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The Clinical Phenotype of Myelofibrosis Encompasses a Chronic Inflammatory State
that is Favorably Altered by INCB018424, a Selective Inhibitor of JAK1/2
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Abstract INCB018424 Mechanism of Actio
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. is (MF) i ted with profound
symptoms that are typically associated with chronic inflammation
Fatigue, night sweals, fever, and unintended weight loss
cytokines

Elevated cytokines are known o be responsible for systemic.
inflammation, hypercatabolic state, muscle and adipose tissue wasting
and fever in advanced cancer patients with cachexia, chronic infections
and inflammatory diseases”
Elevated plasma cytokines are associated with shortened survival in
cancer patientst

« Many pro-inflammatory cytokines use JAK-STAT pathway for signaling
Mutations in JAKZ and elevated cytokines result in hyperactivation of JAK
signaling in myelofibrosis and hence targeting JAK-STAT pathway is an
attractive approach for the treatment of myelofibrosis
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Plasma Cytokine and Growth Factor Levels in
MF Patients and Healthy Volunteers

« MF is characterized by extremely high levels of a broad range of

pro-inflammatory cytokines and growth factors
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tokines and growth

" factors n MF exoeeds that observed in RA in terms of both breadth

and degree of elevation
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- Markedly elevated levels of pro-inflammatory cytokines
characterize all subgroups of MF
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Constutve STATIP = MF patients present with

e Constitutive JAK activation in their
peripheral blood cells, identified by
spontaneously elevated levels of
unstimulated, phosphorylated
STAT3 and
Enhanced STAT3 phosphorylation
in response to IL-6 stimulation

« Treatment with INCB18424

returns the constitutive
hyperactivation of JAK-STAT
pathway to normal and
normalizes the response to IL-6
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pro-inflammatory cytokines
and angiogenicifibrogenic.
‘growth factors in MF
patients

- Treatment with
INCBO18424 25 mg BID
for 28 days decreases the
plasma levels of multiple
cytokines and growth
factors.

- This effect is observed
regardless of V617F
status or MF subgroup

= INCB018424 (rea(menl is followed by prompt and
sustained i in MF
with elevated levels of pro inflammatory cytokines
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MF is a chronic state, in which

levels than in classic

like RA, or in other advanced malignancies

Elevated levels of pro-inflammatory cytokines are ubiquitous in MF,

regardless of a patient JAK mutational status, the presence of

splenomegaly, or disease etiology

Surgical spleneciomy does ot appear [0 reduce leves of pro-nfammatory
th ts lack of effect

Treatment with INCB018424 rapidly decreases pro-inflammatory

cytokine levels in all MF patients, regardless of their JAK mutational

status or disease etiology

INCBO18424 directly inhibits the signaling of key cytokines, such as

IL-6, that are implicated in hypermetabolic state, fever, and weight loss, and
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Objectives

+ To characterize the plasma levels of
cytokines and growth factors in MF
using an unbiased proteomic analysis

+ To evaluate the relationship between
plasma cytokine levels and disease
status in MF

« Tosstudy the effect of INCB018424, a
potent selective inhibitor of JAK1 and
JAK2, on JAKISTAT signaling in MF-
patients

* To study the effect of INCBO18424
treatment on plasma cytokines and
growth factor levels in MF patients

« Toassess the effect of INCBO18424
on constitutional symptoms in MF-
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= Inflammatory cytokine elevation in MF patients is more pronounced

than in other disease states associated with chronic inflammation
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= High levels of cytokines are present in MF patients
regardless of splenectomy

Normal

11 (pg/mi)

ILARA (pg/mi)

IL6" (pg/mi) 0
18 (pg/mi) 78
TNFa (pgimi) 26
TNFRIl (ng/ml) 34

1L hgpor i pators wih splos e ost apkenacomy

Protein Analytes in RBM HumanMAP® Panel o Cytokine Elevation in MF Patients 12 Cytokine Levels and Splenectom 15 Effects of INCB018424 in MF Patients

« Treatment of MF patients with INCB018424 results in
rapid decreases of pro-inflammatory cytokine levels
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