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Forward-looking Statements and Other Important Information
This presentation contains forward-looking statements within the meaning of The Private Securities Litigation Reform Act of 1995. Such forward-looking statements include those regarding the ability

of selinexor or eltanexor to treat patients with multiple myeloma, diffuse large B-cell lymphoma, myelofibrosis, myelodysplastic syndromes, solid tumors and other diseases; and expectations related

to future clinical development and potential regulatory submissions of selinexor and eltanexor. Such statements are subject to numerous important factors, risks and uncertainties, many of which are

beyond Karyopharm's control, that may cause actual events or results to differ materially from Karyopharm's current expectations. For example, there can be no guarantee that Karyopharm will

successfully commercialize XPOVIO or that any of Karyopharm’s drug candidates, including selinexor and eltanexor, will successfully complete necessary clinical development phases or that

development of any of Karyopharm’s drug candidates will continue. Further, there can be no guarantee that any positive developments in the development or commercialization of Karyopharm’s drug

candidate portfolio will result in stock price appreciation. Management’s expectations and, therefore, any forward-looking statements in this press release could also be affected by risks and

uncertainties relating to a number of other factors, including the following: the risk that the COVID-19 pandemic could disrupt Karyopharm’s business more severely than it currently anticipates,

including by negatively impacting sales of XPOVIO, interrupting or delaying research and development efforts, impacting the ability to procure sufficient supply for the development and

commercialization of selinexor or other product candidates, delaying ongoing or planned clinical trials, impeding the execution of business plans, planned regulatory milestones and timelines, or

inconveniencing patients; the adoption of XPOVIO in the commercial marketplace, the timing and costs involved in commercializing XPOVIO or any of Karyopharm’s drug candidates that receive

regulatory approval; the ability to obtain and retain regulatory approval of XPOVIO or any of Karyopharm’s drug candidates that receive regulatory approval; Karyopharm's results of clinical trials and

preclinical studies, including subsequent analysis of existing data and new data received from ongoing and future studies; the content and timing of decisions made by the U.S. Food and Drug

Administration and other regulatory authorities, investigational review boards at clinical trial sites and publication review bodies, including with respect to the need for additional clinical studies; the

ability of Karyopharm or its third party collaborators or successors in interest to fully perform their respective obligations under the applicable agreement and the potential future financial implications

of such agreement; Karyopharm's ability to enroll patients in its clinical trials; unplanned cash requirements and expenditures; development or regulatory approval of drug candidates by Karyopharm’s

competitors for products or product candidates in which Karyopharm is currently commercializing or developing; and Karyopharm’s ability to obtain, maintain and enforce patent and other intellectual

property protection for any of its products or product candidates. These and other risks are described under the caption "Risk Factors" in Karyopharm’s Quarterly Report on Form 10-Q for the quarter

ended September 30, 2022, which was filed with the Securities and Exchange Commission (SEC) on November 3, 2022, and in other filings that Karyopharm may make with the SEC in the future.

Any forward-looking statements contained in this press release speak only as of the date hereof, and, except as required by law, Karyopharm expressly disclaims any obligation to update any

forward-looking statements, whether as a result of new information, future events or otherwise. Karyopharm regularly uses its website to post information regarding its business, drug development

programs and governance. Karyopharm encourages investors to use www.karyopharm.com, particularly the information in the section entitled “Investors,” as a source of information about

Karyopharm. References to www.karyopharm.com in this presentation are not intended to, nor shall they be deemed to, incorporate information on www.karyopharm.com into this presentation by

reference. Other than the currently approved indications of XPOVIO, selinexor, eltanexor, KPT-9274 and verdinexor are investigational drugs that have not been approved by the FDA or any other

regulatory agency, and the safety and efficacy of these drugs has not been established by any agency.

