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Description

Selpercatinib (LOX0-292) A& — Fl A sk (i £ £ RET BB #0417, ##] RET (WT), RET

(V804M) 1 RET (G810R), H IC50 fif

iR £ 1 o

58 14.0 nM, 24.1 nM 1 530.7 nM. Selpercatinib HA5 T

IC50 & Target[6][1]

IC50: 14.0 nM (RETWT), 24.1 nM (RETY*"M), and 530.7 nM (RETS*10/)[2]

Cellular Effect

Cell Line Type

BaF3 ICso

BaF3 ICso

BaF3 ICso

BaF3 ICso

BaF3 ICso

BaF3 ICso

BaF3 ICso

BaF3 ICso

BaF3 ICso

BaF3 ICso

Value

0.01 uM

0.02 M

0.1 uM

0.26 uM

0.4 uM

10.6 nM

1102 nM

1242 nM

17.4 nM

2.1 M

Description

Cytotoxicity against mouse BaF3 cells expressing KISB-RET
kinase fusion protein assessed as inhibition of cell
proliferation incubated for 72 hrs by CCK8 assay
Cytotoxicity against mouse BaF3 cells expressing KISB-RET
kinase-V804L mutant fusion protein assessed as inhibition of
cell proliferation incubated for 72 hrs by CCK8 assay
Cytotoxicity against mouse BaF3 cells expressing KISB-RET
kinase-V804M mutant fusion protein assessed as inhibition of
cell proliferation incubated for 72 hrs by CCK8 assay
Cytotoxicity against mouse BaF3 cells expressing KISB-RET
kinase-G810A mutant fusion protein assessed as inhibition of
cell proliferation incubated for 72 hrs by CCK8 assay
Cytotoxicity against mouse BaF3 cells expressing KISB-RET
kinase-G810S mutant fusion protein assessed as inhibition of
cell proliferation incubated for 72 hrs by CCKS assay
Antiproliferative activity against mouse BaF3 cells
expressing wildtype rearranged during transfection
kinase-KIF5B incubated for 74 to 76 hrs by cell counting kit
8 method

Antiproliferative activity against mouse BaF3 cells
expressing rearranged during transfection kinase
G810R-CCDC6 incubated for 74 to 76 hrs by cell counting
kit 8 method

Antiproliferative activity against mouse BaF3 cells
expressing rearranged during transfection kinase
V804L-G810C incubated for 74 to 76 hrs by cell counting kit
8 method

Antiproliferative activity against mouse BaF3 cells
expressing rearranged during transfection kinase
V804M-CCDC6 incubated for 74 to 76 hrs by cell counting
kit 8 method

Cytotoxicity against mouse BaF3 cells expressing KISB-RET
kinase-G810R mutant fusion protein assessed as inhibition of

cell proliferation incubated for 72 hrs by CCK8 assay
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Antiproliferative activity against mouse BaF3 cells
expressing rearranged during transfection kinase
BaF3 1Cso 253 nM
V804L-G810S incubated for 74 to 76 hrs by cell counting kit
8 method
Antiproliferative activity against mouse BaF3 cells
expressing rearranged during transfection kinase
BaF3 1Cso 37.8 nM
V804L-KIF5B incubated for 74 to 76 hrs by cell counting kit
8 method
Antiproliferative activity against mouse BaF3 cells
expressing rearranged during transfection kinase
BaF3 ICso 4340 nM
V804L-G810R incubated for 74 to 76 hrs by cell counting kit
8 method
Antiproliferative activity against mouse BaF3 cells
expressing rearranged during transfection kinase
BaF3 1C50 472 nM
G810C-CCDC6 incubated for 74 to 76 hrs by cell counting
kit 8 method
Cytotoxicity against mouse BaF3 cells expressing KISB-RET
BaF3 1Cso 5.8 uM kinase-G810C mutant fusion protein assessed as inhibition of
cell proliferation incubated for 72 hrs by CCK8 assay
Antiproliferative activity against mouse BaF3 cells
expressing wildtype rearranged during transfection
BaF3 1Cso 7.4 nM
kinase-CCDC6 incubated for 74 to 76 hrs by cell counting kit
8 method
Antiproliferative activity against mouse BaF3 cells
expressing rearranged during transfection kinase
BaF3 1Cso 72 nM
V804M-KIF5B incubated for 74 to 76 hrs by cell counting kit
8 method
> 10000 Antiproliferative activity against mouse BaF3 cells incubated
BaF3 ICso
nM for 74 to 76 hrs by cell counting kit 8 method
Selpercatinib (LOX0-292; 10 mg/kg; i.g.; for 0-2 h) has good pharmacokinetics after oral gavage in
FVB/NRj mice[1].
Pharmacokinetic Parameters of Selpercatinib in FVB/NRj mice[1].
Administration i.g. (10 mg/kg)
Tomax (h) 1.8
Cax (ng/mL) 7862
AUC (ng-h/mL) 26649
In Vivo
FVB/NRj mice, 10 mg/kg i.g.[1]
Animal Model: Male FVB/NRj mice[1]
Dosage: 10 mg/kg
Administration: Oral gavage; for 7.5 min, 15 min, 30 min, 1 h and 2 h (Pharmacokinetic
Analysis)
Result: Had good pharmacokinetics after oral gavage in FVB/NR;j mice.
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Solvent&Solubility DMSO H¥EMEE @ 62.5 mg/mL (118.91 mM; M Bh¥E; WRIEA) DMSO X/ M i A B &5

