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Description

Repotrectinib (TPX-0005) is a potent ROS1 (IC5,=0.07 nM), TRK (0.83/0.05/0.1 nM=TRKA/B/C) inhibitor.
Repotrectinib (TPX-0005) potently inhibits WT ALK (1.01 nM) and mutant ALKs including ALK G1202R
(1.26 nM) and ALK L1196M (1.08 nM). It also inhibits a variety of other kinases, including JAK2, LYN, Src,

and FAK (1.04, 1.66, 5.3, and 6.96 nM, respectively) ["l2],

IC50 & Target

IC50: 0.07 nM (ROS1), 0.83/0.05/0.1 nM (TRKA/B/C), 1.01 nM (ALK), 1.04 nM (JAK2), 1.66 nM (LYN), 5.3

nM (Src), 6.96 nM (FAK)I1I21

In Vitro

Repotrectinib (TPX-0005) effectively overcomes this primary resistance (ICso 100 nM in cell proliferation
assay) with strong inhibition of the phosphorylation of EML4-ALK (ICso 13 nM) and the SRC substrate
paxillin (ICso 107 nM). Repotrectinib inhibits H2228 cell migration in a wound healing assay with similar

activity to saracatinib("l.

In Vivo

Repotrectinib (TPX-0005) effectively inhibits tumor growth in vivo in ALK WT and ALK G1202R

xenografts!'l.

Solvent&Solubility

In Vitro:
DMSO : 2 83.3 mg/mL (234.40 mM)

*">" means soluble, but saturation unknown.

Solvent Mass
1mg 5mg 10 mg
Concentration
Preparing 1 mM 2.8140 mL 14.0698 mL 28.1397 mL
Stock Solutions 5 mM 0.5628 mL 2.8140 mL 5.6279 mL
10 mM 0.2814 mL 1.4070 mL 2.8140 mL
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Solubility: = 2.5 mg/mL (7.03 mM); Clear solution

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

M7 EW S 2 2.5 mg/mL (7.03 mM, YIFIEE RS BRIV IETR.
LL 1 mL TAERCAB, B 100 pL 25.0 mg/mL [f175# DMSO fif #&3fuins] 400 yL PEG300 1, JEA45)
[ B R R NN 50 uL Tween-80, RA%5); SRIE4REIIN 450 pL A ¥ E/KEHE 1 mL.

2B F IR FER:  10% DMSO  —~90% corn oil
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