XPOVIO® (selinexor) and NEXPOVIO® (selinexor) are registered trademarks of Karyopharm Therapeutics Inc. Any other trademarks referred to in this presentation are the property of their respective

owners. All rights reserved. This presentation includes the views and opinions of key opinion leaders, who are paid consultants of Karyopharm. The views and opinions expressed by these key

opinion leaders are their own and do not necessarily reflect the views and opinions of Karyopharm.
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Overview

Richard Paulson 
President and Chief Executive Officer

Reshma Rangwala, MD, PhD
Chief Medical Officer
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Innovation and Patient 
Focused

Founded in 2008, building on over a decade 

of research into selective inhibition of 

nuclear export (SINE) as a novel 

mechanism of action

Targeted Expansion of Indications with Focused Clinical 
Pipeline; Optimizing Dose for Efficacy and Tolerability

• Compelling clinical data in Endometrial Cancer, Myelofibrosis 
and Myelodysplastic Syndrome (MDS)

Experienced Leadership

• Leadership with a focus on accelerating commercial growth and 
enhancing mid-to-late stage clinical development

XPOVIO/ NEXPOVIO
Approved in Multiple Myeloma (MM) and DLBCL

• Expanded global footprint with regulatory approvals in 40 countries

• $155-$165m total revenues expected in 2022

• Moving into earlier lines of therapy in MM

Positioned for 
Expanded Growth

Passionately driven in its mission 

to positively impact lives and 

defeat cancer
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1. Gupta A, et al. J Thorac Oncol. 2017.  2. Sun Q, et al. Signal Transduct Target Ther. 2016. 

3. Gandhi UH, et al. Clin Lymphoma Myeloma Leuk. 2018.  4. Gravina GL, et al. J Hematol Oncol. 2014 

• Enables cancer cells to escape tumor suppressor proteins 

(TSPs), mediated cell cycle arrest, and induction of apoptosis 

• Correlates with poor prognosis and drug resistance 

XPO1 OVEREXPRESSION

1. Increases nuclear levels and activation of TSPs

2. Traps oncoprotein mRNA in the nucleus leading 

to reduced oncoprotein levels

3. Retains activated glucocorticoid receptor in the nucleus 

INHIBITION OF XPO1 IMPACTS TUMOR 

CELLS VIA 3 CORE MECHANISMS 

Karyopharm is the Leader in Selective Inhibition of Nuclear Export (SINE), a Novel 
Mechanism that is Broadly Applicable and Foundational to Cancer Biology1-4
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MULTIPLE 
MYELOMA

Enabling a ‘Class 

Switch’ in Earlier 

Lines of Therapy to 

continue improving 

patient outcomes 

ENDOMETRIAL 
CANCER

Potential to be the 

First Maintenance-

Only Treatment 

Option for patients 

whose tumors are

p53 wild-type

Prioritized and Targeted Core Programs Focused on Driving Improved Patient 
Outcomes in Areas of High Unmet Need

MYELOFIBROSIS

Potential to improve 

patient outcomes 

in frontline and 

relapsed/refractory 

MF

Potential to improve 

patient outcomes in 

frontline and

relapsed/refractory 

MDS

MYELODYSPLASTIC 
SYDROMES
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Key Opinion Leader Guest Speakers  

SRDAN VERSTOVSEK, MD, PhD

MD Anderson Cancer Center

Director of Clinical Research for 
Myeloproliferative Neoplasms 

HARIS ALI, MD

City of Hope Comprehensive Cancer Center

Associate Professor, MPN Section Leader 
for Leukemia Division



Myelofibrosis

Srdan Verstovsek, M.D., Ph.D.

