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We operate in a dynamic and rapidly changing environment involving numerous risks and uncertainties that may have a material
adverse effect on our business, financial condition or results of operations. You should carefully consider the risks and
uncertainties described below, together with all of the other information included in this anntal-repert-Report enFerm10—K—.
Our business faces significant risks and uncertainties, and those described below may not be the only risks and uncertainties we
face. Additional risks and uncertainties not presently known to us or that we currently believe are immaterial may also
significantly impair our business, financial condition or results of operations. If any of these risks or uncertainties occur, our
business, financial condition or results of operations could suffer, the market price of our common stock could decline and you
could lose all or part of your investment in our common stock. RISKSREEATED-TO-Risks Related to THE DEVEEOPMENT
OFMETEESTAT-Commercialization of RYTELO Our fatare-steeess-near- term prospects are wholly depends-dependent
setely-on imetelstat RYTELO. We have limited experience with the commercialization of RYTELO . and if we are unable
to successfully commercialize RYTELO in the U. S. for lower- risk MDS, or to expand its indication of use, our ability to
generate meaningful revenue or achieve profitability will be materially and adversely affected. In June 2024, we received
FDA approval to commercialize RYTELO in the U. S. for certain patients with lower- risk MDS, and we initiated a
commercial launch of RYTELO in the U. S. in that indication. RYTELO is our only product eandidate-approved for
marketing by the FDA, and our ability to generate revenue from product sales and achieve profitability is wholly
dependent on our ability to successfully commercialize RYTELO in the U. S. for lower- risk MDS or to expand its
indications of use. We may not be able to successfully commercialize RYTELO for a number of reasons, including: * we
may not be able to establish or demonstrate in the medical community the safety and efficacy of RYTELO and its
potential advantages over and side effects compared to existing treatments;  physicians may be reluctant to prescribe
RYTELO until longer- term efficacy and safety data exists; ¢ our limited historical experience in marketing, selling and
distributing RYTELO; * reimbursement and coverage policies of government and private payors such as Medicare,
Medicaid, insurance companies, health maintenance organizations and other plan administrators; ° the relative price of
RYTELO as compared to alternative treatment options; ¢ the relatively low incidence and prevalence of patients in
RYTELQO?’ s approved indication, including the reliability of our market and sales estimates; ¢ future competitive or
other market factors may adversely affect the commercial potential of RYTELO; « we may not be able to obtain and
maintain regulatory approvals for RYTELO in any other jurisdictions or for any other indications, including in the EU
for lower- risk MDS or in any other jurisdiction for relapsed / refractory MF; * changed or increased regulatory
restrictions; * changes to the label for RYTELO that further restrict how we market and sell RYTELO, including
adverse events observed in ongoing and future studies of imetelstat such as our Phase 3 IMpactMF clinical trial; * the
capabilities of third party manufacturers may adversely affect the success of our commercialization of RYTELO;  we
may need additional financial or other resources to successfully commercialize RYTELO; and * we may not be able to
maintain adequate commercial supplies of RYTELO to meet demand or at an acceptable cost or at all. Moreover,
successful commercialization of RYTELO may not generate sufficient revenue from product sales, and we may not
become profitable in the near term, or at all. In any event, if we are unable to successfully commercialize RYTELO in
the U. S. for lower- risk MDS, or to expand its indications of use, our ability to generate meaningful revenue from
product sales and achieve profitability will be materially and adversely affected, which in turn would severely and
adversely affect our financial results, business and business prospects, and might cause us to cease operations. We have
limited experience as a commercial company and our sales, marketing, and distribution of RYTELO may be
unsuccessful or less successful than anticipated. As a company, we have limited prior experience in selling and marketing
or commercializing an approved drug product in the U. S., and we have no experience marketing or commercializing an
approved drug outside of the U. S. The success of our commercialization efforts is subject to, among other things,
managing our internal sales, marketing, and distribution capabilities and our ability to navigate the significant expenses
and risks involved with the management of such capabilities. For example, our commercial launch of RYTELO in the U.
S. may not continue as planned or anticipated, which may require us to, among others, adjust or amend our
commercialization plan and incur significant expenses. Further, given our limited historical experience commercializing
drug products, we do not have a track record of successfully executing a commercial launch. If we are unsuccessful in
accomplishing our objectives or if our commercialization efforts do not continue as planned, we may not be able to
successfully commercialize RYTELO in lower- risk MDS, we may require significant additional capital and financial
resources, we may not become profitable, and we may not be able to compete against more established companies in our
industry, any of which would severely and adversely affect our financial results, business and business prospects, and
might cause us to cease operations. If we are unable to continue to execute on our sales, marketing and distribution plans
to commercialize RYTELO, we may be unable to generate meaningful product revenue. To successfully commercialize
RYTELO in the U. S., we need to continue to execute on our sales, marketing and distribution plans. The ongoing
execution of our sales, marketing and distribution plans requires investment of capital and time , and we cannot be certain
that we will be able to continue to execute on our plans successfully. In addition, we compete with many companies that
currently have extensive, experienced and well- funded sales, distribution and marketing operations to recruit, hire,
train and retain marketing and sales personnel. If we are unable to recruit as needed, and to retain and effectively train



marketing and sales personnel and equip them with compliant and effective materials, our efforts to successfully
commercialize RYTELO could be adversely affected. We currently have no marketing or sales organization outside of
the U. S., and as a company, we have no experience selling and marketing approved drugs outside of the U. S. To
successfully commercialize RYTELO outside of the U. S, we will need to imetelstat-these capabilities, either on or
our own or with others, including third party contractors. Doing so will require additional investment of capital and
time. We may seek strategic partnerships, collaborations, alliances or licensing arrangements, at an appropriate time, to
assist us in the potential development and commercialization of RYTELO in the EU, or we may seek to self-
commercialize and need to establish business operations in such regions. If we receive regulatory approval to
commercialize RYTELO in any other regions, such as the EU, we may be unsuccessful in our efforts to recruit, hire,
train and retain personnel to support such business operations; or we may be unable to enter into and conduct successful
strategic partnerships, collaborations, alliances or licensing arrangements with third parties to commercialize RYTELO
in such regions, should we seek to do so. Any failure or delay in the execution of our sales, marketing and distribution
plans would adversely impact the commercialization of RYTELO outside the U. S. Further, given our limited experience
in marketing and selling RYTELO, our initial estimate of the size of the required sales force may be materially more or
less than the size of the sales force actually required to effectively commercialize RYTELO. As such, we may be required
to hire substantially more sales representatives and medical support liaisons to adequately support the
commercialization of RYTELO, or we may incur excess costs as a result of hiring more sales representatives than
necessary. With respect to certain geographical markets where RYTELO may be approved for marketing in the future,
such as the EU, or any other regions where we might seek drug product approval for RYTELO, we may enter into
arrangements with other entities to utilize their local marketing and distribution capabilities, but we may be unable to
enter into such arrangements on favorable terms, if at all. If potential future partners do not commit sufficient resources
to commercialize RYTELO and any future products, and we are unable to develop the necessary marketing capabilities
on our own, we may be unable to generate sufficient product revenue to sustain our business. In any event, if we are
unable to establish and maintain adequate sales and marketing capabilities for RYTELO, whether on our own or
through collaborations, our results of operations may be negatively impacted. Any of the foregoing would negatively
impact our business and business prospects, severely and adversely affect our financial results, and might cause us to
cease operations. If we do not obtain acceptable prices or adequate reimbursement for RYTELO, the use of RYTELO
could be severely limited. Our ability to successfully commercialize RYTELO will depend significantly on obtaining
acceptable prices and the availability of coverage and adequate reimbursement to patients from third- party payors.
Government payors, such as the Medicare and Medicaid programs, and other third- party payors, such as private health
insurers and health maintenance organizations, determine which medications they will cover and the reimbursement
levels. Although CMS assigned a permanent and product specific J- Code (J0870) for RYTELO, which became effective
on January 1, 2025, until CMS and commercial payor systems are updated, physicians may continue to use the non-
specific miscellaneous J- Code to bill third- party payors for RYTELO. Because miscellaneous J- Codes may be used for
a wide variety of products, health plans may have more difficulty determining the actual product used and billed for the
patient. These claims increase the provider administrative burden and must often be submitted with additional
information and manually processed, which can delay claims processing times as well as increase the likelihood for claim
denials and claim errors. Further, the resulting reimbursement payment rates may not be adequate or may require
significant restrictions on use or increased co- payments from commercially insured patients that patients may find
unacceptably high. Patients are unlikely to use RYTELO unless coverage is provided, and reimbursement is adequate to
cover all or a significant portion of its cost. Therefore, coverage and adequate reimbursement will be critical to market
acceptance of RYTELO. In addition, government authorities and other third- party payors in the U. S. and other
jurisdictions are developing increasingly sophisticated methods of controlling healthcare costs, such as by limiting
coverage and the amount of reimbursement for particular medications. Increasingly, third- party payors are requiring
that drug companies provide them with predetermined discounts from list prices as a condition of coverage, are using
restrictive formularies and preferred drug lists to leverage greater discounts in competitive classes, and are challenging
the prices charged for medical products. The Inflation Reduction Act of 2022 includes several provisions to lower
prescription drug costs for people with Medicare and reduce drug spending by the federal government, which may
ultimately have a negative effect on the pricing for RYTELO. However, the Medicare Drug Pricing Negotiation Program
provisions of the law are currently subject to legal challenges. Further, no uniform policy requirement for coverage and
reimbursement for drug products exists among third- party payors in the U. S. As a result, the coverage determination
process is often a time- consuming and costly process that will require us to provide scientific and clinical support for the
use of RYTELO to each payor separately, with no assurance that coverage and adequate reimbursement will be applied
consistently or obtained in the first instance. We cannot be sure that coverage and reimbursement will be available for
RYTELO, and, if reimbursement is available, what the level of reimbursement will be. Although we have received a
permanent and product- specific J- Code (J0870) for RYTELO which became effective on January 1, 2025, there may
also be significant delays in obtaining coverage and reimbursement for newly approved drugs, and coverage may be
more limited than the purposes for which the drug is approved by the FDA or similar international regulatory
authorities. Coverage and reimbursement may impact the demand for, or the price of RYTELO, and reimbursement
policies in the U. S. and other jurisdictions may evolve which may adversely impact our ability to successfully
commercialize RYTELO. Even if favorable coverage and reimbursement status is attained for one or more products for
which we receive regulatory approval, less favorable coverage policies and reimbursement rates may be implemented in
the future. If coverage and reimbursement are not available or reimbursement is available only to limited levels, we may



not be able to successfully commercialize RYTELO, which would negatively impact our business and business prospects.
To be commercially successful, RYTELO must be accepted by the healthcare community, which can be slow to adopt or
unreceptive to new technologies and products. RYTELO may not achieve market acceptance in the U. S. for lower- risk
MDS or any other indication that might be approved by the FDA in the future, or achieve the potential international
revenue we believe may be possible if RYTELO is approved outside the U. S., since hospitals, physicians, patients or the
medical community in general may decide not to accept and utilize RYTELO. RYTELO competes with a number of
conventional and widely accepted drugs and therapies manufactured and marketed by major pharmaceutical
companies. The degree of market acceptance of RYTELO depends on a number of factors, including: ¢ the clinical
indications for which RYTELO is or may in the future be approved; ° the establishment and demonstration to the
medical community of the clinical efficacy and safety of RYTELQ; ¢ the ability to demonstrate that RYTELO is superior
to alternatives on the market at the time, including with respect to efficacy, safety, cost or route of administration; * the
willingness of medical professionals to prescribe, and patients to use, RYTELO, or to continue to use RYTELOQO; ¢ the
publication of unfavorable safety or efficacy data concerning RYTELO by third parties or us; * restrictions on use of
RYTELO alone or in combination with other products; ¢ the label and promotional claims allowed by the FDA for
RYTELO, as well as any such claims allowed by similar international regulatory authorities for RYTELO, if any,
including usage for only certain indications and any limitations or warnings about the prevalence or severity of any side
effects;  the timing of market introduction of RYTELO as well as competitive products, including sequencing of
available products; ° the effectiveness of sales, marketing and distribution support for RYTELQO; ¢ the ability of the third
party distributors and specialty pharmacies we contract with to process prescriptions and dispense RYTELO and the
processes required to place orders with such distributors and specialty pharmacies; ° the extent to which RYTELO is
approved for inclusion on formularies in hospitals and managed care organizations; * the pricing of RYTELO, both in
absolute terms and relative to alternative treatments; * the availability of coverage and adequate reimbursement by
government and third- party payors; and * the willingness of patients to pay out- of- pocket in the absence of coverage by
third- party payors, including governmental authorities. We may be unable to demonstrate any therapeutlc or economic
adv&nee—advantage -rmete}st&t—for RYTELO compared to stbseq 76 b verag

adv&nt&ge—fer—i—mete}stat—eeﬂm&fed-te—cslabllslud or xland(ud of- care therapies,or newly dev LlO])Ld therapies,for myeloid

hematologic malignancies. National health insurance and / or Fhird-third - party payors may decide that any potential benefit

that t#metelstat RYTELO may provide to clinical outcomes in myeloid hematologic malignancies is not adequate to justify the
potential adverse effects or the costs of treatment with metelstat RYTELO .If the healthcare community does not accept
tmetelstat RYTELO for any of the foregoing reasons,or for any other reasons,our ability to furtherdevelop-orpetentially
commercialize imetelstat RYTELO in the U.S.for lower- risk MDS or for any other indications for which RYTELO may
be approved, may be negatively impacted or precluded altogether,which would seriously and adversely affect our business and
business prospects.If the market opportunities for imetelstat RYTELQO are smaller than we believe,our petentialrevenue may
be adversely affected,and our business may suffer. We are commercializing RYTELO in Ourinitial-foeus-for-imetelstat

development-has-beernon-thedead-indieations-of-lower- risk MDS , and the relapsed-+refraetory ME-Fhe-addressable patient
populations— population sifimetelstat-in lower- risk MDS is approved-in-these-tndieattons;are-based on our estimates. These

estimates,which have been derived from a variety of sources,including scientific literature,surveys of clinics,patient foundations
and market research,may prove to be incorrect.Further,new information from us or others may change the estimated incidence or

prev alence of patients w1th lower- risk MDS in these--- the mdteaﬁeﬁs—U S Aﬁy—fegu-}&tefy—&ppfevai-ef—ﬂﬁete}stat—wet&d-be

Jay—t-hese—fegu-}&teﬁ—&u-ﬂ%eﬂt-res— Addluonall\ lhe polenlmll; d([([lLS\db]L pdlanl population for imetelstat RYTELO may not
ultimately be amenable to treatment with RYTELO,or tmetelstatEvenif-we may reeetve-regalatory-approvatfor
imetelstat;sueh-approval-eould-be unable to successfully identify eonditioned-upontabelrestrietions-thatmaterially Himit-the
addressable-patient-patients poptlatierrand achieve a significant market share in RYTELO’ s approved indication,or
initial sales of RYTELO may deplete the prevalence pool of patients in the RYTELO’ s approved indication more
quickly than expected,which would have a negative impact on sales of RYTELO in the future .Our marketepportanity
may-aise-be-commercialization of RYTELO in the U.S.is limited by-to certain patients with lower- risk MDS,and any
future potential commercialization will be limited to the prieing-therapeutic indications examined in our clinical trials and
as determined by the FDA and similar international regulatory authorities , which would not permit us to market
RYTELO eorfor any other indications not expressly approved by those regulatory authorities. Future regulatory
approvals for RYTELO, if any, could be conditioned upon label restrictions that materially limit the addressable patient
population. Our market opportunity may also be limited by the pricing, reimbursement and access we are able to
achieve for RYTELO, the quality and expiration of our intellectual property rights and regulatory exclusivity, duration
of RYTELO treatment in lower- risk MDS and future competitor treatments that enter the market. If any of our
estimates prove to be inaccurate, the market opportunities for RYTELO that we or any potential future collaborative
partners develop could be significantly diminished, which would have a material adverse impact on our business and
business prospects, and would adversely affect our ability to achieve profitability. If competitors develop products,
product candidates or technologies that are superior to or more cost- effective than RYTELO, it would significantly
impact the development and commercial viability of RYTELO, which would severely and adversely affect our financial
results, business and business prospects, and the future of RYTELO, and might cause us to cease operations. The
pharmaceutical and biotechnology industries are characterized by intense and dynamic competition with rapidly



advancing technologies and a strong emphasis on proprietary products. While we believe our proprietary
oligonucleotide chemistry; experience with the biological mechanisms related to RYTELO, telomeres and telomerase;
clinical data to date indicating potential disease- modifying activity with RYTELO treatment; and knowledge and
expertise around the development of potential treatments for myeloid hematologic malignancies provide us with
competitive advantages, we face competition from many different sources, including major pharmaceutical, specialty
pharmaceutical and biotechnology companies, academic institutions, governmental agencies, and public and private
research institutions. RYTELO competes with other products and therapies that currently exist, are being developed or
will in the future be developed, some of which we may not currently be aware of. A discussion of current and potential
future competitors of RYTELO can be found in the sub - section entitled “ Competition ” in Part I, Item 1, entitled *
Business ” and elsewhere in this Report. Many of our competitors, either alone or with their strategic partners, could
have substantially greater financial, technical and human resources than we do and significantly greater experience in
obtaining FDA and other regulatory approvals of treatments and commercializing those treatments. We believe that the
commercial success of RYTELO is subject to a number of factors, including: product efficacy and safety; method of
product administration; cost of manufacturing; the timing and scope of regulatory consents; status of coverage and
reimbursement; price; the level of generic competition; and our patent and regulatory exclusivity position. Smaller
companies may also prove to be significant competitors, particularly through collaborative arrangements with large and
established companies. We anticipate increased competition in the future as new companies explore treatments for
myeloid hematologic malignancies, which may significantly impact the commercial viability of RYTELO. Academic
institutions, government agencies and other public and private research organizations may also conduct research, seek
patent protection and establish collaborative arrangements for research, clinical development and marketing of
products similar to RYTELO. These companies and institutions compete with us in recruiting and retaining qualified
development and management personnel as well as in acquiring technologies complementary to the RYTELO program.
As a result of the foregoing, competitors may develop more commercially desirable or affordable products than
RYTELO or achieve earlier patent protection or product commercialization than we may be able to achieve with
RYTELO. Competitors have developed, or are in the process of developing, technologies that are, or in the future may
be, competitive to RYTELO. Some of these products may have an entirely different approach or means of accomplishing
therapeutic effects similar or superior to those that may be demonstrated by RYTELO. Competitors may develop
products that are safer, more effective, or less costly than RYTELO, or more convenient to administer to patients and,
therefore, present a serious competitive threat to RYTELO. In addition, competitors may price their products below
what we may determine to be an acceptable price for RYTELO, may receive better third- party payor coverage and / or
reimbursement, or may be more cost- effective than RYTELQ. Such competitive products or activities by competitors
may render RYTELO obsolete, which may cause us to cease any further development or future commercialization of
RYTELO, which would severely and adversely affect our financial results, business and business prospects, and the
future of RYTELO, and might cause us to cease operations. We rely on a select network of third party distributors,
specialty pharmacies and other vendors to distribute RYTELOQO in the U. S., and any failure by such distributors,
specialty pharmacies and vendors could adversely affect our revenues, financial condition, or results of operations. We
rely on a select network of third party distributors, specialty pharmacies and other vendors to distribute RYTELO in
the U. S., and the financial failure of any of these parties could adversely affect our revenues, financial condition or
results of operations. We rely on such distributors and specialty pharmacies to effectively distribute RYTELO in a
timely manner, provide certain patient support services, manage prescription intake, collect accurate patient and
inventory data and collect payments from payors. While we have entered into agreements with each of these parties, they
may not perform as agreed, our strategic priorities may change or they may terminate their agreements with us.
Further, an inability by our distributors or specialty pharmacies to meet our patients’ needs may lead to reputational
harm or patient loss. In the event that such network fails to properly meet our or our patients’ needs, we may need to
partner with other distributors, specialty pharmacies or vendors to replace or supplement our current network and
there is no guarantee do so on commercially reasonable terms or at all. We are seeking regulatory
approval to commercialize RYTELO in the EU, and any such approval, if received, will be subject to pricing, drug
marketing, post- market and reimbursement regulations in the EU, which may materially affect our ability to
commercialize and receive reimbursement coverage for RYTELO in the EU. We are seeking approval to market
RYTELO in the EU for lower- risk MDS. Even if we obtain approval for RYTELO in the EU, the competent regulatory
authorities may still impose significant restrictions on the indicated uses or marketing of our product or impose ongoing
requirements for potentially costly post- approval studies, post- market surveillance or patient or drug restrictions. We
will also be subject to rules and regulations in the EU applicable to the manufacturing, marketing, promotion and sale of
medicinal products. If we or a regulatory authority discovers previously unknown problems with RYTELOQO, such as
adverse events of unanticipated severity or frequency, or problems with a facility where RYTELO is manufactured, a
regulatory authority may impose restrictions relative to RYTELO or the manufacturing facility, including requiring
recall or withdrawal of RYTELO from the market or suspension of manufacturing. Moreover, product labeling,
advertising and promotion for RYTELO will be subject to regulatory requirements and continuing regulatory review.
Failure to comply with EU and EU Member State laws that apply to the conduct of clinical trials, manufacturing
approval, marketing authorization of medicinal products and marketing of such products, both before and after grant of
the marketing authorization, or with other applicable regulatory requirements may result in administrative, civil or
criminal penalties. These penalties could include delays or refusal to authorize the conduct of clinical trials, or to grant
marketing authorization, product withdrawals and recalls, product seizures, suspension, withdrawal or variation of the



