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Description

Ruxolitinib phosphate (INCB018424 phosphate) is a potent JAK1/2 inhibitor with IC5s of 3.3 nM/2.8 nM,

respectively, showing more than 130-fold selectivity over JAKS.

IC50 & Target

JAK2 JAK1 Tyk2 JAK3

2.8nM (ICs) 33nM (ICx) | 19nM (ICsx) | 428 M (ICs)

Ruxolitinib (INCB018424) potently and selectively inhibits JAK2V617F-mediated signaling and proliferation.

Ruxolitinib inhibits the growth of HEL cells with EC50 of 186 nM. Ruxolitinib markedly increases apoptosis

In Vitro
in Ba/F3-EpoR-JAK2V617F cell system, and inhibits hematopoietic progenitor cell proliferation in primary
MPN patient samples[1].
Ruxolitinib (180 mg/kg, p.o.) reduces the tumor burden of mice inoculated with JAK2V617F-expressing
In Vivo
cells without causing anemia or lymphopenia[1].
In Vitro:
DMSO : 2 31 mg/mL (76.66 mM)
H,O : 5.4 mg/mL (13.35 mM; Need ultrasonic and warming)
*">" means soluble, but saturation unknown.
Solvent Mass
1mg 5mg 10 mg
Concentration
Preparing 1 mM 2.4730 mL 12.3652 mL 24.7304 mL
Stock Solutions 5 mM 0.4946 mL 2.4730 mL 4.9461 mL
10 mM 0.2473 mL 1.2365 mL 2.4730 mL
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1A KT R INAEFIEA#]: 10% DMSO—~40% PEG300 —5% Tween-80 — 45% saline

Solubility: 2 2.08 mg/mL (5.14 mM); Clear solution

M7 EA 3RS 2 2.08 mg/mL (5.14 mM, YRR R AN) OV TS IR .

PL 1 mL TAEBCN], B 100 uL 20.8 mg/mL 75 DMSO fif & n#] 400 uL PEG300 ', B&145%
] IR RN 50 pL Tween-80, JREHIS): ARIF4EINA 450 pL AEFLEKERE 1 mL.

2K F IR FIER]:  10% DMSO— 90% (20% SBE-B-CD in saline)

Solubility: 2 2.08 mg/mL (5.14 mM); Clear solution

M7 EA 3RS 2 2.08 mg/mL (5.14 mM, YRR RN AV TS IR .

PL 1 mL TAERCMBI, B 100 pL 20.8 mg/mL ({55 DMSO fil &N 900 pL 20% f) SBE-B-CD 4:#!




AOKIERH, WEHE.

BABIK PN AR R 10% DMSO  —~90% corn oil

Solubility: = 2.08 mg/mL (5.14 mM); Clear solution
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Cells are seeded at 2000/well of white bottom 96-well plates, treated with compounds from DMSO
stocks (0.2% final DMSO concentration), and incubated for 48 hours at 37°C with 5% CO,. Viability
Cell Assay is measured by cellular ATP determination using the Cell-Titer Glo luciferase reagent or viable cell

counting. Values are transformed to percent inhibition relative to vehicle control, and ICs, curves are

fitted according to nonlinear regression analysis of the data using PRISM GraphPad. [1]

Mice are fed standard rodent chow and provided with water ad libitum. Ba/F3-JAK2V617F cells
(10° per mouse) are inoculated intravenously into 6- to 8-week-old female BALB/c mice. Survival is
monitored daily, and moribund mice are humanely killed and considered deceased at time of death.
Animal Administration | Treatment with vehicle (5% dimethyl acetamide, 0.5% methocellulose) or Ruxolitinib (INCB018424)
begins within 24 hours of cell inoculation, twice daily by oral gavage. Hematologic parameters are
measured using a Bayer Advia120 analyzed, and statistical significance is determined using

Dunnett testing. [1]
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