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The following risk factors and other information included in this Annual Report on Form 10- K should be carefully considered.
The risks and uncertainties described below are not the only ones we face. Additional risks and uncertainties not presently
known to us or that we presently deem less significant may also impair our business operations. We believe the risks described
below include risks that are material to us as well as other risks that may adversely affect our business, financial condition,
results of operations and growth prospects. Please see review the discussion regarding some of the forward- looking statements
that are qualified by these risk factors contained elsewhere in this Annual Report on Form 10- K. If any of the following risks
occur, our business, financial condition, results of operations and future growth prospects could be materially and adversely
affected. Risks Related to Commercialization We continue to grow are-in-the-proeess-of growingas a commercial company and
the marketing and sale of AYVAKIT / AYVAKYT or any future approved drugs may be unsuccessful or less successful than
anticipated. We have had two approved precision therapies, AYVAKIT / AYVAKYT and GAVRETO. While we have been
commercializing AYVAKIT in the U. S. and AYVAKYT in Europe and were-prior to the sale of the related assets to Rigel
pursuant to the Rigel Agreement, co- commercializing GAVRETO with Roche in the U. S., we only became have-severat
years—expertenee-as-a commercial company in 2020 , and our we-have-atimited-track record of demonstrating our ability to
successfully overcome the many efthe-risks and uncertalntles encountered by companres comrner01a1121ng drugs in the
b10pharmaceutlcal industry is somewhat limited —Ma : ently—tn

. To execute our business plan in addition to successfully marketrng and selhng our approved drugs,
we will need to successfully: e establish and maintain our relationships with healthcare providers who will be treating
patients who may receive our drugs and any future drugs; e obtain and maintain adequate pricing and reimbursement
for AYVAKIT / AYVAKYT and any future drugs; e gain regulatory acceptance for the development and commercialization
of current or future drug candidates in our pipeline, including for additional indications or in additional geographies for marketed
drugs in our portfolio; ® maintain eurkey collaborations; @ expand our global operations or enter into collaboration,
partnerships or distribution arrangements in geographies where we may not have current operations or expertise; and ® manage
our spending as costs and expenses increase due to clinical trials, marketing approvals, and commercialization. If we are
unsuccessful in accomplishing these objectives, we may not be able to successfully commercialize our current or future
approved drugs, develop current or future drug candidates, expand our business or continue our operations. The commercial
success of AYVAKIT / AYVAKYT, as well as any other drugs that we may bring to the market, will depend upon the degree of
market acceptance by physicians, patients, third- party payors and others in the medical community. AYVAKIT / AYVAKYT,
as well any other drugs that we may bring to the market, may not gain market acceptance by physicians, patients, third- party
payors and others in the medical community. If these drugs do not achieve an adequate level of acceptance, we may not
generate significant product revenues and may not become profitable. The degree of market acceptance for AYVAKIT /
AYVAKYT, as well as any current or future drug candidates for which we receive marketing approval, will depend on a number
of factors, including: e the potential efficacy and potential advantages over alternative treatments; ® the prevalence and severity
of any side effects, including any limitations or warnings contained in the drug’ s approved labeling; e the relative convenience
and ease of administration; ® the willingness of eligible patients to try new therapies and of physicians to prescribe these
therapies; ® the length of time that patients who are prescribed our drugs remain on treatment; ® the pricing of our drugs and
any current or future drug candidates for which we receive marketing approval; e publicity concerning our current and future
drugs, or competing products and treatments; and e sufficient third- party insurance coverage or reimbursement. Even-40Even
if a drug candidate displays a favorable efficacy and safety profile in preclinical and clinical studies and the drug candidate
receives marketing approval, market acceptance of the drug will not be known until after it is launched. Our efforts to educate
the medical community and third- party payors on the benefits of our drugs may require significant resources, including more
resources than those required for treatments marketed by competitors, and may never be successful. Any of these factors may
cause our approved drugs, as well as any current or future drug candidates for which we receive marketing approval, to be
unsuccessful or less successful than anticipated. If we are unable to establish additional commercial capabilities and
infrastructure, we may be unable to generate sufficient revenue to sustain our business. We continue to build out our commercial
capabilities and infrastructures and have been growing our sales and distribution experience and capabilities for marketing and
market access. To successfully commercialize our approved 45dttgs--- drugs or any current or future drug candidates for which
we receive marketing approval, we will need to continue to develop these capabilities and further expand our infrastructure to
support commercial operations in the U. S., Europe and other regions, either on our own or with others. We may be competing
with many companies that currently have extensive and well- funded marketing and sales operations. Without a significant
internal team or the support of a third party to perform these functions, including marketing and sales functions, we may be
unable to compete successfully against these more established companies. We cannot be sure that we will be able to or can
successfully compete with other companies to recruit, hire and retain a sufficient number of sales representatives or that they
will be effective at promoting our drugs. In addition, we will need to commit significant additional management and other
resources to maintain and grow our sales organization. We may not be able to achieve the necessary development and growth in
a cost- effective manner or realize a positive return on our investment. Factors that may inhibit our efforts to commercialize our
drugs include: e our inability to recruit, train and retain adequate numbers of sales and marketing personnel; ® the inability of
sales personnel to obtain access to or to persuade adequate numbers of physicians to prescribe our drugs; ® unforeseen costs and




expenses associated with maintaining an independent sales and marketing organization; and e delays or disruptions to sales and
marketing activities. In the event that we are unable to effectively deploy our sales organization or distribution strategy on a
timely and efficient basis, if at all, the commercialization of our drugs could be delayed which would negatively impact our
ability to generate product revenues. If the market opportunities for our approved drugs or drug candidates are smaller than we
estimate or if any approval that we obtain is based on a narrower definition of the patient population, our revenue and ability to
achieve profitability will be adversely affected. The precise incidence and / or prevalence for SM, GIST, chronic urticaria ane
other-, asthma, allergic rhinitis, mast cell diserders-activation syndrome (MCAS) , €EBK2—vulnerable-eaneers-and GIST
other allergy / inflammation indications are unknown. Our projections of the number of people who have these diseases, the
frequency of the genetic alterations targeted by our drugs and drug candidates and the subset of patients who have the potential
to benefit from our treatment options are based on estimates. These estimates have been derived from a variety of sources,
including scientific literature, surveys of clinics, healthcare claims data, patient foundations or third- party market research,
and may prove to be incorrect. Further, new studies may change the estimated incidence or prevalence of these eaneers-diseases
and the number of patients may turn out to be lower than expected. For example, new claims data and epidemiology data
suggest that SM prevalence is greater than previously thought; however, other future studies could contradict such
findings. Additionally, the potentially addressable patient population for our approved drugs and drug candidates may be
limited or may not be amenable to treatment with our precision therapies. Aeeordingly41Accordingly , the incidence and / or
prevalence of the diseases we aim to address may not be otherwise amenable to treatment with our drugs, patients treated with
our drugs and drug candidates may develop mutations that confer resistance to treatment or new patients may become
increasingly difficult to identify or gain access to, all of which would adversely affect our results of operations and our business.
We face substantial competition, which may result in others commercializing, developing or discovering drugs before or more
successfully than we do. The development and commercialization of new drugs is highly competitive. We face competition with
respect to our drugs and current clinical- stage drug candidates, and we will face competition with respect to any drugs and drug
candidates that we may seek to develop or commercialize in the future, from major pharmaceutical companies, specialty
pharmaceutical companie% and biotechnology companies worldwide. There are a number of large pharmaceutical and
biotechnology companies that currently market and sell drugs or are pursuing the development of therapies in our areas 46ef-of
focus, including allergy / inflammation the-fteld-ofkinase-inhibition-for-eaneer-and other-diseases-hematology / oncology .

Some of these competitive drugs and therapies are based on scientific approaches that are the same as or similar to our approach,
and others are based on entirely different approaches , which could be more successful than ours . Potential competitors also
include academic institutions, government agencies and other public and private research organizations that conduct research,
seek patent protection and establish collaborative arrangements for research, development, manufacturing and
commercialization. Specifically, there are a large number of companies developing or marketing treatments for cancer,
including many major pharmaceutical and biotechnology companies. AYVAKIT / AYVAKYT and elenestinib (BLU- 263) face
competition for advanced SM from Novartis AG’ s midostaurin and imatinib, and may face competition from drug candidates in
development, including that being developed by Alys Pharmaceuticals Inc., Cogent Biosciences, Inc. and Hoth Therapeutics ,
Inc . Avapritinib and elenestinib may face non- advanced SM competition from drug candidates in development, including those
being developed by AB Science S. A., Adakes-Alys Pharmaceuticals Inc., Celldex Therapeutics, [nc., Cogent Biosciences,
Inc., Hoth Therapeutics , Ime. , Invea Therapeutics Inc., and FheseusPharmaeeutieals-Telios Pharma Inc. AYVAKIT /
AYVAKYT may face competition from drug candidates in development for PDGFRA- driven GIST, including those being
developed by AB Science S. A., ARIAD Pharmaceuticals, Inc., a wholly- owned subsidiary of Takeda Pharmaceutical
Company Limited, AROG Pharmaceuticals, Inc., AstraZeneca plc, Cogent Biosciences, Inc., Deciphera Pharmaceuticals, LLC,
Exellxw Inc., ngbo Tal Kang Med1cal Technology Co. Ltd. and Xencor lnc We are developlng BLU- QQQ—fe%e&ﬂeefs

for chronlc urtlcarla asthma, allerg1c rhmltls / con]unctlvms, MCAS, and other allergy / 1nﬂammat10n d-tsefdefs—mdlcatlons
, which if approved, w1ll face competition from omalizumab developed by Genentech and Novartis. In addition, BLU- 808 may

face competition from drug candidates in development fer-ehronte-urtiearta-, including those developed by Alivexis, Inc.,

