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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

Karyopharm's guidance on its 2022 net product revenue and 2022 non-GAAP research and development and selling, general and administrative expenses; Karyopharmôsexpected cash runway; the

ability of selinexor or eltanexor to treat patients with multiple myeloma, diffuse large B-cell lymphoma, 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;

that regulators will grant confirmatory approval in the European Union based on the BOSTON study in adult patients with multiple myeloma; or that any of Karyopharmôsdrug candidates, including

selinexor and eltanexor, will successfully complete necessary clinical development phases or that development of any of Karyopharmôsdrug candidates will continue. Further, there can be no

guarantee that any positive developments in the development or commercialization of Karyopharmôsdrug candidate portfolio will result in stock price appreciation. Managementôsexpectations 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 Karyopharmôsbusiness 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 Karyopharmôsdrug candidates that receive regulatory approval; the ability to obtain and retain regulatory approval of XPOVIO or any of Karyopharmôsdrug

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 byKaryopharmôscompetitors for products or product candidates in which Karyopharm is currently commercializing or developing;

and Karyopharmôsability 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 KaryopharmôsQuarterly Report on Form 10-Q for the quarter ended March 31, 2022, which was filed with the Securities and Exchange Commission (SEC) on May 5, 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 ñInvestors,òas 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® and NEXPOVIO® 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.
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Focused mid- and 

late-stage clinical 

pipeline

Multiple catalysts near and 

mid-term, pursuing approvals 

in endometrial cancer, 

myelofibrosis and 

myelodysplastic syndromes

Strong executive 
leadership

Strengthened leadership 

team with key appointments 

in Q1 22

Expanding 
on multiple myeloma 

foundation

Continued expansion of 

XPOVIO by driving 

commercial excellence, 

moving into earlier lines and  

global approvals

Leveraging the 

inhibition of 

nuclear export 

as a mechanism 

to treat cancer

Passionately driven in its 

mission to positively impact 

lives and defeat cancer

Well-capitalized

Cash runway into early 

2024



4 ©2022 KARYOPHARM THERAPEUTICS INC.  

First Quarter 2022 and Recent Highlights

New leadership team 
appointment

Reshma Rangwala, MD, PhD 

Chief Medical Officer

1Q22 total revenues

$47.7M
Å 1Q22 net product revenue of 

$28.3M, 30% growth YoY

ÅSubgroup and molecular analysis from 
SIENDO study in endometrial cancer

ÅPreliminary data from Phase 1/2 study 
evaluating selinexor + ruxolitinib in 
frontline myelofibrosis

Planning to initiate Ph3 study 
evaluating selinexor in p53 wild-
type endometrial cancer in 2H22

ÅPromising exploratory subgroup 
data from the SIENDO study 

Expanding on 
multiple myeloma foundation

Focused mid- and late-stage 
clinical pipeline

Strong executive 
leadership

Now approved in 37 countries
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MULTIPLE 
MYELOMA

Enabling a óClass 

Switchô in Earlier 

Lines of Therapy 

with multiple 

combinations, to 

continue improving 

patient outcomes 

ENDOMETRIAL 
CANCER

Potential to be the 

First Maintenance 

Treatment to improve 

patient outcomes 

versus ñwatch and 

waitò

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

~47,000 patients
(2L+)1,4

~14,000 frontline2,4

(~ 50% p53wt)

MYELOFIBROSIS

Potential to improve 

patient outcomes 

in frontline and 

relapsed/refractory 

MF

Opportunity to expand into additional lines of therapy in all four core indications

1. 1. Clarivate/DRG Market Forecast Dashboard-MM(2022 figures, pub 2020) 2. Clarivate/DRG Endometrial Carcinoma Epidemiology 

Dashboard (2022 figures, pub 2020) 3. Clarivate/DRG Myelodysplastic-Syndrome-Epidemiology-Dashboard (2022 figures, pub 

2020) 4. Annual U.S. incidence. 5. ñMutated p53 portends improvement in outcomes when bevacizumab is combined with 

chemotherapy in advanced/recurrent endometrial cancer: An NRG Oncology studyò, Leslie, Kimberly K. et al. Gynecologic 

Oncology, Volume 161, Issue 1, 113 ï121 6. Epic Oncology Myelofibrosis((2022 figures, pub 2021)) 

