Preclinical Characterization of INCB028050, a JAK1/JAK2 Selective Clinical Candidate
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ABSTRACT
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nanomolar potency against JAK (1.1 nM) and JAK2 (0.3 n). INCB028050 demonstrated considerable

selectivity over JAKS in addition to a panel of > 25 additional kinases. INCB028050 potently inhibited

signaling of

I in vitro assays, INCB028050 did not inhibit cytochrome P450s (e.g. 206 and 3A4). INCB028050
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Identification of potent and selective inhibitors
1 . of JAK kinases

INCB028050 inhibits the signaling (A, C, and D) and
2 function (B and D) of inflammatory cytokines in human
* PBMCs, T-cells, and whole blood

Dose-dependent in

in the rat adjuvant induced arthritis model —
therapeutic mode

ition of the clinical signs of disease

Kinase Potency* (nM)

JAK1 [ JAK2 [ JAK3 [ Tyk2
INCB028050 25 43 560 53
INCB018424 2.7 4.5 322 19
*performed at ~ cellular
[ATP, TmM

INCB028050 was evaluated against a broad panel of 28 non-JAK
kinases and demonstrated no significant inhibition at a
concentration > 100x its potency against JAK1/2

INCB028050 was screened against a panel of receptors, channels,
and transporters at a concentration 1000x higher than its JAK1/2
1C50 and demonstrated no significant activity
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Proteomic analysis of blood and plasma identified pSTAT3, IL-17, and
IL-1a as PD markers with a potential correlation to efficac:

Dramatic radiological improvement by INCB028050 in the
4 aggressive rat adjuvant induced arthritis model —
therapeutic mode

Vehicle Normal

INCB028050

INCB028050 improves measures of disease in the mouse
passive transfer (A) and CIA (C) models of arthritis
without adverse effects on hematology (B)
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In Vitro PK Parameter

Value

Caco-2 Permeability

2.4 x 10 cm/sec

Human Serum Protein Binding 48% unbound
Human Liver Intrinsic Clearance 0.6 Lih/kg
Inhibition of 7 Major CYPs IC50 > 25 M

hPXR & rPXR induction

No induction

CONCLUSIONS

INCB028050 is a potent and selective inhibitor of

JAK1 & JAK2

The signaling, secretory, and mitogenic effects of
multiple inflammatory cytokines are antagonized

by INCB028050

INCB028050

clinical and r g
signs of disease in the rAlA model of arthritis

Efficacy in murine models of arthritis is achieved
without adverse effects on hematological

parameters

INCB028050 has favorable preclinical PK
properties consistent with the QD dosing in

patients

Clinical evaluation of INCB028050 is ongoing