Allakos lnc Amgen Inc., AstraZeneca plc Celldex Therapeutlcq Inc. Ell L1lly, Enanta Pharmaceut1cals, Inc, Escient

te-, Inc, Hangqhou nghhghtll Pharma Incyte Corp., Jasper
Therapeutlcs, Inc. , Leo Pharma A / S Aeel-yfm—LongBm Pharma, Novartis AG, Regeneron Pharmaceutlcals, Inc. , Sanofi
S. A., Third Harmonic Bio, Inc , Taiho Pharmaceutical Co., LTD, and United BioPharma EnantaPharmaceuticals; Ine-.
Many of the companies against which we are competing or agalnst which we may compete in the future have significantly
greater financial resources and expertise in research and development, manufacturing, preclinical testing, conducting clinical
trials, obtaining regulatory approvals and marketing approved drugs than we do. Mergers and acquisitions in the
pharmaceutical, biotechnology and diagnostic industries may result in even more resources being concentrated among a smaller



number of our competitors. Smaller or early- stage companies may also prove to be significant competitors, particularly through
collaborative arrangements with large and established companies. These competitors also compete with us in recruiting and
retaining qualified scientific and management personnel and establishing clinical trial sites and patient registration for clinical
trials, as well as in acquiring technologies complementary to, or necessary for, our programs. Our commercial opportunity could
be reduced or eliminated if our competitors develop and commercialize drugs that are safer, more effective, have fewer or less
severe side effects, are more convenient or are less expensive than any drugs that we or our collaborators may develop. Our
competitors also may obtain FDA or other regulatory approval for their drugs more rapidly than we may obtain approval for
ours, which could result in our competitors establishing a strong market position before we or our collaborators are able to enter
the market. The key competitive factors affecting the-42the success of all of our drug candidates, if approved, are likely to be
their efficacy, safety, convenience, price, the level of generic competition and the availability of reimbursement from
government and other third- party payors. 47Preduet--- Product liability lawsuits against us could cause us to incur substantial
liabilities and could limit commercialization of any of our approved drugs or drug candidates that we may develop. We face an
inherent risk of product liability exposure related to the testing of our approved drugs and drug candidates in human clinical
trials and use of our drug candidates through compassionate use programs, and an even greater risk in connection with our
commercialization of our current and future drugs. If we cannot successfully defend ourselves against claims that any of our
approved drugs or drug candidates caused injuries, we could incur substantial liabilities. Regardless of merit or eventual
outcome, liability claims may result in: ® decreased demand for any of our approved drugs or drug candidates that we may
develop and commercialize; ® injury to our reputation and significant negative media attention; ® withdrawal of clinical trial
participants; e significant costs to defend the related litigation; @ substantial monetary awards to trial participants or patients; ®
loss of revenue; and e the inability to commercialize any of approved drugs or drug candidates that we may develop. Although
we maintain product liability insurance coverage, it may not be adequate to cover all liabilities that we may incur. We anticipate
that we may need to further increase our insurance coverage as we begin additional clinical trials or if we successfully
commercialize additional drug candidates. Insurance coverage is increasingly expensive. We may not be able to maintain
insurance coverage at a reasonable cost or in an amount adequate to satisfy any liability that may arise. Increasing demand for
compassionate use of our drug candidates could negatively affect our reputation and harm our business. We are developing drug
candidates for the treatment of indications for which there are currently limited or no available therapeutic options. It is possible
for individuals or groups to target companies with disruptive social media campaigns related to a request for access to
unapproved drugs for patients with significant unmet medical need. If we experience a similar social media campaign regarding
our decision to provide or not provide access to any of our current or future drug candidates under an expanded access policy,

our reputatron may be negatrvely affected and our business may be harmed Medta—aftenﬁeﬁ—te—tndiﬂdu&l—p&t—teﬁts—e*paﬂded

seeﬂer—t-haﬂ—aﬂt—tetpated—ln addrtron some patrents who receive access to drugs prior to the1r eommer01al approval through
compassionate use, expanded access programs or right to try access, collectively referred to as compassionate use programs,
have life- threatening illnesses and have exhausted all other available therapies. The risk for serious adverse events in this
patient population is high, which, if those adverse events are determined to be drug- related, could have a negative impact on the
safety profile of our drug candidates if we were to provide them to these patients, which could cause significant delays or an
inability to successfully commercialize our drug candidates and materially harm our business. If we were to provide patients
with any of our drug candidates under a compassionate use program, our supply capabilities may limit the number of patients
who are able to enroll in the program and we may in the future need to restructure or pause any compassionate use program in
order to enroll sufficient numbers of patients in our controlled clinical trials required for regulatory approval and successful
commercialization of our drug candidates, which could 4-8pfem-pt—~ prompt adverse pubhclty or other d1sruptrons related to
current or potentral partrcrpants in such programs 43If d

neeessary, expand sales and marketrng eapabrhtres or enter into agreements with third parties to sell and market our drugs and
drug candidates, we may not be successful in commercializing our drugs and drug candidates if and when they are approved.
There are risks involved with both establishing our own sales and marketing capabilities and entering into arrangements with
third parties to perform these services. For example, recruiting and training a sales force is expensive and time- consuming and
could delay any drug launch. If the commercial launch of a drug candidate or a new indication for a drug product for which we
establish marketing capabilities is delayed or does not occur for any reason, we would have prematurely or unnecessarily
incurred these commercialization expenses, which may be costly. If we enter into arrangements with third parties to perform
sales, marketing and distribution services, our drug revenues or the profitability of these drug revenues to us are likely to be
lower than if we were to market and sell any current or future drugs ourselves. We likely will have little control over such third
parties, and any of them may fail to devote the necessary resources and attention to sell and market our drugs effectively. In
addition, we may not be successful in entering into arrangements with third parties to sell and market our current and future



drugs or may be unable to do so on terms that are favorable to us. If we do not establish, maintain and, if necessary, expand
sales and marketing capabilities successfully, either on our own or in collaboration with third parties, we will not be successful
in commercializing our drugs and drug candidates, if approved. Further, our business, results of operations, financial condition
and prospects will be materially adversely affected. Risks Related to Drug Development and Regulatory Approvallf we are
unable to advance our drug candidates to clinical development, obtain regulatory approval for our drug candidates, including for
avapritinib in additional geographies, and ultimately commercialize them, or experience significant delays in doing so, our
business will be materially harmed. Our ability to generate material net cash inflows from our operations will depend heavily on
the successful development and commercialization of our drugs and drug candidates. Each of our drug candidates will require
additional preclinical or clinical development, management of clinical, preclinical and manufacturing activities, regulatory
approval in multiple jurisdictions, obtaining manufacturing supply, substantial investment and significant marketing efforts
before we generate substantial revenues from sales for those drug candidates, if approved. The success of our approved drugs
and drug candidates will depend on several factors, including the following: e successful enrollment in, and initiation and
completion of, clinical trials, including our ongoing and planned clinical trials for our drugs and drug candidates as
monotherapies and in combination with other agents; ® successful initiation and completion of preclinical studies for our other
drug candidates; e receipt of regulatory approvals from applicable regulatory authorities and transitioning any conditional
marketing authorizations to full approvals; 49-e in- house commercial manufacturing capabilities or arrangements with third-
parties for clinical supply and commercial manufacturing, packaging and labeling and the receipt by such third- party
manufacturers of requisite approvals to supply commercial inventories of our approved drugs and drug candidates; ® obtaining
and maintaining patent and trade secret protection or regulatory exclusivity for our drugs and drug candidates; ® successful
commercialization of our approved drugs and drug candidates, if and when approved, whether alone or in collaboration with
others; 44 e acceptance of our approved drugs and drug candidates, if and when approved, by patients, the medical community
and third- party payors; e effectively competing with other therapies; ® obtaining and maintaining healthcare coverage and
adequate reimbursement; ® enforcing and defending intellectual property rights and claims; and @ maintaining a continued
acceptable safety profile of our drugs and drug candidates following approval. If we do not achieve one or more of these factors
in a timely manner or at all, we could experience significant delays or an inability to successfully commercialize our drugs and
drug candidates, which would materially harm our business. If we do not receive regulatory approvals for our drug candidates,
we may not be able to continue our operations. If we experience delays or difficulties in the enrollment of patients in clinical
trials, our receipt of necessary regulatory approvals could be delayed or prevented. We may not be able to initiate or continue
clinical trials for our drug candidates, if we are unable to locate and enroll a sufficient number of eligible patients to participate
in these trials as required by the FDA or similar regulatory authorities outside the U. S. because the target patient populations
for our drug candidates and approved drugs in clinical development for additional indications are relatively small, it may be
difficult to successfully identify patients. In addition, current commercially available diagnostic tests to identify appropriate
patients for our clinical trials or any approved drug candidates may become unavailable in the future. Furthermore, some of our
competitors have ongoing clinical trials for drug candidates that treat the same indications as our drug candidates and approved
drugs in clinical development for additional indications, and patients who would otherwise be eligible for our clinical trials may
instead enroll in clinical trials of our competitors’ drug candidates. Patient enrollment may be affected by other factors
including: e the severity of the disease under investigation; @ the size of the target patient population; e the eligibility criteria
for the clinical trial; @ the availability of an appropriate genomic screening test; ® the perceived risks and benefits of the drug
candidate under study; e the efforts to facilitate timely enrollment in clinical trials; 58-e the patient referral practices of
physicians; e the ability to monitor patients adequately during and after treatment; and e the proximity and availability of
clinical trial sites for prospective patients. Our inability to identify patients appropriate for enrollment in our clinical trials, or to
enroll a sufficient number of patients in our clinical trials, would result in significant delays and could require us to abandon one
or more clinical trials altogether. Enrollment delays in our clinical trials may result in increased development costs for our drug
candidates. If we are unable to include patients with the driver of the disease, including the applicable genomic alteration for
diseases in genomically defined patient populations, this could compromise our ability to seek participation in the FBA-45SFDA
” s expedited review and approval programs, including breakthrough therapy designation and fast track designation, or otherwise
to seek to accelerate clinical development and regulatory timelines. If we are not able to obtain, or if there are delays in
obtaining, required regulatory approvals for our drug candidates, we will not be able to commercialize, or may be delayed in
commercializing, such drug candidates, and our ability to generate revenue will be materially impaired. Our drug candidates and
the activities associated with their development and commercialization, including their design, testing, manufacture, safety,
efficacy, recordkeeping, labeling, storage, approval, advertising, promotion, sale, distribution, import and export, are subject to
comprehensive regulation by the FDA and other regulatory agencies in the U. S. and by comparable authorities in other
countries. Before we can commercialize any of our drug candidates, we must obtain marketing approval. We expect to rely on
third- party contract research organizations, or CROs , and / or regulatory consultants to assist us in filing and supporting the
applications necessary to gain regulatory approvals. Securing regulatory approval requires the submission of extensive
preclinical and clinical data and supporting information to the various regulatory authorities for each therapeutic indication to
establish the drug candidate’ s safety and efficacy. Securing regulatory approval also requires the submission of information
about the drug manufacturing process to, and inspection of manufacturing facilities by, the relevant regulatory authority. Should
the FDA determine that an inspection is necessary for approval of a marketing application and an inspection cannot be
completed during the review cycle due to restrictions on travel, the FDA has stated that it generally intends to issue a complete
response letter. Further, if there is inadequate information to make a determination on the acceptability of a facility, the FDA
may defer action on the application until an inspection can be completed. Our drug candidates may not be effective, may be only
moderately effective or may prove to have undesirable or unintended side effects, toxicities or other characteristics that may