marketing authorization, total or partial suspension of production, distribution, manufacturing or clinical trials,
operating restrictions, injunctions, suspension of licenses, fines and criminal penalties. In addition, the pricing of
RYTELO will be subject to governmental control and other market regulations which could put pressure on the pricing
and usage of RYTELO. In the EU, pricing negotiations with governmental authorities can take considerable time after
obtaining marketing approval of a product candidate. In addition, if approved, market acceptance and sales of
RYTELO will depend significantly on the availability of adequate coverage and reimbursement from third- party payors
for RYTELO and may be affected by existing and future healthcare reform measures. The requirements governing drug
pricing and reimbursement vary widely from country to country. For example, the EU provides options for its member
states to restrict the range of medicinal products for which their national health insurance systems provide
reimbursement and to control the prices of medicinal products for human use. Reference pricing used by various EU
Member States and parallel distribution, or arbitrage between low- priced and high- priced EU Member States, can
further reduce prices. An EU Member State may approve a specific price for the medicinal product or it may instead
adopt a system of direct or indirect controls on the profitability of the company placing the medicinal product on the
market. If RYTELO is approved for commercialization in the EU, in some countries we may be required to conduct a
clinical study or other studies that compare the cost- effectiveness of RYTELO to other available therapies in order to
obtain or maintain reimbursement or pricing approval. There can be no assurance that any country that has price
controls or reimbursement limitations for biopharmaceutical products will allow favorable reimbursement and pricing
arrangements for RYTELO, if it is approved for marketing in the EU. Historically, products launched in the EU do not
follow price structures of the U. S. and generally prices tend to be significantly lower. Publication of discounts by third-
party payors or authorities may lead to further pressure on the prices or reimbursement levels within the country of
publication and other countries. If pricing is set at unsatisfactory levels or if reimbursement of RYTELO is unavailable
or limited in scope or amount, our revenues from sales and the potential profitability of RYTELO in those countries
would be negatively affected. Much like the federal Anti- Kickback Statute prohibition in the U. S., the provision of
benefits or advantages to physicians and other healthcare professionals to induce or encourage the prescription,
recommendation, endorsement, purchase, supply, order or use of medicinal products is also prohibited in the EU.
Interactions between pharmaceutical companies and health care professionals are governed by strict laws, such as
national anti- bribery laws of European countries, national sunshine rules, regulations, industry self- regulation codes of
conduct and physicians’ codes of professional conduct. Failure to comply with these requirements could result in
reputational risk, public reprimands, administrative penalties, fines or imprisonment. Infringement of related laws could
result in substantial fines and imprisonment. Payments made to physicians and other healthcare professionals in certain
EU Member States must be publicly disclosed. Moreover, agreements with physicians may require prior notification or
approval by the physician’ s or healthcare professional’ s employer, his or her competent professional organization and /
or the regulatory authorities of the individual EU Member States. These requirements are provided in the national laws,
industry codes or professional codes of conduct, applicable in the EU Member States. Failure to comply with these
requirements could result in reputational risk, public reprimands, administrative penalties, fines or imprisonment.
RISKS RELATED TO REGULATORY APPROVAL OF RYTELO We may be unable to maintain regulatory approval
for RYTELO in the U. S. for lower- risk MDS, which would severely and adversely affect our business and business
prospects, and might cause us to cease operations. In June 2024, we received regulatory approval from the FDA to
commercialize RYTELO in the U. S. in certain patients with lower- risk MDS. Federal, state and local governments in
the U. S. have significant regulations in place that may limit or prevent us from successfully commercializing RYTELO
for lower- risk MDS. We do not currently have regulatory approval for RYTELO in any other jurisdiction or for any
other indication, and governments in other jurisdictions have significant regulations that may limit or prevent us from
successfully commercializing RYTELO in other jurisdictions. Failure to maintain regulatory approval for RYTELO for
lower- risk MDS, or delays in obtaining, failure to obtain, or limitations in the scope of such approvals in any other
jurisdictions or for any other indications, could: ¢ result in a withdrawal of RYTELO from the market or could
otherwise delay, limit or preclude any revenue we may receive from the commercialization of RYTELO for lower- risk
MDS; e significantly harm the commercial potential of RYTELQ; * impede, halt or increase the costs of our activities
and plans for clinical development; * diminish any competitive advantages that may have been available to us; or * delay
or preclude any revenue we may receive from the future commercialization of RYTELO in any other jurisdictions or for
any other indications, if any. In addition, approved products and their manufacturers, together with other vendors
involved in the commercialization process, are subject to continual review, and discovery of previously unknown
problems with a product or its manufacturer may result in restrictions on the product or manufacturer, including
import restrictions, seizure and withdrawal of the product from the market. Commercialization and sales of RYTELO
are subject to government regulations related to numerous matters, including the processes of: * manufacturing; ¢
advertising and promoting; * selling and marketing; * medical information; ¢ labeling; and ¢ distribution. If, and to the
extent that, we are unable to comply with these regulations, our ability to earn revenue from the commercialization of
RYTELO will be materially and adversely impacted. Further, if RYTELO causes serious or unexpected side effects, or if
other safety risks are observed as a result of our commercialization efforts for RYTELO in lower- risk MDS or in
current or potential future clinical trials, a number of potential significant negative consequences could result, including:
¢ regulatory authorities may withdraw approval of RYTELO; « we may be required to recall RYTELO, seek to change
the way it is administered, conduct additional clinical trials or change the labeling of the product; * regulatory
authorities may require revisions to the labeling of RYTELO, including limitations on approved uses or the addition of
further warnings, contraindications or other safety information, or may impose restrictions on distribution in the form



of additional requirements in a risk evaluation and management plan or risk management plan; * we may experience
manufacturing delays and supply disruptions if regulatory inspectors identify regulatory noncompliance by third- party
manufacturers requiring remediation; * RYTELO may be rendered less competitive and sales, if any, may decrease; °
our reputation may suffer generally both among clinicians and patients; * we may be exposed to potential lawsuits and
associated legal expenses, including costs of resolving claims; * regulatory authorities may refuse to approve pending
applications or supplements to approved applications filed by us, or may suspend or revoke license approvals; or * we
may be required to change or stop ongoing clinical trials of RYTELO (imetelstat), which would negatively impact the
development of RYTELO (imetelstat) for other potential indications. Any of these events could prevent us from
achieving or maintaining market acceptance for RYTELO, could substantially increase the costs and expenses of
commercializing RYTELO, or could limit its commercial potential, which in turn could delay or prevent us from
generating any meaningful revenues from the sale of the RYTELO. If RYTELO is approved outside the U. S., we will be
subject to similar requirements, considerations and risks in other regions. Our regulatory approval for RYTELO in the
U. S. for lower- risk MDS is subject to post- marketing requirements and commitments, and we may be subject to
penalties or product withdrawal if we fail to comply with these regulatory requirements and commitments or if we
experience unanticipated problems with RYTELO. Our regulatory approval for RYTELO in lower- risk MDS is subject
to non- clinical, clinical and manufacturing post- marketing requirements and commitments, including the requirement
of continuing to assess long- term safety of RYTELO (imetelstat) in the IMerge trial and a clinical trial to evaluate
alternative dosing regimens in lower- risk MDS, with timelines for completion and reporting established by the FDA. In
addition, RYTELO and the manufacturing processes and facilities, post- approval clinical data, labeling, advertising and
promotional activities related to RYTELO will be subject to continual requirements of, and review by, the FDA and
comparable regulatory authorities. These requirements include submissions of safety and other post- marketing
information and reports, compliance with good pharmacovigilance practices, registration requirements, current Good
Manufacturing Practice, or cGMP, requirements relating to quality control, quality assurance and corresponding
maintenance of records and documents, and requirements regarding promotional interactions with healthcare
professionals. Failure to comply with these post- marketing requirements and commitments or any other regulatory
requirements, or later discovery of previously unknown problems with RYTELQO, or our manufacturers, or
manufacturing processes for RYTELO, may result in actions such as: ¢ restrictions on RYTELO manufacturing,
distribution or use; * restrictions on labeling or marketing; * additional post- marketing requirements or commitments;
warning letters, withdrawal of RYTELO from the market; ¢ product recalls; * suspension or termination of ongoing
clinical trials of imetelstat in other indications; * significant civil, criminal and administrative penalties, including fines,
restitutions or disgorgement of profits or revenues; * refusal to permit the import or export of RYTELO; * product
seizure or detentions; injunctions or the imposition of civil or criminal penalties; and ¢ adverse publicity. Any
government investigation of alleged violations of law could require us to expend significant time and resources in
response and could generate negative publicity. In addition, the regulations, policies or guidance of the FDA or any other
regulatory authority may change and new or additional statutes or government regulations may be enacted that could
prevent or delay regulatory approval of our product candidates or further restrict or regulate post- approval activities.
We also cannot predict the likelihood, nature, or extent of adverse government regulation that may arise from pending
or future legislation or administrative action, either in the United States or abroad. If we are unable to fulfill the post-
marketing requirements and commitments established by the FDA for RYTELO in lower- risk MDS, or that may be
applied to the approval and commercialization of RYTELO by any regulatory authority, or are unable to adapt to
changes in existing regulatory requirements or adoption of new regulatory requirements or policies, there may be a
negative impact to our business and continued regulatory approval of RYTELO. Under such circumstances, we or our
respective service providers may be subject to the actions listed above, including losing marketing approval for
RYTELO, which would severely and adversely affect our business and business prospects, and might cause us to cease
operations. If RYTELO is approved outside the U. S., we will be subject to similar requirements, considerations and
risks in other regions. We may be unable to obtain regulatory approval to commercialize RYTELO in any other
jurisdictions or for any new indications, or may experience significant delays in doing so, any of which could severely
and adversely affect our business and business prospects, and might cause us to cease operations. We may never
RYTELO in any other jurisdictions or orfor any new indications. It can take many years to obtain
approval, if approval is obtained at all. Of the large number of drugs in development, only a small percentage complete
the development and regulatory approval process and are successfully commercialized. In addition, the lengthy review
process and the unpredictability of future or ongoing clinical trials may result in a delay in obtaining, or our failure to
obtain, regulatory approval for RYTELO in lower- risk MDS in any jurisdiction other than the U. S., or our inability to
obtain regulatory approval for RYTELO for relapsed / refractory MF or for any other indications, which could
significantly harm our business and business prospects, and might cause us to cease operations. Securing marketing
approval requires the submission of extensive non- clinical and clinical data and supporting information to regulatory
authorities for each therapeutic indication to establish to the satisfaction of such regulatory authorities the product
candidate’ s safety and efficacy, as well as information about the product manufacturing process and any inspections of
manufacturing facilities conducted by regulatory authorities through the filing of an NDA in the U. S. and an MAA in
the EU. Although RYTELO is approved in the U. S. in lower- risk MDS and the EMA is reviewing our MAA for
RYTELO for lower- risk MDS, there can be no assurance that we will receive regulatory approval from the EC for the
commercialization of RYTELO for lower- risk MDS or in any other jurisdiction or for any new indications. Any
marketing approval that we may receive for RYTELO in the EU for lower- risk MDS, or in any other jurisdiction or for



any other indication may also be limited or subject to restrictions or post- approval commitments that increase our costs
or render RYTELO not commercially viable, which would harm our business and business prospects. Regulatory
authorities may also not approve the labeling claims that are necessary or desirable for the successful commercialization
of a drug, such as RYTELO. For example, although we received regulatory approval from the FDA in June 2024

RYTELO in lower- risk MDS, any future regulatory clearances that we might obtain for RYTELO may
be limited to fewer or narrower indications than we might request, or may be granted subject to the performance of
post- marketing studies, which may impose further requirements or restrictions on the distribution or use of RYTELO,
such as limiting prescribing to certain physicians or medical centers that have undergone specialized training, limiting
treatment to patients who meet certain safe- use criteria, and requiring treated patients to enroll in a registry. These
limitations and restrictions may limit the size of the market for RYTELO and affect reimbursement by third- party
payors. Future regulatory clearances, if any, may be limited to a smaller patient population, or may require a different
drug formulation or a different manufacturing process, than we might in the future decide to seek. Any delay in
obtaining or failure to obtain required approvals of RYTELO in any other jurisdictions or for any other indications, or
limitations on any regulatory approval that we might receive in the future, if any, could reduce the potential commercial
use of RYTELO, and potential market demand for RYTELO and therefore result in decreased revenue for us from any
commercialization of RYTELO in any other jurisdictions or for any other indications, any of which could severely and
adversely affect our financial results and ability to raise additional capital, if needed, the price of our common stock, our
business and business prospects, and might cause us to cease operations. We may experience additional risks related to
operating outside of the U. S. that could materially adversely affect our business. We have employees located outside of
the U. S., conduct clinical trials outside of the U. S., and are seeking to obtain regulatory approval to market RYTELO
in the EU, which may subject us to additional risks related to operating outside of the U. S., such as: » the EC and other
foreign regulatory approvals, if any, may take longer and be more costly to obtain than approvals in the U. S., due to
differing regulatory requirements in foreign countries; * approval policies or regulations in the EU or of regulatory
authorities outside of the U. S. may significantly change in a manner rendering our clinical data insufficient for potential
approval; * the EMA and other regulatory authorities outside of the U. S. may disagree with the design, implementation
or results of our clinical trials or our interpretation of data from nonclinical studies or clinical trials; e we may
experience unexpected changes in tariffs, trade barriers, price and exchange controls and other regulatory
requirements; ° risks of potential noncompliance with legal requirements applicable to privacy, data protection,
information security and other matters; * risks of potential noncompliance with tax, employment, immigration and labor
laws for employees living or traveling abroad; * increased taxes outside of the U. S., including withholding and payroll
taxes; * significant foreign currency fluctuations, which could result in increased operating expenses and reduced
revenue, and other obligations incident to doing business in another country; ¢ difficulties staffing and managing
operations outside of the U. S.; * complexities associated with managing multiple payor reimbursement regimes and
government payors in foreign countries; * workforce uncertainty in countries where labor unrest is more common than
in the U. S.; * potential liability under the Foreign Corrupt Practices Act of 1977 or comparable regulations outside of the
U. S.; and ¢ business interruptions resulting from geopolitical actions, including war and terrorism. For example, the
new Trump administration has called for substantial changes to foreign trade policy and has raised the possibility of
imposing significant increases in tariffs on international trade. We cannot predict what effects these and potential
additional tariffs will have on our business, including in the context of escalating global trade and political tensions.
However, such tariffs and other trade restrictions could increase our cost of doing business, reduce our gross margins or
otherwise negatively impact our financial results. These and other risks associated with international operations may
materially adversely affect our ability to attain or maintain profitable operations. Uncertainty in the regulatory
framework and future legislation could lead to disruption in the execution of international multi- center clinical trials,
the monitoring of adverse events through pharmacovigilance programs, the evaluation of the benefit- risk profiles of new
medicinal products, and determination of marketing authorization across different jurisdictions. Changes to existing
regulations may add considerably to the time from clinical development to marketing authorization and
commercialization of products in foreign jurisdictions and increase our costs. We cannot predict the impact of such
changes and future regulation on our business or the results of our operations. Although orphan drug designation has
been granted to RYTELO for the treatment of MDS and MF in the U. S. and in the EU, these designations may not be
maintained, which would eliminate the benefits associated with orphan drug designation, including market exclusivity,
which could limit the period of exclusivity we are able to maintain for the commercialization of RYTELO, and would
likely harm our business and business prospects. The FDA granted orphan drug designation to RYTELO in June 2015
for the treatment of MF and for the treatment of MDS in December 2015, and the EC granted orphan drug designation
in December 2015 to RYTELO for the treatment of MF and in July 2020 for the treatment of MDS. Orphan drug
exclusivity confers seven and 10 years of exclusivity in the U. S. and EU, respectively, following approval, subject to
satisfying regulatory requirements. The FDA has confirmed seven years of orphan drug exclusivity for RYTELO
following its approval on June 6, 2024 for its approved indication in lower- risk MDS. As part of its review of our MAA
for RYTELO, the EMA reviewed the grant of orphan drug designation for the treatment of certain patients with MDS.
Designation as an orphan drug does not guarantee that any regulatory authority will accelerate regulatory review of, or
ultimately approve, RYTELO for any indication, or at all, in the U. S., EU or any other country, nor does it limit the
ability of any regulatory authority to grant orphan drug designation to product candidates of other companies that treat
the same indications as RYTELO prior to RYTELO receiving any exclusive marketing approval. We may lose orphan
drug exclusivity for certain reasons, including if the FDA or the EMA determines that the request for orphan drug



designation was materially defective or if we cannot ensure sufficient quantities of RYTELO to meet the needs of
patients with lower- risk MDS or MF. Failure to maintain orphan designation status, or failure to agree to and complete
any agreed upon pediatric plan, would lead to the inability to obtain or the loss of such regulatory exclusivity. Even if we
maintain orphan drug exclusivity for RYTELO, the exclusivity may not effectively protect RYTELO from all
competition because different drugs with different active moieties can be approved for the same condition. Even after an
orphan drug product is approved, the FDA or other regulatory authorities can subsequently approve a different drug
with the same active moiety for the same condition, if the FDA or other regulatory authorities conclude that the later
drug is safer, more effective, or makes a major contribution to patient care. The occurrence of any of these events could
limit the period of exclusivity we are able to maintain for RYTELQO, and may harm our business and business prospects.
In addition, for any other indication that we are currently or may in the future seek to develop or obtain regulatory
approval for RYTELO, orphan drug designation will neither shorten the development time nor regulatory review time
for RYTELO, and it does not give RYTELO any advantage in the regulatory review or approval process. Even though
we reported positive top- line results from IMerge Phase 3 in January 2023 and received regulatory approval from the
FDA in June 2024 to commercialize RYTELO in the U. S. for lower- risk MDS, the top- line results from IMerge Phase
3 are not necessarily predictive of RYTELO’ s activity in other indications, such as from IMpactMF. Even though we
reported positive top- line results from IMerge Phase 3 in January 2023 and received regulatory approval from the FDA
in June 2024 to commercialize RYTELO in lower- risk MDS, the top- line results from IMerge Phase 3 are not
necessarily predictive of RYTELQ?’ s activity in other indications and for other pivotal trials that may be needed to
support any application to the FDA or similar international regulatory authorities for such other indications, such as
from IMpactMF. In addition, with respect to the trial design for IMpactMF, the FDA urged us to consider adding a third
dosing arm to the trial to assess a lower dose and / or a more frequent dosing schedule that might improve the trial’ s
chance of success by identifying a less toxic regimen and / or more effective spleen response, one of the trial’ s secondary
endpoints. Based on data from IMbark, we believe that testing a lower dose regimen would likely result in a lower
median OS, which is the trial’ s primary endpoint, in the treatment arm. Existing data also suggest that
lowering the dose would not result in a clinically meaningful reduction in toxicity, and for these reasons we determined
not to add a third dosing arm to the trial design and the FDA did not object to our proposed imetelstat sodium dose and
schedule of 9. 4 mg / kg every three weeks. Our belief may ultimately be incorrect. Therefore, our failure to add a third
dosing arm could result in a failure to maintain regulatory clearance from the FDA and similar international regulatory
authorities for relapsed / refractory MF, could result in the trial’ s failure, or could otherwise delay, limit or prevent
marketing approval of imetelstat for relapsed / refractory MF by the FDA or similar international regulatory
authorities. Regulatory authorities have substantial discretion in the approval process and can delay, limit or deny
approval of RYTELO in other jurisdictions or indications, or require us to conduct additional non- clinical or clinical
testing or abandon a program for many reasons, including: * disagreement with the design or implementation of our
clinical trials, including our statistical analysis of trial results; ¢ failure to demonstrate that RYTELO?’ s efficacy results
provide sufficient evidence of overall clinical benefit; » unfavorable benefit- to- risk assessment, in the case of marginal
efficacy and / or clinically relevant safety concerns, for any proposed indication; * serious and unexpected drug- related
side effects experienced by participants in our clinical trials or by individuals using RYTELO or drugs similar to
RYTELO:; ° disagreement with our interpretation of data from non- clinical studies or clinical trials;  rejection by the
FDA of foreign data included in any future supplemental NDA, or sNDA, submissions for any future indications and the
non- applicability of this data to the U. S. population and U. S. medical practice; * identification of critical issues as a
result of a pre- approval health authority inspection that could negatively impact the integrity of data in the MAA and
any future sNDA and lead to a rejection by the FDA, EMA, or similar international regulatory authorities;  a
determination by international regulatory authorities that regulatory approval for RYTELO should be narrowed or
made more restrictive than our current approval in the U. S. for lower- risk MDS or any future indication for which
approval is sought, if any; ¢ disagreement regarding the formulation, labeling and / or the specifications for RYTELO; ¢
the failure of the quality or stability of RYTELO to meet acceptable regulatory standards; * the EMA or the competent
authorities of the individual EU Member States or similar international regulatory authorities may lack resources or be
delayed in conducting pre- approval inspections due to lack of resources or other reasons; * we or any third- party
service providers may be unable to demonstrate compliance with GMP, GCP, or other applicable regulatory and other
requirements to the satisfaction of the FDA, the EMA, the competent authorities of the individual EU Member States or
similar international regulatory authorities; or * changes in regulatory policies or approval processes, or potential
reduction of unmet medical need with the entry of competitive therapies to the market, could render our clinical efficacy
or safety data insufficient for approval. Any of these events may result in a failure to further develop, obtain regulatory
approval for or commercialize RYTELO in any jurisdiction or in any indication other than lower- risk MDS in the U. S.,
which could severely and adversely affect our business and business prospects. Furthermore, in recent years, there has
been increased public and political scrutiny on the FDA and similar international regulatory authorities with respect to
the approval process for new drugs, and as a result regulatory authorities may apply more stringent regulatory
standards, especially regarding drug safety, when reviewing regulatory submissions. RISKS RELATED TO
COMPLIANCE WITH HEALTHCARE LAWS The FDA, DOJ and other regulatory authorities actively enforce
regulations related to the promotion and advertisement of pharmaceutical products, and if we were found to have
violated the Food, Drug and Cosmetic Act, we could be subject to significant civil, criminal and administrative penalties.
The FDA strictly regulates the promotional claims that may be made about drug products. In particular, a product may
not be promoted for uses that are not approved by the FDA as reflected in the product’ s approved labeling. The FDA,



