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Description

JAK3-IN-6 f& JAK3 [—/NE R EEVER . ASargpg4mil 7], 3 1c50 fE4 0.15 nM.

IC50 & Target

JAK3

0.15 nM (IC50)

In Vitro

JAK3-IN-6 (compound 2), a potent inhibitor of JAK3 (0.15 nM) is 4300-fold selective for JAK3 over
JAK1 in enzyme assays, 67-fold (IL-2 vs. IL-6) or 140-fold (IL-2 vs. EPO or GMCSF) selective in cellular
reporter assays and >35-fold selective in human PBMC assays (IL-7 vs. IL-6 or GMCSF). Irreversible
JAK3-IN-6 with a JAK1 selective inhibitor 3 (JAK1: 0.96 nM, JAK2: 14 nM, JAK3: >1500 nM, TYK2: 10
nM) are cross titrated to determine if there is an additive or synergistic effect of co-inhibiting JAK1 and
JAK3 enzymes on IL-7 signaling in CD3+, CD4+ PBMCs. As shown, the predicted levels of pSTATS
inhibition based on addition of JAK1 and JAK3 inhibition are very close to the measured effects of cross
titrating each compound, demonstrating that there is an additive effect but no synergistic effect of inhibiting
JAK1 and JAK3 on blocking STATS phosphorylation. Furthermore inhibition of either JAK1 or JAK3 alone

is sufficient to fully inhibit pPSTAT5[2].
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Solvent Mass
1mg 5mg 10 mg
Concentration

Preparing 1 mM 2.8541 mL 14.2706 mL 28.5413 mL
Stock Solutions 5mM 0.5708 mL 2.8541 mL 5.7083 mL
10 mM 0.2854 mL 1.4271 mL 2.8541 mL
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1 mM 2.8541 mL 14.2706 mL 28.5413 mL 71.3531 mL
5 mM 0.5708 mL 2.8541 mL 5.7083 mL 14.2706 mL
10 mM 0.2854 mL 1.4271 mL 2.8541 mL 7.1353 mL
15 mM 0.1903 mL 0.9514 mL 1.9028 mL 4.7569 mL
20 mM 0.1427 mL 0.7135 mL 1.4271 mL 3.5677 mL
25 mM 0.1142 mL 0.5708 mL 1.1417 mL 2.8541 mL

DMSO

30 mM 0.0951 mL 0.4757 mL 0.9514 mL 2.3784 mL
40 mM 0.0714 mL 0.3568 mL 0.7135 mL 1.7838 mL
50 mM 0.0571 mL 0.2854 mL 0.5708 mL 1.4271 mL
60 mM 0.0476 mL 0.2378 mL 0.4757 mL 1.1892 mL
80 mM 0.0357 mL 0.1784 mL 0.3568 mL 0.8919 mL
100 mM 0.0285 mL 0.1427 mL 0.2854 mL 0.7135 mL
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