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The information in this prospectus is not complete and may be changed. We may not sell these securities until the registration statement
filed with the Securities and Exchange Commission is effective. This prospectus is not an offer to sell these securities and it is not
soliciting an offer to buy these securities in any state where the offer or sale is not permitted.

Subject to Completion
Preliminary Prospectus dated March 24, 2014

PROSPECTUS
Shares
Common Stock
We are offering shares of our common stock and the selling stockholders are offering shares of our common stock. We

will not receive any proceeds from the sale of shares by the selling stockholders.

Our common stock is listed on The NASDAQ Global Select Market under the symbol "KPTIL." The last reported sale price of our
common stock on The NASDAQ Global Select Market on March 21, 2014 was $42.07 per share.

We are an "emerging growth company" under federal securities laws and are subject to reduced public company disclosure standards.
See "Prospectus Summary Implications of Being an Emerging Growth Company."

Investing in the common stock involves risks that are described in the '"'Risk Factors'' section beginning
on page 9 of this prospectus.

Per Share Total
Public offering price $ $
Underwriting discount(1) $ $
Proceeds, before expenses, to us $ $
Proceeds, before expenses, to selling stockholders $ $

ey

We refer you to "Underwriting" on page 150 for additional information regarding total underwriting compensation.

The underwriters may also exercise their option to purchase up to an additional shares at the public offering price, less the
underwriting discount, for 30 days after the date of this prospectus.

Neither the Securities and Exchange Commission nor any state securities commission has approved or disapproved of these
securities or determined if this prospectus is truthful or complete. Any representation to the contrary is a criminal offense.

The shares will be ready for delivery on or about ,2014.
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You should rely only on the information contained in this prospectus or in any free writing prospectus we may authorize to be delivered
or made available to you. We have not, the selling stockholders have not, and the underwriters have not, authorized anyone to provide you with
different information. If anyone provides you with different or inconsistent information, you should not rely on it. We and the selling
stockholders are offering to sell, and seeking offers to buy, shares of our common stock only in jurisdictions where offers and sales are
permitted. The information in this prospectus is accurate only as of the date of this prospectus, regardless of the time of delivery of this
prospectus or any sale of shares of our common stock.

For investors outside the United States: We have not, the selling stockholders have not, and the underwriters have not, done anything
that would permit this offering or possession or distribution of this prospectus in any jurisdiction where action for that purpose is required, other
than in the United States. Persons outside the United States who come into possession of this prospectus must inform themselves about, and
observe any restrictions relating to, the offering of the shares of common stock and the distribution of this prospectus outside the United States.
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PROSPECTUS SUMMARY

This summary highlights information contained elsewhere in this prospectus and is qualified in its entirety by the more detailed
information and consolidated financial statements included elsewhere in this prospectus. This summary does not contain all of the information
that may be important to you. You should read and carefully consider the following summary together with the entire prospectus, including our
consolidated financial statements and the notes thereto appearing elsewhere in this prospectus and the matters discussed in the sections in this
prospectus entitled "Risk Factors," "Selected Consolidated Financial Data" and "Management's Discussion and Analysis of Financial Condition
and Results of Operations" before deciding to invest in our common stock. Some of the statements in this prospectus constitute forward-looking
statements that involve risks and uncertainties. See "Cautionary Note Regarding Forward-Looking Statements." Our actual results could differ
materially from those anticipated in such forward-looking statements as a result of certain factors, including those discussed in the "Risk
Factors" and other sections of this prospectus.

Except as otherwise indicated herein or as the context otherwise requires, references in this prospectus to "Karyopharm" "the

"o "o

Company," "we," "us" and "our" refer to Karyopharm Therapeutics Inc. and, where appropriate, its consolidated subsidiaries.

Karyopharm Therapeutics Inc.
Overview

We are a clinical-stage pharmaceutical company founded in December 2008 by Dr. Sharon Shacham. We are focused on the discovery
and development of novel first-in-class drugs directed against nuclear transport targets for the treatment of cancer and other major diseases. Our
scientific expertise is focused on the understanding of the regulation of intracellular transport between the nucleus and the cytoplasm. We have

discovered and developed wholly-owned, novel, small molecule, Selective Inhibitors of Nuclear Export, or SINE, compounds that inhibit the
nuclear export protein XPO1. We have worldwide rights to these SINE compounds. Our lead drug candidate, Selinexor (KPT-330), is an XPO1
inhibitor being evaluated in multiple open-label Phase 1 clinical trials in patients with heavily pretreated relapsed and/or refractory
hematological and solid tumor malignancies. To date, we have administered Selinexor to over 240 patients in these trials. Preliminary evidence
of anti-cancer activity has been observed in some patients and Selinexor has been sufficiently well-tolerated to allow many of these patients to
remain on therapy for prolonged periods, including several who have remained on study for over 8-12 months. During 2014, we plan to initiate
clinical trials in three different hematological malignancy indications. These trials are designed to potentially serve as the basis for an application
seeking regulatory approval for Selinexor in such indications. To our knowledge, no other XPO1 inhibitors are in clinical development at the
present time.

