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INTRODUCTION STUDY DESIGN ELIGIBILITY CRITERIA

Myelofibrosis (MF) is a heterogenous, progressive, and fatal disease.’ _ . _ .
= Underlying biological hallmarks include aberrant blood and bone marrow differentiation, cytokine production XPORT-MF-034 (NCT04562389) Select Inclusion Criteria: Select Exclusion Criteria:
and inflammation, bone marrow fibrosis, and extramedullary hematopoiesis. A multicenter, randomized, double-blind, placebo-controlled, = Diagnosis of primary MF, post-essential = >10% blast in peripheral blood
An urgent need for therapies, beyond Janus kinase inhibitors (JAKIi; e.g., ruxolitinib), with global Phase 3 study (Phase 3 component) thrombocythemia (PET) MF, or post- or bone marrow
rapid, effective, and durable response that address underlying drivers of MF persists, due to: - g polycythemia vera (PPV) MF = Previous treatment with JAKi for MF

Limited responses: Ruxolitinib** BID + = 218 years of age = Previous treatment with selinexor or other

m <50% of patients achieve Week 24 spleen volume reduction 235% from baseline (SVR35) and total s.eli(r12e8xc()j|ra goc;';f’e )QW CO-PRIMARY = Measurable splenomegaly as demonstrated XPO1 inhibitors
. o . . o - .
sympto.rr_ls score .redggtlon of 2560% from baseline (TSS50) with ruxolitinib. | | | ENDPOINTS by spleen v_olum.e of 2450 cm® by magnetic = Impairment of gastrointestinal (GI) function
N Probablllty of malpjcallnlpg SVR35 decreases as early as Week 12 response in patients who achieved ENROLLIMENT Supportive care B SVR35 at Week 24 resonance imaging (MRI) or computed or Gl disease that could significantly alter the
SVR35 with ruxolitinib. (N = 306) Double-blind requirement: B TSS50 at Week 24 tomography (CT) scan absorption of selinexor
Lack of evidence of disease modification®: JAKi-naive patients 1 >| Dual antiemetics for nausea B G = Active symptoms of MF as determined by = Major surgery <28 days prior to Cycle 1,
= JAKi have limited ability to alter inflammation, bone marrow fibrosis, or prevent disease progression. with MF* randomization prophylaxis required for first ENDPOINT presence of at least two symptoms with a Day 1 (C1D1)
Treatments for patients with cytopenic MF:3: w/ stratification two selinexor cycles . score of 23 or total score of 210 at screening . . - o
. . . _ . _ _ _ B Anemia response at usina the Mvelofibrosis Svymptom Assessment = Prior splenectomy, or splenic radiation within
= Patients with anemia and thrombocytopenia have limited treatment options and may require suboptimal ey e Week 24 g _ y ymp 6 ths orior to C1D
doses of ruxolitinib Ruxohtlmubb BID + Form Version 4.0 (MF-SAF v4.0) months prior to
' placebo : :
Improved outcomes?®: = Dynamic international prognostic scoring = Unable to tolerate two forms of antiemetics
= MF continues to be a disease of decreased survival and Significant morbldlty Randomization stratified by: **Ruxolitinib dose baseq (?ﬂ System (D|PSS) of intermediate-1 with
= DIPSS risk category: Int-1 vs Int-2 platelet count per prescribing symptoms, intermediate-2, or high-risk
or high risk information. = Eastern Cooperative Oncology Gro
RATIONALE = Spleen volume: <1800 cm?® vs >1800 cm? P gy up
= Baseline platelet counts: 100-200x10°/L (ECOG) performance status <2
- . - SR - . - - vs >200x10°/L = Platelet count of 2100%10%/L without
Selinexor: Oral exportin 1 (XPO1) inhibitor with pro-apoptotic and anti-inflammatory properties that may impact “Sample size per protocol is N = 300-450. slatelet transfusion

both Janus kinase (JAK) and non-JAK pathways, undergoing investigation for treatment of MF.*>