preclude our obtaining marketing approval or prevent or limit commercial use. The process of obtaining regulatory approvals, if
approval is obtained at all, both in the U. S. and abroad is expensive, may take many years if additional clinical trials are
required and can vary substantially based upon a variety of factors, including the type, complexity and novelty of the drug
candidates involved. Changes in marketing approval policies , interpretations or agency discretion during the development
period, changes in or the enactment of additional statutes or regulatlons or changes in regulatory rev1ew for each submitted new
drug application, or NDA , for a drug candidate ;9 ; ; q apphe ypes-, may cause
delays in the approval or rejection of an application. :Phe—Moreover, the U. S Supreme Court’ s July 2024 dec1s10n to
overturn prior established case law giving deference to regulatory agencies’ interpretations of ambiguous statutory
language has introduced uncertainty regarding the extent to which the FDA’ s regulations, policies, and decisions may
become subject to increasing legal challenges, delays, and / or changes. Additionally, the FDA and comparable authorities
in other countries have substantial discretion in the approval process and may refuse to accept any application or may decide
that our data are insufficient for approval and require additional preclinical, clinical or other studies. We currently have multiple
marketing applications for our drug candidates under review across the world. Our drug candidates could be delayed in
receiving, or fail to receive, regulatory approval for many reasons, including the following: @ the FDA or comparable foreign
regulatory authorities may disagree with the design or implementation of our clinical trials; ® we may be unable to demonstrate
to the satisfaction of the FDA or comparable foreign regulatory authorities that a drug candidate is safe and effective for its
proposed indication; 5+-e the results of clinical trials may not meet the level of statistical significance required by the FDA or
comparable foreign regulatory authorities for approval; @ we may be unable to demonstrate that a drug candidate’ s clinical and
other benefits outweigh its safety risks; ® the FDA or comparable foreign regulatory authorities may disagree with our
interpretation of data from preclinical studies or clinical trials; 46 e the data collected from clinical trials of our drug candidates
may not be sufficient to support the submission of an NDA or other submission or to obtain regulatory approval in the U. S. or
elsewhere; ® the FDA or comparable foreign regulatory authorities may find deficiencies with or fail to approve the
manufacturing processes or facilities of third- party manufacturers with which we contract for clinical and commercial supplies;
and e the approval policies or regulations of the FDA or comparable foreign regulatory authorities may significantly change in a
manner rendering our clinical data insufficient for approval. In addition, even if we were to obtain approval, regulatory
authorities may approve any of our drug candidates for fewer or more limited indications than we request, may not approve the
price we intend to charge for our drugs, may grant approval contingent on the performance of costly post- marketing clinical
trials or other post- marketing requirements, or may approve a drug candidate with a label that does not include the labeling
claims necessary or desirable for the successful commercialization of that drug candidate. Additionally, the receipt of regulatory
approval for one indication does not ensure the likelihood of success for regulatory approval of expanded indications for a
marketed product. Any of the foregoing scenarios could materially harm the commercial prospects for our drug candidates. If
we experience delays in obtaining approval or if we fail to obtain approval of our drug candidates, the commercial prospects for
our approved drugs or drug candidates may be harmed and our ability to generate revenues will be materially impaired.
Inadequate funding for the FDA, the SEC and other government agencies, including from government shutdowns, or other
disruptions to these agencies’ operations, could hinder their ability to hire and retain key leadership and other personnel, prevent
new products and services from being developed or commercialized in a timely manner or otherwise prevent those agencies
from performing normal business functions on which the operation of our business may rely, which could negatively impact our
business. Currently, federal agencies in the U. S. are operating under a continuing resolution that is set to expire on
March 14, 2025. Without appropriation of additional funding to federal agencies, our business operations related to our
product development activities for the U. S. market could be impacted. The ability of the FDA to review and approve new
products can be affected by a variety of factors, including government budget and funding levels, the ability to hire and retain
key personnel and accept the payment of user fees, and statutory, regulatory and policy changes. Average review times at the
agency have fluctuated in recent years as a result. In addition, government funding of the SEC and other government agencies on
which our operations may rely, including those that fund research and development activities, is subject to the political process,
which is inherently fluid and unpredictable. Disruptions at the FDA and other agencies may also slow the time necessary for
new drug candidates to be reviewed and / or approved by necessary government agencies, which would adversely affect our
business. If a prolonged government shutdown occurs, it could significantly impact the ability of the FDA to timely review and
process our regulatory submissions, which could have a material adverse effect on our business. Further, future government
shutdowns could impact our ability to access the public markets and obtain necessary capital in order to properly capitalize and
continue our operations. 52Results—- Results from earlier stage trials may not be predictive of the results of later stage trials and
interim and preliminary data from our clinical trials that we announce or publish from time to time may change as more patient
data become available or as additional analyses are conducted and as the data are subject to audit and verification procedures
that could result in material changes in the final data. The results of preclinical studies and early clinical trials of our drug
candidates may not be predictive of the results of later- stage clinical trials. In addition, initial success in clinical trials may not
be indicative of results obtained when such trials are completed. There is typically an extremely high rate of attrition from the
failure of drug candidates proceeding through clinical trials. Drug candidates in later stages of clinical trials may fail to show the
desired safety and efficacy profile despite having progressed through preclinical studies and initial clinical trials. A number of
companies in the biopharmaceutical industry have suffered significant setbacks in advanced clinical trials due to lack of efficacy
or emergenee-47emergence of unacceptable safety issues, notwithstanding promising results in earlier trials. Most drug
candidates that commence clinical trials are never approved as products and there can be no assurance that any of our future
clinical trials will ultimately be successful or support further clinical development of any of our drug candidates. Drug
candidates that appear promising in the early phases of development may fail to reach the market for several reasons, including:
e preclinical studies or clinical trials may show the drug candidates to be less effective than expected (e. g., a clinical trial could




fail to meet its primary endpoint (s)) or to have unacceptable side effects or toxicities; ® failure to establish clinical endpoints
that applicable regulatory authorities would consider clinically meaningful; e failure to receive the necessary regulatory
approvals; ® manufacturing issues, formulation issues, pricing or reimbursement issues or other factors that make a drug
candidate uneconomical; and e the proprietary rights of others and their competing products and technologies that may prevent
one of our drug candidates from being commercialized. In addition, differences in trial design between early- stage clinical trials
and later- stage clinical trials make it difficult to extrapolate the results of earlier clinical trials to later clinical trials. Moreover,
clinical data are often susceptible to varying interpretations and analyses, and many companies that have believed their drug
candidates performed satisfactorily in clinical trials have nonetheless failed to obtain marketing approval of their products.
Additionally, from time to time, we may publish interim or preliminary data from our clinical studies. Interim data from clinical
trials that we may complete are subject to the risk that one or more of the clinical outcomes may materially change as patient
enrollment continues and more patient data become available. Preliminary data also remain subject to audit and verification
procedures that may result in the final data being materially different from the preliminary data we previously published. As a
result, interim and preliminary data should be viewed with caution until the final data are available. Material adverse changes
between preliminary or interim data and final data could significantly harm our business prospects. Our drugs and drug
candidates may cause undesirable side effects that could delay or prevent their regulatory approval, limit the commercial profile
of an approved label, result in restrictive distribution or result in significant negative consequences following marketing
approval, if any. Undesirable side effects caused by any of our approved drugs or drug candidates could cause us to interrupt,
delay or halt preclinical studies or could cause us or regulatory authorities to interrupt, delay or halt clinical trials and could
result in a more restrictive label or the delay or denial of regulatory approval by the FDA or other regulatory authorities. As is
the case with all eneelogy-investigational and approved drugs, it is likely that there may be side effects associated with the
use of our drugs and drug candidates. Results of our trials could reveal a high and unacceptable severity and prevalence of these
or other side effects. In such an event, our trials could be suspended or terminated, and the FDA or comparable foreign
regulatory authorities could order us to cease further development of or deny approval of our drugs or drug candidates for any or
all targeted indications. The drug- related side effects could affect patient recruitment or the ability of enrolled 53patients—-
patients to complete clinical trials or result in potential product liability claims. Any of these occurrences may harm our
business, financial condition and prospects significantly. Further, our approved drugs and drug candidates could cause
undesirable side effects in preclinical studies or clinical trials related to on- target toxicity. If on- target toxicity is observed, or if
our drugs or drug candidates have characteristics that are unexpected, such as off- target toxicity, we may need to abandon
their development or limit development to more narrow uses or subpopulations in which the undesirable side effects or other
characteristics are less prevalent, less severe or more acceptable from a risk- benefit perspective. Many compounds that initially
showed promise in early stage testing fer-treating-eaneer-have later been found to cause side effects that prevented further
development of the compound. Further-48Further , clinical trials by their nature utilize a sample of the potential patient
population. With a limited number of patients and limited duration of exposure, rare and severe side effects of our drugs or drug
candidates may only be uncovered with a significantly larger number of patients exposed to the drugs or drug candidate. If we or
others identify undesirable side effects caused by any of our approved drugs or drug candidates (or any other similar drugs) after
marketing approval, a number of potentially significant negative consequences could result, including: e regulatory authorities
may withdraw or limit their approval of such drug; e regulatory authorities may require the addition of labeling statements, such
as a “ boxed ” warning or a contraindication; ® we may be required to create a medication guide outlining the risks of such side
effects for distribution to patients; ® we may be required to change the way such drug is distributed or administered, conduct
additional clinical trials or change the labeling of such drug; e regulatory authorities may require a Risk Evaluation and
Mitigation Strategy, or REMS, plan to mitigate risks, which could include medication guides, physician communication plans,
or elements to assure safe use, such as restricted distribution methods, patient registries and other risk minimization tools; ® we
may be subject to regulatory investigations and government enforcement actions; ® we may decide to remove such drug from
the marketplace; ® we could be sued and held liable for injury caused to individuals exposed to or taking our drugs and drug
candidates; and e our reputation may suffer. We believe that any of these events could prevent us from achieving or maintaining
market acceptance of the affected drugs or drug candidates and could substantially increase the costs of commercializing our
approved drugs and drug candidates, if approved, and significantly impact our ablhty to successfully commercialize our
approved drugs and drug candidates and generate revenues —We-may : ; : 454




meefs—t-he—eﬂteﬂa—feﬁueh-deﬁgﬂaﬁeﬁ— A fast track or breakthrough therapy desrgnatron by the FDA for our drug candldates

may not lead to a faster development or regulatory review or approval process, and it does not increase the likelihood that our
drug candidates will receive marketing approval. We may seek fast track or breakthrough therapy designation for some of our
current or future drug candidates. Fast track designation is designed for drug candidates intended for the treatment of a serious or
life- threatening disease or condition, where nonclinical or clinical data demonstrate the potential to address an unmet medical
need for this disease or condition. A breakthrough therapy is defined as a drug that is intended, alone or in combination with one
or more other drugs, to treat a serious or life- threatening disease or condition, and preliminary clinical evidence indicates that
the drug may demonstrate substantial improvement over existing therapies on one or more clinically significant endpoints, such
as substantial treatment effects observed early in clinical development. For drugs that have been designated as fast track or
breakthrough therapies, interaction and communication between the FDA and the sponsor of the trial can help to identify the
most efficient path for chmcal development while m1n1mrzrng the number of patlents placed in meffectrve control regrmens