Professor of Medicine, Department of Leukemia 

University of Texas, MD Anderson Cancer Center

Houston, Texas, USA 



Myelofibrosis
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Clinical Features of Myelofibrosis (MF)

• Typical age at diagnosis: 60+y 

• Arises de novo (primary MF) or following PV or ET (post-PV MF 
or post-ET MF) 

• Annual incidence /  100,000 population: 1

• Bone marrow fibrosis

• Splenomegaly
‒ Splenomegaly-associated symptoms include abdominal 

pain/discomfort, early satiety 

• Cytopenias
‒ Anemia, thrombocytopenia

• Constitutional symptoms 
‒ Include fatigue, night sweats, pruritus (itching), bone aches, weight 

loss 

• Potential for progression to AML (20-25%)

• May significantly reduce life expectancy: 5-7 years on average; 
prevalence 18000 – 20000 in the USA

11



Activation of JAK/STAT Signaling Plays a Central 
Role in MPN Pathogenesis

• A well characterized signaling pathway 
involved in normal hematopoiesis, 
inflammation, and immune function

• Four members of JAK family

‒ JAK1, JAK2, JAK3 and Tyk2

• JAK2 specifically mediates cytokine signaling 
for red blood cells and platelets (its inhibition 
causes anemia and low platelets)

• JAK-STAT is hyperactive in MPN due to 
different mutations (           ): JAK2V617F, 
MPL515W and CALRs

blood

cell

Shuai, K. & Liu,B. Nat Rev Immunol. 2003; 3:900-911.

12
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Pathophysiology of myelofibrosis

13

CALR, calreticulin; JAK2, Janus kinase 2; MPL, thrombopoetin receptor.
1. Song J, et al. Am J Clin Pathol. 2017;147(5):444–452; 2. Vainchenker W & Kravlovics R. Blood. 2017;129(6):667–679; 3. Shantzer L, et al. Ann Hematol. 2017;96:531–535; 4. Mughal T, et al. Int J Gen 
Med. 2014;7:89–101.

Presence of driver 
mutation1,2

Bone marrow 
fibrosis3,4

Ineffective 
hematopoiesis3,4

(inability to form normal 
blood cells)

×

Extramedullary 
hematopoiesis3,4

(blood cell production outside 
the bone marrow)

profibrotic and 
inflammatory 
cytokines 

50-65% 
JAK2

20-30% 
CALR

10-15% 
Triple 

negative

3-5% 
MPL

Cell proliferation Constitutional symptoms Abnormal blood counts Splenomegaly/hepatomegaly



*Including cardiovascular events2

Abbreviations: EMH, extramedullary hematopoiesis; ET, essential thrombocythemia; PMF, primary myelofibrosis; PS, performance status; PV, polycythemia vera; QOL, quality of life. 
1. Mughal TI, et al. Int J Gen Med. 2014;7:89-101; 2. Haybar H, et al. Cardiovasc Hematol Disord Drug Targets. 2017;17(3):161-166. 

Myelofibrosis: Disease Course and Complications

Early PMF

Short term: 
vascular events

Time: typically many years (~15y) Time: variable (5-7 years common)

Overt PMF
Post-ET MF/post-PV MF

Progressive
cytopeniasProgressive

organomegaly/EMH

Progressive
constitutional

symptoms

Leukemic
transformation (~25%)

Premature
death

MF-related
complications*

Decreased QOL and PS 
Progressive incapacitation

Immobility(Management as ET)

14



NCCN Guidelines®: Treatment for Myelofibrosis

1. NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®) for Myeloproliferative Neoplasms. V2.2022

FEDRATINIB, RUXOLITINIB, PACRITINIB

15



Harrison C, et al. N Engl J Med. 2012;366(9):787-798.  Images courtesy of Srdan Verstovsek, MD, PhD

Myelofibrosis: What are JAK inhibitors for?
Spleen and Symptoms

After 2 Months of 
Therapy

MF Patient Pre-
Ruxolitinib Therapy

*Median follow-up: 4.3 years

• Dosed based on platelet number (not recommended for platelets <50K) 
• It can cause anemia and thrombocytopenia
• Long-term ruxolitinib therapy prolongs survival (earlier intervention and better the spleen 

response, longer the survival)

16
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Spleen Response Correlates With Survival

HR, hazard ratio; SR, spleen response.
Vannucchi AM, et al. Haematologica. 2015;100. Palandri F, et al. Leuk Res. 2018;74:86–8.