~15,000 intermediate-
high risk frontline3,4

~5,800 frontline6,4

MYELODYSPLASTIC 
SYNDROMES

Potential to improve 

patient outcomes in 

frontline and

relapsed/refractory 

MDS
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Regimen Indication Study Name Early Stage Mid Stage Late Stage Commercial

w/dexamethasone Multiple myeloma (penta-refractory) STORM

w/bortezomib + dexamethasone Multiple myeloma (2L+) BOSTON

monotherapy DLBCL (R/R) SADAL

SELINEXOR

w/R-GDP DLBCL (R/R) XPORT-DLBCL-0301

monotherapy Endometrial cancer (maintenance) SIENDO

monotherapy
Endometrial cancer (maintenance; p53 wild-

type)

w/pomalidomide + dexamethasone Multiple myeloma (2L+) XPORT-MM-0312,3,4

w/standard approved therapies5 Multiple myeloma (relapsed/refractory) STOMP

monotherapy Myelofibrosis (previously treated) XPORT-MF-035

w/ruxolitinib Myelofibrosis (treatment naïve) XPORT-MF-0346

ELTANEXOR

monotherapy Myelodysplastic syndromes (refractory) KCP-8602-801

+ hypomethylating agents
Myelodysplastic syndromes 

(newly diagnosed)
KCP-8602-801

1. XPORT-DLBCL-030 is a Phase 2/3. 2. Versus elotuzumab, pomalidomide, and dexamethasone. 

3. Study expected to dose first patient in 1H22. 4. Sponsored by European Myeloma Network. 

5. STOMP has a total of 11 arms; 1 arm still enrolling, 7 arms with patients still in follow up, 3 arms closed.  6. XPORT-MF-034 is a Phase 1/2.

Progressing Focused Pipeline Across Cancers With High Unmet Needs

Coming soonsolid tumor cancerhematologic cancer
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MULTIPLE 
MYELOMA
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What is Multiple Myeloma?

ÅCancer of the plasma cells and the second most common blood cancer

in the world1

ÅMalignant plasma cells produce a paraprotein (an inactive antibody known 

also as M-protein) that adversely affects bone marrow, bones, and kidneys

Treatment Landscape

ÅFollowing first line progression, treatment decisions are based on 

physician and patient choice rather than clear treatment guidelines

ÅCurrent standard of care is to switch drug classes once a regimen stops 

responding

Opportunity and Unmet Need

ÅRetrospective analyses of currently approved combination regimens 

demonstrate poor outcomes for patients with multiple myeloma 

refractory to prior daratumumab (anti-CD38 mAb) treatment, including 

low ORRs and short PFS

Å25% patients have multiple myeloma with high-risk cytogenetics and 

poorer outcomes with currently available therapies3

Selinexor Improves Outcomes for Patients with Relapsed Multiple Myeloma

Affects ~47,000 patients in the US in 2L+2

1. 1. International Myeloma Foundation. What is Multiple Myeloma? https://www.myeloma.org/what-is-multiple-myeloma.

2. Accessed November 2021. 2. Clarivate/DRG Forecast & Landscape for MM (2022) 3. Am J Hematol. 2020;95:548ï567.
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XPOVIO provides a mechanistic switch and maintains full optionality to future regimens.  

Clarity of Sequencing with XPOVIO-based Regimens Post Anti-CD38mAb 
in the 2L and 3L Settings of RRMM 

Proteasome
inhibitors 

(PIs)*
(IMiDs)*

Anti-CD38 
monoclonal 
antibodies 

(mAbs)*

* +dexamethasone

PI + IMID

triplet and Rev 

Maintenance 

(SOC)

2L-3L Post Anti-CD38 mAb 4L+1L- 2L

Other PI or 

IMID based 

regimens 

(Vd, Rd, Kd, 

Pd, etc.)

9-13 months

*** NCCN Guideline inclusion for SPd, SDd and SKd

Combinations other than XVd and Xd will not be promoted by Karyopharm, but may be considered for future indication updates

Anti-CD 38mAb 
based therapy

Class 
Switch

Class 
Switch

- SLAMF7*, 

Alkylating agents

- BCMAs (CAR-T)

- BCMAs

- Retreatment with 

PIs, IMiDs, CD38

Selective Inhibitors of 

Nuclear Export (SINE) - XPO1 

inhibitors*

NCCN*** (SPd, SDd, SKd)

USPI XVd
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SPd, SKd, SDd
STOMP

XVd
BOSTON

Xd 
STORM

Phase 2b, single-arm, 

open-label, multicenter study 

Patients with penta-refractory MM

Phase 1/2, open-label, multicenter study 

Patients with RRMM

(dose escalation/expansion)

Phase 3, 2-arm, active comparator-controlled, 

open-label, multicenter study

After at least 1 prior therapy in MM

1st approval in MM

Dose: 160 mg (80 mg twice weekly)
Phase 1/2 study in MM

Dose range: 60-100 mg once weekly
2nd approval in MM

Dose: 100 mg once weekly

Approval Date: July 2019 Ongoing/CompletedApproval Date: Dec 2020

From the STORM trial to the BOSTON trial to the STOMP trial, XPOVIO dosing 

has been continually refined to help optimize the patient experience

*STOMP was designed to study selinexor in combination with other MOAs across multiple triplet and quadruplet regimens, including XVd.

