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Forward-looking Statements

A This presentation contains forward-l ooki ng st atements within the meaning of ebshtgatidhRefdrmeActobl®IB.or 0 pr ovi si

A Such forward-looking statements include those regarding the therapeutic potential of and potential clinical developmentplansand c ommer ci al i zati on for K
drug candidate, selinexor (KPT-330), including the timing of initiation of certain trials and of the reporting of data from such trials, other drug product candidate development
plans, and assumptions of management regarding strategic and financial expectations and projections.

A Such statements are subject to numerous important factors, risks and uncertainties that may cause actual events or resultstodif f er mat eri ally from t he
expectations. For example, there can be no guarantee that Selinexor or any other drug candidate Karyopharm is developing will successfully complete necessary preclinical
and clinical devel opment phases or that devel opment of albeyogudrantéethatyaoypdsiive més dr ug c ¢
devel opments in Karyopharmds drug candidate portf ol i o wirdcdivesmarketin approval forsselimegokor pr i c e
another drug candidate, there can be no assurance that Karyopharm will be able to successfully commercialize that drug candidate. Management 6s expectati
therefore, any forward-looking statements in this presentation could also be affected by risks and uncertainties relating to a number of other factors, many of which are beyond
Karyopharmés control, including the following: Kar y o p beguennanalysis of exigtingtdata amd newdatani cal t |
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 publ i cat i on gulateryaperavalshtandda eerall patidats in gsalipitab r moé s

trials; unplanned cash requirements and expenditures; dev eforwpcmi€anyophaoniiscdrrently candi da-t
developing its drug candidates; and Karyophar mdés abi |l i ttyprotectionddpadangadrug candidatdsitis ai n and
developing.

AThese and other risks, including those which may i mpact rmeadiagg meRitdl Eapectsatiiomst!

Quarterly Report on Form 10-Q for the quarter ended September 30, 2015, which is on file with the Securities and Exchange Commission, and in subsequent filings filed by
Karyopharm with the Securities and Exchange Commission.

A Any forward-looking statements contained in this presentation are for informational purposes only and speak only as of the date hereof. Other than as is 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.

AKaryopharmés website is http://www. karyopharm. com. Kar y o psmess, diugdeveloprheat prbgyamsiasce s i t s\
governance. Karyopharm encourages investors to use www. kalnvgspbasmocam, apaoticel afl
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.

A Unless otherwise noted, this presentation contains data that are interim and unaudited based on site reports.
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Agenda

8:30
Karyopharm Update
Michael G. Kauffman, MD, CEO, Karyopharm

8:45
Clinical Update: Multiple Myeloma i Selinexor + Proteasome Inhibitors
Andrzej J. Jakubowiak, MD, University of Chicago

8:55
Selinexor in Combination with DNA Damaging Agents in AML
Gert Ossenkoppele, MD, PhD, VU University Medical Center, Amsterdam

9:05
Selinexor + Fludarabine + AraC in Pediatric Patients with R/R AML
Jeffrey Rubnitz, MD, St . Jude Childrends Resear
9:15

Kar y op h Bmengong Pipeline
Michael G. Kauffman, MD, CEO, Karyopharm



Selinexor Clinical Presentations

Safety, Efficacy, and Determination of the Recommended Phase 2 Dose
for the Oral Selective Inhibitor of Nuclear Export (SINE™) Selinexor (KPT-330)
Christine Chen (Oral)

Phase 1 MMRC Trial of Selinexor, Carfilzomib (CFZ), and Dexamethasone (DEX)
In Relapsed and Relapsed/Refractory Multiple Myeloma (RRMM)
Andrzej J. Jakubowiak (Poster)

SAIL: Selinexor, ARA-C and Idarubicin: An Effective and Tolerable Combination in Patients
with Relapsed/Refractory AML: A Multicenter Phase Il Study
Walter Fiedler (Poster)

Phase | Study of Selinexor, a Selective Inhibitor of Nuclear Export, in Combination with
Fludarabine and Cytarabine (AraC) in Pediatric Patients with Relapsed or Refractory Leukemia
Jeffrey E. Rubnitz (Poster)



SINE™ Compounds: Key Takeaways

A Oral selinexor is broadly active across hematologic and solid neoplasms as a single agent;
>1300 patients treated, with the longest for >2 years