DOJ and other agencies actively enforce regulations related to the promotion and advertisement of pharmaceutical
products. If we were found to have violated the Food, Drug, and Cosmetic Act, we could be subject to significant civil,
criminal and administrative penalties, which could inhibit our ability to commercialize RYTELO and generate revenue,
require us to expend significant time and resources in response, and generate negative publicity. Enforcement actions
include, among others: ¢ adverse regulatory inspection findings; ¢ fines, warning letters, or untitled letters; * voluntary
or mandatory product recalls or public notification or medical product safety alerts to healthcare professionals; *
restrictions on, or prohibitions against, marketing RYTELO; ¢ restrictions on, or prohibitions against, importation or
exportation of RYTELO; ¢ suspension of review or refusal to approve pending applications or supplements to approved
applications; * exclusion from participation in government- funded healthcare programs; ¢ exclusion from eligibility for
the award of government contracts for RYTELO; ¢ suspension or withdrawal of regulatory approval for RYTELO; ¢
product seizures; * injunctions; and ¢ civil and criminal penalties and fines. The imposition of any of these penalties or
other commercial limitations, including equivalent penalties or commercial limitations imposed by foreign regulatory
authorities, could severely and adversely affect our financial results, business and business prospects, including the
commercialization of RYTELO, and might cause us to cease operations. Similar requirements and related consequences
apply outside the U. S. Enhanced governmental and private scrutiny over, or investigations or litigation involving,
pharmaceutical manufacturer donations to patient assistance programs offered by charitable foundations may require
us to modify our programs and could negatively impact our business practices, harm our reputation, divert the attention
of management and increase our expenses. To help patients afford our products, we have a patient assistance program
and also occasionally make donations to independent charitable foundations that help financially needy patients. These
types of programs designed to assist patients in affording pharmaceuticals have become the subject of scrutiny. In recent
years, some pharmaceutical manufacturers were named in class action lawsuits challenging the legality of their patient
assistance programs and support of independent charitable patient support foundations under a variety of federal and
state laws. At least one insurer also has directed its network pharmacies to no longer accept manufacturer co- payment
coupons for certain specialty drugs the insurer identified. Our patient assistance program and support of independent
charitable foundations could become the target of similar litigation. In addition, there has been regulatory review and
enhanced government scrutiny of donations by pharmaceutical companies to patient assistance programs operated by
charitable foundations. For example, the Office of Inspector General of the U. S. Department of Health & Human
Services, or OIG, has established specific guidelines permitting pharmaceutical manufacturers to make donations to
charitable organizations who provide co- pay assistance to Medicare patients, provided that such organizations are bona
fide charities, are entirely independent of and not controlled by the manufacturer, provide aid to applicants on a first-
come basis according to consistent financial criteria, and do not link aid to use of a donor’ s product. If we or our
vendors or donation recipients are deemed to fail to comply with laws or regulations in the operation of these programs,
we could be subject to damages, fines, penalties or other criminal, civil or administrative sanctions or enforcement
actions. We cannot ensure that our compliance controls, policies and procedures will be sufficient to protect against acts
of our employees, business partners or vendors that may violate the laws or regulations of the jurisdictions in which we
operate. A government investigation could negatively impact our business practices, harm our reputation, divert the
attention of management and increase our expenses. If our business activities become subject to challenge under
supranational, national, federal, state or international healthcare laws, including fraud and abuse, transparency, and
health information privacy and security laws, we could face substantial penalties and our business, results of operations,
financial condition and prospects could be adversely affected. Our business operations and current and future
arrangements with investigators, healthcare professionals, consultants, third- party payors and customers, may expose
us to broadly applicable fraud and abuse and other healthcare laws and regulations, including federal and state fraud
and abuse laws, including anti- kickback and false claims laws; data privacy and security laws, including the Health
Insurance Portability and Accountability Act, or HIPAA, as amended by the Health Information Technology for
Economic and Clinical Health Act, or HITECH; and transparency laws related to payments and / or other transfers of
value made to physicians, other healthcare professionals and teaching hospitals. These laws may constrain the business
or financial arrangements and relationships through which we conduct our operations, including how we market, sell
and distribute RYTELO. For details regarding the restrictions under applicable federal and state healthcare laws and
regulations that may affect our ability to operate, see Item 1 “ Business- Government Regulation- Fraud and Abuse, and
Transparency Laws and Regulations ” of this Report. Federal and state enforcement bodies have increased their
scrutiny of interactions between healthcare companies and healthcare providers, which has led to a number of
investigations, prosecutions, convictions and settlements in the healthcare industry. If our operations are found to be in
violation of any of these or any other healthcare and privacy- related regulatory laws that may apply to us, our ability to
operate our business and our results of operations could be adversely affected by:  the imposition of significant civil,
criminal and administrative penalties, damages, monetary fines, disgorgement and imprisonment; * possible exclusion
from participation in Medicare, Medicaid and other federal healthcare programs or comparable foreign programs; °
reputational harm; * diminished profits and future earnings; * additional reporting requirements and oversight if we
become subject to a corporate integrity agreement or similar agreement to resolve allegations of non- compliance with
these laws; and ¢ curtailment of our operations. Defending against any such actions can be costly, time- consuming and
may require significant financial and personnel resources. Therefore, even if we are successful in defending against any
such actions that may be brought against us, our business may be impaired. The adoption of health policy changes and
healthcare reform both in the U. S. and outside the U. S. may adversely affect our business and financial results. In the
U. S. and some jurisdictions outside the U. S., there have been a number of legislative and regulatory changes and



proposed changes regarding the healthcare system that could impact our business. Generally, there has been increasing
legislative and enforcement interest in the U. S. with respect to drug pricing, including specialty drug pricing practices,
in light of the rising cost of prescription drugs and biologics. Specifically, there have been U. S. Congressional inquiries
and federal and state legislative activity designed to, among other things, bring more transparency to drug pricing,
review the relationship between pricing and manufacturer patient programs, reduce the price of drugs under Medicare,
and reform government program reimbursement methodologies for drugs and biologics. For details regarding these
legislative and regulatory changes and proposed changes regarding the healthcare system that may affect our ability to
operate, see Item 1 “ Business- Healthcare Reform ” in this Report. If future legislation were to impose direct
governmental price controls and access restrictions, it could have a significant adverse impact on our business and
financial results. Managed care organizations, as well as Medicaid and other government authorities, continue to seek
price discounts. At the state level, legislatures have increasingly passed legislation and implemented regulations designed
to control pharmaceutical and biologic product pricing, including price or patient reimbursement constraints, discounts,
restrictions on certain product access and marketing cost disclosure and transparency measures, and, in some cases, to
encourage importation from other countries and bulk purchasing. Due to the volatility in the current economic and
market dynamics, we are unable to predict the impact of any unforeseen or unknown legislative, regulatory, payor or
policy actions, which may include cost containment and healthcare reform measures. Such policy actions could have a
material adverse impact on future sales of RYTELO in the U. S., and outside the U. S. if approved in other jurisdictions.
RISKS RELATED TO THE FURTHER DEVELOPMENT OF RYTELO (IMETELSTAT) We cannot be certain that
we will be able to continue to develop RYTELO or advance it in clinical trials, or that we will be able to receive
regulatory approval for RYTELO in any other indications in the U. S., the EU or any other region , on a timely basis or at
d anreid B we-are wholly dependent on the success of RYTELO
(imetelstat), whlch is our only approved product and our ablhty to generate revenue from product sales and achieve
profitability is wholly dependent on our ability to successfully commercialize RYTELO for lower- risk MDS or to
expand its indications of use. In this regard, in addition to lower- risk MDS, which is the only indication for which
RYTELO has received marketing approval in the U. S., we are developing imetelstat for the treatment of several myeloid
hematologic malignancies . Our ability to further develop imetelstat and tauneh-to expand it-its eemmeretatty-indications of
use to other myeloid hematologic malignancies is subject to significant risks and uncertainties, including, among other things,
our ability to: * receive regulatory approval to commercialize metelstatRYTELOQ in lower- risk MDS from the EC ¥FDA-and
Furepean-Commisston-without the requirement for the conduct and completion of additional pre- approval clinical trials or
further analyses, testing or development commitments, if at all, any of which could result in increased costs to us, and delay,
limit or preclude our ability to generate revenue in the EU ; * generate sufficient safety and efficacy data from the IMpactMF
clinical trial to support any application for regulatory approval in relapsed / refractory MF, without clinically meaningful safety
issues, side effects or dose- limiting toxicities related to imetelstat that may negatively impact its benefit- risk profile;  ascertain
that the use of imetelstat does not result in significant systemic or organ toxicities, including hepatotoxicity, or other safety
issues resulting in an unacceptable benefit- risk profile; « obtain additional capital if and when needed in order to enable us to
further advance the-imetelstat pregrant-clinical trials in other myeloid hematologic malignancies ; * obtain and maintain
required regulatory clearances and approvals to enable continued clinical development ;as-weH-as-potential-commeretalization;
of imetelstat;  enter into and maintain commercially reasonable arrangements with third parties to provide services needed to
further research ane-, develop yand te-petentially-commercialize RYTELO simetelstat-, including maintaining the agreements
with our contract research organizations, or CROs, and third- party manufacturers; * recruit and retain sufficient qualified and
experienced personnel to support the development and commercialization of RYTELO in potential eemmeretalizatton-of
imetelstatin-other approved indications and jurisdictions outside the U. S_; « enter into and maintain arrangements with third
parties to provide services needed to support the petential-commercialization of imetelstat RYTELQ for territories outside of
the U. S. in compliance with applicable laws; * achieve acceptance of RYTELO treatment imetelstat,if-approved;-by patients
and the relevant medical communities; * compete effectively with other approved treatments in lower- risk MDS , and relapsed /
refractory MF if imetelstat is approved in these-indieationsrelapsed / refractory MF, and potentially other myeloid
hematologic malignancies ; * obtain appropriate coverage and reimbursement levels for the cost of #metelstat RYTELO from
governmental authorities, private health insurers and other third- party payors; and ¢ obtain, maintain and enforce adequate
intellectual property and regulatory exclusivity for RYTELQ +metelstat-both-in the U. S. and globally. If we are not able to
successfully achieve these goals and overcome other challenges that we may encounter in the research, development,
manufacturing and petential-commercialization of tmetelstatt RYTELO in indications other than lower- risk MDS . we may
be forced to abandon our development and / or planned-commercialization of imetelstat RYTELO in indications other than
lower- risk MDS . which swvettd-could severely harm our business ;-and business prospects and-our-ability-to-raise-addittonat
ea-pttal—aﬂd—mfght—eatts&us—te—ee&se—eper&t—teﬂs— Our clinical trials of imetelstat could be interrupted, delayed, terminated or
abandoned for a variety of reasons which could severely and adversely affect our financial results, business and business
prospects sand-the-fature-ofimetelstat-. The conduct and completion of our clinical trials could be interrupted, delayed or
abandoned for a variety of reasons, including as a result of clinical trial failures, suspensions, terminations or delays related to: ¢
patient recruitment, enrollment and retention challenges and operational delays, including in connection with opening new
clinical trial sites, while also competing with clinical trials for other investigational drugs in the same patient population; * use
of trial endpoints such as overall survival, that inherently require prolonged periods of clinical observation or analysis of the
resulting data to determine trial outcomes, including the need for a certain number of events, or deaths, to occur in IMpactMF
prior to the interim or final analysis in that trial of overall survival; « obtaining and / or maintaining regulatory clearances in the
U. S. or other eeuntries-jurisdictions to commence, conduct or modify current or potential future clinical trials of imetelstat, in a




timely manner, or at all; ¢ investigational new drug applications, or INDs, and equivalent submissions in other countries for
imetelstat being placed on full or partial clinical hold, suspended or subject to other requirements by the FDA or other similar
international regulatory authorities; ¢ contracting with a sufficient number of clinical trial sites to conduct current and potential
future clinical trials, and ensuring that such contracts contain all necessary terms and conditions required by applicable laws,
including providing for valid mechanisms to engage in cross- border data transfers, as well as identifying, recruiting and training
suitable clinical investigators; * obtaining or accessing necessary clinical data in accordance with appropriate clinical or quality
practices and regulatory requirements, in a timely and accurate manner to ensure complete data sets; * responding to safety
findings, recommendations or conclusions by the data safety review committees, independent data monitoring committees and /
or expert committees of current and potential future clinical trials of imetelstat based on emerging data occurring during such
clinical trials; * manufacturing sufficient quantities that meet our specifications, cost and quality requirements, and timelines for
imetelstat, or for other clinical trial materials, in a manner that meets the quality standards of the FDA and other similar
international regulatory authorities, and responding to any disruptions to drug supply, clinical trial materials or quality issues
that may arise; ¢ the effects of macroeconomic or other global conditions, such as inflation, rising interest rates, prospects of a
recession, government shutdowns , changes in tariffs or other trade restrictions , bank failures and other disruptions to
financial systems, civil or political unrest, military conflicts, pandemics or other health crises and supply chain and resource
issues; * complying with current and future regulatory requirements, policies or guidelines, including domestic and international
laws and regulations pertaining to fraud and abuse, transparency, and the privacy and security of health information; ¢ reaching
agreement on acceptable terms and on a timely basis, if at all, with collaborators, physician investigators, vendors and other
third parties located in the U. S. or other countries, including our CROs, laboratory service providers and clinical trial sites, on
all aspects of clinical development and collaborating with them successfully; and ¢ third- party clinical contractors, including
investigators or our CROs not performing our clinical trials according to our anticipated schedule or consistent with the clinical
trial protocol, good clinical practices, or GCP, or other regulatory requirements, or not performing data collection or analyses in
a timely or accurate manner. Failures or delays with respect to any of these events could adversely affect our ability to conduct
or complete the clinical trials being conducted by us or our investigators, or to commence, conduct and complete potential future
clinical trials of imetelstat, which could increase development costs, or interrupt, further delay or halt our development , e
potential-eommeretalization-of imetelstat, any of which could severely and adversely affect our financial results, business and
business prospects yand-the-futare-ofimetelstat-. metelstat RYTELO may cause, or have attributed to it, undesirable or
unintended side effect@ or other adverse events that could halt or limit its further commercialization detay-orpreventthe
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Jurlsdlctlon or mdlcatlon or cause us to delay or terminate our clinical trials. RYTELO (imetelstat) has been
administered only to a limited number of patients in clinical trials. While the FDA granted approval of RYTELO based
on the data included in our NDA, including data from the Phase 3 IMerge trial, we do not know whether the results
when a larger number of patients receive RYTELO from commercial use, including results related to safety, will be
consistent with the results from earlier clinical trials that served as the basis for its approval. In addition, because
remaining patients in ongoing clinical trials continue to receive imetelstat, additional or more severe toxicities or safety
issues may be observed, and the benefit- risk profile of imetelstat will continue to be assessed, including the risk of
hepatotoxicity, severe cytopenias, fatal bleeding with or without any associated thrombocytopenia, patient injury or
death. New data relating to imetelstat, including from adverse event reports and our post- marketing requirements in the
United States, and from ongoing clinical trials of imetelstat, may result in changes to the product label and may
adversely affect sales, or result in withdrawal of imetelstat from the market. The FDA and regulatory authorities in
other jurisdictions may also consider the new data in reviewing our marketing applications for additional indications
and / or in other jurisdictions, or impose post- approval requirements. If any of these actions were to occur, it could
result in significant expense and delay or limit its-eemmeretat-our ability to generate sales revenues. Further, as a result of
commercialization of RYTELO, or in current or potential —Jmetelstat-future clinical trials, RYTELO may cause, or have
attributed to it, undesirable or unintended side effects or other adverse events affecting its safety or efficacy that could interrupt,
further delay or halt its commercialization or current or potential future clinical trials efimetelstat-as-well-as-ourexpanded
aeeess-program-. In this regard, adverse events and dose- limiting toxicities observed in previous and ongoing clinical trials of
tmetelstat-include: » hematologic toxicities, such as profound and / or prolonged thrombocytopenia or neutropenia; ¢ bleeding
events, with or without thrombocytopenia, including Grade 3 / 4 bleeding events; ¢ febrile neutropenia; * hepatotoxicity and liver
function test abnormalities, as well as hepatic failure; ¢ gastrointestinal events; ¢ infection events, with or without neutropenia,
including Grade 3 / 4 infection events; * muscular and joint pain; ¢ fatigue; * headache; and ¢ infusion- related reactions. If
patients who receive RYTELO as a result of commercialization or in any clinical trials efimetelstat-or-ourexpanded-aceess
program-experience similar or more severe adverse events, or new or unusual adverse events, or if the FDA or other similar
international regulatory authorities determine that efficacy and safety data from our commercialization efforts or in clinical
trials efimetelstat-do not support an adequate benefit- risk profile to justify continued treatment of patients, then the FDA or
other similar international regulatory authorities may halt or restrict the commercialization of RYTELO or place one or
more of the-our INDs forimetelstat-on clinical hold, as occurred in March 2014. If this were to occur, there wetd-could be a
significant delay in, or possible termination of, one or more of our the-tmetelstatclinical trials , and our any-petentiat

commercmhzatlon effort% could be halted which mlght cause us to cease operatlonq Feﬁex&mp-}e,—we—afe—aw&fe-ef—a—ease—m

fe}a-ted-te—rme’fe}sf&t—lf wch tox1cme§ or other qafety issues 1dent1ﬁed asa result of our commerclahzatlon of RYTELO or in
any clinical trial ef4metelstat-are determined by us, the FDA or similar international regulatory authorities to result in an



unacceptable benefit- risk profile, then:  the FDA could withdraw or restrict regulatory approval for RYTELO in the U. S.
for lower- risk MDS; ¢ additional information supporting the benefit- risk profile of #metelstat RYTELO may be requested by
the FDA or similar international regulatory authorities and if any such information is not available or, if available, not deemed
acceptable, regulatory approval could be withdrawn by the FDA in the U. S., and / or current clinical trials efimetelstat
could be suspended, terminated, or placed on clinical hold by the FDA or similar international regulatory authorities; ¢ the
ability to retain enrolled patients in our current clinical trials may be negatively affected, resulting in incomplete data sets and
the inability to adequately assess the benefit- risk profile of #metelstat RYTELO in a specific patient population; * additional,
unexpected clinical trials or non- clinical studres may be requrred to be conducted ore tmete}st&t—RYTELO may not receive or
maintain aﬁy—regulatory clearances atith : : : y : :

any of these events could 1nterrupt further delay, or halt any-our commerclallzatlon or RYTELO or its further
development, and as a result, could impaeter-preclude the petentiatregulatory-approvatand-commercialization of tmetelstat
RYTELO in any additional indications , as well as increase costs te-for continued devetop-development imetelstatin
additional indications , which would have a severe adverse effect on our results of operations, financial condition and ability to
raise additional capital, busrness and business prospects and-the-future-ofimetelstat- any of which might cause us to cease
operations. Results and data we disclosed from prior non- clinical studies and clinical trials may not predict success in later
clinical trials, and we cannot assure you that any ongoing or future clinical trials of imetelstat , including IMpactMF, will lead
to similar results and data that could potentially enable us to obtain any further regulatory approvals. The design of a clinical
trial can determine whether its results will support regulatory approval of a product, and flaws in the trial design may not
become apparent until the clinical trial is well advanced or during the approval process after the trial is completed. A clinical
trial design that is considered appropriate for regulatory approval includes a sufficiently large sample size with appropriate
statistical power, as well as proper control of bias, to allow a meaningful interpretation of the results. The preliminary results of
imetelstat clinical trials with smaller sample sizes can be disproportionately influenced by the impact the treatment had on a few
individuals, which limits the ability to generalize the results across a broader community, making the trial results of clinical
trials with smaller sample sizes less reliable than trials with a larger number of patients. As a result, there may be less certainty
that imetelstat will achieve a statistically significant effect in any future clinical trials. Further, success in non- clinical testing
and early clinical trials, including Phase 2 clinical trials, such as IMbark, does not ensure that later clinical trials will be
successful, nor does it predict final clinical trial results. In addition, even though we reported positive top- line results from
IMerge Phase 3 in January 2023, this does not ensure that any other clinical trials of imetelstat will be successful. Later stage
clinical trials of imetelstat may fail to show an acceptable benefit- risk profile despite having progressed through non- clinical
studies and initial clinical trials. Many companies in the biopharmaceutical industry have frequently suffered significant setbacks
in later clinical trials, even after achieving promising results in earlier non- clinical studies or clinical trials. In general, Phase 3
clinical trials with larger numbers of patients or longer durations of therapy may fail to replicate efficacy and safety results
observed in earlier clinical trials, such as IMbark, and if this were to occur with IMpactMF, this would adversely affect future
development prospects of imetelstat, and as a result, impact the potential commercialization of imetelstat in relapsed / refractory
MF, which would have a severe adverse effect on our results of operations, financial condition and ability to raise additional
capital, if needed, business and business prospects ane-the-fature-ofimetelstat any of which might cause us to cease
operations. Furthermore, non- clinical and clinical data are often susceptible to varying interpretations and analyses. In some
instances, there can be significant variability between different clinical trials of imetelstat due to numerous factors, including
changes in trial procedures set forth in trial protocols, differences in the size and type of patient populations, and changes in and
adherence to the dosing regimens. For example, although the statistical analyses comparing IMbark data to closely matched real
world data, or RWD, published in the September 2021 issue of the Annals of Hematology, suggest potentially favorable overall
survival in relapsed / refractory MF patients treated with imetelstat, compared to BAT using closely matched patients’ RWD,
such comparative analyses between RWD and our clinical trial data have several limitations. For instance, the analyses create a
balance between treatment groups with respect to commonly available covariates, but do not take into account the unmeasured
and unknown covariates that may affect the outcomes of the analyses. Potential biases are introduced by factors which include,
for example, the selection of the patients included in the analyses, misclassification in the matching process, the small sample
size, and estimates that may not represent the outcomes for the true treated patient population. Failure to achieve results
supporting a positive benefit- risk proﬁle in current or potentral future imetelstat clinical tr1als Would interrupt, further delay, or
halt, any development ;-and-as-s ; : approval-an alizatten-of imetelstat, which would
have a severe adverse effect on our results of operatrons ﬁnancral condrtron and ability to raise additional capital, if needed,
business and business prospects and-the-futare-ofimetelstat-. Further, preliminary data are based on a preliminary analysis of
then- available data, and the results and related findings and conclusions are subject to change following a more comprehensive
review of the data related to the particular study or trial. We also make assumptions, estimations, calculations and conclusions
as part of our analyses of data, and we may not have received or had the opportunity to fully and carefully evaluate all data.
Additional or updated safety and efficacy data from current or potential future clinical trials of imetelstat may result in a benefit-
risk profile that does not justify the continued development and / or potential regulatory approval of imetelstat in a particular
patient population, or at all. Any data reported from IMpactMF may materially differ from and be less positive than data