One of the ways in which the cell regulates the function of a particular protein is by controlling the protein's location within the cell, as
a specific function may only occur within a particular location in the cell. In healthy cells, nuclear transport, both into and out of the nucleus, is a
normal and regular occurrence that is tightly regulated and requires specific carrier proteins to occur. XPO1 mediates the export of
approximately 220 different mammalian cargo proteins, including the vast majority of tumor suppressor proteins. Moreover, XPO1 appears to be
the only nuclear exporter for most of these tumor suppressor proteins. Cancer cells have increased levels of XPOI1, causing the increased export
of these tumor suppressor proteins from the nucleus. Since the tumor suppressor proteins need to be located in the nucleus to promote
programmed cell death, or apoptosis, XPO1 overexpression in cancer cells counteracts the natural apoptotic process that protects the body from
cancer. Due to XPO1 inhibition by our SINE compounds, the export of tumor suppressor proteins is prevented, thereby leading to their
accumulation in the nucleus which subsequently reinitiates and amplifies their natural apoptotic function in cancer cells. This leads to the death
of cancer cells through apoptosis with minimal effects




Edgar Filing: Karyopharm Therapeutics Inc. - Form S-1

Table of Contents

on normal cells. The figure below depicts the process by which our SINE compounds inhibit the XPO1 nuclear export of tumor suppressor
proteins.

Transient XPO1 Inhibition by SINE Compounds

We are currently conducting three open-label Phase 1 clinical trials of Selinexor, the first in patients with various advanced
hematological malignancies, the second in patients with various advanced or metastatic solid tumor malignancies and the third, a food effect
study, in patients who have metastatic, locally advanced or locally recurrent soft tissue or bone sarcomas. In these trials, we have observed
preliminary evidence of anti-cancer activity of Selinexor across a spectrum of patients with advanced cancers who had received multiple
previous treatments and, despite these treatments, had disease that was progressing at the time of enrollment in our clinical trials. Our
hematological malignancy trial consists of six arms. Arm 1 includes patients with certain chronic B-cell malignancies, Arm 2 includes patients
with acute myeloid leukemia, or AML, Arm 3 includes patients with T-cell lymphomas, Arm 4 includes patients with chronic myeloid leukemia,
Arm 5 includes patients with acute lymphocytic leukemia and Arm 6 includes patients with multiple myeloma or Waldenstrom's
Macroglobulinemia taking 20 mg/m? of dexamethasone with each dose of Selinexor. In patients evaluated in our hematological malignancy trial
as of December 4, 2013, we have observed complete responses or remissions, partial responses or remissions, minimal responses or stable
disease, all as determined in accordance with commonly accepted evaluation criteria for the specific indication. For example, partial or minimal
responses or stable disease have been observed in 82% of patients with relapsed and/or refractory chronic B-cell malignancies. In patients with
relapsed and/or refractory acute myeloid leukemia, or AML, as of December 4, 2013, we have observed complete remissions, partial remissions,
morphologic leukemia-free state or stable disease in 52% of patients, some for longer than three months. In 48% of patients in the solid tumor
malignancy trial evaluated as of December 24, 2013, we have observed partial responses or stable disease, all as determined in accordance with
Response Evaluation Criteria In Solid Tumors, or RECIST.

Assuming continued positive results from our ongoing Phase 1 or Phase 2 clinical trials of Selinexor and pending regulatory feedback,
we plan to initiate registration-directed clinical trials of Selinexor in three hematological malignancy indications during 2014. We refer to these
trials as registration-directed because they are designed to potentially serve as the basis for an application seeking regulatory approval of
Selinexor. We expect to initiate registration-directed clinical trials for
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Selinexor in AML in the first half of 2014, in diffuse large B-cell lymphoma, or DLBCL, in late summer 2014 and in Richter's Syndrome (also
called Richter's Transformation) during the middle of 2014. We plan to seek regulatory approvals of Selinexor in North America and Europe in
each such indication with respect to which we receive positive results and positive regulatory feedback. We may seek such approvals in other
geographies as well. In solid tumor malignancies, we have initiated Phase 2 clinical trials of Selinexor in relapsed glioblastoma multiforme and
in ovarian, cervical and uterine carcinomas and expect to initiate Phase 2 clinical trials in squamous head, neck or lung cancers and hormone and
chemotherapy refractory metastatic prostate cancer during 2014. As we continue to review response data in solid tumor and other hematological
malignancies, including multiple myeloma, we may decide to initiate registration-directed trials in additional cancer indications. We intend to
enter into collaborations for marketing and commercialization of Selinexor in particular geographies at an appropriate time.