A Single agent selinexor 60mg twice weekly (flat dose) shows optimal therapeutic window and duration on therapy

A As a novel and unique activator of tumor suppressor proteins and reducer of oncoproteins, selinexor combines
broadly with other anti-cancer agents

A Selinexor + Kyprolis™ + dexamethasone shows ORR >60% inR/IRMMI| eadi ng t o Kar opBhaSQOKREBh as ¢

A Selinexor in combination with AraC-based intensive chemotherapy for R/R AML (7+3 AraC-lda in adults, Fludara-AraC
in children) shows promising efficacy and tolerability

A Selinexor shows potent preclinical activity in combination with immune checkpoint inhibitors

ASel inexor $0nmbare gheralyentldto noderate, manageable with dose adjustments and supportive
care and decline over time on therapy

A Primary focus is the initial approval of selinexor based on ongoing studies and then broaden the use of selinexor
across multiple tumor types in combinations



Selinexor: Novel Oral Anti-Cancer Agent
Restores Tumor Suppressors & Reduces Oncoproteins
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SINE™ Compound Preclinical Presentations

Recurrent Mutations of the Exportin 1 Gene (XPO1) in Primary Mediastinal B-Cell Lymphoma: a LYSA study
Fabrice Jardin (Oral)

The Gain of the Short Arm of Chromosome 2 (2P) in CLL and Drug Resistance
Adrien Cosson (Oral)

Selective Inhibitors of Nuclear Export (SINE) Compounds Suppress both HIV Replication and AIDS Related Lymphoma
Dirk Daelemans (Poster)

Selinexor is an Effective Cancer Treatment in Hypoxic Conditions and Synergizes with Proteasome Inhibitors
to Treat Drug Resistant Multiple Myeloma
Barbara Muz (Poster)

Combination Therapy of Selinexor with Bortezomib or Carfilzomib Overcomes Drug Resistance to Proteasome Inhibitors (PI)
in Human Multiple Myeloma
Joel G. Turner (Poster)

Development of a Pharmacodynamic Assay for XPO1 Occupancy Using Fluorescence Cross Correlation Spectroscopy
Marsha L. Crochiere (Poster)

Selinexor, a Selective Inhibitor of Nuclear Export (SINE) Compound, Shows Synergistic Anti-Tumor Activity in Combination
with Dexamethasone Characterized by Specific Pattern of Gene Expression in Multiple Myeloma (MM)
Trinayan Kashyap (Poster)

XPO1 (Exportin-1) Is a Major Regulator of Human Erythroid Differentiation. Potential Clinical Applications to Decrease
Ineffective Erythropoiesis of Beta-Thalassemia
Guillem Flavia (Poster)



Karyophar mos Gr owl ng
KPT-8602 & KPT-9274

Nuclear Export Inhibitor KPT-8602 is Highly Active Against Leukemic Blasts and Leukemia-Initiating
Cells in Patient-Derived Xenograft Models of AML
Julia Etchin (Oral)

Next Generation XPO1 Inhibitor Shows Improved Efficacy and In Vivo Tolerability in Hematologic
Malignancies
Zachary A. Hing (Oral)

Next Generation XPO1 Inhibitor KPT-8602 for the Treatment of Drug-Resistant Multiple Myeloma
Joel G. Turner (Poster)

In Vitro and in Vivo Anti-Leukemic Effects of PAK4 Allosteric Modulators in Acute Myeloid Leukemia:

Promising Results Justifying Further Development
Shaneice Mitchell (Poster)

Dissecting Signaling Network Responses to PAK4 Allosteric Modulators (PAMs) in Cell Subsets
within Primary Human Acute Myeloid Leukemia Samples
Paul Brent Ferrell Jr. (Poster)
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Extensive Collaborations on the Clinical
Development of Selinexor

Conducting Trials of Selinexor Across a Broad Range of Cancers
NCCN Comprehensive Cancer Centers

Selinexor in Leukemia and Solid Tumors
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A Selinexor
SINEE Compound wilinical D&/elapmeant Strategy

AREA OF THERAPY } PRECLINICAL } PHASE 1 OR PHASE 2 PHASE 2 OR PHASE 3
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Selinexor + PD-1/PD-L1 Blockade
Shows Enhanced Anti-tumor Activity

In combination with PD-1/PD-L1 blockade in syngeneic murine models of
colon cancer and melanoma (Farren & Lesinski (OSU), AACR-EORTC 2015)

A Combination of selinexor + PD-1 or PD-L1 blockade exerts considerable anti-tumor activity in an
aggressive murine melanoma model.