previously reported from IMbark. Thus, reported data should be considered carefully and with caution, and not relied upon as
indicative of future clinical results. Such additional data could result in a lower benefit- risk profile than initially expected,
which could halt the commerecialization of RYTELO, hinder the potential success of IMpactMF, IMproveMF or [Mpress, or
cause us to abandon further development of imetelstat entirely. Top- line results and data may differ from future results of the
same study, or different conclusions or considerations may qualify such results, once additional data have been received and
fully evaluated. Moreover, as remaining patients in IMerge Phase 3 continue to be treated and followed under the extension
phase of the trial and longer- term outcomes are assessed, these additional and more mature data may alter the benefit- risk
profile of imetelstat in an adverse manner, including with respect to overall survival. Material adverse differences in future
results, compared to preliminary, interim or top- line data, could severely and adversely affect our financial results, business and
business prospects, and-the-fatare-ofimetelstat-including the petentiabcommercialization of imetelstat RYTELO , and might
cause us to cease operations. We rely on third parties to conduct our current and potential future clinical trials of 1metelstat. If
these third parties do not successfully carry out therr contractual duties or meet expected deadlines, we may be unable to
continue the development of ;ebts g prova eommeretatize-imetelstat. We do not have the ability to
independently conduct clinical trials. Therefore we rely on medical institutions, clinical investigators, contract laboratories and
other third parties, such as CROs, service providers, vendors, suppliers and consultants, to conduct clinical trials of imetelstat.
The third parties we contract with for execution of our current and potential future clinical or investigator- sponsored trials of
imetelstat play a critical role in the conduct of these trials and the subsequent collection and analysis of data. However, these
third parties are not our employees, and except for contractual duties and obligations, we have limited ability to control their
performance, or the amount or timing of resources that they devote to imetelstat. For example, we have retained CROs to
support our #retelstat-clinical development activities, and any failure by our CROs to perform their contractual obligations, or
disputes with our CROs about the quality of their performance or other matters, could further delay or halt our #metelstatclinical
development activities. These third parties may also have relationships with other commercial entities, some of which may
compete with us. Under certain circumstances, these third parties may terminate their agreements with us without cause and
upon immediate written notice. Although we rely on third parties to conduct our #metelstat-clinical trials, we remain responsible
for ensuring that each clinical trial is conducted in accordance with its investigational plan and protocol, and applicable laws.
Moreover, the FDA and similar international regulatory authorities require us to comply with GCP regulations and standards for
conducting, monitoring, recording and reporting the results of clinical trials to ensure that the data and results are scientifically
credible and accurate, and that the rights, integrity and confidentiality of patients participating in clinical trials are protected,
including being adequately informed of the potential risks. Regulatory authorities enforce these GCP requirements through
periodic inspections of trial sponsors, principal investigators and trial sites. If we or any of our CROs fail to comply with
applicable GCP requirements, the clinical data generated in our clinical trials may be deemed unreliable and the FDA, or similar
international regulatory authorities, may require us to perform additional clinical trials before-approving-any-appheationfor
regulatery-approval-. We cannot assure you that upon inspection by a given regulatory authority, such regulatory authority will
determine that any of our clinical trials comply with GCP or other applicable regulations. In addition, our clinical trials must be
conducted with imetelstat produced under apphcable GMP regulatlons Our fallure to comply with these regulations may require
us to repeat clinical trials ;-wh y aty-reg! val-. Our ability to comply with these
regulations and standards may be contmgent upon activities conducted by third partres and if they fail to perform in accordance
with contractual obligations and legal requirements, our development of imetelstat may be interrupted, further delayed or halted.
Any failures by us or third parties noted above would have a severe adverse effect on our results of operations, financial
condition and ability to raise additional capital, if needed, business and business prospects and-the-futare-ofimetelstat
including the petential-commercialization of #metelstat RYTELO , any of which might cause us to cease operations.
Furthermore, the execution of clinical trials and the subsequent compilation and analysis of the data produced, including the
interim and final analyses for IMpactMF, requires coordination among various parties. In order for these functions to be carried
out effectively and efficiently, it is imperative that these parties communicate and coordinate with one another. If the quality or
accuracy of the clinical data obtained, compiled or analyzed by third parties is compromised due to their failure to adhere to our
clinical trial protocols, GCP or GMP requirements, or for any other reason, we may need to enter into new arrangements with
alternative third parties, which would cause delay, and could be difficult, costly or impossible. Switching or adding clinical
research organizations, or CROs, investigators, vendors and other third parties involves additional costs and delays because of
the time it takes to finalize a contract with a new CRO and for their commencement of work. Although we carefully manage our
relationships with our CROs, investigators, vendors and other third parties, we and any of these third parties may nonetheless
encounter challenges or delays in the future, which could have a material and adverse impact on our business ;-and business
prospects and-the-fature-ofimetelstat-. [n addition, certain principal 1nvest1gat0rs for our clinical trials serve as scientific
advisors or consultants to us from time to time and receive compensation in connection with such services. Under certain
circumstances, we may be required to report some of these relationships to the FDA or comparable foreign regulatory
authorities . The FDA or comparable foreign regulatory authorities may conclude that a financial relationship between us
and a principal investigator has created a conflict of interest or otherwise affected conduct of the trial. The FDA or comparable
foreign regulatory authorities may therefore question the integrity of the data generated at the applicable clinical trial site and
the utility of the clinical trial itself may be jeopardized. This could result in a delay in approval, or rejection, of any future
applications for regulatory approval of imetelstat, including in any additional indications by the FDA and-may-timately
lead-to-the-dental-ofapproval-efimetelstat-. We do not control the conduct of current or any potential future investigator- led
clinical trials, and data from such trials could show marginal efficacy and / or clinically relevant safety concerns related to
imetelstat resulting in an unfavorable benefit- risk assessment that could materially and adversely impact our ongoing clinical

trials, etr— or imetelstat-our development program as a whole ;and--er-the-prospeetfor-approvat-for-imetelstat. We do not




control the design or administration of the-investigator- led clinical trial, HMpress;-or-anypotential-futare-investigator—ted-trials,

nor the submission, approval or maintenance of any IND or international equivalent filings required to conduct these clinical
trials. In addition, we do not have control over the timing and reporting of the data from any such investigator- led clinical trials.
A delay in the timely completion of or reporting of data from any current or potential future investigator- led clinical trial
could have a material adverse effect on our ability to maintain regulatory approval for RYTELO in lower- risk MDS, or to
further develop tmetelstat-or te-advance it in imetelstatto-sabsegrent-clinical trials. Investigator- led clinical trials may be
conducted under less rigorous clinical standards than those used in company- sponsored clinical trials. Accordingly, regulatory
authorities may closely scrutinize the data collected from these investigator- led clinical trials. In addition, any investigator- led
clinical trials could show marginal efficacy and / or clinically relevant safety concerns that could delay, limit or preclude the
further clinical development or marketing approval of #metelstat RYTELOQ in any indication sineladinglower—riskMBS-. To
the extent that the results of any investigator- led clinical trials raise safety or other concerns regarding-imetelstat, regulatory
authorities may withdraw or restrict approval for RYTELO, question the results of such investigator- led clinical trials, or
question the results of any of our clinical trials. Safety concerns arising from future investigator- led clinical trials could result in
withdrawal of approval of RYTELO, partial or full clinical holds being placed on our the-metelstat-INDs by the FDA or
other similar international regulatory authorities, as occurred in March 2014, which would further delay or prevent us from
commercializing RYTELO or advancing tmetelstatit into further clinical development ;. Any of the foregoing would delay
or preclude any future marketing approvals for #metelstat RYTELQ and could cause us to discontinue our development of
tmetelstatit | any-efwhich would severely harm our business and prospects ineladingthe-petential commeretalizationof
-rﬂ&efe}s’f&t,—and could potentldlly cause us to cease operations. Risks Related to Regulatory ARPRPROVAL-and-Commeretatization







2
et y-asst










malntaln a manufactunng supply chaln to approprlately and adequately supply -rfﬂefe}st&t—RYTELO for commerclal and future
chmcal ﬁﬂd-eeﬁﬂﬁefeta-l-u@eg would adversely affect our ablllty to commerclahze RYTELO and result in a further delay n

eeﬁﬁﬁefetahze—rmefe}sf&t— and our busmess and busmess prospects could be severely halmed and we could cease operatlons
The manufacture of RYTELO (imetelstat ) must comply with applicable regulatory standards for commercial uses and current
and potential future clinical trials and-potential-eommeretaluses-. The process of manufacturing imetelstat RYTELO is
complex and subject to several risks, including: ¢ the ability to consistently manufacture seale—up-and attain sufficient
production yields with apprepriate-acceptable quality control and quality assurance to meet market demand for our
commercialization of RYTELO, as well as the nceds efeur-for continuing clinical trials ; » our ability and-potential-futare
market-demand;-and-to establish-maintain existing commercial supply agreements and to establish additional or alternative
supply agreements if necessary, including our ability to successfully transfer manufacturing technology and attain
regulatory approval at any such additional or alternative suppliers ; ° reliance on third- party manufacturers and suppliers,
whose efforts we do not control; * supply chain issues, including the timely availability of product and management of shelf -
life requirements-of, including raw materials , drug substance, and drug product and other supplies, any of which may be
impacted by a number of factors, including the effects of macroeconomic or other global conditions; ¢ shortage of qualified
personnel at any of our third party suppliers ; and * regulatory acceptance and compliance with regulatory requirements,
which are less well- defined for oligonucleotide products than for small molecule drugs and vary in each country where
imetelstat-might-beseld-ortsed-. As a result of these and other risks, we may be unable to establish-and-+er-maintain a
manufacturing infrastructure and supply chain capable of providing #metelstat RYTELO for enr-clinical trials;ourexpanded
aeeessprogrant-and petential-futare-commercial #ses— use , which would delay or adversely affect our RYTELO
commercialization efforts; result in lost sales; delay or result in a cessation of sgel-our current or potential future clinical
trials 73 delay or preclude potential future regulatory approvals and-eemmeretalization-of imetelstat RYTELO in other
jurisdictions or indications; and could cause financial and reputational harm. If third parties that manufacture tmetelstat
RYTELO fail to perform as needed, the commercial and clinical andeemmeretal-supply of imetelstat-wi-RYTELO could be
interrupted or limited, and we may be unable to successfully commercialize RYTELO or conduct or complete current or
potential future clinical trials efimetelstat-orto-commeretalize-imetelstatinthe-futare- Our imetelstat RYTELO manufacturing
supply chain relies, and will continue to rely, solely upon third- party manufacturers to perform certain preeess-develepment-or
manufacturing, quality control, and other technical and scientific work with respect to tmetelstat RYTELO , as well as to
supply starting materials and manufacture drug substance and drug product for our commercialization of RYTELQO, as well as
current and potential future clinical trials . While we have established arrangements with third parties for the manufacture of
tmetelstat RYTELO , our manufacturing supply chain is highly specialized, and as such we are reliant upon a small group of
third- party manufacturers to supply starting materials, drug substance and drug product. Failure by such third- party
manufacturers to perform in a timely manner and in compliance with all regulatory requirements, or at all, could further delay,
perhaps substantially, or preclude our ability to commercialize RYTELO and / or pursue imetelstat-further development of
RYTELO on our own, increase our costs , result in lost sales, and otherwise negatively affect our financial results, business
and business prospects. In this regard, recent FDA inspections of one of our third- party drug product manufacturers identified
certain deficiencies in the manufacturer’ s processes and facilities which, while not directly related to the FDA approval or
ongoing production of #metelstat RYTELO |, could impact the manufacturer’ s ability to produce and deliver products,
including #retelstat-RYTELQ , if not remediated by the manufacturer, and could lead to delays or shortages in drug supply, or
the inability to manufacture or ship drug supply necessary for non- clinical and clinical activities and commercialization. We
expect to rely on third- party manufacturers to produce and deliver sufficient quantities of #metelstat RYTELO and other
materials to support commercialization and clinical trials and-petential-eommeretalizationon a timely basis and to comply with
applicable regulatory requirements. We do not have direct control over these third- party personnel or operations. Reliance on
these third- party manufacturers is subject to numerous risks, including: * the inability to execute timely contracts or
production orders with any additional third- party manufacturers and suppliers that we may identify on acceptable terms, or
at all; « delays and disruptions experienced by third- party manufacturers that adversely impact the ability of such parties to
fulfill their contractual obligations to us , including to provide the quantities of RYTELO required to meet commercial and
clinical needs ; * capacity limitations and scheduling constraints experienced by third- party manufacturers due to scheduling ,
maintenance and other commitments, and queued manufacturing activities in contracted facilities; ¢ requirements by regulatory
authorities to validate and qualify significant activities for any current or replaeement-additional manufacturer, which could
involve technology transfer, new testing and-, compliance inspections , and would likely require FDA or comparable
foreign regulatory authority approval ; ¢ the inability of third- party manufacturers to timely formulate and manufacture



tmetelstat RYTELO or to produce or ship imetelstat RYTELQ in the quantities or of the quality required to meet commercial
and clinical andeemmeretalneeds; * the possible mislabeling by third- party manufacturers of finished drug product for both
commercial and clinical Sﬂpphes-use potentially resu tmo in product recall and harm to the-wrong-dose-amounts-being
supplied-or-our business aetive-d d- * decisions by third- party manufacturers to
exit the contract manufacturing bLlSlllLS\ ([Llllﬂ" Ihu time quLIIILd lo \Llppl\ clinical trials or to successfully produce, store and
distribute imetelstat RYTELO to meet commercial needs; * compliance by third- party manufacturers with GMP standards
mandated by the FDA and state agencies and other government regulations, including foreign governing regulations,
corresponding to similar international regulatory authorities, including any deficiencies identified during regulatory inspections,
such as those identified in a recent FDA inspection of one of our third- party manufacturers;  breach or termination of
manufacturing or supply contracts; * inadequate storage or maintenance at contracted facilities resulting in theft or spoilage; and
e natural disasters that affect contracted facilities , including manufacturing, warehousing, and distribution facilities . Each
of these risks could lead to delays or shortages in drug supply, or the inability to manufacture or ship drug supply necessary for
commercialization, and non- clinical and clinical activities, &ﬂd-eem-mefena-lﬁ&t—teﬁ—\\ hich could sev udv and adversely affect
our financial results, business and business prospects ;8 : arm-. [n addition,
third- party manufacturers and / or any other manufacturers may need to make substantial investments to enable sufficient
capacity increases and cost reductions, and to implement those regulatory and compliance standards necessary for successful
commercialization Phase-3-ehinteat-trials-and-commeretat produetionof tmetelstat RYTELO . These third- party manufacturers
may not be willing or able to achieve such capacity increases, cost reductions, or regulatory and compliance standards, and even
if they do, such achievements may not be at commercially reasonable costs. Changing manufacturers may be prolonged and
difficult due to inherent technical complexities , regulatory risks, and because the number of potential manufacturers for
oligonucleotide products is limited. [t may be difficult or impossible for us to find a replacement manufacturer on acceptable
terms, or at all. Risks Related to Our OPERATING RESULTS AND Financial Position We have a history of net losses and
may not achieve consistent future profitability for some time, if ever. We are incurring and have incurred net losses
every year since our operations began in 1990, except for one. As of December 31, 2024, our accumulated deficit was
approximately $ 1. 8 billion. Losses have resulted principally from costs incurred in connection with our research and
development activities and from general and administrative costs associated with our operations. Although we have
recently begun to commercialize RYTELO, our revenue and profit potential is unproven and our very limited operating
history as a commercial company makes our future operating results difficult to predict. If we do not generate sufficient
revenue from commercial sales of RYTELO, or if we experience unforeseen events or choose to make other investments
in our business, we may continue to experience negative cash flow as we fund our operations and imetelstat clinical
development activities and research programs, and continue with the commercialization of RYTELO, including as a
result of our obligation to pay royalty payments under the Royalty Pharma Agreement and service our debt obligations.
We will need to generate significant revenues to achieve consistent future profitability, and we may never achieve
consistent future profitability. Even if we do become profitable in the future, we may not be able to sustain or increase
profitability on a quarterly or annual basis. Our failure to achieve consistent future profitability could negatively impact
the market price of our common stock and our ability to sustain operations. Our operating results are unpredictable and
may fluctuate. If our operating results are below the expectations of securities analysts or investors, the trading price of
our common stock could decline. Our operating results are difficult to predict and will likely fluctuate from quarter to
quarter and year to year. Due to the limited historical sales data of RYTELO in lower- risk MDS since its approval by
the FDA in June 2024, RYTELO sales will be difficult to predict from period to period and as a result, you should not
rely on RYTELO sales results in any period as being indicative of future performance. Sales of RYTELO may be below
our own guidance or the expectations of securities analysts or investors in the future. To the extent that we do not meet
our guidance, our financial projections or estimates, or the expectations of analysts or investors, our stock price may be
adversely impacted, perhaps significantly. We believe that our quarterly and annual results of operations may be
affected by a variety of factors, including: ¢ the level of demand for RYTELO; ¢ the extent to which coverage and
reimbursement for RYTELO is available from government and health administration authorities, private health
insurers, managed care programs and other third- party payors; ¢ changes in the amount of deductions from gross sales,
including government- mandated rebates, chargebacks and discounts that can vary because of changes to the
government discount percentage, including increases in the government discount percentage resulting from price
increases we may take in the future, or due to different levels of utilization by entities entitled to government rebates and
discounts and changes in patient demographics; ¢ increases in the scope of eligibility for customers to purchase RYTELO
at the discounted government price or to obtain government- mandated rebates on purchases of RYTELO; ¢ changes in
our cost of sales;  the timing and level of royalty payments under the Royalty Pharma Agreement; ¢ the timing, cost and
level of investment in our sales and marketing efforts to support RYTELO sales; ¢ the timing, cost and level of
investment in our research and development activities involving imetelstat and potential future product candidates; and
* expenditures we may incur to develop and / or commercialize any additional products, product candidates, or
technologies that we may develop, in- license, or acquire. Further, changes in our operations, such as increased
development, manufacturing and clinical trial expenses, or our undertaking of additional programs, business activities,
or entry into strategic transactions, including potential future acquisitions of products, technologies or businesses may
also cause significant fluctuations in our expenses. In addition, we measure compensation cost for stock- based awards
made to employees at the grant date of the award, based on the fair value of the award, and recognize the cost as and-- an
Need-expense over the employee’ s requisite service period. As the variables that we use as a basis for valuing these
awards change over time, including our underlying stock price, the magnitude of the expense that we must recognize




may vary significantly. For AdditionalFinaneing-these and other reasons, it is difficult for us to accurately forecast future
sales of RYTELO, operating expenses or future profits or losses. As a result, our operating results in future periods
could be below our guidance or the expectations of securities analysts or investors, which could cause the trading price of
our common stock to decline, perhaps significantly. Our financial projections and estimates are subject to significant
risks, assumptions, and uncertainties, and our actual results may differ materially. Our financial projections and
estimates are subject to significant risks, assumptions, and uncertainties, and our actual results may differ materially.
These projections and estimates include estimates of the total addressable market for RYTELO, assumptions regarding
patient market share and duration of therapy, as well as assumptions regarding our ability to meet demand. These
projections and estimates are subject to various factors beyond our control, including, for example, the level of demand
for RYTELO, the extent to which coverage and reimbursement for RYTELO is available from government and health
administration authorities, private health insurers, managed care programs and other third- party payors, increased
costs in the supply chain, increased labor costs, changes in the regulatory environment, the impact of global health crises
and changes in our senior management team. Our financial projections and estimates constitute forward- looking
statements, are for illustrative purposes only and should not be relied upon as necessarily being indicative of future
results. The assumptions and estimates underlying such financial projections and estimates are inherently uncertain and
are subject to a wide variety of significant business, economic, competitive and other risks and uncertainties. Actual
results may differ materially from the results contemplated by the financial projections. Our independent auditors have
not studied, reviewed, compiled or performed any procedures with respect to the projections, and accordingly, they did
not express an opinion or provide any other form of assurance with respect thereto. While all financial projections,
estimates and targets are necessarily speculative, we believe that the preparation of financial projections involves
increasingly higher levels of uncertainty the further out the projection, estimate or target extends from the date of
preparation. Accordingly, there can be no assurance that the prospective results are indicative of our future
performance or that actual results will not differ materially from those presented in the financial projections or
estimates. Our failure to obtain additional capital , if and when needed, would force us to further delay, reduce or eliminate the
further development and-petentiat-futare-of RYTELO, or to halt the commercialization of tmetelstat RYTELO , any of which
would severely and adversely affect our financial results, business and business prospects, and might cause us to cease
operations. Successful dr ug development and commercialization requires significant amounts of capital. As of December 31,

%92—3—2024 we hdd applo\mmlelv $ -3—7-8—502 -1—9 mil 1011 in cash, cash equl\dluns 1e\111ued cash dndeﬂrreﬁt—&nd-neﬁeﬂrrent

approval-and-comtn saneh metelstattntower—+is A-th - \\LbLllL\Ll]dl basedonourcurrent
operatlng plans and assumptlons, our existing cash, cash equl\aluns and eﬁﬁeﬂt—aﬂd—neﬁeﬂﬁeﬂ{—mal ketable securities,

together w ith pfejee’eed-antlclpated net revenues from U—S—sd es of RYTELO fmefe}s’f&t—rﬁappreved—pe-teﬂt-ra-l-preeeeés—frem