We believe that the XPO1-inhibiting SINE compounds that we have discovered and developed to date, including Selinexor, have the
potential to provide a novel targeted therapy that enable tumor suppressor proteins to remain in the nucleus and promote apoptosis of cancer
cells. Moreover, our SINE compounds spare normal cells, which, unlike cancer cells, do not have significant damage to their genetic material,
and we believe this selectivity for cancer cells minimizes side effects. We believe that the oral administration of Selinexor and the lack of
cumulative or major organ toxicities observed to date in patients treated with Selinexor in our Phase 1 clinical trials create the potential for its
broad use across many cancer types, including both hematological and solid tumor malignancies. We believe that no currently approved cancer
treatments or current clinical-stage cancer drug candidates are selectively targeting the restoration and increase in the levels of multiple tumor
suppressor proteins in the nucleus.

We are focused on building a leading oncology business. Karyopharm was founded by Sharon Shacham, Ph.D., M.B.A., our President
and Chief Scientific Officer. We are led by Dr. Shacham and Dr. Michael Kauffman, our Chief Executive Officer. Dr. Kauffman played a
leadership role in the development and approval of Velcade® at Millennium Pharmaceuticals, and of Kyprolis® while serving as Chief Medical
Officer at Proteolix and then Onyx Pharmaceuticals. Dr. Shacham has played a leadership role in the discovery and development of many novel
drug candidates, which have been or are being tested in human clinical trials, prior to her founding of Karyopharm and while at Karyopharm.

In addition to cancer, we believe that our SINE compounds have the potential to provide therapeutic benefit in a number of additional
indications, including autoimmune and inflammatory diseases, wound healing, HIV and influenza. We have discovered and are developing a
pipeline of SINE compounds that have shown evidence of activity in preclinical models of inflammation, wound healing and viral infection. We
may seek to enter into development, marketing and commercialization collaboration arrangements for our SINE compounds other than Selinexor
in non-oncology indications globally.

The table below summarizes the current stages of development of our key drug candidates and indications for which clinical trials are
currently being conducted or indications that we expect to initially focus on for each candidate. We expect to initiate the planned clinical trials of
Selinexor described below assuming continued positive results from our ongoing Phase 1 clinical trials and pending regulatory feedback. We
also expect a number of investigator-sponsored trials, or ISTSs, to be initiated for Selinexor in a variety of cancer indications over the next year.
These ISTs could consist of
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single agent or combination studies with other agents in both hematological and solid tumor malignancies.

Our Strategy

As a clinical-stage pharmaceutical company focused on the discovery and development of orally available, novel first-in-class drugs
directed against nuclear transport targets for the treatment of cancer and other major diseases, the critical components of our business strategy
are to:

Develop and seek regulatory approval of Selinexor, our novel lead drug candidate, in North America and Europe.

Maximize the commercial value of Selinexor.

Maintain our competitive advantage and scientific expertise in the field of nuclear transport.

Develop novel drug candidates by leveraging our proprietary drug discovery and optimization platform and our
understanding of nuclear transport.

Collaborate with key opinion leaders to conduct investigator-sponsored trials of Selinexor.

Maximize the value of our other SINE compounds in non-oncology indications through collaborations.

Risks Associated with Our Business
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Our business is subject to a number of risks of which you should be aware before making an investment decision. These risks are
discussed more fully in the "Risk Factors" section of this prospectus immediately following this prospectus summary. These risks include the
following:

We depend heavily on the success of Selinexor, our lead drug candidate, which is currently in Phase 1 and Phase 2 clinical
trials, and we cannot be certain that we will receive regulatory
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approval for Selinexor or will successfully commercialize Selinexor even if we receive such regulatory approval.

Our approach to the discovery and development of drug candidates that target Exportin 1, or XPO1, is unproven, and we do
not know whether we will be able to develop any drugs of commercial value.

If clinical trials of our drug candidates fail to demonstrate safety and efficacy to the satisfaction of regulatory authorities or
do not otherwise produce positive results, we may incur additional costs or experience delays in completing, or ultimately be
unable to complete, the development and commercialization of our drug candidates; to date, both adverse and serious
adverse events have been experienced by patients in our clinical trials of Selinexor, including several which have been

determined to relate to Selinexor.

We cannot be certain that, even if successful, our registration-directed trials will be sufficient to allow us to file for, or
receive approval for, Selinexor.

We have incurred significant losses since inception. We expect to incur losses for the foreseeable future and may never
achieve or maintain profitability. As of December 31, 2013, we had an accumulated deficit of $62.6 million.

Our short operating history may make it difficult for you to evaluate the success of our business to date and to assess our
future viability.