In the pooled COMFORT 1 and 2 analysis, reductions 
in spleen size with ruxolitinib treatment correlated 

with longer survival

In a retrospective study on 284 patients treated with 
ruxolitinib for ≥ 1 year, spleen response at 6 months 

correlated with longer survival



Harrison 2019

Duration of Ruxolitinib Therapy

18



Outcomes After Ruxolitinib Discontinuation

• Retrospective analysis of clonal evolution and outcomes after ruxolitinib 
discontinuation in an open-label phase I/II study (N = 56)

‒ Median OS: 14 mos

‒ Survival improved if baseline platelets 
≥ 260 vs < 260 × 109/L (HR: 2.7; P = .006)

‒ Survival improved if follow-up platelets 
≥ 100 vs < 100 × 109/L (HR: 4.1; P = .001)

‒ 35% of patients acquired a new mutation 
while on ruxolitinib, most commonly ASXL1

HU: hydroxyurea

AG: anagrelide

ASA: acetylsalicylic acid
Newberry. Blood. 2017;130:1125.

No clonal evolution at FU
Clonal evolution at FU
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HR: 2.7 (95% CI: 1.3-5.8;
P = .006)
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Targets of Novel 

Therapeutic 

Agents in 

Development for 

Myelofibrosis

Akt, protein kinase B; BET, bromodomain and 
extra-terminal; BM, bone marrow; CALR, 
calreticulin, CD, cluster of differentiation; DNMT, 
deoxyribonucleic acid methyltransferase; EPO, 
erythropoietin; ER, endoplasmic reticulum; ERK, 
extracellular signal-regulated kinase; HDM, human 
double minute; HMA, hypomethylating agent; HSC, 
hematopoietic stem cell; HSP, heat shock protein; 
JAK, Janus kinase; LOXL, lysyl oxidase-like; LSD, 
lysine-specific demethylase; mAB, monoclonal 
antibody; MEK, mitogen-activated protein kinase 
kinase; MF, myelofibrosis; MK, mesodermal 
killer; MPL, thrombopoietin receptor; mTOR, 
mechanistic target of rapamycin; mut, mutation; 
PI3K, phosphoinositide 3 kinase; PIM, proviral
integration site for Moloney murine leukaemia
virus kinase; PRMT, protein arginine 
methyltransferase; Raf, rapidly accelerated 
fibrosarcoma; Ras, rat sarcoma viral oncogene 
homolog; SLAM, signaling lymphocytic activation 
molecule; STAT, signal transducer and activator of 
transcription; TGF, transforming growth factor; Ub, 
ubiquitin.
Chifotides HT, et al. Clin Lymphoma Myeloma Leuk. 
2021. In Press.

20



Phase 3 Clinical Studies in MF Underway

Chifotides HT & Verstovsek S. Clin Lymphoma Myeloma Leuk. 2021;21(S1):S130-S133.

Investigational

agent

Mechanism of 

action

Ongoing phase

3 clinical trials

Evaluated patients Comparator 

agent

Clinical 

setting

Momelotinib ACVR1/ALK2 & 

JAK2 inhibitor

MOMENTUM 

(NCT04173494)

Symptomatic anemic MF patients who were previously 

treated with an approved JAK inhibitor

Danazol Second-line

Pacritinib JAK2/FLT3 inhibitor PACIFICA 

(NCT03165734)

Patients with MF and severe thrombocytopenia (platelets 

<50 x 109/L)

BAT First-line

Navitoclax (+ ruxolitinib) BCL-XL inhibitor TRANSFORM-1 

(NCT04472598)

Patients with MF who were not previously treated with 

JAK2 inhibitors

Placebo (+ 

ruxolitinib)

First-line

Navitoclax (+ ruxolitinib) BCL-XL inhibitor TRANSFORM-2 

(NCT04468984)

Patients with MF who are refractory/resistant to JAK2 

inhibitors

BAT Second-line

Pelabresib (+ ruxolitinib) BET inhibitor MANIFEST-2 

(NCT04603495)