The FDA granted fasttra Ration A ; e
breakthrough therapy desrgnatron to eufdfugs—AYVAKlT aﬂd—GAJvLRE—'PG—for the treatment of certam patlents W1th GIST
advanced SM, and moderate to severe indolent SM and RET- altered cancers . The FDA also granted fast track designation
to BLU- 782 for the treatment of FOP , respeetively-which we have out licensed to Clementia . Designation as a fast track or
breakthrough therapy is within the discretion of the FDA. Accordingly, even if we believe one of our drug candidates meets the
criteria for designation as a fast track or breakthrough therapy, the FDA may-49may disagree and instead determine not to make
such designation. In any event, the receipt of a fast track or breakthrough therapy designation for a drug candidate may not result
in a faster development process, review or approval compared to other drugs and does not assure ultimate approval by the FDA.
In addition, even if one or more of our drug candidates qualify as fast track or breakthrough therapies, the FDA may later decide
that the drugs no longer meet the conditions for qualification. We may seek approval of our drug candidates, where applicable,
under the FDA” s accelerated approval pathway. A product may be eligible for accelerated approval if it is designed to treat a
serious or life- threatening disease or condition and generally provides a meaningful advantage over available therapies. In
addition, it demonstrates an effect on a surrogate endpoint that is reasonably likely to predict clinical benefit or on a clinical
endpoint that can be measured earlier than irreversible morbidity or mortality £, or IMM -, that is reasonably likely to predict
an effect on IMM or other clinical benefit. As a condition of accelerated approval, the FDA likely would require that we perform
adequate and well- controlled post- marketing clinical trials, and under the Food and Drug Omnibus Reform Act of 2022 (
FDORA ) the FDA is now permitted to require, as appropriate, that such trials be underway prior to approval or within a specific
time period after the date of approval for a product granted accelerated approval. FDORA also gives the FDA increased
authority to withdraw approval of a drug or biologic granted accelerated approval on an expedited basis if the sponsor fails to
conduct such studies in a timely manner, send the necessary updates to the FDA, or if such post- approval studies fail to verify
the product’ s predicted clinical benefit. Under FDORA, the FDA is empowered to take action, such as issuing fines, against
companies that fail to conduct with due diligence any post- approval confirmatory study or submit timely reports to the agency
on their progress. These confirmatory trials must be completed with due diligence. In addition, the FDA currently requires,
unless otherwise informed by the agency, pre- approval of promotional materials for products receiving accelerated approval,
which could adversely impact the timing of the commercial launch of the product. Thus, even if we seek to utilize the
accelerated approval pathway, we may not be able to obtain accelerated approval and, even if we do, we may not experience a
faster development, regulatory review or approval process for that product. In addition, receiving $5aeeelerated--- accelerated
approval does not assure that the product’ s accelerated approval will eventually be converted to a traditional approval.
Additionally, if we are not able to obtain full approval of any accelerated approval product, including through the completion of
post marketrng studres we or our partners may decide to withdraw marketing of such products SpeetfteattyinJune2023;

ﬁf—the—tnd-teat—reﬁ—eeet&ﬂng—en—}u%y%@%@%—We may be unsuccessful in obtarnrng or may be unable to ma1nta1n the beneﬁts

associated with orphan drug designation, including the potential for market exclusivity. The FDA has granted orphan drug
designation to avapritinib for the treatment of GIST and the treatment of mastocytosis, to pralsetinib for the treatment of RET-
rearranged NSCLC, JAK1 / 2- positive NSCLC or TRKC- positive NSCLC and to fisogatinib for the treatment of HCC. In
addition, the European Commission, or EC, has granted orphan medicinal product designation to avapritinib for the treatment of
GIST and the treatment of mastocytosis. Both the FDA and EC have granted orphan drug designation to elenestinib for
the treatment of mastocytosis. As part of our business strategy, we may seek orphan drug designation for some of our other drug
candidates, and we may be unsuccessful. Regulatory authorities in some jurisdictions, including the U. S. and the EU, may
designate drugs for relatively small patient populations as orphan drugs. Under the Orphan Drug Act, the FDA may designate a
drug as an orphan drug if it is a drug intended to treat a rare disease or condition, which is generally defined as a patient
population of fewer than 200, 000 individuals annually in the U. S., or a patient population greater than 200, 000 in the U. S.
where there is no reasonable expectation that the cost of developing the drug will be recovered from sales in the U. S. In the U.
S., orphan drug designation entitles a party to financial incentives such as opportunities for grant funding towards clinical trial
costs, tax advantages and user fee waivers. Similarly, in the EU, the EC Barepean-Cemmisston-grants orphan medicinal product
designation after receiving the opinion of the European Medicines Agency’ s, or EMA, Committee for Orphan Medicinal
Products on an orphan medicinal product designation application. Orphan medicinal product designation is intended to promote
the development of medicinal products that are intended for the diagnosis, prevention or treatment of life threatening or



chronically debilitating conditions affecting not more than five (5) in ten thousand (10, 000) persons in the EU or for products
intended for the diagnosis, prevention, or treatment of a life threatening, seriously debilitating or serious and chronic condition
when, without incentives, it is unlikely that sales of the product in the EU would generate sufficient return to justify the
necessary investment in developing the product. In each case, in order to obtain orphan designation, there must be no
satisfactory method of diagnosis, prevention, or treatment authorized for marketing in the EU for the applicable orphan
50condition (or, if such a method exists, the product would be of significant benefit to those affected by the condition). In the
EU, orphan medicinal product designation entitles a party to financial incentives such as reduction of fees or fee waivers.
Generally, if a drug with an orphan drug designation subsequently receives the first marketing approval for the indication for
which it has such designation, the drug is entitled to a period of marketing exclusivity, which precludes the EC or the FDA from
approving another marketing application for the same drug and indication for that time period, except in limited circumstances.
The applicable period is seven years in the U. S. and ten years in the EU. The EU exclusivity period can be reduced to six years
if &, at the end of the fifth year, the drug no longer meets the criteria for orphan medicinal product designation or if the drug is
sufficiently profitable so that market exclusivity is no longer justified. Even if we obtain orphan drug exclusivity for a drug, that
exclusivity may not effectively protect the designated drug from competition because different drugs can be approved for the
same condition. Even after an orphan drug is approved, the FDA can subsequently approve the same drug for the same
condition if the FDA concludes that the later drug is clinically superior in that it is shown to be safer, more effective or makes a
major contribution to patient care. On August 3, 2017, Congress passed the FDA Reauthorization Act of 2017, or FDARA.
FDARA, among other things, codified the FDA’ s preexisting regulatory interpretation, to require that a drug Sponsor
demonstrate the clinical superiority of an orphan drug that is otherwise the same as a previously approved drug for the same rare
disease in order to receive orphan drug exclusivity. The law reverses prior precedent holding that the Orphan Drug Act
unambiguously requires that the FDA recognize the orphan exclusivity period regardless of a showing of clinical superiority.
Moreover, in the Consolidated Appropriations Act of 2021, Congress did not further change this interpretation when it clarified
that the interpretation codified in FDARA would apply in cases where FDA issued an orphan designation before the
Séenactment--- enactment of FDARA but where product approval came after the enactment of FDARA. The FDA may further
reevaluate the Orphan Drug Act and its regulations and policies. We do not know if, when, or how the FDA may change the
orphan drug regulations and policies in the future, and it is uncertain how any changes might affect our business. Depending on
what changes the FDA may make to its orphan drug regulations and policies, our business could be adversely impacted. In
addition, a designated orphan drug may not receive orphan drug exclusivity if it is approved for a use that is broader than the
indication for which it received orphan designation. Moreover, orphan drug exclusive marketing rights in the U. S. may be lost
if the FDA later determines that the request for designation was materially defective or if the manufacturer is unable to assure
sufficient quantity of the drug to meet the needs of patients with the rare disease or condition. Orphan drug designation neither
shortens the development time or regulatory review time of a drug nor gives the drug any advantage in the regulatory review or
approval process. While we intend to continue seek orphan drug designation for our drug candidates, we may never receive such
designations. Even if we receive orphan drug designation for any of our drug candidates, there is no guarantee that we will enjoy
the benefits of those designations. The FDA may further reevaluate the Orphan Drug Act and its regulations and policies. We
do not know if, when, or how the FDA may change the orphan drug regulations and policies in the future, and it is uncertain
how any changes might affect our business. Depending on what changes the FDA may make to its orphan drug regulations and
policies, our business could be adversely impacted. We may not be successful in our efforts to expand our pipeline of drug
candidates. A key element of our strategy is to use our novel target discovery engine to identify kinases-that-small molecule
inhibitors and targeted protein degraders, and design highly potent and selective therapeutic candidates where there is
an opportunlty to 1mpact afe—large dfwefs-erlehseases-m—geﬁemteaH-y—deﬂﬂed—panent populations with-high-unmet-medteat
ates-. Although our research and development efforts to date have resulted in a
prpehne of drug candidates, we may not be able to continue to identify novel kinase drivers and develop drug candidates. We
may also pursue opportunities to acquire or in- license additional businesses, technologies or drugs, form strategic alliances or