We will need substantial additional funding. If we are unable to raise capital when needed, we would be forced to delay,
reduce or eliminate our research and drug development programs or commercialization efforts.

We expect to depend on third parties for the development, marketing and/or commercialization of our drug candidates. If
those collaborations are not successful, we may not be able to capitalize on the market potential of these drug candidates.

We have applied for, but not yet received, patent protection for our key drug candidates and if we are unable to obtain and
maintain patent protection for our drug candidates and other discoveries, or if the scope of the patent protection obtained is
not sufficiently broad, our competitors could develop and commercialize drugs and other discoveries similar or identical to
ours, and our ability to successfully commercialize our drug candidates and other discoveries may be adversely affected.

Our Corporate Information

We were incorporated under the laws of the State of Delaware in December 2008. Our executive offices are located at 2 Mercer Road,
Natick, MA 01760, and our telephone number is (508) 975-4820. Our website address is www.karyopharm.com. The information contained in,
or accessible through, our website does not constitute part of this prospectus. We have included our website address in this prospectus solely as
an inactive textual reference. The trademarks, trade names and service marks appearing in this prospectus are the property of their respective
owners.

Implications of Being an Emerging Growth Company

As a company with less than $1 billion in revenue during our last fiscal year, we qualify as an "emerging growth company" as defined
in the Jumpstart Our Business Startups Act of 2012, or the JOBS Act. As an emerging growth company, we may take advantage of specified
reduced disclosure

11
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and other requirements that are otherwise applicable generally to public companies. These provisions include:

providing only two years of audited financial statements, in addition to any required unaudited interim financial statements,
with correspondingly reduced "Management's Discussion and Analysis of Financial Condition and Results of Operations"

disclosure;

reduced disclosure about our executive compensation arrangements;

exemption from holding the non-binding advisory votes on executive compensation, including golden parachute
arrangements; and

exemption from the auditor attestation requirement in the assessment of our internal controls over financial reporting.

Generally, we may take advantage of these exemptions for up to five years or such earlier time that we are no longer an emerging
growth company. We would cease to be an emerging growth company if we have more than $1 billion in annual revenue, we have more than
$700 million in market value of our stock held by non-affiliates or we issue more than $1 billion of non-convertible debt over a three-year
period. We may choose to take advantage of some, but not all, of the available exemptions. We have taken advantage of certain reduced
reporting burdens in this prospectus. Accordingly, the information contained herein may be different than the information you receive from other
public companies in which you hold stock.

In addition, the JOBS Act provides that an emerging growth company can take advantage of an extended transition period for
complying with new or revised accounting standards. This allows an emerging growth company to delay the adoption of certain accounting
standards until those standards would otherwise apply to private companies. We have irrevocably elected not to avail ourselves of this
exemption from new or revised accounting standards and, therefore, we will be subject to the same new or revised accounting standards as other
public companies that are not emerging growth companies.

13
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Common stock offered by us

Common stock offered by the selling
stockholders

Common stock to be outstanding after this
offering

Option to purchase additional shares

Use of proceeds

NASDAQ Global Select Market symbol

THE OFFERING

shares
shares

shares
The underwriters have an option for a period of 30 days to purchase up to additional shares of
our common stock.
We intend to use the net proceeds from this offering, together with our existing cash and cash
equivalents, as follows: approximately $ million to fund the continued clinical
development of our lead drug candidate, Selinexor (KPT-330), including by initiating and
conducting planned registration-directed clinical trials of Selinexor in three hematological
malignancy indications, Phase 2 clinical trials of Selinexor in solid tumor indications and
additional clinical trials of Selinexor in additional cancer indications as a single agent as well as
in combination with other therapies; approximately $ million to continue the preclinical
development of our drug candidates for anti-inflammatory, viral and wound-healing
indications; approximately $ million for discovery, research, preclinical development and
clinical trials of additional drug candidates; and the balance for working capital and other
general corporate purposes.
We will not receive any of the proceeds from the sale of shares by the selling stockholders.
See "Use of Proceeds" for more information.
"KPTI"

The number of shares of our common stock to be outstanding after this offering is based on 29,753,726 shares of our common stock
issued and outstanding as of December 31, 2013, including 166,949 shares of unvested restricted stock subject to repurchase by us, and

excludes:

2,410,522 shares of our common stock issuable upon exercise of stock options outstanding as of December 31, 2013 at a

weighted-average exercise price of $7.85 per share; and

635,962 and 242,424 additional shares of our common stock available for future issuance, as of December 31, 2013, under

our 2013 stock incentive plan and our 2013 employee stock purchase plan, respectively; and

1,190,149 additional shares of our common stock that became available for issuance under our 2013 stock incentive plan on

January 1, 2014.

Unless otherwise indicated, this prospectus reflects and assumes the following:

no exercise of the outstanding options described above;

no exercise by the underwriters of their option to purchase additional shares of our common stock; and

no purchases of shares of our common stock by our existing stockholders in this offering.

