953 mL
80 mM 0.0329 mL 0.1643 mL 0.3286 mL 0.8215 mL

100 mM 0.0263 mL 0.1314 mL 0.2629 mL 0.6572 mL
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