Patients with MF who were not previously treated with 

JAK2 inhibitors

Placebo (+ 

ruxolitinib)

First-line

Luspatercept Activin receptor 

ligand trap

INDEPENDENCE 

(NCT04717414)

Patients on stable dose of ruxolitinib with MF-associated 

anemia requiring RBC transfusions

Placebo Add-on to 

ruxolitinib

Parsaclisib PI3Kδ inhibitor LIMBER-304 

(NCT04551053)

Patients with MF who have suboptimal response to 

ruxolitinib

Placebo Add-on to 

ruxolitinib

Parsaclisib (+ ruxolitinib) PI3Kδ inhibitor LIMBER-313 

(NCT04551066)

Patients with MF who were not previously treated with 

JAK2 inhibitors

Placebo (+ 

ruxolitinib)

First-line

KRT-232 (Navtemadlin) HDM2 inhibitor BOREAS 

(NCT03662126)

Patients with MF who are refractory/resistant to JAK2 

inhibitors

BAT Second-line

Imetelstat Telomerase inhibitor IMpactMF 

(NCT04576156)

Patients with Int-2/High-risk MF who are refractory to JAK 

inhibitors

BAT Second-line

21



• Ali H, et al. Presented at ASCO 2022. Abstract 7060.

A PHASE 1, OPEN-LABEL, DOSE-ESCALATION STUDY OF 

SELINEXOR PLUS RUXOLITINIB IN PATIENTS WITH 

TREATMENT-NAÏVE MYELOFIBROSIS

Haris Ali, Ashwin Kishtagari, Keri Maher, Sanjay Mohan, Amitabha Mazumder, 

Kamal Chamoun, Igor Karasik, Eric Sbar, Laura Dugom, Sharon Tamir, Xulong

Wang, Josef Prchal, Srinivas Tantravahi

Selinexor (SEL) is an oral selective 

inhibitor of nuclear 

export (SINE), specifically inhibiting 

exportin-1 (XPO1).

22



Thank You
sverstov@mdanderson.org

Srdan Verstovsek, MD, PhD

Professor, Department of Leukemia

Division of Cancer Medicine

The University of Texas MD Anderson 

Cancer Center

Houston, Texas

HE-HU-2200040 | Date of finalization: 8 April, 2022



Haris Ali, MD
City of Hope Comprehensive Cancer Center

A phase 1, open-label, dose-escalation study of 

selinexor plus ruxolitinib in patients with treatment-naïve 

myelofibrosis



Introduction: Myelofibrosis and Selinexor

MF is driven by 
upstream mutations
of JAK2, CALR or MPL

Downstream pathways 
are activated by the 
upstream mutations

The AKT, STAT and ERK pathways 
contain XPO1 cargo proteins 

Additional XPO1 cargos proteins             
that regulate cell growth and survival

may be important, especially in 
ruxolitinib-resistant MF

p53

Par-4 pRB

p21

IκB
BRCA1

p27 eIF4E

1. Exp Hematol (105):2-9, Jan. 01, 2022 

2. XPO1 Cargo references: https://doi.org/10.7554/eLife.11466; http://prodata.swmed.edu/LRNes/IndexFiles/namesGood.php

3. Zhong et al., Leukemia. 2014 May;28(5):1158-63 ; 4. Muqbil et al., Cancer Lett. 2016 Dec 28;383(2):309-317 

5. Cheng et al., Mol Cancer Ther. 2014;13(3):675-686 25

https://www.exphem.org/issue/S0301-472X(21)X0002-1
https://doi.org/10.7554/eLife.11466
http://prodata.swmed.edu/LRNes/IndexFiles/namesGood.php


Study Design (NCT04562389)

26

*Scores from the Myelofibrosis Symptom Assessment Form were collected daily for 5-7 days prior to the start of each cycle. 

