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Description

XLO019 is a potent, orally active, and selective JAK2 inhibitor, with IC50s of 2.2, 134.3, and 214.2 nM for
JAK2, JAK1 and JAKS3, respectively. XL019 shows 50-fold or greater selectivity for JAK2, versus a panel of
over 100 serine/threonine and tyrosine kinases, including other members of the JAK family. XL019 potently

inhibits STAT3 and STAT5 phosphorylation in cells harboring either JAK2V617F or wild-type JAK2[1][2].

IC5¢ & Target

JAK2 JAK3

2.2 nM (ICsp) 214.2 nM (ICsp)

In Vivo

XL019 (100-300 mg/kg; p.o.; twice daily for 14 days) inhibits HEL.92.1.7 xenograft tumor growth[1].
XL019 (10 mg/kg) treatment shows that the Cmax, t1/2 and Vd were 5.24 uM, 1.94 hours, 5.319 L/kg,

respectively[1].

Animal Model: Female nude mice (HEL.92.1.7 xenograft tumors)[1]

Dosage: 100, 200, 300 mg/kg

Administration: | p.o.; twice daily for 14 days

Result: Inhibition of HEL.92.1.7 xenograft tumor growth.

Animal Model: Mouse[1]

Dosage: 10 mg/kg

Administration: | p.o.(Pharmacokinetic Analysis)

Result: The Crax, t12 and V4 were 5.24 M, 1.94 hours, and 5.319 L/kg, respectively.

Solvent&Solubility

In Vitro:

DMSO : 25 mg/mL (56.24 mM; Need ultrasonic)

Solvent Mass
1 mg 5mg 10 mg
Concentration
Preparing 1 mM 2.2496 mL 11.2478 mL 22.4957 mL
Stock Solutions 5mM 0.4499 mL 2.2496 mL 4.4991 mL
10 mM 0.2250 mL 1.1248 mL 2.2496 mL
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Solubility: = 2.5 mg/mL (5.62 mM); Clear solution

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

M5 3RS 2 2.5 mg/mL (5.62 mM, EFIEEAH) FIEE AT
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] LRk R 50 uL Tween-80, JRAI2]; SRJG4kELIAN 450 uL A#HKEAE 1 mL.
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