4 )

: P = Not a candidate for stem-cell transplantation
Primary Objective:

Findings from the Phase 1 analysis®’:

= Spleen volume reduction (SVR) and total symptom score (TSS) improvement was observed in patients
treated with 60 mg selinexor p|us ruxolitinib at Week 12 and sustained to Week 24. To evaluate the efficacy of selinexor plUS ruxolitinib in patients with JAKi-naive MF ~ 7N -

= The most common adverse events were nausea (75%), fatigue (58%), anemia (54%), and thrombocytopenia - -
(54%), the majority of which were Grades 1-2.
m Treatment-related adverse events leading to treatment discontinuation were reported in two patients; EN DPOI NTS STU DY IN FORMATION
thrombocytopenia in one patient and neuropathy in one patient. p N
| . . Participating locations
SVR35 and TSS50 Outcomes of the Phase 1 Trial Component Co-primary Endpoints: p g
: 0 _ :
SVR35 TSS50 Spleen volume reduction 235% (SVR35) at Week 24 = Belgium = France = ltaly = Spain
Population Timepoint Selinexor 60 mg + ruxolitinib n (%) Selinexor 60 mg + ruxolitinib n (%) Total symptom score reduction 250% (TSS50) at Week 24 = Bulgaria = Germany ® Netherlands ® Taiwan
* + - J : ,
Week 12 10712 (83) 8/10 (80) - - m Canada = Greece = Poland = United Kingdom
Week 24 11/12 (92) 7/9 (78)* Kev Secondarv Endpoint: | |
. [] [] N N
Week 12 10114 (71) 8/12 (67) y ry P Czech Republic Hungary Romania USA
Week 24 11/14 (79) 7/12 (58) Anemia response at Week 24 ® Denmark ®m |srael ® South Korea
- J
*Two patients discontinued prior to Week 24; TOne patient discontinued prior to Week 12; one patient had missing data at Week 12 and discontinued prior to Week 24; e N ~
*Two patients discontinued prior to Week 24 and one had missing data. _ _ ®m The XPORT-MF-034 Phase 3 Study IS cu rrenﬂy open for enrollment.
Secondary Endpoints: Exploratory Endpoints: o _
All Patients in the Efficacy Evaluable Population Treated With = Safety = Duration of response = Study contact: clinicaltrials@karyopharm.com.
Selinexor 60 mg Plus Ruxolitinib Achieved an SVR35 at Anytime . . . ® Thank you to the patients, caregivers, study sites, and study investigators.
Seli 60 tinib ® Overall survival » Progression-free survival
elinexor mg + ruxolitini _ _ :
= Overall response rate = Changes in variant allele frequency (VAF) Study details on
0% clinicaltrials.gov
10% = SVR35 and TSSS50 at any time = Patient-reported outcomes: B N
8, -20% ® SVR35 and TSS50 by pre-specified subgroups Patient Global Impression of Change (PGIC) . Cout ofh e clinical studies of sell —
S a0% R (pK) and EuroQol five-dimensional instrument o learn more about other ongoing clinical studies of selinexor in :
o 8 - - - - - - - SVR35
2E .40% 5 levels (ED-5D-5L) Phase 2 selinexor monotherapy for patients with MF and moderate thrombocytopenia: Study design poster
S5 e = Bone marrow fibrosis (BMF) .
E % -50% = Selected biomarker changes Scandura JM, Gerds AT, Ritchie EK, el al. A Phase 2 Study to Evaluate the Efficacy and Safety of Selinexor Monotherapy in
g7 -60% = Transfusion independence Patients With JAK-Inhibitor-Naive Myelofibrosis and Moderate Thrombocytopenia (XPORT-MF-044). [abstract]. Blood. 2023.
-710% Improvement cge
. = Ruxolitinib PK Abstract 3211
- VAN J - J
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