2 v , will be sufficient to fund our

plOJLLlLd operating 1equnumnlx fnte-for th foreseeable future, 1f we do not t-hrrd—qaaﬁer—e%@%é—@tn—abihw—te—%mmm net

revenues from commercial sales of ﬂﬁefe}S't'&Hﬂ-RYTELO at the levels we anticipate U—S5—, if we experience unforeseen
stila D 3 A A ethg-able-to make establish-sales-and-marketing-eapabilittes

and—g&m—aeeepfaﬂee-m—t-he—other marke’fp%aee-mvestments in our busmess, or our assumptlons regarding our projected
operating expenses are otherwise incorrect, we may requlre addltlonal fundlng W m h could 1nclude we—ma—y—be—&n&b-}e—te

dotra comblnatlon of pubhc

AE s-wilk-be-exerets - or eash—prlvate equlty 0ffer1ngs debt financmgs (1nclud1ng
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strategic alliances, licensing arrangements at-a ; AL

is-subjeetto-otr— or marketing aehwveﬂ&eﬁt—e-ﬁeerfarn—reg&}afeﬁ—ﬁn-}eﬁeﬂes-dnd dlstrlbutlon arrangements s&ﬁsfaeﬁeﬂ—e-f
eertattreapitalization requirements-, which may not be possible. For example, changes in our operations, such as wett-as
approval-by-increased development, manufacturing an-and clinical trial expenses, investmentecommittee-eomprised-of
-Hereu%es—&nd—S%LB—feﬁ or our undertaklng of ﬂae—ﬁﬂﬂ%%—&ﬁnﬁmrﬁr&nehe—kraddtﬁeﬂ—addltwnal programs , evenif
oW ec-by-business activities, or entry into strategic transactions,
1nclud1ng potentlal future acqulsmons of products, technologles or businesses, may cause our operating expenses to
1ncrease, perhaps 51gn1ﬁcantly, whlch could requlre us tn—t-he—U—S—rn—fhat—rndteaﬁeﬂ—aﬂd—we—are—ab}e—lo raise drawdown-the
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RYTELO commercialization efforts may be adversely affected and we may be unable to pursue further development o
potential-eommeretatizationof imetelstat, which would severely harm our business and we might cease operations. Beeause
Despite FDA approval of RYTELO in June 2024, the outcome of any clinical activities and / or regulatory approval process
is highly uncertain, and we cannot reasonably estimate whether any-our future development activities we-may undertake-witt
succeed 3, whether we will obtain regulatory approval for tmetetstat RYTELO in the EU any-indieation-we-pursue;-inetuding
in lower- risk MDS 3ot if-approved-or in any other jurisdictions or indications we are pursuing or may in the future
pursue , or whether we will be able to effectively commercialize imetelstat RYTELO in the U. S. for lower- risk MDS or
other potential jurisdictions or indications , if at all. We may never recoup our investment in any imetelstat RYTELO
development which would adversely affect our financial condition and our business and business prospects, and might cause us



to cease operations. In addition, our plans and timing expectations could be further delayed or interrupted by the effects of
macroeconomic or other global conditions, including those resulting from inflation, rising interest rates, prospects of a recession,
government shutdowns, further changes in tariffs and other trade restrictions, bank failures and other disruptions to
financial systems, civil or political unrest, military conflicts, pandemics or other health crises and supply chain and resource
issues. Further, our future capital requirements are difficult to forecast and will depend on many factors, including:  the
accuracy of the assumptions underlying our estimates for our capital needs; * the level of sales and market acceptance of
RYTELQ:; ¢ the scope, progress, timing, magnitude and costs of non- clinical and clinical development, manufacturing and
commercialization of RYTELO, including potential commercialization efimetelstat-in the EU for lower- risk MDS |
ineluding-if approved, or in any the-other number-eofjurisdictions or other indieations— indication being-we may pursted--
pursue , subject to clearances and approvals by the FDA and similar international regulatory authorities; ¢ delays or disruptions
in opening sites, screening and enrolling patients or treating and following patients in our current or any potential future clinical
trials of #metelstat RYTELQ ; « the costs, timing and outcomes of regulatory reviews or other regulatory actions related to
imetelstat RYTELO |, 1nclud1ng with respect to our MAA NDA-and-EMA—-submisstons-- submission for imetelstat RYTELO in
the EU for lower- risk MDS; ¢ the costs of preparing, filing and prosecuting patent applications and maintaining, enforcing and
defending intellectual property- related claims; ¢ the costs of manufacturing, developing, commercializing and marketing
metelstat RYTELO | including with respect to thrrd party Vendorq and service provrderi and our ab111ty to achreve any
meaningful reduction in manufacturrng COSts 5 v ;
othereountries; * the sales price for RYTELO -rmete}stﬁt—rﬁany— . the avarlabrhty of coverage and adequate third- party
reimbursement for RYTELQ #metelstat+famny; * the extent to which we acquire or in- license other drugs and technologies, or
invest in businesses, products or technologies, although we currently have no commitments or agreements relating to any of
these types of tran%actron% or to Whrch we out- hcense -rmete}stﬁt—RYTELO . the extent to which we are able to enter into and
conduct successful stra ; anrd-a s-arrangements with third parties, including for
the commercialization and marketrng of -rmete}stﬁt—RYTELO in any eer-ta-m—g-}ebal-regronq outside of the U. S. ; « the extent
and scope of our selling, general and administrative expenses, including expenses associated with potential future litigation; ¢
our level of indebtedness and associated debt service obligations; ¢ the costs of maintaining and operating facilities in California
and New Jersey, as well as higher expenses for travel;  macroeconomic or other global conditions that may reduce our ability to
access equity or debt capital or ether financing on preferable terms, which may adversely affect future capital requirements and
forecasts; and ¢ the costs of enabling our personnel to work remotely, including providing supplies, equipment and technology

nece%sary for them to perforrn therr re%ponsrbrhtre% Hnt-ﬁ-ln the event we e&n—geﬂefate—a—safﬁeieﬂt—ametmt—ef—reveﬁﬁe—ffem

need to raise

deseftbed—tn—t-lﬂs—seeﬁeﬁ—ﬁrdd-rﬁena-l-addltlonal ﬁna-netng—t-hfeugh—pubhe-capltal to fund er-our bus1ness pﬂvate-debt—efeqmt-y
finanetngs-, including pursuant to the 2023 Sales Agreement with B. Riley Securities, Inc., erthe Tranche B Loan and —R#ey;
the remaining-tranehes— Tranche C Loan ef—up—te—$—45—9—m1-1—l-ten—avaﬂab%e—under the Pharmakon Loan Agreement which are
qubject to t-he—aehevement—ef—certarn fundmg condltlons ehinteal-an

ﬁﬂa-l—$£§—9—m-1-l—heﬂ—t-faﬁehe— capital leaqe transactions or other ﬁnancrng sources, such addltlonal capltal may not be avarlable
on acceptable terms, or at all. We may be unable to raise equity capital, or may be forced to do so at a stock price or on other
terms that could result in substantial dilution of ownership for our stockholders. The receptivity of the public and private debt
and equity markets to proposed financings has been substantially affected by uncertainty in the general economic, market and
political climate due to the effects of macroeconomic or other global conditions, such as inflation, rising interest rates, prospects
of a recession, government shutdowns , further changes in tariffs and other trade restrictions , bank failures and other
disruptions to financial systems, civil or political unrest, military conflicts, pandemics or other health crises and supply chain
and resource issues, and may in the future be affected by other factors which are unpredictable and over which we have no
control. These effects have increased market volatility and could result in a significant long- term disruption of global financial
markets, which could reduce or eliminate our ability to raise additional funds through financings, and could negatively impact
the terms upon which we may raise those funds. Similarly, these macroeconomic conditions have created extreme volatility and
disruption in the capital markets and is expected to have further global economic consequences. If the equity and credit markets
deteriorate, including as a result of macroeconomic or other global conditions, such as inflation, rising interest rates, prospects of
a recession, government shutdowns, further changes in tariffs and other trade restrictions, bank failures and other
disruptions to financial systems, civil or political unrest, military conflicts, pandemics or other health crises and supply chain
and resource issues, it may make any necessary debt or equity financing more difficult to obtain in a timely manner or on
favorable terms, more costly or more dilutive. If we are unable to effectively commercialize RYTELO, or raise additional
capital , if needed, or establish alternative collaborative arrangements with third- party collaborative partners for #metelstat
RYTELO when needed , the development and petential-commercialization of imetelstat RYTELQO may be further delayed,
altered or abandoned, which might cause us to cease operations. In addition, we may seek additional capital due to market
conditions or strategic considerations even if we believe we have sufficient funds for our current or future operating plans. Due
to uncertainty in the general economic, market and political climate, we may determine that it is necessary or appropriate to raise
additional funds proactively to meet longer- term anticipated operating plans. To the extent that we raise additional capital
through the sale of equity or convertible debt securities, including pursuant to the 2023 Sales Agreement, your ownership
interest as a stockholder may be diluted, and the terms may include liquidation or other preferences that materially and



adversely affect your rights as a stockholder. In addition, we have borrowed, and in the future may borrow, additional capital
from institutional and commercial banking sources to fund #metelstat-development and our future growth, including pursuant to
our Pharmakon Loan Agreement or potentially pursuant to new arrangements with different lenders. We may borrow funds on
terms under agreements, such as the-our Pharmakon Loan Agreement, that include restrictive covenants, including covenants
limiting or restricting our ability to take specific actions, such as incurring additional debt, making capital expenditures or
declaring dividends. Moreover, if we raise additional funds through alliance, collaborative or licensing arrangements with third
partles we may hdve to rehnqulsh valuable rights to -rnae’fe{st&t—RYTELO or our technoloues or grant licenses on terms that are

Reldted to our lndebtedness and ROYALTY PAYMENT OBLIGATIONS Our 1e\ el of 1ndebtedness and debt service
obligations could adversely affect our financial condition and may make it more difficult for us to fund our operations. On
November 1 As-ofDeeember31+-, 2023-2024 , we entered into the Pharmakon Loan Agreement. We drew the Tranche A
Loan of $ 125. 0 million on November 1, 2024 and as of November 1, 2024 . the total outstanding principal amount under the
Pharmakon Loan Agreement was § 86-125 . 0 million. The tranches for the remaining $ 45-125 . 0 million available to us under
the Pharmakon Loan Agreement are as follows: (a) a the-firstremaining-tranehe-Tranche B Loan of $ 26-75 . 0 million ,
which is available until December +5-31 , 2624-2025 and is available at our option , subject to the-achievement-ofa-—certain
customary regutatory-mitestone;and llmlted conditions satisfaction-of-eertain-eapitalizationrrequirements-; and (b) a the
seeeﬂd—fem&uﬂﬂg—tfaﬂehe-Tranche C Loan of § 25—50 0 million , whlch is available threwgh-until December 31, 2624-2025 ,

v 8 p vB-certain conditions including achlevmg a
certam revenue mllestone on or prlor to November 30 2025 Wl-t-heﬁ-t—t-he—lf we do not aehtevemeﬁﬁ——— achleve ef—such

Ag-feeﬂieﬂt— In addltlon befOIe we Would COHSIdeI drawing down any of the remaining tranches under the Pharmakon Loan
Agreement, if available, we must first satisfy ourselves that we will have access to future alternate sources of capital, such as
from commercial revenues or the equity capital markets or debt capital markets, in order to repay any additional principal
borrowed, which we may be unable to do, in which case, our liquidity and ability to fund our operations may be substantially
impaired. All obligations under the Pharmakon Loan Agreement are secured by substantially all of our assets, exelading
including our intellectual property swhieh-is-subjeetto-anegativeptedge-. Further, the terms of the Pharmakon Loan
Agreement place restrictions on our operating and financial flexibility, and limit or prohibit our ability to dispose of certain
assets, change our line of business, and engage in other significant transactions. This indebtedness may create additional
financing risk for us, particularly if our business or prevailing financial market conditions are not conducive to paying off or
refinancing the outstanding debt obligations at maturity. If we are-ablete-draw down any of the remaining tranches under the
Pharmakon Loan Agreement, our indebtedness will increase, which would further increase our risk of being unable to pay off
or refinance our outstanding debt obligations at maturity. Our indebtedness could also have important negative consequences,
including: » we will need to repay the indebtedness by making payments of interest and principal, which will reduce the amount
of cash available to finance our operations, our research and development efforts and other general corporate activities; and ¢ our
failure to comply with the obligations of our affirmative and restrictive covenants in the Pharmakeon Loan Agreement could
result in an event of default that, if not cured or waived, would permit the Lenders to accelerate our obligation to repay this



indebtedness, and the Lenders Herewles-and-SVB-could seek to enforce their security interest in the assets securing such
indebtedness. In addition, we may borrow additional capital in the future to fund #metelstat-clinical development and our future
growth, including pursuant to the Pharmakon Loan Agreement or potentially pursuant to new arrangements with different
lenders. To the extent additional debt is added to our current debt levels, the risks described above could increase. The terms of
the Pharmakon Loan Agreement place restrictions on our operating and financial flexibility. The Pharmakon Loan Agreement
imposes operating and other restrictions on us. Such restrictions will affect, and in many respects limit or prohibit, our ability
and the ability of our any-fature-subsidiaries to, among other things: ¢ dispose of certain assets; ¢ change our line of business; *
engage in mergers, acquisitions or consolidations; ¢ incur additional indebtedness; ¢ create liens on assets; ¢ pay dividends and
make COHtI’lbuthl’N or repureha@e our capltal stock; and * engage 1n certam transactions with affiliates. Fhe-oanAgreement-alse

have cash avallable in an amount iufflclent to enable us to make interest or principal payments on our 1ndebtedne§§ when due.
Our ability to make scheduled interest payments on or to refinance our indebtedness depends on our future performance and
ability to raise additional sources of cash, which is subject to economic, financial, competitive and other factors beyond our
control. If we are unable to generate sufficient cash to service our debt, we may be required to adopt one or more alternatives,
such as selling assets, restructuring our debt or obtaining additional equity capital on terms that may be onerous or highly
dilutive. If we desire to refinance our indebtedness, our ability to do so will depend on the state of the capital and lending
markets and our financial condition at such time. We may not be able to engage in any of these activities or engage in these
activities on desirable terms, which could result in a default on our debt obligations. Failure to satisfy our current and future debt
obligations under the Pharmakon Loan Agreement or to comply with certain covenants in the Pharmakon Loan Agreement
could result in an event of default, the occurrence and continuance of which previde-provides the lenders Herenles-and-SVB
with the right to demand immediate repayment of all outstanding obligations under the Pharmakon Loan Agreement (and in
the case of certain insolvency, liquidation, bankruptcy or similar events, automatically requires immediate repayment of
all outstanding obligations under the Pharmakon Loan Agreement) , and to exercise remedies against us and the collateral
securing the Pharmakon Loan Agreement. These events of default include, among other things: ¢ insolvency, liquidation,
bankruptcy or similar events; ¢ failure to observe any-eovenant-covenants orseeured-obligattorrunder the Pharmakon Loan
Agreement and ancillary collateral documents , which failure, in mestcertain limited cases, is not cured within +5-10 or 20
days;  the occurrence of an-a withdrawal event in respect ﬂ&&t—eet&d—reasen&b-}j;ﬁ—be—expeefed—to have—RYTELO‘ . the
occurrence of a material adverse change ¢ attor ; * material
misrepresentations; eeeuﬁenee-ef—&ﬂy—certam cross- default of third- party ttnéeiea-ny—et-heﬁagfeemeﬂt—rmfe-}v-mg
indebtedness -m—exeess—e-f—speetﬁed—ametmfs—or certain fhe—eeettrrenee—e#a—default or termination events of hedging
assessments td agreeties eottd-reasonably-be-expeeted ; ; afed-e certain
money judgments bemg entered agam%t us whlch are not tlmely pald dlscharged or ﬁﬂy—peﬁteﬁ—e-f—stayed and e our assets
are attached or seized. In the event of default, the lenders Herewlesand-SVB-could accelerate all of the amounts due under the
Pharmakon Loan Agreement. Under such circumstances, we may not have enough available cash or be able to raise additional
funds through equity or debt financings to repay such indebtedness at the time of such acceleration. In that case, we may be
required to delay, limit, reduce or terminate imetelstat-our RYTELO development or petenttal-commercialization efforts or
grant to others rights to develop and market #metelstat RYTELO . The lenders Hereules-and-SVB-could also exercise their
rights to take possession and dispose of the collateral securing the Pharmakon Loan Agreement, which collateral includes
substantially all of our property otherthan-including, without limitation, our intellectual property , subject to certain
exceptions . Our business, financial condition and results of operations could be materially adversely affected as a result of any
of these events. The Royalty Pharma Agreement places certain restrictions on our operational flexibility. The Royalty
Pharma Agreement contains covenants that impose on us certain obligations with respect to royalty payments, diligence,
reporting, indemnification and includes restriction on intellectual property transfers and out- licenses, and certain other
actions. The Royalty Pharma Agreement also limits our ability to create or incur liens or dispose of certain assets related
to imetelstat. We have no rights to repurchase the revenue interests in RYTELO sold to Royalty Pharma (other than in
connection with a change of control event), thereby limiting our ability to eliminate future applicability of the covenants
contained in the Royalty Pharma Agreement. Compliance with these covenants may limit our flexibility in operating our
business and our ability to take actions that might otherwise be advantageous to us and our stockholders. Risks Related
to Protecting Our Intellectual Property If we are unable to obtain and maintain sufficient intellectual property protection and
relevant regulatory exclusivities for imetetstat RYTELO , both in the U. S. and in other countries, our competitors could
develop and commercialize products similar or identical to i#retelstat RYTELQ , and our ability to successfully commercialize
metelstat RYTELO may be adversely affected. Protection of our proprietary technology is critically important to our business.
Our success and the success of our commercialization and planned future development and-eommeretatization-of imetelstat
RYTELO will depend on our ability to protect our technologies and imetelstat RYTELO through patents , regulatory
exclusivity, and other intellectual property rights. Our success will depend in part on our ability to obtain, maintain, enforce, and
extend our patents and maintain trade secrets, both in the U. S. and in other countries. The issuance of a patent is not conclusive
as to its inventorship, scope, validity or enforceability, and our patents may be challenged in the courts or patent offices in the U.
S. and in other countries. Such challenges may result in loss of exclusivity or in patent claims being narrowed, invalidated, or
held unenforceable, which could limit our ability to stop others from using or commercializing i#metetstat RYTELO or our
technology and / or limit the duration of the patent protection for #metelstat RYTELQ and our technology. In the event that we
are unsuccessful in obtaining, maintaining, enforcing and extending our patents and other intellectual property rights or having




our licensors maintain the intellectual property rights we have licensed, the value of #retelstat RYTELQO and / or our
technologies will be adversely affected, and we may not be able to further develop or petentialy-commercialize tmetelstat
RYTELO . While we have method- of- use patents that protect the use of #metelstat-RYTELQ for the treatment of certain
diseases, this type of patent does not prevent a generic competitor from making and marketing a product that is identical to
tmetelstat- RYTELO for an indication that is outside the scope of our approved use after our composition- of- matter patents or
their patent term extensions , and any regulatory exclusivities have expired. Moreover, even if competitors do not actively
promote their product for our approved indications, physicians may prescribe or use these generic products “ off- label, ”” which
would result in decreased sales for us. In addition to our patents covering RYTELO, we also expect to rely on regulatory
exclusivity, including orphan drug exclusivity of up to 7 years in the U. S. and 10 years in the EU following approval, to
protect our rights to commercialize RYTELO for its approved uses, but such regulatory exclusivity may be limited or
withdrawn. See “ Risks Related to Regulatory Approval of RYTELO-- Although orphan drug designation has been
granted to RYTELO for the treatment of MDS and MF in the U. S. and in the EU, these designations may not be
maintained, which would eliminate the benefits associated with orphan drug designation, including market exclusivity,
which could limit the period of exclusivity we are able to maintain for the commercialization of RYTELO, and would
likely harm our business and business prospects. ” In addition to orphan drug exclusivity, we expect to rely on other
forms of regulatory exclusivity to protect our ability to commercialize RYTELO. In the U. S., New Chemical Entity, or
NCE, exclusivity would entitle us to four years of data exclusivity and one year of market exclusivity, for a total of five
years of NCE exclusivity from the date of approval of the first- approved indication. Our request for NCE exclusivity is
still pending with FDA, and might not be awarded or could be awarded and then later withdrawn. In Europe, New
Active Substance, or NAS, exclusivity is expected to entitle us to eight years of data exclusivity and two years of market
exclusivity, for a total of ten years of NAS exclusivity for the first- approved indication, but as with other forms of
regulatory exclusivity, NAS exclusivity could be limited or withdrawn. [oss or impairment of our intellectual property rights
related to #metelstat RYTELO might further delay or halt ongoing or potential future clinical trials of imetelstat RYTELO and
any applications for regulatory approval, and might further delay or preclude any future development or commercialization of
metelstat RYTELO by us. Furthermore ifimetelstatis-approved-foreommeretalsate-, such loss of intellectual property rights
could impair our ability to exclude others from commercializing products similar or identical to #metelstat- RYTELQO and
therefore result in decreased sales for us. Occurrence of any of these events would materially and adversely affect our financial
results, business and business prospects and-the-fatare-ofimetelstat-, and might cause us to cease operations. Obtaining and
maintaining our patent rights depends on compliance with various procedural, document submission, fee payment and other
requirements imposed by governmental patent agencies, and our patent protection could be reduced or eliminated for
noncompliance with these requirements. The USPTO H-S—Ratent-and-Trademark-Offieesor-thePatent-Offtee;-and various
governmental patent agencies in other countries require compliance with a number of procedural, documentary, fee payment,
periodic maintenance fees, renewal fees, annuity fees and various other government fees on patents and / or patent applications.
Failure to respond to official actions within prescribed time limits, and nonpayment of fees, for example, maintenance fees,
renewal fees, and annuity fees could result in abandonment or lapse of a patent or patent application, resulting in partial or
complete loss of patent rights in the jurisdiction. In such an event, potential competitors might be able to enter the market with
tmetelstat-the same or similar products to RYTELO , and this circumstance could harm our financial condition, business and
business prospects and-the-fatare-ofimetelstat-. In addition, if we are responsible for patent prosecution and maintenance of
patent rights in- licensed to us or jointly owned with us, any of the foregoing could expose us to liability to the applicable patent
owner or patent co- owner. Patent terms may be inadequate to protect our competitive position on #retelstat-RYTELOQ for an
adequate dmount of time. Patents hdve a lmnted hfespan In the U. S. the ndtulal expnatlon ofa patent is ;Dener"llly 20 years

property may not prowde us with sufhuent patent rlghts to exclude others hom commercializing products smnlal or identical to
tmetelstat RYTELO . In the U. S., the Hatch- Waxman Act permits one patent per approved product to receive a patent term
extension of up to five years beyond its normal expiration. The length of the patent term extension is typically calculated as one
half of the clinical trial period plus the entire period of time during the review of the NDA by the FDA, minus any time of delay
by us during these periods. There is also a limit on the patent term extension to a term that is no greater than fourteen years from
drug approval. Only one U. S. patent may be-eligible-receive patent term extension under the Hatch- Waxman Act. We
have applied to the USPTO for patent term extension of some of our

Patent-Offtee-forpatent-patents termrextension-ofone-ormere-patent(s). Once the USPTO P&teﬂt—efﬁee—and the FDA
determine the extension period for each proposed eligible patent, we will select the one patent to be extended. We expect to
apply any patent term extension that is granted in the U. S. to our method of treatment patent for MDS and MF that
expires on March 15, 2033. If such patent term extension is granted, we expect the term of the patent to extend through
August 2037, although such timing is subject to approval by the USPTO as part of its review of our application for patent
term extension and could differ from our calculation. Currently, communication of patent term extension approval and the
length of the granted extension period by the USPTQO Patent-Offtee-may occur up to five-several years from filing of an
application for patent term extension. Accordingly, we will decide on the specific patent to be extended only after such
communication from the USPTO Patent-Offtee-. Similar extensions are also available in certain countries and territories outside
the U. S., such as in Japan, and in Europe as Supplementary Protection Certificates, or SPCs . However, we might not be
granted a patent term extension at all because of failure to satisfy any of the numerous applicable requirements.
Moreover, the applicable authorities, including the FDA and the USPTO in the U. S., and any equivalent regulatory
authorities and patent offices in other countries, may not agree with our assessment of whether such extensions are



available, may refuse to grant extensions to our patents, or may grant more limited extensions than we request and could
be less than five years . [f we select and are granted a patent term extensron ona recently filed and 1§§ued patent, we may not
receive the full benefit ofa po%srble patent term extensron if at all ; ; ;