A Combination of selinexor + PD-1 or PD-L1 blockade shows significant immunomodulatory activity,
inducing changes in the frequency and phenotype of immune cell populations including:
A Increased frequency of NK cells
A Induced frequency of differentiated TH1 cells
A Increased frequency of activated T-cells

A These results support the future clinical evaluation of the combination of selinexor
+ PD-1/PD-L1 blockade in colon cancer and melanoma patients
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Selinexor + PD-1/PD-L1 Blockade Shows
Enhanced Anti-tumor Activity
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Karyophar mos

DRUG CANDIDATES

AREA OF THERAPY
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Anticipated Timelines to Key Data Release

ep 2015 MiD 2016 END2016  MID2017  END 2017
Myeloma (STORM) _ -

Myeloma (SCORE) _ -
AML (SOPRA) Interim . Final*

DLBCISADAL) ~ Final*

wi OKGISRMN & ~ Final*

LiposarcomaSEAL)  Phase2  Final
KPT8602(2"d GenSINEM) ~ RP2D -
KPTF9274(PAK4 NAMPT) |

*hased on current enrollment







Safety, Efficacy, and Determination of the
Recommended Phase 2 Dose for the Oral Selective

Inhibitor of Nuclear Export (SINE™) Selinexor (KPT-330)

Christine Chen!, Ramiro Garzon?, Martin Gutierrez3, Megan Jacoby#, Peter Brown®, lan Flinn®,
Richard Stone’, Lynn Savoie®, Rachid Baz®, Nashat Gabrail'®, Michael Wang?!!, Peter Martin',
David Seigel®, Morten Mau-Sorensen>, Michael Andreeffll, Tracey Marshall'3, Jean-Richard
Saint-Martin'3, Robert Carlson'3, Sharon Shacham?3, Michael Kauffman3, John Kuruvilla!

(1) Princess Margaret Cancer Center, Toronto, Canada; (2) The Ohio State University, James Cancer Hospital, OH, USA,;
(3) John Theurer Cancer Center, Hackensack, NJ, USA; (4) Washington University School of Medicine, St. Louis, MO,
USA; (5) Dept. of Oncology, Rigshospitalet, Copenhagen, Denmark; (6) Sarah Cannon Research Institute, Tennessee
Oncology, Nashville, TN, USA; (7) Dana-Farber Cancer Institute, Boston, MA, USA; (8) University of Calgary Division of
Hematology, Calgary, Canada (9) H. Lee Moffitt Cancer Center & Research Institute Inc., Tampa, FL, USA; (10) Gabrall
Cancer Center, Canton, OH (11) MD Anderson Cancer Center, Houston, TX, USA; (12) Weil Cornell Medical College,
New York, NY, USA; (13) Karyopharm Therapeutics Inc, Newton, MA, USA

Presented on December 6, 2015, by Dr. Christine Chen



Selinexor Phase 1 Study

Phase 1 dose escalation and expansion study of selinexor in patients with advanced
hematological malignancies

ESCALATIONS EXPANSIONS
Chronic Heme Malignhancies (n=77) NHL (n=32), MM/WM (n=23)

3-80mg/m2(4, 6, 8 or 10 doses/28 d cycle)  30-60mg/m?2; 30 or 60mg flat (8 doses/cycle)

ARM 2 Acute Myeloid Leukemia (AML, n=71) AML (n=24)
—
17-70mg/mZ2(4, 8 or 10 doses/28 d cycle) 40mg/m?2, 8 doses/cycle

COMBINATIONS

ARM 6 Multiple Myeloma SEL-DEX (MM, n=25)

45, 60mg/m? + 20mg dexamethasone, 8 doses (combo)/cycle

ARMS 3-5 expansions included 14 patients (6 TCL, 1 CML, 7 ALL), 30-40mg/m?, 8 doses/cycle; Arm 7 selinexor + rituximab in NHL




Flat Dose and BSA-Based PK Have Similar Dose Proportionality

Pharmacokinetics showed similar linear dependence of C,., and AUC
on BSA-based (3-80mg/m? range) or flat dose (4-175mg range)
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Selinexor Phase 1 Demographics