create Jomt ventures W1th thrrd partres to complement or augment our exrstmg busmess Fer—exam-p-}e,—m—Febfuaﬂ%QQ—we

eapabﬂ-t&es—However we may not be able to 1dent1fy any drug candldates for our plpelme through such transactlons
aequsittenor-in—Heense-. Even if we are successful in continuing to build and expand our pipeline, the potential drug candidates
that we identify may not be suitable for clinical development. For example, they may be shown to have harmful side effects or
other characteristics that indicate that they are unlikely to be drugs that will be successful in clinical trials or receive marketing
S1marketing approval and achieve market acceptance. If we do not successfully develop and commercialize drug candidates,
we will not be able to obtain drug revenues in future periods, which likely would result in significant harm to our financial
position and adversely affect our stock price. We may expend our limited resources to pursue a particular drug candidate or
indication and fail to capitalize on drug candidates or indications that may be more profitable or for which there is a greater
likelihood of success. Because we have limited human capital and financial resources, we focus on research programs and drug
candidates that we identify for specific indications. As a result, we may forego or delay pursuit of opportunities with other drug
candidates or for other indications that later prove to have greater commercial potential. Our resource allocation decisions may
cause us to fail to capitalize on viable commercial drugs or profitable market opportunities. Our spending on current and future
research and development programs and drug candidates for specific indications may not yield any commercially viable drugs.
If we do not accurately evaluate the commercial potential or target market for a particular drug candidate, we may relinquish
valuable rights to that drug candidate through collaboration, licensing or other royalty arrangements in cases in which it would
have been more advantageous for us to retain sole development and commercialization rights to such drug candidate. At any



time and for any reason, we may determine that one or more of our discovery programs or preclinical or clinical drug candidates
or programs does not have sufficient potential to warrant the allocation of resources toward such program or drug candidate.
Accordingly, we may choose not to develop a potential drug candidate or elect to suspend, deprioritize or terminate one or more
of our discovery programs or preclinical or clinical drug candidates or programs. If $%we-we suspend, deprioritize or terminate a
program or drug candidate in which we have invested significant resources, we will have expended resources on a program that
will not provide a full return on our investment and may have missed the opportunity to have allocated those resources to
potentially more productive uses, including existing or future programs or drug candidates. We intend to develop drug
candidates in combination with other therapies, which exposes us to additional risks. We intend to develop, launch and
commercialize BLU- 945-808 , elenestinib BEU-525-, BEG-222-and potentially other drug candidates in combination with one
or more approved or unapproved therapies. Even if any drug candidate we develop were to receive marketing approval for use
in combination with other approved therapies, the FDA, the EMA or other regulatory authorities could still revoke approval of
the therapy used in combination with our drug candidate. If the therapies used in combination with our drug candidates are
replaced as the standard of care for the indications we choose for any of our drug candidates, the FDA, EMA or regulatory
authorities may require us to conduct additional clinical trials which may experience complications surrounding trial execution,
such as complexities surrounding trial design, establishing trial protocols and interpretability of results, clinical site access and
initiation, patient recruitment and enrollment, quality and supply of clinical doses, safety issues or a lack of clinically relevant
activity. The uncertainty resulting for the use of our drug candidates in combination with other approved or unapproved
therapies may make it difficult to accurately predict side effects in the future clinical trials. The occurrence of any of these risks
could result in our own drug candidates, if approved, being removed from the market if they are not also approved as
monotherapies or being less successful commercially. Further, we will not be able to market and sell any drug candidate we
develop in combination with an unapproved therapy for a combination indication if that unapproved therapy does not ultimately
obtain marketing approval either alone or in combination with our drug candidate. In addition, unapproved therapies face the
same risks described with respect to our drug candidates currently in development and clinical trials, including the potential for
serious adverse effects, delay in their clinical trials and lack of FDA approval. If the FDA, EMA or other regulatory authorities
do not approve these other products or revoke their approval of, or if safety, efficacy, quality, manufacturing or supply issues
arise with, the agents we choose to evaluate in combination with our drug candidates we may be unable to obtain approval of or
market such combination therapy. Risks-52Risks Related to Government Legislations and RegulationsWe are required to
comply with comprehensive and ongoing regulatory requirements for any of our current or future approved drugs, including
conducting confirmatory clinical trials for any drug that receives accelerated approval. In addition, our current or future
approved drugs could be subject to labeling and other restrictions and market withdrawal and we may be subject to penalties if
we fail to comply with regulatory requirements or experience unanticipated problems with our drugs. We have in the past and
may in the future seek approval of current or future drug candidates, where applicable, under the FDA’ s accelerated approval
pathway. Any current or future drug candidate for which we receive accelerated approval from the FDA or similar conditional
approval from the EMA, including AYVAKYT, or comparable regulatory authorities in other jurisdictions may be required to
undergo one or more confirmatory clinical trials, as a condition of accelerated approval, or be required to perform adequate and
well- controlled post- marketing clinical trials to confirm the product’ s clinical benefit. These post- market confirmatory trials
must be completed according to timelines agreed upon with the FDA, and if they are not completed in accordance with these

tlmehnes than it could result in Wlthdrawal of the 1ndlcat10n —Fer—exaﬂﬂp}erthe—vehiﬁfafy—w&hdfawalﬁeeeleREsP-—M;P%&
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confirmatory clinical trials, the regulatory authority may withdraw its approval. There is no assurance that any such drug
candidate will successfully advance through its confirmatory clinical trial (s). Therefore, even if a drug candidate receives
accelerated approval from the FDA or similar conditional approval from the EMA or comparable regulatory authorities, such
approval may be withdrawn at a later date. In addition, under FDORA the FDA is now permitted to require, as appropriate, that
post- marketing trials be underway prior to approval or within a specific time period after the date of approval for a product
granted accelerated approval. FDORA also gives the FDA increased authority to withdraw approval of a drug or biologic
granted accelerated approval on an expedited basis if the sponsor fails to conduct such studies in a timely manner, send 58the—-
the necessary updates to the FDA, or if such post- approval studies fail to verify the product’ s predicted clinical benefit. Under
FDORA, the FDA is empowered to take action, such as issuing fines, against companies that fail to conduct with due diligence
any post- approval confirmatory study or submit timely reports to the agency on their progress. If the FDA or a comparable
foreign regulatory authority approves any of our drug candidates, the manufacturing processes, labeling, packaging, distribution,
adverse event reporting, storage, advertising, promotion and recordkeeping for the drug will be subject to extensive and ongoing
regulatory requirements. These requirements include submissions of safety and other post- marketing information and reports,
registration requirements, as well as continued compliance with current Good Manufacturing Practices (cGMPs) and Good
Clinical Practices (GCPs) for any clinical trials that we conduct post- approval. In addition, drug manufacturers and other
entities involved in the manufacture and distribution of approved drugs are subject to periodic unannounced inspections by the
FDA and state agencies for compliance with cGMP requirements. For certain commercial prescription drug products,
manufacturers and other parties involved in the supply chain must also meet chain of distribution requirements and build
electronic, interoperable systems for product tracking and tracing and for notifying the FDA of counterfeit, diverted, stolen and
intentionally adulterated products or other products that are otherwise unfit for distribution in the United States. Any regulatory
approvals that we receive for our drug candidates may also be subject to limitations on the approved indicated uses for which
the drug may be marketed or to the conditions of approval, or contain requirements for potentially costly post- marketing testing,
including Phase 4 clinical trials, and surveillance to monitor the safety and efficacy of the drug. Additionally, under FDORA,




sponsors of approved drugs and biologics must provide 6 months’ notice to the FDA of any changes in marketing status, such as
the withdrawal of a drug, and failure to do so could result in the FDA placing the product on a list of discontinued products,
which would revoke the product’ s ability to be marketed. The FDA closely regulates the post- approval marketing and
promotion of pharmaceutical and biological products to ensure such products are marketed only for the approved indications
and in accordance with the provisions of the approved labeling. Later discovery of previously unknown problems with a drug,
including adverse events of unanticipated severity or frequency, or with our third party manufacturers or manufacturing
processes, or failure to comply with regulatory requirements, may result in, among other things: e restrictions on the marketing
or manufacturing of the drug, withdrawal of the drug from the market, “ dear doctor ” letters or drug recalls; ® fines, warning
letters or holds on clinical trials; 53 e refusal by the FDA to approve pending applications or supplements to approved
applications filed by us, or suspension or revocation of marketing approvals; @ drug seizure or detention, or refusal to permit the
import or export of drugs; and @ injunctions or the imposition of civil or criminal penalties. The FDA’ s policies may change
and additional government regulations may be enacted that could prevent, limit or delay regulatory approval of our drug
candidates. If we are slow or unable to adapt to changes in existing requirements or the adoption of new requirements or
policies, or if we are not able to maintain regulatory compliance, we may lose any marketing approval that we may have
obtained, which would adversely affect our business, prospects and ability to achieve or sustain profitability . The Drug Supply
Chain Security Act, or DSCSA, was enacted in 2013 with the aim of building an electronic system to identify and trace
certain prescription drugs and biologics distributed in the United States. The DSCSA mandates phased- in and resource-
intensive obligations for pharmaceutical manufacturers, wholesale distributors, and dispensers over a 10- year period
that culminated in November 2023. The FDA established a one- year stabilization period until November 2024 for
trading partners to continue to build and validate interoperable systems and processes to meet certain requirements of
the DSCSA. In late 2024, the FDA announced it is allowing a further exemption period for eligible trading partners who
have successfully completed or made documented efforts to complete data connections with their immediate trading
partners, but still face challenges exchanging data. The exemption period for eligible manufacturers and repackagers
now extends until May 27, 2025. The DSCSA requirements include the quarantine and prompt investigation of a suspect
product, to determine if it is illegitimate, notifying trading partners and the FDA of any illegitimate product, and
compliance with product tracking and tracing requirements. Changes to the manufacturing process are strictly
regulated and often require prior FDA approval before being implemented. FDA regulations also require investigation
and correction of any deviations from ¢cGMP requirements and impose reporting and documentation requirements upon
the sponsor and any third- party manufacturers that the sponsor may decide to use. Accordingly, manufacturers must
continue to expend time, money, and effort in the area of production and quality control to maintain cGMP compliance .
Regulatory agencies may also impose requirements for costly post- marketing studies or clinical trials and surveillance to
monitor the safety or efficacy of a product. The FDA and other agencies, including the Department of Justice (DOJ), closely
regulate and monitor the post- approval marketing and promotion of products to ensure that they are manufactured, marketed
and distributed only for the approved indications and in accordance with the provisions of the approved labeling. The FDA
imposes stringent restrictions on manufacturers’ communications regarding off- label use, and if we, or any future collaborators,
do not market any of our products for which we, or they, receive marketing approval for only their approved indications, we, or
they, may be subject to warnings or enforcement action for off- label marketing, government investigations, or litigation.
Violation of the Federal Food, Drug, and Cosmetic Act and other statutes, including the False Claims Act, relating to the
promotion and advertising of prescription drugs may lead to investigations or allegations of violations of federal and state
healthcare fraud and abuse laws and state consumer $9preteetion—- protection laws and could expose our company to
substantial civil or criminal penalties. Even though we may have obtained approvals for certain of our products, such drug or
drug candidate may become subject to unfavorable pricing regulations or third- party coverage and reimbursement policies,
which would harm our business. The regulations that govern regulatory approvals, pricing and reimbursement for new drugs
vary widely from country to country. Some countries require approval of the sale price of a drug before it can be marketed. In
many countries, the pricing review period begins after marketing approval is granted. In some foreign markets, prescription
pharmaceutical pricing remains subject to continuing governmental control even after initial approval is granted. As a result, we
might obtain marketing approval for a drug candidate in a particular country, but then be subject to price regulations that delay
our commercial launch of the drug candidate, possibly for lengthy time periods, and negatively impact the revenues we are able
to generate from the sale of the drug candidate in that country. Adverse pricing limitations may hinder our ability to recoup our
investment in one or more drug candidates, even if our drug candidates obtain marketing approval. See section entitled “
Business — Coverage and Reimbursement . ©ur-540ur ability to commercialize any drugs and drug candidates successfully
also will depend in part on the extent to which coverage and reimbursement for these drugs and drug candidates and related
treatments will be available from government authorities, private health insurers and other organizations. In the U. S. and
markets in other countries, patients generally rely on third- party payors to reimburse all or part of the costs associated with their
treatment. Adequate coverage and reimbursement from governmental healthcare programs, such as Medicare and Medicaid, and
commercial payors is critical to new product acceptance. Our ability to successfully commercialize additional products will
depend in part on the extent to which coverage and adequate reimbursement for these products and related treatments will be
available from government health administration authorities, private health insurers and other organizations. Government
authorities and other third- party payors, such as private health insurers and health maintenance organizations, decide which
medications they will pay for and establish reimbursement levels. In the Bnited-States-U. S. , the principal decisions about
reimbursement for new medicines are typically made by the Centers for Medicare & Medicaid Services (CMS), an agency
within the U. S. Department of Health and Human Services (HHS). CMS decides whether and to what extent a new medicine
will be covered and reimbursed under Medicare and private payors tend to follow CMS to a substantial degree. The availability