Moreover in some countries —mel-ud-r&g—t-he—U—S— the scope of protectron for claims under sueh—patent term exteﬂsteﬁs—~

extension , if any, dees-netextend-te-the-full-seepe-of-the-elaims-but-is limited to the product composition as approved and, for a
method of treatment patent, ﬁ—hmﬁed-to the approved -rnd-rea&en—mdlcatmns —Phus—fe&e*&mp%e—rﬁwe—de—net—reeewe—a—p&feﬂ%

eempesr&eﬂ—ef-m&&eﬁpateﬂt—w&H—e*pﬁeﬁHBeeembeﬁG%— If we do not have qufﬁcrent patent hfe and regulatory
exclusivity to protect #metelstat RYTELO |, our financial results, business and business prospects yand-thefuture-ofimetelstat

would be materially and adversely affected, which might cause us to cease operations. In Europe and other countries, our
composition of matter patent coverage expires-expired in September 2024, and our method of treatment patent rights for MDS
and MF expire in November 2033. Our method of treatment patents may be eligible for patent term extension of up to five
years under an a-SupplementaryRroteetion-Certifteate;or-SPC, permitted under European Council (EC) Regulation No. 469 /
2009, or the European SPC Regulation, upon receipt of drug product approval, such as, for example, our method of treatment
patent for MDS. Sinee-In Europe, we de-notexpeettoreeetve-marketing-approval-have separate method of treatment
patents covering MDS and submit-MF, and a requestfor-an-SPC may only be applied to one before-September2024;-our
Eurepean-eomposition-of matter-patent witlexpire-. Accordingly, in countries of the EuropeanEeonomie-Area;or-EEA, and-we

must rely on regulatory exclusivity and our method of treatment patents. If regulatory approval of #metelstat RYTELQO occurs
after a patent has expired in a country that does not allow interim patent term extensions, as is the case in many countries and
territories including Europe, we will be unable to obtain any patent term extension of that expired patent, and the duration of our
patent rights may be limited. Accordingly, in Europe and such other similar countries and territories, we will not be able to
seek patent term extension of our composition of matter patent, as it expired in September 2024. If we do not have
sufficient patent life and regulatory exclusivity to protect imetelstat RYTELO , our financial results, business and business
prospects yand-the-futare-ofimetelstat-would be materrally and adversely affected, which might cause us to cease operations.
Also, there are regulations for the listing of patents in the Approved Drug Products with Therapeutic Equivalence Evaluations,
or the Orange Book. Some of our H-we-submit-apatent-patents -ferhhsﬂ-ng—have been listed in the Orange Book . ;the FBA
mw&eehnﬁe—hst—fhe—p&ferﬁ—e%a—maﬂﬁfaemfeﬁManufacturers of generic drugs may challenge the listing. If imetelstatis
approved-for-eommeretal-sale-and-an appropriate patent covering imetelstat RYTELO is not listed in the Orange Book or is
subsequently removed from the Orange Book, a manufacturer of generic drugs would not be required to provide advance notice
to us of any abbreviated NDA filed with the FDA to obtain permission to sell a generic version of #netelstat RYTELQO . Any of
the foregoing could harm our competitive position, business, financial condition, results of operations and prospects steele
imetelstat .Many companies have encountered significant problems in protecting and defending intellectual property rights in
jurisdictions outside the U.S.The legal systems of certain countries,particularly certain developing countries,do not favor the
enforcement of patents,trade secrets and other intellectual property protection,particularly those relating to biotechnology and
pharmaceutical products,which could make it difficult for us to stop the infringement of our patents or marketing of competing
products in violation of our proprietary rights generally.For example,many countries outside the U.S.have compulsory licensing
laws under which a patent owner must grant licenses to third parties.Proceedings to enforce our patent rights in jurisdictions
outside the U.S.could result in substantial costs and divert our efforts and attention from other aspects of our business,and could
put our patents at risk of being invalidated or interpreted narrowly . Changes in U. S. or international patent law or
interpretations of such patent laws could diminish the value of our patents in general, thereby impairing our ability to protect our
technologies and #metelstat RYTELOQO . The patent positions of pharmaceutical and biopharmaceutical companies, including
ours, are highly uncertain and involve complex legal and technical questions. In particular, legal principles for biotechnology
and pharmaceutical patents in the U. S. and in other countries are evolving, and the extent to which we will be able to obtain
patent coverage to protect our technologies and #metelstat- RYTELQ , or enforce or defend issued patents, is uncertain. The U.
S. has enacted and implemented wide- ranging patent reform legislation, including the Leahy- Smith America Invents Act, or
the AIA, signed into law on September 16, 2011. The U. S. Supreme Court has ruled on several patent cases in recent years,
either narrowing the scope of patent protection available in certain circumstances or weakening the rights of patent owners in
certain situations. Depending on actions by Congress, the federal courts, and the USPTO Patent-Offtee-, the laws and
regulations governing patents could change in unpredictable ways that would weaken our ability to obtain new patents or to
enforce our existing patents or patents that we might obtain in the future. Similarly, changes in patent law and regulations in
other countries or jurisdictions or changes in the governmental bodies that enforce them or changes in how the relevant
governmental authority enforces patent laws or regulations may weaken our ability to obtain new patents or to enforce our
existing patents or patents that we may obtain in the future. Occurrence of these events and / or significant impairment of our
metelstat RYTELO patent rights swetdd-could severely and adversely affect our financial results, business and business
prospects rand-the-futare-ofimetelstat, which might cause us to cease operations. As a result of the AIA, in March 2013, the U.
S. transitioned to a first- inventor- to- file system under which, assuming the other requirements for patentability are met, the




first inventor to file a patent application is entitled to the patent. However, since the publication of discoveries in scientific or
patent literature tends to lag behind actual discoveries by at least several months and sometimes several years, we are not able to
be certain upon filing a patent application that the persons or entities that we name as inventors or applicants in our patent
applications were the first to invent the inventions disclosed therein, or the first to file patent applications for these inventions.
Thus, our ability to protect our patentable intellectual property depends, in part, on our ability to be the first to file patent
applications with respect to our inventions, or inventions that were developed by our former collaboration partner and assigned
to us, for the future development, commercialization and manufacture of imetelstat RYTELO . As a result, if we are not the
first inventor- to- file, we may not be able to obtain patents for discoveries that we otherwise would consider patentable and that
we consider to be significant to the future success of imetelstat RYTELO . Delay in the filing of a patent application for any
purpose, including further development or refinement of an invention, may result in the risk of loss of patent rights. In 2012, the
European Patent Package, or EU Patent Package, was approved and included regulations with the goal of providing for a single
pan- European Unitary Patent, and a new European Unified Patent Court, or UPC, for litigation of European patents. The EU
Patent Package was ratified in February 2023 and currently covers certain EU states. As of June 1, 2023, all European patents,
including those issued prior to ratification, by default automatically fall under the jurisdiction of the UPC and allow for the
possibility of obtaining pan- European injunctions and be-are at risk of central revocation at the UPC in participating UPC
states. Under the EU Patent Package, patent holders are permitted to “ opt out ”” of the UPC on a patent- by- patent basis during
an initial seven year transitional period after June 1, 2023. Owners of European patent applications who receive notice of grant
after the EU Patent Package came into effect could, for the UPC contracting states, either obtain a Unitary Patent or validate the
patent nationally and file an opt- out demand. The EU Patent Package may increase the uncertainties and costs surrounding the
enforcement or defense of our issued European patents and pending applications. The full impact on future European patent
filing strategy and the enforcement or defense of our issued European patents in member states and / or the UPC is not known.
Filing, prosecuting, maintaining, defending and enforcing patents for imetelstat RYTELO and our technologies in all countries
throughout the world would be prohibitively expensive, and our intellectual property rights in some countries outside the U. S.
are less extensive than those in the U. S. The requirements for patentability may differ in certain countries, particularly in
developing countries; thus, even in countries where we do pursue patent protection, there can be no assurance that any patents
will issue with claims that cover imetelstat RYTELO and our technologies. We may not be able to protect our intellectual
property rights in the U. S or worldwide and challenges to our owned or licensed patent rights would result in costly and time-
consuming legal proceedings that could prevent or limit development or petential-commercialization of imetelstat RYTELO .
Our patents or those patent rights we have licensed, including patent rights that we may seek with respect to inventions made by
past or future collaborators, may be challenged through administrative or judicial proceedings, which could result in the loss of
important patent rights. For example, where more than one party seeks U. S. patent protection for the same technology in patent
applications that are subject to the law before the implementation of the AIA, the USPTQO Patent-Offtee-may declare an
interference proceeding in order to ascertain the party to which the patent should be issued. Patent interferences are typically
complex, highly contested legal proceedings, subject to appeal. They are usually expensive and prolonged and can cause
significant delay in the issuance of patents. Our pending patent applications or our issued patents, or those we have licensed and
may license from others, may be drawn into interference proceedings or be challenged through post- grant review procedures or
litigation, any of which could delay or prevent the issuance of patents, or result in the loss of issued patent rights. We may not be
able to obtain from our past or future collaborators the information needed to support our patent rights which could result in the
loss of important patent rights. Under the AIA, interference proceedings between patent applications filed on or after March 16,
2013, have been replaced with other types of proceedings, including derivation proceedings. The AIA also includes post- grant
review procedures subjecting U. S. patents to post- grant review procedures similar to European oppositions, such as inter partes
review, or IPR, covered business method post- grant reviews and other post- grant reviews. This applies to all our U. S. patents
and those we have licensed and may license from others, even those issued before March 16, 2013. A third party could attempt
to use the USPTO Ratent-Ofiee-procedures to invalidate patent claims that would not have been invalidated if first challenged
by the third party as a defendant in a district court action. U. S. patents owned or licensed by us may therefore be subject to post-
grant review procedures, as well as other forms of review and re- examination. In addition, the IPR process under the AIA
permits any person, whether they are accused of infringing the patent at issue or not, such as entities associated with hedge
funds, to challenge the validity of certain patents. Significant impairment of our tmetelstat RYTELO patent rights svetld-could
severely and adversely affect our financial results, business and business prospects ;-and-the-fatare-ef tmetelstat-, which might
cause us to cease operations. Certain jurisdictions, such as Europe, China, Japan, New Zealand and Australia, permit third
parties to file oppositions te-be-fed-or invalidation trials against granted patents or patents proposed to be granted. Because
we seek to enable potential global commercialization of #retelstat RYTELQ , securing both proprietary protection and freedom
to operate outside of the U. S. is important to our business. Oppesitien-Third party proceedings such as oppositions and
invalidation trials require significant time and costs, and if we are unsuccessful or are unable to commit these types of
resources to protect our #retelstat- RYTELQ patent rights, we could lose our patent rights and we could be prevented or limited
in the development and commercialization of RYTELO imetelstat. Many companies have encountered significant...... risk of
being invalidated or interpreted narrowly|. As more groups become engaged in scientific research and product development in
the areas of telomerase biology and hematologic malignancies, the risk of our patents, or patents that we have in- licensed, being
challenged through patent interferences, derivation proceedings, IPRs, post- grant proceedings, oppositions , invalidation trials
, re- examinations, litigation or other means will likely increase. Challenges to our patents through these procedures would be
extremely expensive and time- consuming, even if the outcome was favorable to us. An adverse outcome in a patent dispute
could severely harm our ability to further develop or commercialize imetelstat RYTELQO , or could otherwise have a material
adverse effect on our business, and might cause us to cease operations, by: ¢ causing us to lose patent rights in the relevant



jurisdiction (s); ¢ subjecting us to litigation, or otherwise preventing us from commercializing #netelstat RYTELO in the
relevant jurisdiction (s); ¢ requiring us to obtain licenses to the disputed patents; ¢ forcing us to cease using the disputed
technology; or ¢ requiring us to develop or obtain alternative technologies. We may be subject to infringement claims that are
costly to defend, and such claims may limit our ability to use disputed technologies and prevent us from pursuing research,
development, manufacturing or commercialization of #metelstat RYTELO . The commercial success of imetelstat RYTELO
will depend upon our ability to research, develop, manufacture, market and sell #metelstat- RYTELQO without infringing or
otherwise violating the intellectual property and other proprietary rights of third parties. There is considerable intellectual
property litigation in the biotechnology and pharmaceutical industries, and many pharmaceutical companies, including potential
competitors, have substantial patent portfolios. Since we cannot be aware of all intellectual property rights potentially relating to
tmetelstat RYTELO and its uses, we do not know with certainty that #metelstat RYTELQO , or the inteaded-commercialization
thereof, does not and will not infringe or otherwise violate any third party’ s intellectual property. For example, we are aware
that certain third parties have or may be prosecuting patents and patent estates that may relate to -rmete}stﬁt—RYTELO and
while these patents have expired, or we belicve thesepa v ; alized-an
or-that these-patents-a reasonable court should find they arc mvahd and / or would not be 1nfr1nged by the manufacture use or
sale of #metelstat RYTELQ , it is possible that the owner (s) of these patents will assert claims against us in the future. In the
event our technologies infringe the rights of others or require the use of discoveries and technologies controlled by third parties,
we may be prevented from pursuing research, development, manufacturing or commercialization of #netelstat RYTELQO , or
may be required to obtain unblocking licenses from such third parties, develop alternative non- infringing technologies, which
we may not be able to do at an acceptable cost or on acceptable terms, or at all, or cease the commercialization and continued
development of #metelstat RYTELQ . If we are unable to resolve an infringement claim successfully, we could be subject to an
injunction that would prevent us from petentially-commercializing #metelstat RYTELO and could also require us to pay
substantial damages. In addition, while our past collaboration agreements have terminated, we are still subject to indemnification
obligations to certain collaborators, including with respect to claims of third- party patent infringement. In addition to
infringement claims, in the future we may also be subject to other claims relating to 1ntellectua1 property, such as claims that we
have mrqapproprrated the trade secrets of third parties - : ; ot v

therefore depend% significantly on our ab111ty to operate without 1nfr1ng1ng patents and the proprretary rrghtq of otherq We may
become aware of discoveries and technologies controlled by third parties that are advantageous or necessary to further develop
or manufacture #retelstat RYTELQ . Under such circumstances, we may initiate negotiations for licenses to other technologies
as the need or opportunity arises. We may not be able to obtain a license to a technology required to pursue the research,
development, manufacturing or commercialization of #metelstat RYTELO on commercially favorable terms, or at all, or such
licenses may be terminated on certain grounds, including as a result of our failure to comply with any material obligations under
such licenses. If we do not obtain a necessary license or if such a license is terminated, we may need to redesign such
technologies or obtain rights to alternative technologies, which may not be possible, and even if possible, could cause further
delays in the development efforts for metelstat RYTELO and could increase the development and / or production costs of
metelstat RYTELO . In cases where we are unable to license necessary technologies, we could be subject to litigation and
prevented from pursuing research, development, manufacturing or commercialization of #metelstat RYTELQO , which would
materially and adversely impact our business. Failure by us to obtain rights to alternative technologies or a license to any
technology that may be required to pursue research, development, manufacturing or commercialization of #metetstat-RYTELO
would further delay current and potential future clinical trials of #metelstat RYTELO and any applications for regulatory
approval, impair our ability to sell RYTELO metelstatif-approved-, and therefore result in decreased sales of imetelstat
RYTELO for us. Occurrence of any of these events swetdd-could materially and adversely affect our business and might cause
us to cease operations. We are-seeking-have a registered trademarks— trademark, RYTELO, for our product and failure to
maintain such trademark could adversely affect our business. We have a registered trademark, RYTELO, which is the
commercral trade name for 1mete1€tat ina number of countrles and regions, 1nclud1ng in the U. S. and Europe ju-r—lsd-teﬁeﬁs

v : : ; Opp0s1t10n or cancellatron proceedmgs however, may be ﬁled
against our trademarkq and our trademark@ may not survive such proceedings. If our United States trademark application
which forms the basis for our international registration, or IR, for our commercial trade name is refiased;-withdrawn y-or
abandoned within the first 5 years of our IR , we will lose our IR registrations which could adversely affect our business. We
may be unable to maintain or enforce our current and future trademarks, and if we fail to satisfy the applicable
regulatory requirements, we may not have enforceable trademark rlghts or reglstratlons in such ]urlSdlCthl‘lS. Our
product trademark RYTELO is approved by v prov F-approved-by v

the FDA and the EMA. We may become mvolved in drsputei with pa%t or future collaborator (s) over 1ntellectua1 property
inventorship, ownership or use, and publications by us, or by investigators, scientific consultants, research collaborators or
others. Such disputes could impair our ability to obtain patent protection or protect our proprietary information, which, in either
case, could have a significant impact on our business. Inventions discovered under research, material transfer or other
collaboration agreements may become jointly owned by us and the other party to such agreements in some cases and may be the
exclusive property of either party in other cases. Under some circumstances, it may be difficult to determine who invents and



owns a particular invention, or whether it is jointly owned, and disputes can arise regarding inventorship, ownership and use of
those inventions. These disputes could be costly and time- consuming, and an unfavorable outcome could have a significant
adverse effect on our business if we are not able to protect or license rights to these inventions. In addition, clinical trial
investigators, scientific consultants and research collaborators generally have contractual rights to publish data and other
proprietary information, subject to review by the trial sponsor. Publications by us, or by investigators, scientific consultants,
previous employees, research collaborators or others, either with permission or in contravention of the terms of their agreements
with us or with our past or future collaborators, may impair our ability to obtain patent protection or protect proprietary
information which sewutd-could have a material adverse effect on our business, and might cause us to cease operations. Much of
the information and know- how that is critical to our business is not patentable, and we may not be able to prevent others from
obtaining this information and establishing competitive enterprises. We rely on trade secrets to protect our proprietary
technology, especially in circumstances in which we believe patent protection is not appropriate or available. We attempt to
protect our proprietary technology in part by confidentiality agreements with our employees, consultants, collaborators and
contractors. However, we cannot provide assurance that these agreements will not be breached, that we would have adequate
remedies for any breach, or that our trade secrets will not otherwise become known or be independently discovered by
competitors, any of which would harm our business significantly. In May 2016, the Defend Trade Secrets Act of 2016, or the
DTSA, was enacted, providing a federal cause of action for misappropriation of trade secrets. Under the DTSA, an employer
may not collect enhanced damages or attorney fees from an employee or contractor in a trade secret dispute brought under the
DTSA, unless certain advanced provisions are observed. We cannot provide assurance that our existing agreements with
employees and contractors contain notice provisions that would enable us to seek enhanced damages or attorneys’ fees in the
event of any dispute for misappropriation of trade secrets brought under the DTSA. Risks Related to Managing Our Growth and
Other Business Operations We may be unable to successfully retain or recruit key personnel to support the commercialization
and further development and-peotenttal-future-eommeretalization-of imetelstat RYTELO or to otherwise successfully manage
our growth. Our ability to successfully commercialize RYTELO in the U. S. for lower- risk MDS and in any other
jurisdiction or indication for which it is approved, and to continue to develop tmetelstat RYTELO in the-other myeloid
hematologlc malignancies futare-and-to-potentially-eommeretalize-tmetelstat-depends to a significant extent on the skills,
experience and efforts of our executive officers and key members of our staff. In addition, we need to recruit, maintain, motivate
and integrate additional personnel with expertise and experience in sales, marketing, market access, commercial operations,
pricing, clinical science, biostatistics, clinical operatlons pharmacov1g11ance quahty, manufacturmg, regulatory affairs,
medical affairs, legal affairs, and compliance ;ma g-to enable us
to further commercialize and further develop RYTELO a-nd—pete&ﬁa-l—l-y—eefnmefemhze—tmete}sfat— We face intense
competition for qualified individuals from numerous pharmaceutlcal blopharmaceutlcal and biotechnology companies, as well
as academic and other research institutions, and competition in our geographic regions is particularly intense. The substantial
risks and uncertainties related to our commerecialization and further development and-the-petential-approval-and
eommeretatizationrof metelstat RYTELO , and the risks and uncertainties regarding our future business viability could have an
adverse impact on our ability to retain and recruit qualified personnel. We may also face higher than expected personnel costs in
order to attract new personnel due to shortages in qualified applicants, or to maintain our current management and personnel due
to the increased number of opportunities in the biotechnology sector. If we are unable to successfully retain, motivate and
incentivize our existing personnel, or to attract, assimilate and retain other highly qualified personnel in the future on acceptable
terms, our ability to commercialize and further develop RYTELO and-potentialy-eommeretalize-imetelstat-will be impaired,
and our business and the price of our common stock would be adversely impacted. In addition, our personnel are currently
performing their duties in multiple jurisdictions, and if we are unable or fail to comply with employment, tax, benefits and other
laws in such jurisdictions, we may face penalties, fines or litigation. Our future financial performance and our ability to develop,
manufacture and commercialize RYTELOQ tmetelstat-will-depend-depends , in part, on our ability to effectively manage any
future growth. Our management may have to divert financial and other resources, as well as devote a substantial amount of time,
to managing growth activities, such as enhancing operational, financial and management processes and systems. If we do not
effectively manage the expansion of our operations, we could experience weaknesses in our infrastructure and ability to comply
with applicable legal and regulatory requirements and regulations, operational mistakes or shortcomings, loss of business
opportunities, loss of employees and reduced productivity among remaining employees. If we seek to establish potential future
collaborative arrangements for metelstat RYTELO , we may be unable to establish such collaborative arrangements on
acceptable terms, or at all, and may have to delay, alter or abandon commercialization eur- or imetelstat-further development
of RYTELO and-eommeretatizationrptans-. We intend to develop metetstat RYTELO broadly for hematologic malignancies,
and to commercialize, market and sell RYTELO in the U. S. for certain patients with lower- risk MDS and potentially in
the EU for certain patients with lower- risk MDS. We may seek to self- commercialize or ymarketand-selHmetelstatin-the
H-S—and-the F5—We-mayseek a collaborative partner or partners, at an appropriate time, to assist us in the potential
development and commercialization of RYTELO mete}sta{—espeet&H-}Pm—the—EU—aﬂd-efheﬁegieﬁs—outmde the U. S., and to