ClinicalTrials.gov. NCT04562389. https://clinicaltrials.gov/ct2/show/NCT04562389. Accessed October 21, 2022.

AE, adverse event; BID, twice a day; BIW, twice a week; MTD, maximum tolerated dose; QW, once weekly; PDn, pharmacodynamic; RP2D, recommended phase 2 dose; 

SVR35, spleen volume reduction of at least 35%; TSS50, total symptom score reduction ≥ 50% 

As of Oct 21, 2022, 24 patients have been dosed in one of two dose levels selinexor 40 mg (n=10), and 60 mg (n=13) weekly in combination 

with ruxolitinib daily as per standard of care. 

One patient received 20 mg for 3 cycles then switched to 60 mg and was included in the 40 mg group for the purpose of this analysis.

Patients with 
treatment-naïve 
myelofibrosis

KEY INCLUSION CRITERIA
• Spleen volume of ≥ 450 cm3

by MRI or CT
• DIPSS intermediate-1 +sx, 

intermediate-2, or high-risk
• ECOG 0-2
• Platelet count ≥ 100 x 109/L

Dose Level 1 (n=3)

Selinexor 40 mg PO QW

Ruxolitinib 15 or 20 mg 

PO BID

Dose Level 2 (n=3)

Selinexor 60 mg PO QW

Ruxolitinib 15 or 20 mg 

PO BID

SUPPORTIVE CARE

All patients were required to 

have received one 5-HT3 

antagonist for nausea 

prophylaxis.

Primary Endpoints
• MTD and RP2D

• AEs

Secondary Endpoints
• SVR35, SVR25

• TSS50

• OS

• Anemia response

• ORR

• PK analysis

N=18

Selinexor 40 or 60 mg 

PO QW

Ruxolitinib 15 or 20 mg 

PO BID

Phase 1a 

Dose Escalation

Completed

Phase 1b 

Dose Expansion

Enrollment Completed



Patient Characteristics

27

*One patient received 20 mg for 3 cycles then 60 mg for 3 

cycles and was included in the 40mg group for the purpose of 

this analysis

DIPSS, Dynamic International Prognostic Scoring System; ET, 

essential thrombocythemia; MF, myelofibrosis; MPL, 

myeloproliferative leukemia virus; PV, polycythemia. 



Safety population: 

• All patients who received at least one dose of study treatment 

Efficacy:

Efficacy evaluable population (SVR35 and TSS50): 

• Spleen evaluable: All patients who had a spleen assessment available at the relevant timepoint

• Symptom evaluable: All patients who had at least 1 symptom score available at the relevant 

timepoint

Primary analysis population (SVR35 and TSS50):

• Included patients who have been treated until the relevant timepoint or discontinued prior to 

relevant timepoint.  Patients with missing data at the timepoint were considered as non-

responders

Hemoglobin stabilization population: 

• All patients who are transfusion independent at baseline and followed for at least 8 weeks

Safety and Efficacy Populations

28



Treatment Duration and Disposition

29

Median duration of therapy: 25 weeks 

• 60mg cohort, n=13, 29 Weeks

• 40mg cohort*, n=11; 17 Weeks

Ten patients discontinued treatment due to:

• Clinical progression/Transformation to AML (n=3)

• Treatment related adverse events (n=2)

• Stem Cell Transplant (n=2)

• Withdrawal by patient (n=1)

• Physician decision (n=1)

• Unrelated death (n=1)

EOT, end of treatment; EOS, end of study

* One patient received 20 mg for 3 cycles then 60 mg for 3 cycles and 

was included in the 40 mg group for the purpose of this analysis



SVR35 and TSS50 Response at Week 24

30

*Median TSS was calculated for each cycle, regardless of number of scores collected per cycle

**Primary analysis population: week 24 SVR35 11/16 (69%), TSS50 4/12 (33%) 

TSS, total symptom score; SVR, spleen volume reduction



Spleen Volume Reduction at 24 Weeks

31

All patients* had reduction in 

spleen volume relative to 

baseline at week 24

One patient received 20 mg for 3 cycles then 60 mg for 3 cycles and was included in the 40mg group for the purpose of this analysis