14
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SUMMARY CONSOLIDATED FINANCIAL DATA

The following table presents our summary consolidated financial data. We have derived the following summary of our statement of
operations data for the years ended December 31, 2013, 2012 and 2011 from our audited consolidated financial statements appearing elsewhere
in this prospectus. We have derived the summary of our balance sheet data as of December 31, 2013 from our audited consolidated financial
statements appearing elsewhere in this prospectus. Our historical results are not necessarily indicative of the results that may be expected in the
future. The summary of our consolidated financial data set forth below should be read together with our consolidated financial statements and
the related notes to those statements, as well as "Management's Discussion and Analysis of Financial Condition and Results of Operations,"
appearing elsewhere in this prospectus.

Period from

December 22,
Year Ended December 31, 2008 (Date of

Inception) to
2013 2012 2011 December 31, 2013
(in thousands, except share and per share data)
Consolidated Statement of Operations Data:
Contract and grant revenue $ 387 $ 634 $ 152 $ 1,266

Operating expenses:

Research and development 28,452 14,095 8,623 52,835
General and administrative 5,885 2,429 1,840 10,817
Total operating expenses 34,337 16,524 10,463 63,652
Loss from operations (33,950) (15,890) (10,311) (62,386)
Interest income (expense), net 3 2 (183)
Net loss $ (33,947) $ (15,888) $ (10,311) $ (62,569)

Net loss per share applicable to common stockholders basic and
diluted $ 559 $ (8.95) $ (1027) $ (35.00)

Weighted-average number of common shares used in net loss per
share applicable to common stockholders basic and diluted 6,067,679 1,775,323 1,004,144 1,787,668

16



Edgar Filing: Karyopharm Therapeutics Inc. - Form S-1

As of December 31, 2013
As
Actual Adjusted(1)

(in thousands)

Consolidated Balance Sheet Data:

Cash and cash equivalents $ 155974
Working capital 154,664
Total assets 158,226
Total stockholders' equity (deficit) 154,934

)

The as adjusted balance sheet data give effect to our issuance and sale of  shares of common stock in this offering at an assumed

public offering price of §  per share, which is the last reported sale price of our common stock on
the underwriting discounts and commissions and estimated offering expenses payable by us.

, 2014, after deducting
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RISK FACTORS

Investing in our common stock involves a high degree of risk. Before investing in our common stock, you should consider carefully the
risks described below, together with the other information contained in this prospectus, including our financial statements and the related notes
appearing at the end of this prospectus. We believe the risks described below are the risks that are material to us as of the date of this
prospectus. If any of the following risks occur, our business, financial condition, results of operations and future growth prospects could be
materially and adversely affected. In these circumstances, the market price of our common stock could decline, and you may lose all or part of
your investment.

Risks Related to the Discovery, Development and Commercialization of Our Drug Candidates

We depend heavily on the success of our lead drug candidate Selinexor (KPT-330), which is currently in clinical trials. Our clinical trials of
Selinexor may not be successful. If we are unable to commercialize Selinexor or experience significant delays in doing so, our business will
be materially harmed.

We have invested a significant portion of our efforts and financial resources in the research and development of our lead drug candidate,
Selinexor. Our ability to generate revenues from the sale of drugs that treat cancer and other diseases in humans, which we do not expect to
occur for several years, if ever, will depend heavily on the successful development, regulatory approval and eventual commercialization of
Selinexor.

We cannot commercialize drug candidates in the United States without first obtaining regulatory approval for the drug from the United
States Food and Drug Administration, or FDA; similarly, we cannot commercialize drug candidates outside of the United States without
obtaining regulatory approval from similar regulatory authorities outside of the United States. Even if Selinexor or another drug candidate were
to successfully obtain approval from the FDA and non-U.S. regulatory authorities, any approval might contain significant limitations related to
use restrictions for specified age groups, warnings, precautions or contraindications, or may be subject to burdensome post-approval study or
risk management requirements. If we are unable to obtain regulatory approval for Selinexor in one or more jurisdictions, or any approval
contains significant limitations, we may not be able to obtain sufficient funding or generate sufficient revenue to continue the development,
marketing and/or commercialization of Selinexor or any other drug candidate that we may discover, in-license, develop or acquire in the future.
Furthermore, even if we obtain regulatory approval for Selinexor, we will still need to develop a commercial organization, or collaborate with a
third party for the commercialization of Selinexor, establish commercially viable pricing and obtain approval for adequate reimbursement from
third-party and government payors. If we or our commercialization collaborators are unable to successfully commercialize Selinexor, we may
not be able to generate sufficient revenues to continue our business.

