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«:  Characterization of JAK2 V617F Allele Burden in Advanced Myelofibrosis (MF) Patients: No Change in V617F:WT JAK2 Ratio in

CANCERCENTER Patients with High Allele Burdens Despite Profound Clinical Improvement Following Treatment with the JAK Inhibitor INCB018424
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1 Abstract 2 Background 5 Methods

Activating mutations of JAK2 occur at a high frequency in Philadelphia JAK2 VBLTF levels were evaluated in V617F-positive MF patients treated
chromosome-negative MPDs with INCB018424 25 mg BID for a minimurm of 3 months

JAK2 VBL7F is the predominant activating mutation of JAK2 IAKISTAT
In MF patients, high JAK2 VG17F allele burden is associated vith advanced JAK2 VBL7F allele burden
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Leukocytosis JAK? VBLTF allele burden was assessed at study eniry and on Day 1.of each 28 day
g = INCB018424 is a potent JAK1/2 inhibitor, with > 80-fold selectivity against cycle for Cycles 2-4 and every three cycles there afier

JAKS3, that has been shown to potently inhibit signaling of cytokines that are ‘The relationship between baseline JAK2 V617F allele burden and clinical
elevated in MF patients signs and symptoms was assessed
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e = Treatment of MF patients with INCB018424 results in profound clinical The h JAK2 VBLTF allele
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INCB18424-251: JAK2 V617F Allele Burden
in Bone Marrow and Peripheral Blood

There is excellent correlation between bone marrow and peripheral
blood V617F values in study INCB18424-251

« Evaluate JAK2 V617F allele burden in primary MF

(PMF) and post-PV/ET MF patients enrolled in study
INCB18424-251 * V617 levels in peripheral blood samples are an excellent surrogate
for V617F allele burden in bone marrow in MF patients in this study

~ Compare peripheral blood and bone marrow JAK2 V617F
allele burdens
Correlate clinical signs and symptoms of disease with baseline
JAK2 VB17F allele burdens

Evaluate changes in JAK2 V617F allele burden over

time with INCB018424 treatment in MF

« Evaluate the relationship between changes in V617F
allele burden and the magnitude of clinical improvement
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P value < 0.0001

Bone Marrow %Ve17F

in MF patients treated with INCB018424 20 w &0 s 100

Peripheral Blood %V617F

INCB18424-251: Baseline JAK2 V617F
Allele Burden in MF Patients

INCB018424 Mechanism of Action
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INCB18424-251: Distribution of Baseline V617F
Allele Burden by MF Subgroups

* Mean baseline %V617F
values were 61, 81 and
75% for post-ET (PET),
post-PV (PPV) and PMF
patients, respectively
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5 INCB18424-251: Baseline JAK2 V617F
Allele Burden and Splenomegaly

= In study INCB18424-251, JAK2 V617F allele burden correlates with
splenomegaly
A similar relationship between V617F allele burden and spleen size
has been described by Vanucchi et al. (2008)
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INCB18424-251: Baseline JAK2 V617F
Allele Burden and White Cell Counts

In study INCB18424-251, baseline JAK2 V617F allele burden
correlates with white cell counts, also as reported by Vanucchi et al.
(2008)
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INCB18424-251: Baseline JAK2 V617F
Allele Burden and Nutritional Status

with markers of nutritional status.
* Leptinis an adipose tissue derived
hormone and plasma leptin levels are
proportional to fat mass (Wallace et al.,
)

Average lepiin levels i healthy
Volunteers are 1.7 ng/mi for wor
(BMIrange 24-34)
Mean baseline value of MF patients
included in this study is 1.1 % 1.2 ngimi
Indicates adipose tssue wasiing i
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Changes in V617F Allele Burden in
Study INCB18424-251

SRR s el Modest but statistically
. significant decreases in JAK2
VBL7F are observed during
INCBO18424 therapy
APPV-MF patient with one of
the lower baseline V617F allele
burdens has had a 90%
decrease in VG17F allele burden
(nghiighted in red)
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time on therapy has had a 32%
decrease in VBL7F allele burden
(highighted in green)

V17F (Percent of Baseline)
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* In study INCB18424-251, baseline JAK2
VE17F allele burden inversely correlates

(BMIange 2336)and 65 ngi or men
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INCB18424-251 MF patients (Mesa et

= Profound clinical improvement

is seen in JAK2 V617-positive
and in JAK2 V617-negative
MF patients

Clinical correlates of V617F allele burden observed in study
INCB18424-251 include

White cell counts

Spenomegaly
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Plasmaleptin
INCB018424 lherapy leads o a modest decrease in JAK2 V617F
allele burden over tim

Subset of patients have had more significant decreases in JAK2

VBL7F allele burden
INCB018424 therapy results in significant clinical benefits
independent of the magnitude of V617F allele burden decrease
INCB018424 therapy results in significant clinical benefits in both
JAK2 V617F-positive and JAK2 V617F-negative MF patients
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= Similar clinical responses are observed following
INCBO018424 therapy, independent of the magnitude of
V617F allele burden decrease
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