* Efficacy evaluable population



Median Change in Spleen Volume from Baseline (%)

32



Maintained or Improved Hemoglobin in Transfusion-independent Patients

33

HGB, hemoglobin
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Treatment-emergent adverse events (TEAE) 

34

There was one grade 5 event following abdominal 

paracentesis that was deemed not related to study treatment 

*One patient received 20 mg for 3 cycles then 60 mg for 3 

cycles and was included in the 40 mg group for the purpose of 

this analysis 

BID, twice daily; PO, orally; QW, once weekly

• The most common TEAE is 

nausea with 50% of the events 

grade 1; only 1 grade 3 nausea 

was observed

• Two cases of grade 4 

thrombocytopenia occurred in  

the 60 mg dose level

• Thrombocytopenia was not 

clinically relevant with no 

bleeding events observed



Conclusions

35

• The novel combination of selinexor and ruxolitinib demonstrates meaningful efficacy 

across the relevant efficacy endpoints of SVR35 (92%), TSS50 (67%), and hemoglobin 

stabilization (57%)

• AEs were generally manageable; grade 3-4 AEs were not clinically relevant with no 

bleeding, serious infections or clinical sequalae

• The 40 mg and 60 mg dose level were generally well tolerated; most common AEs were 

nausea, fatigue, anemia, and thrombocytopenia

• The combination of selinexor with ruxolitinib achieved a rapid and sustained spleen 

response in treatment-naïve patients with myelofibrosis 

• These data demonstrate that the combination of selinexor and ruxolitinib has the potential 

to be a novel first-line treatment for MF patients
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Pipeline Update and Closing 
Remarks

Reshma Rangwala, MD, PhD
Chief Medical Officer
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Key Findings from Phase 1 Portion of Study (XPORT-MF-0341) Evaluating 
Selinexor in Combination with Ruxolitinib in Treatment-naïve Myelofibrosis (MF)

• Selinexor and ruxolitinib combination demonstrates encouraging efficacy across all relevant efficacy 
endpoints as a novel first-line treatment for myelofibrosis patients

✓ Achieved a rapid and sustained spleen response with 92% of efficacy evaluable patients achieving 
SVR35 at week 24

✓ 67% of efficacy evaluable patients experienced a ≥ 50% reduction of their total symptom score 
(TSS50) at week 24 

✓ 57% of transfusion independent patients maintained stable or improved hemoglobin levels  

• Showed a generally manageable and similar side effect profile at 40 mg and 60 mg doses, with most 
common AEs being nausea, anemia, fatigue and thrombocytopenia 

• These data build on the single agent activity of selinexor from the ESSENTIAL study in JAKi exposed MF 
and suggest selinexor could be utilized in both the treatment-naïve and JAKi exposed patient population

1. NCT04562389

1. NCT04562389
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Single-Agent Selinexor Resulted in Sustained Spleen Responses in Refractory 

MF Patients in Phase 2 ESSENTIAL Study1,2,3

-70

-60

-50

-40

-30

-20

-10

0

10

20

30

40

Spleen volume change (%)

SVR35

SVR25

-62%

-55%

-43%

-37%
-32%

-25%

-3% -2.5%

2%

27%

Two patients not evaluable: One patient died due to liver abscess after 9 weeks of treatment 

(unrelated) and one patient discontinued after 18 weeks due to grade 3 fatigue

Presence of high-

risk mutation
(ASXL1, EZH2, IDH1/2, 

SRSF2 or U2AF1)

SVR35 at week 24 = 30%; SVR35 at ≥ week 24 = 40% (4/10 pts) 

SVR25 at week 24 = 50%; SVR25 at ≥ week 24 = 60% (6/10 pts)

%

Week 12

Week 24

Week >24

1. Tantravahi, et al. ASH 202 2. Data cut-off as of November 2021

3. Preliminary data cut from investigator sponsored open label trial

The safety and efficacy of selinexor in myelofibrosis has not been established and has not been approved by the U.S. FDA or any other regulatory authority.