R, S AT ) DMSO)

Solvent Mass
1mg 5mg 10 mg
Concentration

Preparing 1mM 1.9026 mL 9.5129 mL 19.0259 mL
Stock Solutions 5mM 0.3805 mL 1.9026 mL 3.8052 mL
10 mM 0.1903 mL 0.9513 mL 1.9026 mL
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S VR R R 7 it 2R
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R FI I AER:  10% DMSO  —  40% PEG300 — 5% Tween-80 —  45% Saline
Solubility: > 2.08 mg/mL (3.96 mM); ¥ iHTER

W7 RS >2.08 mg/mL CHERIFERHD IR EET.

PL1mL TAEGCAE], B 100 pL 20.8 mg/mL ¥ DMSO fi#i&#in#| 400 uL PEG300 ', JBA
¥157; Fi Bk RSN 50 uL Tween-80, JREII5]; SRIG ARSI 450 L AFHK EXEZE 1
mL.

A KRS ¥ 0.9 g FAbEN, BT ddH.0 FERZE 100 mL, T LTSRS % B 10 A4 B 4R K
WL

P -

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

Solubility: > 2.08 mg/mL (3.96 mM); EiHTER

TR HAT > 2.08 mg/mL (HERIEARAD I TEER

PL1mL TAEGCAE, B 100 pL 20.8 mg/mL {77 DMSO fifi & nF] 900 uL 20% [ SBE-B-CD
A AOKIE T, BEHA.

2 g SBE-B-CD (B T4M B-HMIKS) MIAREAT 10mL MAEMEKE, SEAeBMERBEY.
TR =

KA I AER:  10% DMSO  —  90% Corn Oil

Solubility: > 2.08 mg/mL (3.96 mM); EiHIER

T R ARG > 2.08 mg/mL CHIRIERAD MEEER, M7 5250 FITE A A UL I3 sesem
A

PL1mL TAEGCAE, B 100 pL 20.8 mg/mL [H77H DMSO & inE] 900 uL F oK, REH
5.
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ALIEVEF RE 1mg 5mg 10 mg 25 mg
BRI

wE
1 mM 1.9026 mL 9.5129 mL 19.0259 mL 47.5647 mL
5 mM 0.3805 mL 1.9026 mL 3.8052 mL 9.5129 mL
10 mM 0.1903 mL 0.9513 mL 1.9026 mL 4.7565 mL
15 mM 0.1268 mL 0.6342 mL 1.2684 mL 3.1710 mL
20 mM 0.0951 mL 0.4756 mL 0.9513 mL 2.3782 mL
25 mM 0.0761 mL 0.3805 mL 0.7610 mL 1.9026 mL

DMSO

30 mM 0.0634 mL 0.3171 mL 0.6342 mL 1.5855 mL
40 mM 0.0476 mL 0.2378 mL 0.4756 mL 1.1891 mL
50 mM 0.0381 mL 0.1903 mL 0.3805 mL 0.9513 mL
60 mM 0.0317 mL 0.1585 mL 0.3171 mL 0.7927 mL
80 mM 0.0238 mL 0.1189 mL 0.2378 mL 0.5946 mL
100 mM 0.0190 mL 0.0951 mL 0.1903 mL 0.4756 mL
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