provide funding for such activities. We face significant competition in seeking appropriate collaborative partners, and these
potential collaborative arrangements are complex and time consuming to negotiate, document and implement. Our ability to seek
and establish potential collaborative arrangements may be impacted by delays in marketing approvals of imetelstat RYTELO in
lower- risk MDS in the B—S—and-+er-EU and in reporting results from IMpactMF, as well as the period of the patent protection
term-for-our-inteHeetaatpropertyportfolio-and market exclusivity for imetelstat RYTELO. In addition, the terms of our
Pharmakon Loan Agreement may limit our ability to enter into certain collaborative arrangements and any future debt
agreements may continue or further limit our ability to enter into such agreements . e may not be able to establish
collaborative arrangements on acceptable terms, or at all. In this regard, collaborative arrangements with third parties may




require us to relinquish material rights, including revenue from petential-commercialization, or assume material ongoing
development obligations that we would have to fund or otherwise support. If we are unable to negotiate collaborative
arrangements, we may have to: * delay et curtail or abandon the additional development of imetelstat RYTELO ; - farther
delay , curtail or abandon the petential-commercialization of RYTELQ in jurisdictions where it is approved imetelstat
eutside-ofthe J—5—; * reduce the scope of potential future sales or marketing activities; or ¢ increase our expenditures and
undertake development or commercialization activities at our own expense, which will require additional capital than our
current resources. We have established subsidiaries in the United Kingdom and the Netherlands, which exposes us to additional
costs and risks. The wholly- owned subsidiaries we have established in the U. K. and the Netherlands subject us to certain
additional costs and risks associated with doing business outside the U. S., including: ¢ the increased complexity and costs
inherent in managing international operations in geographically disparate locations;  challenges and costs of complying with
diverse regulatory, financial and legal requirements, which are subject to change at any time; ¢ potentially adverse tax
consequences, including changes in applicable tax laws and regulations; ¢ potentially costly trade laws, tariffs, export quotas,
custom duties or other trade restrictions, and any changes to them , including in connection with new Trump administration
changes ; * compliance with tax, employment, immigration and labor laws for employees living or traveling abroad; *
challenges inherent in efficiently managing employees in diverse geographies, including the need to adapt systems, policies,
benefits and compliance programs to differing labor and other regulations; * natural disasters, political and economic instability,

including terrorism and civil and political unrest, outbreak of health epldemlc% ineluding-any restrgenee-of COVAD-—19;-and the

requltmg global economlc and social impacts; and

able to obtaln or maintain qufﬁment insurance on commercially rea%onable terms or W1th adequate coverage agam%t potential
liabilities in order to protect ourselves against claims such as product liability or personal injury claims arising from er-our
commercialization of RYTELO, claims related to clinical trial conduct, or claims related to data protection. Our business
exposes us to potential product liability and other risks that are inherent in the testing, manufacturing and marketing of human
therapeutic products. We may become subject to product liability or personal injury claims related to the commercialization
of RYTELO, or claims related to clinical trial conduct e%the—peteﬂtt&keenaﬁwfet&hzaﬁe&e-f—tmetelstat—rﬁaﬁy including if the
use of imetelstat RYTELQ is alleged to have injured patients, such as injuries alleged to arise from any hepatotoxicity or
hemorrhagic event associated with the use of #metelstat RYTELO . We currently have imited-product liability and clinical trial
liability insurance that we believe is adequate, but we may experience losses in excess of our coverage or that are not
covered by our insurance , and we may not be able to maintain this type of insurance for the petenttal-commercialization of
RYTELO -rmetelstat—rﬁaﬁy— or any of our current or potential future clinical trials of #metelstat RYTELO . In addition, this
type of insurance may become too expensive for us to afford because of the highly risky and uncertain nature of petentiat
commercialization of #retelstat RYTELQ , clinical trials generally and the high cost of insurance for our business activities.
We may be unable to obtain or maintain clinical trial insurance in all of the jurisdictions where we conduct current or potential
future clinical trials. In addition, business liability, product liability and cybersecurity insurance are becoming increasingly
expensive, particularly for biotechnology and pharmaceutical companies, and the pool of insurers offering insurance coverage to
biotechnology and pharmaceutical companies generally is becoming smaller, making it more difficult to obtain insurance for our
business activities at a reasonable price, or at all. Being unable to obtain or maintain product liability, clinical trial liability,
cybersecurity or other insurance for our business activities in the future on acceptable terms or with adequate coverage against
potential liabilities would have a material adverse effect on our business, and could cause us to limit or cease our
commercialization and further development of imetelstat RYTELQO . In the past, we and certain of our officers have been
named as defendants in securities class action lawsuits and shareholder derivative lawsuits. Potential similar or related lawsuits
that may be filed in the future, could result in substantial damages, divert management’ s time and attention from our business,
and have a material adverse effect on our results of operations. Any such lawsuits, or other lawsuits to which we are subject, will
be costly to defend or pursue and are uncertain in their outcome. We are not currently a party to any material pending legal
proceedings. However, Seeurities-securities —related-class action lawsuits and / or derivative lawsuits have often been brought
against companies, including biotechnology and biopharmaceutical companies, that experience volatility in the market price of
their securities. This risk is especially relevant for us because we often experience significant stock price volatility in connection
with our activities. In 2020, three securities class action lawsuits were filed against us and certain of our officers. One of the
lawsmt% was Voluntarlly dl§11’11€SCd —'Phe— and final ]udgment with respect to the other two lawsmt% —ﬁ-led—tﬁ—t-he—U—S—Btstﬂet

: was entered ofrin Octo
2021 seven qhareholder derivative act10n§ were filed in a number of courts, naming as defendants certaln of our then current

officers and certain of our then current and former member% of our board. All seven 9ﬂ—l’v4&y—l—7—292—3—t-he—9ela—w&fe—€eﬁft—of

lawsmt% 1t is poqslble that add1t10nal lawsuits mlght be filed, or allegatlonq mlght be received from %tockholderq with re@pect to
these same or other matters and also naming us and / or our officers and directors as defendants. Such lawsuits and any other
related lawsuits are subject to inherent uncertainties, and the actual defense and disposition costs will depend upon many

unknown factors. Fhe-otteome-of-sueh-awstitsts-neeessarthy-aneertain—\We could be forced to expend significant resources in



the defense of any additional lawsuits, and we may not prevail - detitt : otitt t :
fees-and-eosts-inreonneetion-with-suehdawsuits- Monitoring, initiating and defendrng agalnst legal actlons is time- consurnlng
for our management, is likely to be expensive and may detract from our ability to fully focus our internal resources on our
business activities. We could be forced to expend significant resources in any potential future lawsuits, and we may not prevail
in such lawsuits. Additionally, we may not be successful in having any such lawsuits dismissed or settled within the limits of our
insurance coverage. A decision adverse to our interests in any legal proceedings similar-orretateeHitigation, could result in the
payment of substantial damages, or possibly fines, and could have a material adverse effect on our business, our stock price, cash
flow, results of operations and financial condition. We may be subject to third- party litigation, and such litigation would be
costly to defend or pursue and uncertain in its outcome. Our business may bring us into conflict with our licensees, licensors, or
others with whom we have contractual or other business relationships, or with our competitors or others whose interests differ
from ours. Qur commercial launch of RYTELO may result in product or personal injury disputes, or other disputes with
health care providers, patients or other third parties as a result of our commercialization efforts. We may experience

employment- related disputes as-we-seek-to-expand-ourpersonnelresourees-. We may become involved in performance or other
disputes with the CROs we have retained to support our #retelstatclinical development activities, or with other third parties

such as service provrders vendors manufacturers suppllers or consultants %eh—eeu%d—fe&&t—rn—a—fuf&le&éekty—efeess&&e&ef

eﬁnﬁﬂefeta-hze—rmete}stat— If we are unable to resolve those conﬂrcts on terms that are satlsfactory to all parties, we may
become involved in litigation brought by or against us. Lawsuits are subject to inherent uncertainties, and defense and
disposition costs depend upon many unknown factors. Despite the availability of insurance, we may incur substantial legal fees
and costs in connection with litigation. Lawsuits could result in judgments against us that require us to pay damages, enjoin us
from certain activities, or otherwise negatively affect our legal or contractual rights, which could have a significant adverse
effect on our business. In addition, the inherent uncertainty of such litigation could lead to increased volatility in our stock price
and a decrease in the value of our stockholders’ investment in our securities. We are subject to U. S. and certain foreign export
and import controls, sanctions, embargoes, anti- corruption laws, and anti- money laundering laws and regulations. Compliance
with these legal standards could impair our ability to compete in domestic and international markets. We can face criminal
liability and other serious consequences for violations, which can harm our business. We are subject to export control and
import laws and regulations, and other state and national anti- bribery and anti- money laundering laws in the countries in which
we conduct activities. Anti- corruption laws are interpreted broadly and prohibit companies and their employees, agents,
contractors, and other collaborators from authorizing, promising, offering, or providing, directly or indirectly, improper
payments or anything else of value to recipients in the public or private sector. We may engage third parties to sell our products
outside the United States, to conduct clinical trials, and / or to obtain necessary permits, licenses, patent registrations, and other
regulatory approvals. We have direct or indirect interactions with officials and employees of government agencies or
government- affiliated hospitals, universities, and other organizations. We can be held liable for the corrupt or other illegal
activities of our employees, agents, contractors, and other collaborators, even if we do not explicitly authorize or have actual
knowledge of such activities. Any violations of the laws and regulations described above may result in substantial civil and
criminal fines and penalties, imprisonment, the loss of export or import privileges, debarment, tax reassessments, breach of
contract and fraud litigation, reputational harm, and other consequences. Risks Related to Competitive Factors If our...... sales of
imetelstat, if approved. RISKS RELATED TO INFORMATION TECHNOLOGY SYSTEMS, DATA SECURITY AND
DATA PRIVACY If our information technology systems or data, or those of third parties wpemrwhielrwith whom we rety-work
, are or were compromised, we could experience adverse consequences resulting from such compromise, including ybatnet
Himited-te;regulatory investigations or actions; litigation; fines and penalties; a disruption of our business operations, including
our clinical trials; reputational harm; loss of revenue and profits; and other adverse consequences. In the ordinary course of our
business, we (and third parties #pen-whieh-with whom we rely-work ) collect, receive, store, use, transfer, make accessible,
protect, secure, dispose of, transmit, disclose, or otherwise process (commonly known as processing) proprietary, confidential,
and sensitive data, including personal data (such as health- related data and participant study related data), intellectual property,
and trade secrets (collectively, sensitive information). In addition, we rely on third- party service providers to establish and
maintain appropriate information technology and data security protections , including disaster recovery and business
continuity procedures, over the information technology systems they provide us to operate our critical business systems,
including cloud- based infrastructure and systems, employee email, and data storage and management systems. However, except
for contractual duties and obligations, we have limited ability to control or monitor third parties’ safeguards and actions related
to such matters, and these third parties may not have adequate information security measures in place. Furthermore, while we
may be entitled to damages if our third- party service providers fail to satisfy their privacy or security- related obligations to us,
any award may be insufficient to cover our damages, or we may be unable to recover such award. Most of our employees work
remotely, resulting in increased risks of loss or theft of company devices as well as increased risks to our information
technology systems and data, as employees utilize network connections, computers, and devices outside our premises and
networks, including working at home and while in transit and in public locations. Additionally, the prevalent use of mobile
devices that access our sensitive information increases the risk of security incidents. Future or past business transactions (such
as acquisitions or integrations) could expose us to additional cybersecurity risks and vulnerabilities, as our systems could be
negatively affected by vulnerabilities present in acquired or integrated entities’ systems and technologies. Furthermore, we may
discover security issues that were not found during due diligence of such acquired or integrated entities, and it may be difficult
to integrate companies into our information technology environment and security program. Our information technology
systems, including in our remote work environment, and those of the third parties apen-whieh-with whom we rely-work , have
been in the past and may continue to be vulnerable to evolving threats. These threats are prevalent, continue to increase, and




come from a variety of sources such as traditional ““ hackers, ” threat actors, “™hacktivist, &> organized criminal threats actors,

or internal bad actors, personnel (such as through theft, error or misuse), sophisticated nation states and nation- state- supported
actors. These threats include, but are not limited to, social- engineering attacks, targeted phishing campaigns, malicious code
or malware, unauthorized intrusions, denial- of- service attacks, personnel misconduct or errors, ransomware attacks, supply-
chain attacks, software bugs, computer viruses, server malfunctions, software, hardware or data center failures, loss of data or
other information technology assets, natural disasters, terrorism, war, telecommunication and electrical failures and attacks
enhanced or facilitated by artificial intelligence, or Al, and other similar threats. In particular, ransomware attacks are becoming
increasingly prevalent and severe and can lead to significant interruptions in operations, loss of sensitive data and income,
reputational harm, and diversion of funds. If we were to experience such an attack, extortion payments might alleviate the
negative impact of a ransomware attack, but we might be unwilling or unable to make such payments due to, for example,
applicable laws or regulations prohibiting such payments. Similarly, supply- chain attacks and attacks on clinical trial sites as
well as regulatory and health authorities have increased in frequency and severity, and we cannot guarantee that third parties and
infrastructure in our supply chain or our third- party partners’ supply chains, or of clinical trial sites and regulatory and health
authorities, have not been compromised or that they do not contain exploitable defects or bugs that could result in a breach of or
disruption to our information technology systems {ineluding-those-relatedtotmetelstaty-or the third- party information
technology systems that support us and the services provided to us , or remediate and recover compromised systems in a
timely manner. For example, in February 2024, one of our service providers that processes clinical trial data experienced
a security incident that resulted in certain of the service provider’ s information systems being unavailable for a limited
period of time. Based on the service provider’ s forensic investigation findings that were shared with us, we believe that
this incident did not have a material impact on us, our clinical trials or clinical trial participants. As another example, in
March 2024, we learned about another security incident, involving another service provider, that processes personnel
data for our limited number of UK personnel and directors of Geron UK Ltd. Following the service provider’ s forensic
investigation, the service provider informed us that it did not determine the specific data involved or the incident’ s
impact. While we believe that this incident did not have a material impact on us, out of an abundance of caution, we
submitted a notification to the UK Information Commissioner’ s Office and notified potentially affected personnel and
directors of the incident . Any of these or similar incidents or threats may result in unauthorized, unlawful or accidental loss,
corruption, access, modification, destruction, alteration, acquisition or disclosure of sensitive information, such as clinical trial
data or information, intellectual property, proprietary business data and personal data. The costs to us to attempt to protect
against such security incidents could be significant, including potentially requiring us to modify our business, and while we have
implemented security measures , policies and procedures designed to protect our information technology systems from
cybersecurity threats and to identify and remediate vulnerabilities, such measures may not be fully implemented, complied
with or successful in protecting our systems and information . We may expend significant resources or modify our business
activities (including our clinical trial activities) to try to protect against security incidents. We may be unable in the future to
detect cybersecurity threats or vulnerabilities in our information technology systems because such threats and techniques
change frequently, are sophisticated in nature, and may not be detected until after a security incident has occurred. We may also
experience security breaches that may remain undetected for an extended period. Even if identified, we may be unable to
adequately investigate or remediate incidents or breaches due to attackers increasingly using tools and techniques that
are designed to circumvent controls, to avoid detection, and to remove or obfuscate forensic evidence. Unremediated high
risk or critical vulnerabilities pose material risks to our business , particularly due to the reliance on software vendors to
adequately patch and implement fixes to address critical or high- risk vulnerabilities in a timely manner. Further, we
may be materially impacted by software updates applied by our software vendors if such updates cause significant
downtime to our systems . [f we or third parties uper-whteh-with whom we rely-work experience or are perceived to have
experienced a breach, we may experience material adverse consequences. These consequences may include: government
enforcement actions (for example, investigations, fines, penalties, audits, and inspections), interruptions in our operations,
including disruption of our imetelstat-commercialization and development pregram-efforts , interruptions or restrictions on
processing sensitive data (which could result in delays in obtaining, or our inability to obtain, regulatory approvals and
significantly increase our costs to recover or reproduce the data), reputational harm, litigation (including class action claims),
indemnification obligations, negative publicity, financial loss, and other harms. In addition, such a breach may require public
notification of the breach , or we may choose to voluntarily notify relevant stakeholders, or take other actions, such as
providing credit monitoring and identity theft protection services, and we have done so in the past . Such disclosures are
costly, and the disclosure or the failure to comply with such requirements could lead to adverse consequences. In addition to
experiencing a security incident, third parties may gather, collect, or infer sensitive information about us from public sources,
data brokers, or other means that reveals competitively sensitive details about our organization and could be used to undermine
our competitive advantage or market position. Additionally, sensitive information of the Company could be leaked, disclosed, or
revealed as a result of or in connection with our employees’, personnel’ s, or vendors’ use of generative Al technologies. Many
of our contracts with relevant stakeholders include obligations relating to the safeguard of sensitive information, and a breach
could lead to claims against us by such stakeholders. There can be no assurance that the limitations of liability in our contracts
would be enforceable or adequate or would otherwise protect us from liabilities, damages, or claims relating to our data privacy
and security obligations. In addition, failure to maintain effective internal accounting controls related to data security breaches
and cybersecurity in general could impact our ability to produce timely and accurate financial statements and could subject us to
regulatory scrutiny. If we fail to successfully implement or upgrade our enterprise resource planning and other
information systems, our business and results of operation could be adversely impacted. e periodically implement or
upgrade new or enhanced enterprise resource planning, or ERP, and other business systems in order to better manage



our business operations. Implementation or upgrade of new business processes and information systems requires the
commitment of significant personnel, training and financial resources, and entails risks to our business operations. If we
do not successfully implement ERP and other information systems improvements, or if there are delays or difficulties in
implementing these systems, we may not realize anticipated productivity improvements or cost efficiencies, and we may
experience operational difficulties and challenges in effectively managing our business, all of which could result in
quality issues, reputational harm, lost market and revenue opportunities, and otherwise adversely affect our business,
financial condition and results of operations. For example, in 2024 we implemented a new ERP and other information
systems to help us manage our operations and financial reporting. This project required, and may continue to require,
investment of capital and human resources, the re- engineering of processes of our business, and the attention of many
employees who would otherwise be focused on other aspects of our business. Costs and risks inherent in implementing
new systems, such as the ERP that we implemented in 2024, may include disruptions to business continuity,
administrative and technical problems, interruptions or delays in sales, expenditure overruns, delays in paying our
suppliers and employees, and data migration issues. If we do not properly address or mitigate these issues, this could
result in increased costs and diversion of resources, negatively impacting our operating results and ability to effectively
manage our business. Additionally, if the ERP system that we implemented in 2024 does not operate as intended, the
effectiveness of our internal control over financial reporting could be negatively affected. We and third parties with
whom we work are subject to stringent and changing U. S. and foreign laws, regulations, rules, contractual obligations, industry
standards, policies and other obligations related to data privacy and security. Our (or the third parties with whom we work)
actual or perceived failure to comply with such obligations could lead to regulatory investigations or actions; litigation; fines and
penalties; disruptions of our business operations; reputational harm; loss of revenue and profits; and other adverse business
impacts. In the ordinary course of business, we process personal data and other sensitive data, including proprietary and
confidential business data, trade secrets, intellectual property, clinical trial participant data, and other sensitive third- party data.
We are therefore subject to or affected by numerous data privacy and security obligations, such as federal, state, local and
foreign laws, regulations, guidance, industry standards, external and internal privacy and security policies, contracts, and other
obligations governing the processing of personal data. These obligations may change, are subject to differing interpretations and
may be inconsistent among jurisdictions or conflict. The global data protection landscape is rapidly evolving, and
implementation standards and enforcement practices are likely to remain uncertain for the foreseeable future. This evolution
may create uncertainty in our business; affect us or our collaborators’, service providers’ and contractors’ ability to operate in
certain jurisdictions or to collect, store, transfer, use and share personal data; necessitate the acceptance of more onerous
obligations in our contracts; result in liability; or impose additional costs on us. These obligations may necessitate changes to our
information technologies, systems, and practices and to those of any third parties that process personal data on our behalf. In
addition, these obligations may require us to change our business model. Outside the U. S., an increasing number of laws,
regulations, and industry standards apply to data privacy and security. For example, the European Union’ s General Data
Protection Regulation ¢GBPRIAEE20+H6-+679-, or the EU GDPR, and the United Kingdom’ s GDPR, or the UK GDPR
(collectively, the “ GDPR ), impeses-- impose strict requirements on the processing of personal data. For example, Bnder
under the-E5-GDPR, government regulators may impose temporary or definitive bans on data processing, as-weH-as-fines of up
to 20 million Euros under the EU GDPR, 17. S million pounds sterling under the UK GDPR or, in each case, 4 % of
annual global revenue, whichever is greater; or private litigation related to processing of personal data brought by
classes of data subjects or consumer protection organizations authorized at law to represent the-their interests event-of
weolattens-. In addition, we may be unable to transfer personal data from the EEA , the UK and other jurisdictions to the U. S. or
other countries due to data localization requirements or limitations on cross- border data flows. The EEA and other jurisdictions
have enacted laws requiring data to be localized or limiting the transfer of personal data to other countries. In particular, the
EEA and the UK ;-have significantly restricted the transfer of personal data to the United States and other countries whose
privacy laws it believes are inadequate. Other jurisdictions may adopt similarly stringent interpretations of their data localization
and cross- border data transfer laws. Although there are currently various mechanisms that may be used to transfer personal data
from the EEA and UK to the U. S. in compliance with law, such as the EEA and UK’ s standard contractual clauses, the UK’ s
International Data Transfer Agreement / Addendum, and the EU- U. S. Data Privacy Framework and the UK extension thereto
(which allows for transfers to relevant U. S.- based organizations who self- certify compliance and participate in the
Framework), these mechanisms are subject to legal challenges, and there is no assurance that we can satisfy or rely on these
measures to lawfully transfer personal data to the U. S. If there is no lawful manner for us to transfer personal data from the
EEA, the UK, or other jurisdictions to the U. S., or if the requirements for a legally- compliant transfer are too onerous, we
could face significant adverse consequences, including the interruption or degradation of our operations, the need to relocate
part of or all of our business or data processing activities to other jurisdictions (such as Europe) at significant expense, increased
exposure to regulatory actions, substantial fines and penalties, the inability to transfer data and work with partners, vendors and
other third parties, and injunctions against our processing or transferring of personal data necessary to operate our business.
Additionally, companies that transfer personal data out of the EEA and UK to other jurisdictions, particularly to the
United States, are subject to increased scrutiny from regulators, individual litigants, and activist groups, and Seme-some
EEA regulators have prevented companies from transferring personal data out of the EEA for allegedly violating the EU GDPR’
s cross- border data transfer limitations. Likewise, we expect that there will continue to be new proposed laws, regulations and
industry standards relating to data privacy and security in the U. S. For example, HIPAA, as amended by HITECH, imposes
specific requirements relating to the privacy, security, and transmission of individually identifiable health data. Additionally, the
California Consumer Privacy Act of 2018, as amended by the California Privacy Rights Act of 2020, or CPRA, collectively
CCPA, imposes obligations on businesses to which it applies. These obligations include, but are not limited to, providing