of coverage and extent of reimbursement by governmental and private payors is essential for most patients to be able to afford
treatments. Sales of these or other products that we may identify will depend substantially, both domestically and abroad, on the
extent to which the costs of our products will be paid by health maintenance, managed care, pharmacy benefit and similar
healthcare management organizations, or reimbursed by government health administration authorities, private health coverage
insurers and other third- party payors. If coverage and adequate reimbursement is not available, or is available only to limited
levels, we may not be able to successfully commercialize our products. Even if coverage is provided, the approved
reimbursement amount may not be high enough to allow us to establish or maintain pricing sufficient to realize a sufficient
return on our investment. A primary trend in the U. S. healthcare industry and elsewhere is cost containment. Government
authorities and other third- party payors have attempted to control costs by limiting coverage and the amount of reimbursement
for particular drugs. Increasingly, third- party payors are requiring that drug companies provide them with predetermined
discounts from list prices and are challenging the prices charged for drugs. We cannot be sure that coverage will be available
for any drug candidate that we commercialize and, if coverage is available, the level of reimbursement. Reimbursement may
impact the demand for, or the price of, any drug candidate for which we obtain marketing approval. If reimbursement is not
available or is available only to limited levels, we may not be able to successfully commercialize any drug candidate for which
we obtain marketing approval. There may be significant delays in obtaining 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 regulatory authorities
outside the U. S. Moreover, eligibility for reimbursement does not imply that any drug will be paid for in all cases or at a rate
that covers our costs, including research, development, manufacture, sale and distribution. Interim reimbursement levels for new
drugs, if applicable, may also not be sufficient to cover our costs and may not be made permanent. Reimbursement rates may
vary according to the use of the drug and the clinical setting in which it is used, may be based on 66reimbursement—-
reimbursement levels already set for lower- cost drugs and may be incorporated into existing payments for other services. Net
prices for drugs may be reduced by mandatory discounts or rebates required by government healthcare programs or private
payors and by any future relaxation of laws that presently restrict imports of drugs from countries where they may be sold at
lower prices than in the U. S. Private third- party payors often rely upon Medicare coverage policy in setting their own
reimbursement policies. Our inability to promptly obtain coverage and profitable payment rates from both government- funded
and private payors for any approved drugs that we develop could have a material adverse effect on our operating results, our
ability to raise capital needed to commercialize drugs and our overall financial condition. Healthcare legislative reform measures
may have a material adverse effect on our business and results of operations. The Ynited-States-U. S. has enacted or proposed
legislative and regulatory changes affecting the healthcare system that could prevent or delay marketing approval of our current
drug candidates or any future drug candidates, restrict or regulate post- approval activities and affect our ability to profitably sell
any product for which we obtain marketing approval. Changes in regulations, statutes or the interpretation of existing
regulations could impact our business in the future by requiring, for example: (i) changes to our manufacturing arrangements;
(i1) additions or modifications to product labeling; (iii) the recall or discontinuation of our products; or (iv) additional record-
keeping requirements. If any such changes were to be imposed, they could adversely affect the operation of our business . In
addition, both Congress and S5the Trump administration have indicated that they will continue to seek new legislative
measures to control drug costs . Sce section entitled “ Business — Healthcare Reform. ” At the state level, legislatures have
increasingly passed legislation and implemented regulations designed to control pharmaceutical and biological 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, designed to encourage importation from other countries and bulk
purchasing. We may face competition in the U. S. for our development candidates and investigational medicines, if approved,
from therapies sourced from foreign countries that have placed price controls on pharmaceutical products. Proponents of drug
reimportation may attempt to pass legislation that would directly allow reimportation under certain circumstances. For example,
by Executive Order, FDA works with states and Indian Tribes that propose to develop Section 804 Importation Programs in
accordance with the Medicare Prescription Drug, Improvement, and Modernization Act of 2003. The FDA released
implementing regulations on September 24, 2020, which went into effect on November 30, 2020, providing guidance for states
to build and submit importation plans for drugs from Canada. On January 5, 2024, the FDA issued to Florida the first approval
for a state importation plan. Several states now have pending applications with the FDA, including Colorado has-apending
applieation-, Maine, New Hampshlre and New Mexico . If successfully implemented, importation of drugs from Canada may
materially and adversely affect the price we receive for any of our product candidates. In addition, a handful of states have
passed legislation to establish state drug importation programs. Legislation or regulations allowing the reimportation of
drugs, if enacted and successfully implemented , could decrease the price we receive for any products that we may develop
and adversely affect our future revenues and prospects for profitability. The Creating and Restoring Equal Access to Equivalent
Samples Act, or the CREATES Act, was enacted in 2019 requiring sponsors of approved new drug applications and biologics
license applications to provide sufficient quantities of product samples on commercially reasonable, market- based terms to
entities developing generic drugs and biosimilar biological products. The law establishes a private right of action allowing
developers to sue application holders that refuse to sell them product samples needed to support their applications. If we are
required to provide product samples or allocate additional resources to respond to such requests or any legal challenges under
this law, our business could be adversely impacted. We cannot predict the initiatives that may be adopted in the future. The
continuing efforts of the government, insurance companies, managed care organizations and other payors of healthcare services
to contain or reduce costs of healthcare and / or impose price controls may adversely affect: * the demand for eurproduet
AYVAKIT / AVAKYT and any current and future drug candidates, #f-for which we ebtainrregulatoryreceive marketing
approval; « our ability to set a price that we believe is fair for our approved products; ¢ our ability to generate revenue and
achieve or maintain profitability;  the level of taxes that we are required to pay; and  the availability of capital. 6+Other—-