MM=multiple myeloma; MOA=mechanism of action; RRMM=relapsed or refractory multiple myeloma.

XPOVIO Evolving Into a Standard of Care with Dose and Schedule  
Refined Over Time to Improve Efficacy and Patient Experience

Combinations other than XVd and Xd are not promoted by Karyopharm, but may be considered for future indication updates

Lower Dose
(previously a higher dose)

XPOVIO-based Triplets
(previously a doublet)

Once Weekly 
(previously twice weekly)

Earlier Lines
(previously only in later lines)

Supportive Care
(active symptom management)
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XPOVIO Launch Update: 1Q 2022
Sustained Growth in 2L-4L

$28.3M
1Q 2022 
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1Q 2022 Highlights 

Å Net product revenue up 30% for 1Q22 vs 1Q21

Å Marketplace impacted by Omicron variant in 

January and February1

Å Continued shift into earlier lines of therapy 2-4L1

with strongest growth in 3L

Å Continued increase in depth and breadth of use

Å Continued positive shift in intent-to-prescribe 

metrics

1.  Komodo Health Claims Data. 2. Approval of 2L+ MM in December 2020. 

Net Product 
Revenue

 -

 5.0

 10.0

 15.0

 20.0

 25.0

 30.0

 35.0

1Q 2021 2Q 2021 3Q 2021 4Q 2021 1Q 2022

$21.7

$26.7

$29.8 $28.3

Launch in 2L+ MM 2

$20.2

+30%
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Xd
STORM approval in 4L+ (July 2019) 

Striving to be a Standard of Care in 2L+, Driving Sustainable and Long-Term Growth

The safety and efficacy of SPd has not been established and has not been approved by the FDA or any other regulatory 

authority. Combinations other than XVdand Xd are not promoted by Karyopharm but may be considered for future indication updates.

12,900 patients1
4L+

3L 13,900 patients1

20,500 patients1

2L

~47,000 US patients/year in 2L+1

1

2 3

Karyopharmôs focus

XVd
BOSTON approval 

in 2L+ (Dec 2020)

XPd
Advancing all-oral 

triplet into Phase 3 

targeting 2L+
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Phase 3 Study (XPORT-MM-031) Evaluating Selinexor, Pomalidomide and 
Dexamethasone (SPd) in Patients with Previously Treated Multiple Myeloma

Patients with 

Pomalidomide-naïve 

RRMM

(1-4 prior therapies including 

a PI, lenalidomide and an 

anti-CD38 mAb)

SPd (n:~140)

SEL: 40/60 mg (TBD)1 QW PO D1, 8, 15 and 22   

POM: 4 mg QD PO (D1-21)  

DEX: 40 mg PO D1, 8, 15 and 22

28-day cycle

EPd (n:~140)
ELOTUZUMAB (Elo): 10 mg/kg IV 

(Days 1, 8, 15 and 22 for cycles 1-2);  

20 mg/kg IV (Day 1 for cycles Ó 3)

POM: 4 mg QD PO (D1-21)  

DEX: 40 mg PO D1, 8, 15 and 22

28-day cycle

Primary 

Analysis

PFS

R

1:1

Expect to enroll first patient in 1H 2022

Top-line data expected 2024
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XPOVIO® / NEXPOVIO® Now Approved in 37 Countries

2L+ multiple myeloma and R/R DLBCL

2L+ multiple myeloma

Penta- or triple-class-refractory multiple myeloma and R/R DLBCL

Penta- or triple-class-refractory multiple myeloma

Country/Region Indication(s) Partner

Approvals

United States ī

Europe1 Menarini

UK Menarini

Mainland China Antengene

South Korea Antengene

Australia Antengene

Singapore Antengene

Israel Neopharm

Pending Decisions

Europe Menarini

Canada Forus Therapeutics

Taiwan Antengene

Hong Kong Antengene

1. The 27 countries comprising the European Union, plus Iceland, Norway and Lichtenstein.
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1 Continued strong net product revenue growth

4 Pursuing approvals in additional settings, including with the all-oral regimen XPd

2 Driving adoption of XPOVIO-based combinations for 2L+ where an effective new class of therapies 

is needed

Selinexor in Multiple Myeloma: Key Takeaways

3 Critical need for efficacious, novel combinations post anti-CD38 with the ability to combine with PIs 

and IMiDs
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ENDOMETRIAL 
CANCER