specific disclosures in privacy notices and affording California residents certain rights related to their personal data. The CCPA
allows for statutory fines for noncompliance. While the CCPA contains limited exceptions for clinical trial data, the CCPA’ s
implementation standards and enforcement practices are likely to remain uncertain for the foreseeable future. In addition, the
CPRA establishes a California Privacy Protection Agency to implement and enforce the CPRA, which could increase the risk of
an enforcement action, and applies to personal infermation-data of business representatives and employees. Other states have
also enacted data privacy and security laws. For example, Virginia passed the Consumer Data Protection Act, and Colorado
passed the Colorado Privacy Act, both of which differ from the CPRA and became effective in 2023. If we become subject to
new data privacy and security laws, at the state level or otherwise, the risk of enforcement action against us could increase
because we may become subject to additional obligations, and the number of individuals or entities that can initiate actions
against us may increase. Our employees and personnel use generative Al technologies to perform their work, and the disclosure
and use of personal data in generative Al technologies is subject to various privacy laws and other privacy obligations.
Governments have passed and are likely to pass additional laws regulating generative Al. Our use of this technology could
result in additional compliance costs, regulatory investigations and actions, and lawsuits. If we are unable to use generative Al,
it could make our business less efficient and result in competitive disadvantages. In addition to data privacy and security laws,
we are may-be-contractually subject to industry standards adopted by industry groups and we are, and may become in the
future, subject to such obligations tirthe-future-. We may-are also be bound by other contractual obligations related to data
privacy and security, and our efforts to comply with such obligations may not be successful. We may publish privacy policies,
marketing materials, white papers, and other statements, such as statements relating to compliance with certain certifications
or self- regulatory principles concerning sregarding-data privacy and security. #-Regulators in the United States are
increasingly scrutinizing these statements, and if these policies, materials or statements are found to be deficient, lacking in
transparency, deceptive, unfair, misleading or misrepresentative of our practices, we may be subject to investigation,
enforcement actions by regulators, or other adverse consequences. It is possible that, in the future, we may fail or be perceived
to have failed to comply with applicable data privacy and security obligations. Moreover, despite our best compliance efforts,
we may not be successful in achieving compliance if our personnel or third parties with whom we work rely-oen-fail to comply
with such obligations, which could negatively impact our business operations and compliance posture. If we or the third parties
emrwhielrwith whom we rely-work fail, or are perceived to have failed, to address or comply with data privacy and security
obligations, we could face significant consequences. These consequences may include, but are not limited to, government
enforcement actions; litigation; additional reporting requirements and / or oversight; bans on processing personal data; orders to
destroy or not use personal data; and imprisonment of company officials. Any of these events could have a material adverse
effect on our reputation, business, or financial condition, including butnetlimited-te-: 1nterrupt10ns or stoppages in our business
operations including, as relevant, clinical trials; inability to process personal data or to operate in certain jurisdictions; limited
ability to continue to develop or commercialize metelstat RYTELO ; expenditure of time and resources to defend any claim or
inquiry; adverse publicity; or revision or restructuring of our operations. Moreover, clinical trial participants or research subjects
about whom we or our vendors obtain information, as well as the providers who share this information with us, may
contractually limit our ability to use and disclose the information. Risks Related to Our Common Stock ANB-and Financial
Reporting Historically, our stock price has been extremely volatile and your investment may suffer a decline in value.
Historically, our stock price has been extremely volatile. Between January 1, 2014 and December 31, 2623-2024 , our stock has
traded as high as $ 6. 38 per share and as low as $ 0. 89 per share. Between January 1, 2623-2024 and December 31, 2623-2024 ,
the price has ranged between a high of $ 3-5 . 84-34 per share and a low of $ 1. 68-64 per share. The significant market price
fluctuations of our common stock have been due to and may in the future be influenced by a variety of factors, including: * the
level of RYTELO sales in the U. S.; » announcements regarding the-petentiatregulatory approval or non- approval of
metelstat-and RYTELO in any the-other t—rmrng—t-hefee-ﬁjurlsdlctlons or mdlcatlons or specrﬁc label 1ndlcat10ns for
RYTELQ:; or restrictions, warnings or limitations in its use ;-6 g VIeW

« announcements regarding the further research and development of -rmete}stat—RYTELO or adverse efﬁcacy or safety results
of, further delays in the commencement, enrollment or conduct of, discontinuation of, or further modifications or refinements to
any current elinteat-trials-ofimetelstat-as-wetbas-for— or eurexpanded-aceessprogranror-for-potential future clinical trials ef
tmetelstat, for any reason, or our inability, for any reason, to successfully continue the development of #metelstat RYTELO
our ability to obtain additional capital if and when needed to further advance the-imetelstat-our development program; °
changes in laws or regulations applicable to imetelstat RYTELO , including butnotlimited-to-laws or regulations concerning
the commercialization of RYTELO or clinical trial requirements for approval or other regulatory developments related to
metelstat RYTELO ; * announcements of technological innovations, new commercial products, or clinical progress or lack
thereof by us, potential future collaborative partners or our competitors; ¢ adverse developments concerning our manufacturers,
including our inability to obtain adequate product supply for imetelstat-RYTELO or inability to do so at acceptable prices; © the
size and growth of the market opportunity for evrleadimetelstat RYTELQ in its currently approved and any potential
future approved indications eftewer—riskMDS-and-relapsed-/refractoryME-; * disputes or other developments relating to
imetelstat RYTELO proprietary rights, including patents, litigation matters and our ability to obtain, enforce and defend patent
protection and maintain regulatory exclusivity for RYTELO and our technologies; * the terms and timing of any future
collaboration agreements for the further development and petenttalcommercialization of imetelstat RYTELO that we may
establish; « announcements of significant acquisitions, strategic partnerships, collaborations, joint ventures or capital
commitments by us or our competitors; ¢ the demand in the market for our common stock; ¢ increased or continuing operating
losses; * general domestic and international market conditions or market conditions relating to the biopharmaceutical and
pharmaceutical industries, especially given the volatility caused by macroeconomic or other global conditions, such as inflation,
rising interest rates, prospects of a recession, government shutdowns , further changes in tariffs and other trade restrictions ,




bank failures and other disruptions to financial systems, civil or political unrest, military conflicts, pandemics or other health
crises and supply chain and resource issues; ® perceptions of the biotechnology and pharmaceutical industry by the public,
legislature, regulators and the investment community; ¢ our failure to meet the estimates and projections of the investment
community or that we may otherwise provide to the public; * publication of commentary, articles or research reports about us or
our industry, or positive or negative recommendations or withdrawal of research coverage, by securities analysts, bloggers, news
media or other third parties; ¢ large stockholders increasing or exiting their position in our common stock or an increase in the
short interest in our common stock 3 * sales of stock by our officers and directors ; * announcements of or developments
concerning any litigation; ¢ actions instituted by activist shareholders or others; ¢ the issuance of common stock to partners,
vendors or investors to raise additional capital or as a result of option or warrant exercises; * other events or factors that are
beyond our control; and ¢ the occurrence of any other risks and uncertainties discussed under the heading ““ Risk Factors. ”
Provisions in our charter, bylaws and Delaware law may inhibit potential acquisition bids for us, which may adversely affect the
market price of our common stock and / or prevent holders of our common stock from benefiting from what they believe may be
the positive aspects of acquisitions and takeovers. Provisions of our charter documents and bylaws may make it substantially
more difficult for a third party to acquire control of us and may prevent changes in our management, including provisions that: ¢
prevent stockholders from taking actions by written consent; ¢ divide the board of directors into separate classes with terms of
office that are structured to prevent all of the directors from being elected in any one year; and * set forth procedures for
nominating directors and submitting proposals for consideration at stockholders’ meetings. In addition, our certificate of
incorporation provides our board of directors with the authority to issue up to 3, 000, 000 shares of undesignated preferred stock
and to determine or alter the rights, preferences, privileges and restrictions granted to or imported upon these shares without
further vote or action by our stockholders. The issuance of shares of preferred stock may delay or prevent a change in control
transaction without further action by our stockholders. As a result, the market price of our common stock may be adversely
affected. If in the future, we issue preferred stock that has preference over our common stock with respect to the payment of
dividends or upon our liquidation, dissolution or winding up, or if we issue preferred stock with voting rights that dilute the
voting power of our common stock, the rights of holders of our common stock or the market price of our common stock could
be adversely affected. Provisions of Delaware law may also inhibit potential acquisition bids for us or prevent us from engaging
in business combinations. In addition, we have individual severance agreements with our executive officers and a company-
wide severance plan, either of which could require a potential acquirer to pay a higher price. Either collectively or individually,
these provisions may prevent holders of our common stock from benefiting from what they may believe are the positive aspects
of acquisitions and takeovers, including the potential realization of a higher rate of return on their investment from these types of
transactions. The exclusive forum provisions in our amended and restated bylaws could limit our stockholders’ ability to obtain
a favorable judicial forum for disputes with us or any of our directors, officers, or employees, or the underwriters of any offering
giving rise to such claim, which may discourage lawsuits with respect to such claims. Our amended and restated bylaws provide
that, unless we consent to the selection of an alternative forum, the Court of Chancery of the State of Delaware (or, if and only if
the Court of Chancery of the State of Delaware lacks subject matter jurisdiction, any state court located within the State of
Delaware or, if and only if all such state courts lack subject matter jurisdiction, the federal district court for the District of
Delaware) will be the sole and exclusive forum for: * any derivative claim or cause of action or proceeding brought on our
behalf;  any claim or cause of action for breach of a fiduciary duty owed by any of our current or former directors, officers or
other employees, or our stockholders, to us or to our stockholders; ¢ any claim or cause of action against us or any of our current
or former directors, officers or other employees, or our stockholders, arising pursuant to any provision of the General
Corporation Law of the State of Delaware, our certificate of incorporation, or our bylaws; ¢ any claim or cause of action seeking
to interpret, apply, enforce or determine the validity of our certificate of incorporation or bylaws; * any claim or cause of action
as to which the General Corporation Law of the State of Delaware confers jurisdiction on the Court of Chancery of the State of
Delaware; or * any claim or cause of action against us or any of our current or former directors, officers or other employees, or
our stockholders, governed by the internal affairs doctrine or otherwise related to our internal affairs. In addition, Section 22 of
the Securities Act creates concurrent jurisdiction for federal and state courts over all claims brought to enforce any duty or
liability created by the Securities Act of 1933, as amended, or the Securities Act, or the rules and regulations thereunder. Our
amended and restated bylaws provide that the federal district courts of the United States of America will, to the fullest extent
permitted by law, be the exclusive forum for resolving any complaint asserting a cause of action arising under the Securities
Act, or the Federal Forum Provision, including for all causes of action asserted against any defendant named in such complaint.
For the avoidance of doubt, this provision is intended to benefit and may be enforced by us, our officers and directors, the
underwriters to any offering giving rise to such complaint, and any other professional entity whose profession gives authority to
a statement made by that person or entity and who has prepared or certified any part of the documents underlying the offering.
The application of the Federal Forum Provision means that suits brought by our stockholders to enforce any duty or liability
created by the Securities Act must be brought in federal court and cannot be brought in state court, and our stockholders cannot
waive compliance with the federal securities laws and the rules and regulations thereunder. While the Delaware courts have
determined that such choice of forum provisions are facially valid and several state trial courts have enforced such provisions
and required that suits asserting Securities Act claims be filed in federal court, there is no guarantee that courts of appeal will
affirm the enforceability of such provisions, and a stockholder may nevertheless seek to bring a claim in a venue other than
those designated in the exclusive forum provisions. In such an instance, we would expect to vigorously assert the validity and
enforceability of the exclusive forum provisions of our amended and restated bylaws. This may require significant additional
costs associated with resolving such action in other jurisdictions, which costs could be borne by stockholders, and there can be
no assurance that the provisions will be enforced by a court in those other jurisdictions. Any person or entity purchasing or
otherwise acquiring or holding any interest in any of our securities shall be deemed to have notice of and consented to the



exclusive forum provisions in our amended and restated bylaws, including the Federal Forum Provision. These provisions could
limit a stockholder’ s ability to bring a claim in a judicial forum that it finds favorable for disputes with us or any of our
directors, officers, or other employees, or our stockholders or the underwriters of any offering giving rise to such claims, which
may discourage lawsuits with respect to such claims. Furthermore, if a court were to find the exclusive forum provisions
contained in our bylaws to be inapplicable or unenforceable in an action, we may incur additional costs associated with
resolving such action in other jurisdictions, which could have a material and adverse impact on our business and our financial
condition. We do not intend to pay cash dividends on our common stock in the foreseeable future. We do not anticipate paying
cash dividends on our common stock in the foreseeable future. Any payment of cash dividends will depend upon our financial
condition, results of operations, capital requirements and other factors, and will be at the discretion of our board of directors. In
addition, the terms of our Pharmaken Loan Agreement preventusfrontpayingrestrict our ability to pay dividends and any
future debt agreements may continue to preetude-usfrontrpaying-or further restrict our ability to pay dividends. As a result,
capital appreciation, if any, of our common stock will be the sole source of gain for our stockholders for the foreseeable future.
Our employees, independent contractors, principal investigators, clinical trial sites, contract research organizations, consultants
or vendors may engage in misconduct or other improper activities, including noncompliance with regulatory standards and
requirements. We are exposed to the risk that our employees, independent contractors, principal investigators, clinical trial sites,
CROs, consultants or vendors may engage in fraudulent or other illegal activity. Misconduct by these parties could include
intentional, reckless and / or negligent conduct or disclosure of unauthorized activities to us that violate the FDA”’ s or similar
international regulatory authorities’ regulations, including those laws requiring the reporting of true, complete and accurate
information; manufacturing standards; healthcare fraud and abuse laws and regulations; or laws that require the true, complete
and accurate reporting of financial information or data. Specifically, sales, marketing and business arrangements in the
healthcare industry are subject to extensive laws and regulations intended to prevent fraud, kickbacks, self- dealing and other
abusive practices. These laws and regulations may restrict or prohibit a wide range of pricing, discounting, marketing and
promotion, sales commission, customer incentive programs and other business arrangements. Activities subject to these laws
also involve the improper use or misrepresentation of information obtained in the course of clinical trials or creating fraudulent
data in our non- clinical studies or clinical trials, which could result in regulatory sanctions and serious harm to our reputation. It
is not always possible to identify and deter misconduct by our employees and third parties, and the precautions we take to detect
and prevent this activity may not be effective in controlling unknown or unmanaged risks or losses or in protecting us from
governmental investigations or other actions or lawsuits stemming from a failure to be in compliance with such laws or
regulations. Additionally, we are subject to the risk that a person could allege such fraud or other misconduct, even if none
occurred. If any such actions are instituted against us, and we are not successful in defending ourselves or asserting our rights,
those actions could adversely affect our business, financial condition, results of operations or prospects through: ¢ the imposition
of civil, criminal and administrative penalties, damages and monetary fines ; ¢ possible exclusion from participation in
Medicare, Medicaid and other federal healthcare programs ;  contractual damages; « diminished potential profits and future
earnings; and Our business could be negatively impacted by environmental, social and corporate governance, or ESG,
matters or our reporting of such matters. There is an increasing focus from certain investors, employees, partners, and
other stakeholders concerning ESG matters. We may be, or be perceived to be, not acting responsibly in connection with
these matters, which could negatively impact us. Moreover, the SEC has proposed, and may continue to propose, certain
mandated ESG reporting requirements, such as the SEC’ s final rules designed to enhance and standardize climate-
related disclosures, which, if such climate- related disclosure rules ultimately go into effect, would significantly increase
our compliance and reporting costs and may also result in disclosures that certain investors or other stakeholders deem
to impact our reputation negatively and / or that harm our stock price. We currently do not report our environmental
emissions and absent a legal requirement to do so we currently do not plan to report our environmental emissions, and
lack of reporting could result in certain investors declining to invest in our common stock. Furthermore, the criteria by
which our ESG practices, including our initiatives and public goals, are assessed may change due to the evolution of the
sustainability landscape, which could result in greater expectations of us and may cause us to undertake costly initiatives
to satisfy new criteria. If we are unable to respond effectively to these changes to the sustainability landscape,
governments, customers, and investors may conclude that our policies and / or actions with respect to ESG matters are
inadequate. If we fail or are perceived to have failed to achieve previously announced public goals or to accurately
disclose our progress on such goals or initiatives, our reputation, business, financial condition and results of operations
could be adversely impacted. Failure to achieve and maintain effective internal controls in accordance with Section 404 of the
Sarbanes- Oxley Act of 2002 could have a material adverse effect on our business and stock price. Section 404 of the Sarbanes-
Oxley Act of 2002, or Section 404, requires that we establish and maintain an adequate internal control structure and procedures
for financial reporting. Our Annual Reports on Form 10- K must contain an annual assessment by management of the
effectiveness of our internal control over financial reporting and must include disclosure of any material weaknesses in internal
control over financial reporting that we have identified. In addition, our independent registered public accounting firm must
provide an opinion annually on the effectiveness of our internal control over financial reporting. The requirements of Section
404 are ongoing and also apply to future years. We expect that our internal control over ﬁnanc1al reportlng W111 contlnue to
evolve as our business develops, including in connection with our as-w 8 ay A
commerecialization imetelstat-of RYTELO . Although we are committed to continue to improve our mternal control processes
and we will continue to diligently and vigorously review our internal control over financial reporting in order to ensure
compliance with Section 404 requirements, any control system, regardless of how well designed, operated and evaluated, can
provide only reasonable, not absolute, assurance that its objectives will be met . Moreover, in 2024 we implemented a new
ERP and other information systems to help us manage our operations and financial reporting. However, there is an




increased risk that changing controls may be ineffective in connection with the implementation of the new ERP and this
ERP system may place additional burdens on employees to learn and adapt our processes to effectively operate under
the ERP system. If the ERP system that we implemented in 2024 does not operate as intended, the effectiveness of our
internal control over financial reporting could be negatively impacted . Therefore, we cannot assure you that material
weaknesses or significant deficiencies will not exist or otherwise be discovered in the future, particularly in light of our increased
reliance on personnel working remotely. If material weaknesses or other significant deficiencies occur, such weaknesses or
deficiencies could result in misstatements of our results of operations, restatements of our financial statements, a decline in our
stock price, or other material adverse effects on our business, reputation, results of operations, financial condition or liquidity.
Changes in tax laws or regulations that are applied adversely to us or our customers may have a material adverse effect on our
business, cash flow, financial condition or results of operations. New income, sales, use, excise or other tax laws, statutes, rules,
regulations or ordinances could be enacted at any time, which could affect the tax treatment of our domestic and foreign sales
and earnings. Any new taxes could adversely affect our domestic and international business operations and our business and
financial condition. Further, existing tax laws, statutes, rules, regulations or ordinances could be interpreted, changed, modified
or applied adversely to us. Future guidance from the U. S. Internal Revenue Service and other tax authorities with respect to
such legislation may adversely affect us, and certain aspects of such legislation could be repealed or modified in the future,
which could have an adverse effect on us. For example, the Inflation Reduction Act of 2022 trefades-included provisions that
willimpaetimpacted the U. S. federal income taxation of corporations, including imposing a minimum tax on the book income
of certain large corporations and an excise tax on certain corporate stock repurchases that is weutd-be-imposed on the
corporation repurchasing such stock. Changes in corporate tax rates, the realization of net deferred tax assets relating to our U.
S. operations, the taxation of earnings from other countries, and the deductibility of expenses or future tax reform legislation
could have a material impact on the value of our deferred tax assets, could result in significant one- time charges in the current
or future taxable years, and could increase our future U. S. tax expense. For example, under the Tax Cuts and Jobs Act of
2017, effective January 1, 2022, research and experimental expenses must be capitalized for tax purposes and amortized over
five years for research activities conducted in the United States and over fifteen years for research activities conducted outside
the United States, instead of being deducted in the year incurred. Unless this provision is defetred;-modified ;-or repealed by
Congress, or the U. S. Department of the Treasury issues regulations narrowing its application, our future tax obligations could
be increased, which could harm our operating results. The impact of this provision will depend on multiple factors, including the
amount of research and experimental expenses we incur, whether we achieve sufficient income to fully utilize such deductions
and whether we conduct our research and experimental activities inside or outside the United States. Our ability to use our net
operating loss carryforwards and certain other tax attributes may be limited. Our net operating loss carryforwards attributable to
tax years beginning before January 1, 2018 could expire unused and be unavailable to offset future income tax liabilities. In
addition, under current U. S. federal income tax law, federal net operating losses incurred in taxable years beginning after
December 31, 2017, can be carried forward indefinitely, but the deductibility of such federal net operating losses in a taxable
year is limited to 80 % of taxable income in such year . Under Sections 382 and 383 of the Internal Revenue Code of 1986, as
amended, and corresponding provisions of state law, if a corporation undergoes an “ ownership change, ” generally defined as a
greater than 50 percentage point cumulative change (by value) in its equity ownership over a three- year period, the corporation’
s ability to use its pre- change net operating loss carryforwards and other pre- change tax attributes (such as research and
development tax credits) to offset its post- change taxable income or taxes may be limited. Changes in our stock ownership have
occurred in the past, and future ownership changes , some of which are-may be outside efour control, could occur may
haveresulted-in ;-orother—- the futurc ehanges-eould-, as a result of shifts in -am-our stock ownership ehange-. If a limitation
were to apply, utilization of a portion of our domestic net operating loss and tax credit carryforwards could be limited in future
periods, and a portion of the carryforwards may expire before being available to reduce future income tax liabilities, which
could adversely impact our financial position. At the state level, there may be periods during which the use of net operating loss
carryforwards is suspended or otherwise limited, which could accelerate or permanently increase state taxes owed. For
example, in June 2024, California enacted legislation that, with certain exceptions, suspends the use of California net
operating losses to offset California income and limits the use of California business tax credits to offset California taxes,
for taxable years beginning after 2023 and before 2027. It is also uncertain if and to what extent various states will conform
to current U. S. federal income tax law.



