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Target Research area
Trk Receptor; Apoptosis Cancer
Molecular formula C,,H,,F,N.O, STRUCTURE
Molecular weight 428.4352
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DESCRIPTION

Larotrectinib (LOX0O-101, ARRY-470) is an oral potent and selective ATP-competitive inhibitor of tropomyosin

receptor kinases (TRK). Larotrectinib inhibition of TRKs induces cellular apoptosis and G1 cell-cycle arrest.

BIOLOGICAL ACTIVITY

In vitro: Larotrectinib (LOX0O-101) was evaluated for off-target kinase enzyme inhibition against a panel of 226 non-
TRK kinases at a compound concentration of 1,000 nM and ATP concentrations near the Km for each enzyme.
LOXO-101 demonstrated greater than 50% inhibition for only one non-TRK kinase (TNK2 IC50 = 576 nM).

In vivo: A single dose (30 mg/kg) of LOXO-101 reduced tyrosine phosphorylation of TRKA and downstream signal
transduction (pERK) in the tumor >80%. LOX0O-101 was well tolerated up to 200 mg/kg/day for 14 d in this model.

SOLUBILITY
Soluble in DMSO
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