Other legislative measures have also been enacted that may impose additional pricing and product development pressures on
our business, and we expect that additional foreign, federal and state healthcare reform measures will be adopted in the future,
any of which could limit the amounts that federal and state governments will pay for healthcare products and services, which
could result in limited coverage and reimbursement and reduced demand for our drugs and drug candidates, if approved, or
additional pricing pressures. We are currently unable to predict what additional legislation or regulation, if any, relating to the
health care industry may be enacted in the future or what effect recently enacted federal legislation or any such additional
legislation or regulation would have on our business. The pendency or approval of such proposals or reforms could result in a
decrease in our stock price or limit our ability to raise capital or to enter into collaboration agreements for the further
development and commercialization of our approved drugs and drug candidates. Gur-560ur relationships with customers and
third- party payors will be subject to applicable anti- kickback, fraud and abuse and other healthcare laws and regulations, which
could expose us to criminal sanctions, civil penalties, exclusion from government healthcare programs, contractual damages,
reputational harm and diminished profits and future earnings. Our arrangements with third- party payors and customers expose
us to broadly applicable fraud and abuse and other healthcare laws and regulations, including but not limited to, the federal
healthcare Anti- Kickback Statute, the False Claims Act, the federal Health Insurance Portability and Accountability Act of
1996 (HIPAA), as amended by the Health Information Technology for Economic and Clinical Health Act of 2009 (HITECH),
the Physician Payment Sunshine Act, the federal false statements statute, federal consumer protection and unfair competition
laws and similar state and foreign laws and regulations that may regulate the business or financial arrangements and
relationships through which we market, sell and distribute our drugs. The number and complexity of federal, state, and foreign
laws continue to increase, and additional governmental resources are being used to enforce these laws and to prosecute
companies and individuals who are believed to be violating them. See section entitled “ Business — Other Healthcare Laws <.
In the U. S., to help patients who have no or inadequate insurance access our drug, we have a patient assistance program that we
administer in conjunction with our patient support program vendor. In addition, we have a co- eepay—- pay support program for
commercially insured patients. Government enforcement agencies have shown increased interest in pharmaceutical companies'
product and patient assistance programs, including reimbursement support services, and a number of investigations into these
programs have resulted in significant civil and criminal settlements. In addition, at least one insurer has directed its network
pharmacies to no longer accept co- pay coupons for certain specialty drugs the insurer identified. Our co- pay coupon programs
could become the target of similar insurer actions. In addition, in November 2013, the CMS issued guidance to the issuers of
qualified health plans sold through the ACA' s marketplaces encouraging such plans to reject patient cost- sharing support from
third parties and indicating that the CMS intends to monitor the provision of such support and may take regulatory action to
limit it in the future. The CMS subsequently issued a rule requiring individual market qualified health plans to accept third-
party premium and cost- sharing payments from certain government- related entities. In September 2014, the Office of the
Inspector General, or OIG , of the HHS issued a Special Advisory Bulletin warning manufacturers that they may be subject to
sanctions under the federal anti- kickback statute and / or civil monetary penalty laws if they do not take appropriate steps to
exclude Part D beneficiaries from using co- pay coupons. Accordingly, companies exclude these Part D beneficiaries from
using co- pay coupons. It is possible that changes in insurer policies regarding co- pay coupons and / or the introduction and
enactment of new legislation or regulatory action could restrict or otherwise negatively affect these patient support programs,
which could result in fewer patients using affected products, and therefore could have a material adverse effect on our sales,
business, and financial condition. Third party patient assistance programs that receive financial support from companies have
become the subject of enhanced government and regulatory scrutiny. The OIG has established guidelines that suggest that it is
lawful for pharmaceutical manufacturers to make donations to charitable organizations who provide co- pay assistance to
Medicare patients, provided that such organizations, among other things, 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. However, donations to patient assistance programs have received some negative
publicity and have been the subject of multiple government enforcement actions, related to allegations regarding their use to
promote branded pharmaceutical products over other less costly alternatives. Specifically, in recent years, there have been
multiple settlements resulting out of government claims challenging the legality of their patient assistance programs under a
variety of federal and state laws. It is possible that we may make grants to independent charitable foundations that help
financially needy patients with their premium, co- pay, and co- insurance obligations. 62H-If we or our vendors are deemed to
fail to comply with relevant laws, regulations or evolving government guidance 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. Regardless of whether we
have complied with the law, a government investigation could impact our business practices, harm our reputation, divert the
attention of management, increase our expenses and reduce the availability of assistance to our patients. Ensuring that our future
business arrangements with third parties comply with applicable healthcare laws and regulations could involve substantial costs.
It is possible that governmental authorities will conclude that our business praettees-57practices do not comply with current or
future statutes, regulations or case law involving applicable fraud and abuse or other healthcare laws and regulations. If our
operations, including anticipated activities to be conducted by our sales team, were to be found to be in violation of any of these
laws or any other governmental regulations that may apply to us, we may be subject to significant civil, criminal and
administrative penalties, damages, fines, exclusion from government- funded healthcare programs, such as Medicare and
Medicaid, and the curtailment or restructuring of our operations. If any of the physicians or other providers or entities with
whom we expect to do business is-are found net to be netin compliance with applicable laws, they may be subject to criminal,
civil or administrative sanctions, including exclusions from government- funded healthcare programs. If we fail to comply with



our reporting and payment obligations under the Medicaid Drug Rebate Program or other governmental pricing programs, we
could be subject to additional reimbursement requirements, penalties, sanctions and fines, which could have a material adverse
effect on our business, financial condition, results of operations and growth prospects. We participate in the Medicaid Drug
Rebate program, the 340B drug pricing program, and the Department of Veterans Affairs (VA)’ s Federal Supply Schedule
(FSS) pricing program. Under the Medicaid Drug Rebate program, we are required to pay a rebate to each state Medicaid
program for our covered outpatient drugs that are dispensed to Medicaid beneficiaries and paid for by a state Medicaid program
as a condition of having federal funds being made available to the states for our drugs under Medicaid and Medicare Part B.
Those rebates are based on pricing data reported by us on a monthly and quarterly basis to CMS, the federal agency that
administers the Medicaid Drug Rebate program. These data include the average manufacturer price and, in the case of innovator
products, the best price for each drug which, in general, represents the lowest price available from the manufacturer to any entity
in the U. S. in any pricing structure, calculated to include all sales and associated rebates, discounts and other price concessions.
Our failure to comply with these price reporting and rebate payment obligations could negatively impact our financial results.
The ACA made significant changes to the Medicaid Drug Rebate program. CMS issued a final regulation, which became
effective on April 1, 2016, to implement the changes to the Medicaid Drug Rebate program under the ACA. The issuance of the
final regulation has increased and will continue to increase our costs and the complexity of compliance, has been and will
continue to be time- consuming to implement, and could have a material adverse effect on our results of operations, particularly
if CMS challenges the approach we take in our implementation of the final regulation. Federal law requires that any company
that participates in the Medicaid Drug Rebate program also participate in the Public Health Service’ s 340B drug pricing
program in order for federal funds to be available for the manufacturer’ s drugs under Medicaid and Medicare Part B. The 340B
program requires participating manufacturers to agree to charge statutorily defined covered entities no more than the 340B *
ceiling price ” for the manufacturer’ s covered outpatient drugs. These 340B covered entities include a variety of community
health clinics and other entities that receive health services grants from the Public Health Service, as well as hospitals that serve
a disproportionate share of low- income patients. The 340B ceiling price is calculated using a statutory formula based on the
average manufacturer price and Medicaid rebate amount for the covered outpatient drug as calculated under the Medicaid Drug
Rebate program, and in general, products subject to Medicaid price reporting and rebate liability are also subject to the 340B
ceiling price calculation and discount requirement. Any additional future changes to the definition of average manufacturer price
and the Medicaid rebate amount under the ACA, other legislation, or in regulation could affect our 340B ceiling price
calculations and negatively impact our results of operations. The Health Resources and Services Administration, or HRSA,
which administers the 340B program, issued a final regulation regarding the calculation of the 340B ceiling price and the
imposition of civil monetary penalties on 63mantfaeturers—- manufacturers that knowingly and intentionally overcharge
covered entities, which became effective on January 1, 2019. We also are required to report our 340B ceiling prices to HRSA on
a quarterly basis. Implementation of the civil monetary penalties regulation and the issuance of any other final regulations and
guidance could affect our obligations under the 340B program in ways we cannot anticipate. In addition, legislation may be
introduced that, if passed, would further expand the 340B program to additional covered entities or would require participating
manufacturers to agree to provide 340B discounted pricing on drugs used in the inpatient setting. Pricing and rebate calculations
vary across products and programs, are complex, and are often subject to interpretation by us, governmental or regulatory
agencies and the courts. In the case of our Medicaid pricing data, if we become aware that our reporting for a prior quarter was
incorrect, or has changed as a result of recalculation of the prieing-S8pricing data, we are obligated to resubmit the corrected
data for up to three years after those data originally were due. Such restatements and recalculations increase our costs for
complying with the laws and regulations governing the Medicaid Drug Rebate program and could result in an overage or
underage in our rebate liability for past quarters. Price recalculations also may affect the ceiling price at which we are required
to offer our products under the 340B program or could require us to issue refunds to 340B covered entities. Significant civil
monetary penalties can be applied if we are found to have knowingly submitted any false pricing information to CMS, or if we
fail to submit the required price data on a timely basis. Such conduct also could be grounds for CMS to terminate our Medicaid
drug rebate agreement, in which case federal payments may not be available under Medicaid or Medicare Part B for our covered
outpatient drugs. Significant civil monetary penalties also can be applied if we are found to have knowingly and intentionally
charged 340B covered entities more than the statutorily mandated ceiling price. We cannot assure you that our submissions will
not be found by CMS or HRSA to be incomplete or incorrect. In order to be eligible to have our products paid for with federal
funds under the Medicaid and Medicare Part B programs and purchased by certain federal agencies and grantees, as noted
above, we participate in the VA’ s FSS pricing program. As part of this program, we are obligated to make our products
available for procurement on an FSS contract under which we must comply with standard government terms and conditions and
charge a price that is no higher than the statutory Federal Ceiling Price, or FCP, to four federal agencies (the VA, U. S.
Department of Defense, or DOD, Public Health Service, and the U. S. Coast Guard). The FCP is based on the Non- Federal
Average Manufacturer Price, or Non- FAMP, which we calculate and report to the VA on a quarterly and annual basis. Pursuant
to applicable law, knowing provision of false information in connection with a Non- FAMP filing can subject a manufacturer to
significant penalties for each item of false information. These obligations also contain extensive disclosure and certification
requirements. We also participate in the Tricare Retail Pharmacy program, under which we pay quarterly rebates on utilization
of innovator products that are dispensed through the Tricare Retail Pharmacy network to Tricare beneficiaries. The rebates are
calculated as the difference between the annual Non- FAMP and FCP. We are required to list our covered products on a Tricare
Agreement in order for these products to be eligible for DOD formulary inclusion. If we overcharge the government in
connection with our FSS contract or Tricare Agreement, whether due to a misstated FCP or otherwise, we are required to refund
the difference to the government. Failure to make necessary disclosures and / or to identify contract overcharges can result in
allegations against us under the FCA and other laws and regulations. Unexpected refunds to the government, and responding to a