The results of previous clinical trials may not be predictive of future results, and the results of our current and planned clinical trials may
not satisfy the requirements of the FDA or non-U.S. regulatory authorities.

We currently have no drugs approved for sale and we cannot guarantee that we will ever have marketable drugs. Clinical failure can
occur at any stage of clinical development. Clinical trials may produce negative or inconclusive results, and we or any future collaborators may
decide, or regulators may require us, to conduct additional clinical trials or preclinical studies. We will be required to demonstrate with
substantial evidence through well-controlled clinical trials that our drug candidates are safe and effective for use in a diverse population before
we can seek regulatory approvals for their commercial sale. Success in early-stage clinical trials does not mean that future larger registration
clinical trials will be successful because drug candidates in later-stage clinical trials may fail to demonstrate sufficient safety and efficacy to the
satisfaction of the FDA and non-U.S. regulatory authorities despite having progressed through early-stage clinical trials. Drug candidates that
have shown promising results in early-stage clinical trials may still suffer significant setbacks in subsequent
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registration clinical trials. Additionally, the outcome of preclinical studies and early-stage clinical trials may not be predictive of the success of
later-stage clinical trials and interim results of a clinical trial are not necessarily indicative of final results.

In addition, the design of a clinical trial can determine whether its results will support approval of a drug and flaws in the design of a
clinical trial may not become apparent until the clinical trial is well advanced. We have limited experience in designing clinical trials and may be
unable to design and conduct a clinical trial to support regulatory approval. Further, if our drug candidates are found to be unsafe or lack
efficacy, we will not be able to obtain regulatory approval for them and our business would be harmed. A number of companies in the
pharmaceutical industry, including those with greater resources and experience than us, have suffered significant setbacks in advanced clinical
trials, even after obtaining promising results in earlier clinical trials.

In some instances, there can be significant variability in safety and/or efficacy results between different trials of the same drug
candidate due to numerous factors, including changes in trial protocols, differences in size and type of the patient populations, adherence to the
dosing regimen and other trial protocols and the rate of dropout among clinical trial participants. We do not know whether any Phase 2, Phase 3
or other clinical trials we may conduct will demonstrate consistent or adequate efficacy and safety sufficient to obtain regulatory approval to
market our drug candidates.

Further, our drug candidates may not be approved even if they achieve their primary endpoints in Phase 3 clinical trials or registration
trials. The FDA or non-U.S. regulatory authorities may disagree with our trial design and our interpretation of data from preclinical studies and
clinical trials. In addition, any of these regulatory authorities may change requirements for the approval of a drug candidate even after reviewing
and providing comments or advice on a protocol for a clinical trial that has the potential to result in approval by the FDA or another regulatory
authority, which trials we refer to as registration-directed clinical trials. In addition, any of these regulatory authorities may also approve a drug
candidate for fewer or more limited indications than we request or may grant approval contingent on the performance of costly post-marketing
clinical trials. In addition, the FDA or other non-U.S. regulatory authorities may not approve the labeling claims that we believe would be
necessary or desirable for the successful commercialization of our drug candidates.

To date, we have had no discussions with the FDA or non-U.S. regulatory authorities regarding the design of our planned
registration-directed clinical trials for Selinexor. We plan to commence three such clinical trials of Selinexor during 2014, one in the first half of
2014, another in late summer 2014 and a third during the middle of 2014 and we plan to seek regulatory approvals of Selinexor in North
America and Europe in each indication with respect to which such registration-directed clinical trial is being conducted and with respect to
which we receive positive results and we may seek such approvals in other geographies. We cannot be certain that we will commence these trials
as anticipated. Commencement of the trials could be delayed by, among other things, discussions with the FDA or other regulators, difficulty in
reaching agreement with clinical trial sites or adverse results from our ongoing clinical trials. In addition, before obtaining regulatory approvals
for the commercial sale of any drug candidate for a target indication, we must demonstrate with substantial evidence gathered in preclinical
studies and well-controlled clinical studies, and, with respect to approval in the United States, to the satisfaction of the FDA, that the drug
candidate is safe and effective for use for that target indication. There is no assurance that the FDA or non-U.S. regulatory authorities would
consider our planned registration-directed clinical trials to be sufficient to serve as the basis for filing for approval or to gain approval of
Selinexor for any indication. The FDA and non-U.S. regulatory authorities retain broad discretion in evaluating the results of our clinical trials
and in determining whether the results demonstrate that Selinexor is safe and effective. If we are required to conduct additional clinical trials of
Selinexor prior to approval, including additional Phase 1 or Phase 2 clinical trials that may be required prior to commencing our planned
registration-directed clinical trials, or an additional Phase 3 clinical trial following completion of our planned registration-directed clinical trials,
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we will need substantial additional funds and there is no assurance that the results of any such additional clinical trials will be sufficient for
approval.

