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Upadacitinib
SinEe; ABT-494
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Upadacitinib (ABT-494) is a potent, orally active and selective Janus kinase 1 (JAK1) inhibitor (IC50=43

nM). Upadacitinib (ABT-494) displays approximately 74 fold selective for JAK1 over JAK2 (200 nM) in

Description
cellular assays dependent on specific, relevant cytokines. Upadacitinib (ABT-494) is used in development
for the treatment of several autoimmune disorders[1][2].
JAK1 JAK2 JAK3 Tyk2
IC59 & Target

0.043 uM (ICsp) 0.2 pM (ICsp) 2.3 UM (ICsp) 4.7 uM (ICsp)
In biochemical assays, Upadacitinib is 74-fold more selective for JAK-1 than for JAK-2 (which is involved in

In Vitro erythropoiesis) and 58-fold more selective for JAK-1 than for JAK-3 (which is involved in
immunosurveillance)[1]. The enhanced selectivity of Upadacitinib for JAK-1 over JAK-2 and JAK-3 may
offer an improved benefit-risk profile in patients with RA range[2].
Upadacitinib (0.1-10 mg/kg; oral gavage; twice a day for 10 days) demonstrates efficacy in rat arthritis
models[3].

In Vivo Animal Model: Female Lewis rats (Rat adjuvant-induced arthritis model)[3]

Dosage: 0.1,0.3, 1, 3, 10 mg/kg

Administration: Oral gavage; twice a day for 10 days

Result: Inhibits disease pathology in rat adjuvant induced arthritis.

Solvent&Solubility

In Vitro:
DMSO : 2 22 mg/mL (57.84 mM)
H,0 : < 0.1 mg/mL (insoluble)

*">" means soluble, but saturation unknown.

Solvent Mass
1 mg 5mg 10 mg
Concentration
Preparing 1 mM 2.6290 mL 13.1451 mL 26.2902 mL
Stock Solutions 5mM 0.5258 mL 2.6290 mL 5.2580 mL
10 mM 0.2629 mL 1.3145 mL 2.6290 mL
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Solubility: =1.67 mg/mL (4.39 mM); Clear solution

10% DMSO—40% PEG300 —~5% Tween-80 — 45% saline
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M7 R FRAS 2 1.67 mg/mL (4.39 mM, YT AAN) VBT .
BLAmL TAERCA], B 100 pl 16.699999 mg/mL [ DMSO fi# % NE] 400 uL PEG300 1, 4
B51s M R RPN 50 L Tween-80, JRAE]: ARIE4ENA 450 L A EKEAE 1 mL.

2RI IR 10% DMSO— 90% (20% SBE-B-CD in saline)

Solubility: = 1.67 mg/mL (4.39 mM); Clear solution

M7 R TR 2 1.67 mg/mL (4.39 mM, YEFIEEAAN) HIVETE .

BLo1ml TAEW MBI, HL 100 pL 16.699999 mg/mL (#1753 DMSO fi % i i %] 900 pL 20%
SBE-B-CD AR A/KIEWH, WEHS.

A KIF I IR R: 10% DMSO  —90% corn oil

Solubility: = 1.67 mg/mL (4.39 mM); Clear solution

BET7EAERAT 2 1.67 mg/mL (4.39 mM, HIAIREEA ) MIRE IR, BT RANGE A T SER A TE AN A DAL
PL 1 mL TAEACHE], B 100 pL 16.699999 mg/mL 113 DMSO i # ik nE] 900 uL FoKil, RAEY
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