Patient and disease characteristics

Median Age (Range)

No. of patients

Acute Myeloid Leukemia Median prior regimens (range)

(AML) Cytogenetic Risk (good / intermediate / poor)
FIt3 mutated

No. of patients

Non-Hodgkin's Lymphoma Median prior regimens (range)

(NHL) DLBCL (Total / transformed / double hit)
Richter's Transformation

No. of patients

Multiple Myeloma (MM) / Median prior regimens (range)
Waldenstrom's macroglobulinemia

(WM) Proteasome inhibitor and IMiD refractory

Bortezomib, carfilzomib, lenalidomide and pomalidomide exposed

ALL /CLL/TCL/CML No. of patients

N = 266*

64 (23-89)
95
3 (0-8)
14/ 25/ 30
11
66*

4 (1-12)
30/12/6
8
81/3
6 (1-16)
62
4

71716171

*does not include NHL rituximab combination pts in Arm 7




Adverse Events (AEs), DLTs and MTD

Common related AEs - all grades

(010% of

Grade|Grade| Total

ADVERSE EVENTS

1/2 (%)|3/4 (%)| (%)

pat i

ent s,

Gl/Constitutional
Nausea 60 3 63
Fatigue 49 13 62
Anorexia 52 5 57
Vomiting 35 3 38
Diarrhea 32 3 35
Weight loss 25 2 27
Dysgeusia 18 - 18
Dehydration 11 5 16
Hematologic
Thrombocytopenia 7 34 41
Anemia 9 21 30
Neutropenia 5 20 25
Leukopenia 3 10 13
Other
Hyponatremia 12 13 25
Blurred vision 17 - 17
Muscle weakness 8 3 12
Dizziness 12 - 12

Common grade 3/4 AEs

ADVERSE EVENTS

Thrombocytopenia
Anemia
Neutropenia
Leukopenia

( OB66 )o f

Hematologic

Related |Unrelated

patient s,

Biochemistry

Hyponatremia
Hypokalemia
Hyperglycemia

Constitutional

Fatigue

Infection

Febrile neutropenia
Lung infection

Gastrointestinal

Dehydration
Anorexia

Other

Muscle weakness
Dyspnea

34 15
21 17
20 10
10 5
13 8
2 4
1 5
13 5
5 9
1 11
5 2
5 -
3 3
. 5

:
@)

n=266)

AMost common non-hematologic
toxicities were Gl and fatigue
(grade 1/2)

AMost common grade 3/4
toxicities were hematologic

A4 DLTs were observed
A grade 4
thrombocytopenia (2)
A Missed doses due to
grade 2 fatigue (1)
A Withdrawal (1)

A MTD was not reached




Serious Adverse Events

with SAEs | SAEs | SAEs | SAEs
All Patients . 1 (27%) 119 A 119 SAEs in 71 of 266 patients (27%)
eme Cancer
AML o5 50 (53%) 85 6 ag A?; ifr?éilof.AEs (45) were unrelated to
MM 81 8 (10%) 16 5 2
NHL/CLL 73 10 (14%) 13 _ 3 AMost total / fatal SAEs were in AML
Other 17 3 (18%) 5 - 2
Sepsis ASepsis and pneumonia most
A= 2 2 &) 2 ) £ common SAEs T mostly in AML
NHL/CLL 73 2 (3%) 2 - 1
Pneumonia
AML 95 7 (%) 7 - 5
MM 81 1 (1%) 1 - -
NHL/CLL 73 1 (1%) 1 - 1
DS REMEE A SAEs were substantially lower at
41 44mg 52 11(21%) 15 1 9 selinexordoses O65 mg vier sus
457 65mg 75 17 (23%) 35 4 17 >65 mg
>65mg 139 43 (31%) 69 6 19




Increased Sepsis Rates Specific to AML Patients
Not Observed Across Other Indications (July 2015)

A Periodic review (July 2015) of Serious Adverse Events (SAEs) on SOPRA trial revealed sepsis
rates of 11% on selinexor 556mg/m? (~100mg) versus 6.7% onp hy s i choiaen 6 s

A Although this trend was not statistically significant, review of Phase 1 data indicated that higher
doses of selinexor (>80mg) were associated with increased sepsis risk in AML only

A Phase 1 & 2 results across other hematologic and solid tumors showed no increase in sepsis