The results to date in preclinical studies conducted by us or our academic collaborators and in Phase 1 clinical trials that we are
currently conducting include the response of tumors to Selinexor. We expect that the primary endpoint in any randomized registration-directed
clinical trials of Selinexor will be either progression free survival, meaning the length of time on treatment until objective tumor progression, or
overall survival, while the primary endpoint in any registration-directed clinical trial that is not randomized may be different. The primary
endpoint of the first of our two planned randomized registration-directed clinical trials of Selinexor, planned in patients over 60 years of age
with AML in first relapse, who are not candidates for intensive chemotherapy or transplantation, is overall survival. The primary endpoint of the
second of our two planned randomized registration-directed clinical trials of Selinexor, planned in patients with DLBCL who have progressed
after at least two lines of chemotherapy and anti-CD20 monoclonal antibodies, is progression free survival. We have no clinical data in humans
relating to the impact of Selinexor on overall survival; we are gathering information on progression free survival. We have no comparative
clinical data between Selinexor and standard or supportive care. If Selinexor does not demonstrate a progression free or overall survival benefit,
it will likely not be approved. In some instances, the FDA and other regulatory bodies have accepted overall response rate as a surrogate for a
clinical benefit, and have granted regulatory approvals based on this or other surrogate endpoints. Overall response rate is defined as the portion
of patients with tumor size reduction of a predefined amount for a minimum time period. For some types of cancer, following discussions with
regulatory authorities, we may use overall response rate as a primary endpoint, as we expect to do, pending FDA feedback, in our
registration-directed clinical trial of Selinexor in patients with Richter's Syndrome. This trial is expected to evaluate patients whose disease has
relapsed after initial treatment, which is typically multi-agent chemoimmunotherapy. This clinical trial will not be randomized as there are no
generally accepted second-line treatments for Richter's Syndrome and, therefore, no available therapies to serve as a control arm for the trial.
Consequently, the primary endpoint of the trial is expected to be overall response rate. If Selinexor does not demonstrate a sufficient overall
response rate for Richter's Syndrome, or any other indication for which a clinical trial has overall response rate as a primary endpoint, or if the
FDA does not deem overall response rate a sufficient endpoint, it will likely not be approved for that indication.

We are very early in our development efforts and have only one drug candidate in clinical development. All of our other drug candidates are
still in preclinical development. If we are unable to successfully develop and commercialize our drug candidates or experience significant
delays in doing so, our business will be materially harmed.

We are very early in our development efforts and have only one drug candidate, Selinexor, in clinical development. The success of
Selinexor and any of our other drug candidates will depend on several factors, including the following:

successful completion of preclinical studies;

successful enrollment in, and completion of, clinical trials, including demonstration of a favorable risk-benefit ratio;

receipt of marketing approvals from applicable regulatory authorities;

establishing commercial manufacturing capabilities or making arrangements with third-party manufacturers;

obtaining and maintaining patent and trade secret protection and regulatory exclusivity for our drug candidates;

launching commercial sales of the drugs, if and when approved, whether alone or in collaboration with others;
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acceptance of the drugs, if and when approved, by patients, the medical community and third-party payors;

effectively competing with other therapies;

obtaining and maintaining coverage and adequate reimbursement by third-party payors, including government payors, for
any approved drugs;

maintaining a continued acceptable safety profile of the drugs following approval;

enforcing and defending intellectual property rights and claims; and

maintaining and growing an organization of scientists and business people, and possibly collaborators, who can develop and
commercialize our drug candidates.

If we do not achieve one or more of these factors in a timely manner or at all, we could experience significant delays or an inability to
successfully commercialize our drug candidates, which would materially harm our business.

QOur approach to the discovery and development of drug candidates that target Exportin 1, or XPO1, is unproven, and we do not know
whether we will be able to develop any drugs of commercial value. If Selinexor is unsuccessful in proving that drug candidates targeting
XPO1 have commercial value or experiences significant delays in doing so, our business may be materially harmed.

Our SINE compounds inhibit the nuclear export protein XPO1. We believe that no currently approved cancer treatments or current
clinical-stage cancer drug candidates are selectively targeting the restoration and increase in the levels of multiple tumor suppressor proteins in
the nucleus. Despite promising results to date in preclinical studies of Selinexor that we have conducted and in Phase 1 clinical trials of
Selinexor conducted by us or our academic collaborators, we may not succeed in demonstrating safety and efficacy of SINE compounds in our
current and future human clinical trials. Any drug candidates that we develop may not effectively prevent the exportation of tumor suppressor
and/or growth regulatory proteins from the nucleus in humans with a particular form of cancer. If Selinexor is unsuccessful in proving that drug
candidates targeting the regulation of intracellular transport of XPO1 have commercial value or experiences significant delays in doing so, our
business may be materially harmed and we may not be able to generate sufficient revenues to continue our business.