SVR25, spleen volume reduction of at least 25%; SVR35, spleen volume reduction of at least 35% 
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Primary Endpoint:
• Rate of spleen volume 

reduction ≥ 35% (SVR35)

Secondary Endpoints:
• Rate of total symptom score 

reduction of 50% (TSS50) 
in the myelofibrosis symptom 
assessment form (MFSAF)

• Rate of spleen volume reduction 
of ≥ 25% (SV25)

• OS and ORR

• Anemia response

• Duration of SVR35, TSS50, and 
SVR25

• AEs

• AUC and Cmax

Patients with 
myelofibrosis 

who had ≥
6 months of 

treatment with a  
JAK1/2 inhibitor

(n=112)

Phase 2 Study (XPORT-MF-0351) Evaluating Single-Agent Selinexor Versus 
Physician’s Choice in Previously Treated Myelofibrosis

Selinexor

Selinexor, 80 mg PO QW for the first 2 cycles. 
60 mg PO QW from cycle 3 and beyond

Physician’s Choice

Physician’s choice may include ruxolitinib 
retreatment, fedratinib, chemotherapy, 
anagrelide, corticosteroid, hematopoietic 
growth factor, androgen, IFN, and may include 
supportive care only

AEs, adverse events; AUC, area under the curve; Cmax, maximum concentration;  IFN, interferon; ORR, overall response rate; OS, overall survival; 
PFS, progression-free survival; PO, by mouth; QW, once weekly

R 
1:1

Top-line data expected in 2H 2023

1. NCT04562870 
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Primary Endpoint:
• Rate of spleen volume reduction 

≥ 35% (SVR 35)

Secondary Endpoints:
• Rate of total symptom score 

reduction of 50% (TSS50) 
in the myelofibrosis symptom 
assessment form (MFSAF)

• Rate of spleen volume reduction 
of ≥ 25% (SV25)

• OS and ORR

• Anemia response

• Duration of SVR35, TSS50, and 
SVR25

• AEs

• AUC and Cmax

Patients with 
treatment-naïve 

myelofibrosis

Planned Randomized Portion Evaluating Selinexor in Combination with Ruxolitinib
in Treatment-naïve Myelofibrosis

Selinexor RP2D +

Ruxolitinib 15/20 mg BID

Ruxolitinib 15/20 mg BID

AEs, adverse events; AUC, area under the curve; Cmax, maximum concentration;  IFN, interferon; ORR, overall response rate; OS, overall survival; 
PFS, progression-free survival; PO, by mouth; QW, once weekly

R 

Expected start of randomized phase of study in 1H 2023
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MYELOFIBROSIS
ENDOMETRIAL 

CANCER
MULTIPLE 
MYELOMA

Upcoming Milestones for 2022 and Beyond

• Leverage commercial 

capabilities and increase 

U.S. XPOVIO sales 

(2022)

• Dose first patient in 

Phase 3 study evaluating 

selinexor + pomalidomide 

+ dex (1H 2022)

• EMA decision in 2L+ 

based on BOSTON study

(2H 2022)

• Report subgroup and 

molecular analysis data 

from SIENDO          

(ASCO 2022)

• Initiate new registration-

enabling Phase 3 study 

in TP53 wild-type 

(2H 2022) 

• Report top-line results

(2024)

• Report interim Phase 2 

eltanexor data in 

relapsed/refractory MDS  

(1Q 2023) and top-line 

data (2023)

• Report updated results 

from Phase 1 trial in 

combination with JAKi in 

treatment naïve MF (2H 

2022)

• Report top-line Phase 2 

selinexor data in 

previously treated MF 

(2H 2023)

MYELODYSPLASTIC 
SYNDROMES

✓

✓

✓

✓

✓
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