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JAK1 Selective inhibitors
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Janus Kinase inhibitors (JAKIi) JAK1 selective inhibition More JAK1 selective Less JAK1 selective
JAKs are tyrosine kinases that Different JAK inhibitors are
regulate signaling pathways currently licensed or in

development for the Upadacitinib Tofacitinib
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JAK inhibitors have effects on many cytokines and growth factors
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Consequences of JAK1 selectivity
Different selectivity for JAK1 may result in differential effects on efficacy or adverse events including Herpes Zoster infections
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JAK1 Selective inhibitors
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GM-CSF, pSTAT5, Monocytes
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IFN-y, pSTAT1, Monocytes
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Measuring JAK selectivity

Upa Tofa
15 mg 5mg
30 mg 10 mg
77 475

11671t | 23,9711
40t et
527ttt | 76"

Upa Tofa
15 mg 5mg
30 mg 10 mg
126" | 2211t

181 9.6™

550 | 23"ttt
65T | 37T

Upa Tofa
15 mg 5mg
30 mg 10 mg
5.8 | 9.4t
9.7t 16.8 Tt

34" | 43t
467 BTt

(b) IL-3, pSTAT5, Monocytes
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Bari, baricitinib; BID, twice daily; GM-CSF, granulocyte-macrophage
colony-stimulating factor; h, hours; ICsg, half maximum inhibitory
concentration; IFN, interferon; IL, interleukin; JAK, Janus kinase;
JAKI, JAK inhibitor; NK, natural killer; pSTAT, phosphorylated STAT;
QD, once daily; STAT, signal transducer and activator of transcription;
Tofa, tofacitinib; Upa, upadacitinib

The number of hours per day JAKi concentrations are above ICgj values is shown for IL-21/pSTAT3 in NK cells (a),
IL-3/pSTAT5 in monocytes (b), GM-CSF/pSTAT5 in monocytes (c), IL-6/pSTAT3 in CD4* T cells (d), and IFN-y/pSTAT1 in

monocytes (e).

Panels a-e include the average daily percent STAT inhibition. *p < 0.01, *p <0.001, **p < 0.0001 compared to baricitinib
2mg; Tp <0.01, TTp < 0.001, TTTp < 0.0001 compared to baricitinib 4 mg.
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