We may not be successful in our efforts to identify or discover additional potential drug candidates.

Part of our strategy involves discovering and developing drug candidates, including through the use of our technology platform, to build
a pipeline of novel drug candidates. Our drug discovery efforts may not be successful in identifying compounds that are useful in treating cancer
or other diseases. Our research programs may initially show promise in identifying potential drug candidates, yet fail to yield drug candidates for
clinical development for a number of reasons, including:

the research methodology used may not be successful in identifying potential drug candidates;

potential drug candidates may, on further study, be shown to have harmful side effects or other characteristics that indicate
that they are unlikely to be drugs that will receive marketing approval and/or achieve market acceptance; or

potential drug candidates may not be effective in treating their targeted diseases.

Research programs to identify new drug candidates require substantial technical, financial and human resources. We may choose to
focus our efforts and resources on a potential drug candidate that ultimately proves to be unsuccessful.
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If we are unable to identify suitable compounds for preclinical and clinical development, we will not be able to obtain revenues from
sale of drugs in future periods, which likely would result in significant harm to our financial position and adversely impact our stock price.

Clinical drug development is a lengthy and expensive process, with an uncertain outcome. If clinical trials of our drug candidates fail to
demonstrate safety and efficacy to the satisfaction of regulatory authorities or do not otherwise produce positive results, we may incur
additional costs or experience delays in completing, or ultimately be unable to complete, the development and commercialization of our drug
candidates.

Before obtaining marketing approval from regulatory authorities for the sale of our drug candidates, we must complete preclinical
development and then conduct extensive clinical trials to demonstrate the safety and efficacy of our drug candidates in humans. Clinical testing
is expensive, difficult to design and implement, can take many years to complete and is uncertain as to outcome. A failure of one or more
clinical trials can occur at any stage of testing. The outcome of preclinical studies and early-stage clinical trials may not be predictive of the
success of later clinical trials, and interim results of a clinical trial do not necessarily predict final results. For example, the results of our Phase 1
clinical trials of Selinexor to date are based on unaudited data provided by our clinical trial investigators. An audit of this data may change the
conclusions drawn from this unaudited data provided by our clinical trial investigators indicating less promising results than we currently
anticipate. Moreover, preclinical and clinical data are often susceptible to varying interpretations and analyses, and many companies that have
believed their drug candidates performed satisfactorily in preclinical studies and clinical trials have nonetheless failed to obtain marketing
approval of their drugs.

We may experience numerous unforeseen events during, or as a result of, clinical trials that could delay or prevent our ability to receive
marketing approval or commercialize our drug candidates, including:

regulators or institutional review boards may not authorize us or our investigators to commence a clinical trial or conduct a
clinical trial at a prospective trial site;

feedback from regulatory authorities that requires us to modify the design of our clinical trials;

we may have delays in reaching or fail to reach agreement on acceptable clinical trial contracts or clinical trial protocols with
prospective trial sites or contract research organizations;

clinical trials of our drug candidates may produce negative or inconclusive results, and we may decide, or regulators may
require us, to conduct additional clinical trials or abandon drug development programs;

the number of patients required for clinical trials of our drug candidates may be larger than we anticipate, enrollment in these
clinical trials may be slower than we anticipate or participants may drop out of these clinical trials at a higher rate than we

anticipate;

our third-party contractors may fail to comply with regulatory requirements or meet their contractual obligations to us in a
timely manner, or at all;

we or our investigators might have to suspend or terminate clinical trials of our drug candidates for various reasons,
including non-compliance with regulatory requirements, a finding that our drug candidates have undesirable side effects or

other unexpected characteristics, or a finding that the participants are being exposed to unacceptable health risks;

the cost of clinical trials of our drug candidates may be greater than we anticipate;

the supply or quality of our drug candidates or other materials necessary to conduct clinical trials of our drug candidates may
be insufficient or inadequate;
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regulators may revise the requirements for approving our drug candidates, or such requirements may not be as we anticipate;
and

any future collaborators that conduct clinical trials may face any of the above issues, and may conduct clinical trials in ways
they view as advantageous to them but that are suboptimal for us.

If we are required to conduct additional clinical trials or other testing of our drug candidates beyond those that we currently
contemplate, if we are unable to successfully complete clinical trials of our drug candidates or other testing, if the results of these trials or tests
are not positive or are only modestly positive or if there are safety concerns, we may:

be delayed in obtaining marketing approval for our drug candidates;

not obtain marketing approval at all;

obtain marketing approval in some countries and not in others;

obtain approval for indications or patient populations that are not as broad as intended or desired;

obtain approval with labeling that includes significant use or distribution restrictions or safety warnings, including boxed
warnings;

be subject to additional post-marketing testing requirements; or

have the drug removed from the market after obtaining marketing approval.

Our drug de