government investigation or enforcement action, would be expensive and time- consuming, and could have a material adverse
effect on our business, financial condition, results of operations and growth prospects. Our future growth may depend, in part, on
our ability to penetrate foreign markets, where we would be subject to additional regulatory burdens and other risks and
uncertainties. Our future profitability may depend, in part, on our ability to commercialize current or future drug candidates in
foreign markets for which we may rely on collaboration with third parties. We are not permitted to market or promote any of our
drug candidates before we receive regulatory approval from the applicable regulatory authority in that foreign market. To obtain
separate regulatory approval in many other countries we must comply with numerous and varying regulatory requirements of
such countries regarding safety and efficacy and governing, among other things clinical trials, manufacturing, commercial sales,
pricing and distribution of our drug candidates, and we cannot predict success in these jurisdictions. If we seek to develop our
drug candidates or obtain approval of our drug candidates and ultimately 6é4eommeretalize--- commercialize our drug candidates
in foreign markets, we would be subject to additional risks and uncertainties, including: ® our customers’ ability to obtain
reimbursement for our drug candidates in foreign markets; ® our inability to directly control commercial activities because we
are relying on third parties; ® the burden of complying with complex and changing foreign regulatory, tax, accounting and legal
requirements, including, for example, the European General Data Protection Regulation 2016 / 679, commonly referred to as
GDPR; 59 e different medical practices and customs in foreign countries affecting acceptance in the marketplace; ® import or
export licensing requirements; ® longer accounts receivable collection times; ® longer lead times for shipping; e language
barriers for technical training; @ reduced protection of intellectual property rights in some foreign countries; ® the existence of
additional potentially relevant third- party intellectual property rights; e foreign currency exchange rate fluctuations; and e the
interpretation of contractual provisions governed by foreign laws in the event of a contract dispute. Foreign sales of our drug
candidates could also be adversely affected by the imposition of governmental controls, political and economic instability, trade
restrictions and changes in tariffs. Governments outside the U. S. tend to impose strict price controls, which may adversely
affect our revenues, if any. In some countries, particularly countries in the EU, the pricing of prescription pharmaceuticals is
subject to governmental control. In these countries, pricing negotiations with governmental authorities can take considerable
time after the receipt of marketing approval for a drug. To obtain reimbursement or pricing approval in some countries, we may
be required to conduct a clinical trial that compares the cost- effectiveness of our drug candidate to other available therapies. If
reimbursement of our drugs is unavailable or limited in scope or amount, or if pricing is set at unsatisfactory levels, our business
could be materially harmed. If we fail to comply with environmental, health and safety laws and regulations, we could become
subject to fines or penalties or incur costs that could have a material adverse effect on the success of our business. We are
subject to numerous environmental, health and safety laws and regulations, including those governing laboratory procedures and
the handling, use, storage, treatment and disposal of hazardous materials and wastes. Our operations involve the use of
hazardous and flammable materials, including chemicals and biological and radioactive materials. Our operations also produce
hazardous waste products. We generally contract with third parties for the disposal of these materials and wastes. We cannot
eliminate the risk of contamination or injury from these materials. In the event of contamination or injury resulting from our use
of hazardous materials, we could be held liable for any resulting damages, and any liability could exceed our resources. We also
could incur significant costs associated with civil or criminal fines and penalties. Although we maintain workers’ compensation
insurance to cover us for costs and expenses we may incur due to injuries to our employees resulting from the use of hazardous
materials, this insurance may not provide adequate 65eeverage—- coverage against potential liabilities. We do not maintain
insurance for environmental liability or toxic tort claims that may be asserted against us in connection with our storage or
disposal of biological hazardous or radioactive materials. Risks Related to Our Financial Position and Need for Additional
CapltalWe are a precision therapy company in the process of growing our operatlons We have 1ncurred s1gn1ﬁcant operating
losses since our inception and may never become and remain profitable

foreseeable-futare-. We commenced operations in April 2011 and we have focused substantially all of our efforts and financial
resources to date on organizing and staffing our company, business planning, raising capital, establishing our intellectual
property building our discovery platform, including our proprietary compound library and new target discovery engine,
identifying kinase drug targets and potential drug candidates, conducting preclinical studies and clinical development for eus
60our drug candidates, commencing pre- commercial activities and the commercial launches for AYVAKIT / AYVAKYT and
GAVRETO, and producing the active pharmaceutical ingredient, or API, drug substance and drug product material for use in
preclinical studies and clinical trials for our drug candidates and commercial sale of our approved drugs. To date, we have
financed our operations primarily through public offerings of our common stock, private placements of our convertible preferred
and common stock, collaboration and license agreements, future royalty and revenue monetization, and a term loan. Through
December 31, 2023-2024 , we have received an aggregate of $ 3. 79 billion from such transactions, including $ 1. 9 billion in
aggregate gross proceeds from the sale of common stock in our initial public offering, follow on public offerings, through our
at the market ” stock offering program and the equity investment by Roche, $ 115. 1 million in gross proceeds from the issuance
of convertible preferred stock, $ 175. 0 million in gross proceeds from our Royalty Purchase Agreement with Royalty Pharma, $
250. 0 million in gross proceeds from our Future Revenue Purchase Agreement with Sixth Street Partners, $ 1. 6-1 billion in
upfront payments and milestone payments under our collaborations with Reehe;-CStone and Zai Lab , our now terminated
collaborations with Roche , our license agreement with Clementia , our agreement with Rigel, and our former collaboration
with Alexion Pharma Holding, or Alexion and $ 256-400 . 0 million in gross proceeds from a term loan from Sixth Street
Partners. In addition, since January 2020, we also have generated revenue through sales of our drug products. Since inception,
we have incurred significant operating losses. Our net loss was $ 587-67 . -1 million for the year ended December 31, 2623
2024 . Our net losses were $ 507. 0 million and $ 557. 5 mitherand-$-644-—+million for the years ended December 31, 2023
and 2022 and2624- respectively. As of December 31, 2623-2024 , we had an accumulated deficit of $ 2, 339-407 . 9-0 million.
Substantially all of our operating losses have resulted from costs incurred in connection with our research and development



programs and from selling, general and administrative costs associated with our operations. We expect to continue to incur
significant expenses and operating losses over the next few years. We anticipate that our expenses may continue to increase in
connection with our ongoing activities. Our prior losses, combined with expected future losses, have had and will continue to
have an adverse effect on our stockholders’ equity and working capital. We expect our research and development expenses to
increase in connection with continuing our existing clinical trials and beginning additional clinical trials. In addition, we will
incur significant sales, marketing and outsourced- manufacturing expenses in connection with the commercialization of any of
our drugs or any drug candidates for which we may receive marketing approval. In addition, we have incurred and will continue
to incur substantial costs associated with operating as a public company. Because of the numerous risks and uncertainties
associated with developing pharmaceuticals, we are unable to predict the extent of any future losses or when we will become
profitable, if at all. Even if we do become profitable, we may not be able to sustain or increase our profitability on a quarterly or
annual basis. Our ability to become profitable depends upon our ability to generate substantial revenue. Our ability to generate
substantial revenue depends on a number of factors, including, but not limited to, our ability to: e initiate and successfully
complete clinical trials that meet their clinical endpoints; e initiate and successfully complete all safety studies required to
obtain U. S. and foreign marketing approval for our drug candidates, including for avapritinib in additional geographies; ®
continue to maintain and expand commercial manufacturing capabilities or make arrangements with third- party manufacturers
to ensure clinical supply and commercial manufacturing; 66- maintain and, if necessary, expand a sales, marketing and
distribution infrastructure to commercialize AYVAKIT / AYVAKYT and any current or future drug candidates for which we
obtain marketing approval; @ achieve market acceptance in the medical community and with third- party payors for AYVAKIT
/ AYVAKYT and any current or future drug candidates for which we receive marketing approval; and @ compete with
companies that may have significantly greater financial resources and expertise in research and development, manufacturing,
preclinical testing, conducting clinical trials, obtaining regulatory approvals and marketing approved drugs. We-61We expect to
incur significant sales and marketing costs as we commercialize AYVAKIT / AYVAKYT and commercialize any current or
future drug candidates for which we receive marketing approval. Even if we initiate and successfully complete pivotal clinical
trials of our drug candidates, and our drug candidates are approved for commercial sale, and despite expending these costs, our
drug candidates may not be commercially successful. We may not achieve profitability soon after generating drug sales, if ever.
If we are unable to generate material net cash inflows from our operations, we will not become profitable and may be unable to
continue operations without continued funding. We may seek to raise additional funding from time to time. If we are unable to
raise capital when needed, we may be forced to delay, reduce or eliminate some of our drug development programs or
commercialization efforts. The development and commercialization of pharmaceuticals is capital intensive. We are currently
advancing multiple drug candidates and development programs through clinical and preclinical development. Our expenses may
increase in connection with our ongoing activities, particularly as we continue the research and development of, initiate or
continue clinical trials of, and seek marketing approval for our drug candidates, including marketing approval for avapritinib in
additional geographies. In addition, we expect to incur additional significant commercialization expenses for AYVAKIT /
AYVAKYT and other drug candidates, if approved, related to drug sales, marketing, manufacturing and distribution to the
extent that such sales, marketing, manufacturing and distribution are not the responsibility of potential collaborators or licensors.
We may also need to raise additional funds if we choose to pursue additional indications or geographies for any of our approved
drugs or drug candidates or otherwise expand more rapidly than we presently anticipate. Our future capital requirements will
depend on and may increase as a result of many factors, including: e the success of our commercialization efforts and market
acceptance for AYVAKIT / AYVAKYT or any of our current or future drug candidates for which we receive marketing
approval; e the costs of maintaining, expanding or contracting for sales, marketing and distribution capabilities in connection
with commercialization of AYVAKIT / AYVAKYT and any of our current or future drug candidates for which we receive
marketing approval; e the costs of securing manufacturing, packaging and labeling arrangements for development activities and
commercial production, including API, drug substance and drug product material for use in preclinical studies, clinical trials, our
compassionate use program and for use as commercial supply, as applicable; @ the cost of purchasing quantities of agents for
use in our clinical trials in connection with our efforts to develop our drugs and drug candidates, including for development as
combination therapies; ® the scope, progress, results and costs of drug discovery, preclinical development, laboratory testing
and clinical trials for our approved drugs and drug candidates; e the costs, timing and outcome of regulatory review of
marketing applications for our drug candidates, including seeking marketing approval for avapritinib in additional geographies;
67-e the success of our collaborations with CStone , and our license agreements with Clementia and-, IDRx (which has recently
entered into an agreement to be acquired by GSK plc) and our agreement with Rigel , as well as our ability to establish and
maintain additional collaborations, partnerships or licenses on favorable terms, if at all; @ the achievement of milestones or
occurrence of other developments that trigger payments under our existing collaboration or license agreements, our financing
agreements, or any collaboration, partnership, financing or license agreements that we may enter into in the future; e the extent
to which we are obligated to reimburse, or entitled to reimbursement of, research and development, clinical or other costs under
future collaboration agreements, if any; 62 e the extent to which we acquire or in- license other approved drugs, drug candidates
or technologies and the terms of any such arrangements; ® the costs of preparing, filing and prosecuting patent applications,
maintaining and enforcing our intellectual property rights and defending intellectual property- related claims; and e the costs of
continuing to expand our operations. Accordingly, we may seek additional funding in connection with our continuing operations
or business objectives. Any additional fundraising efforts may divert our management from their day- to- day activities, which
may adversely affect our ability to develop and commercialize any of our approved drugs or drug candidates. We cannot
guarantee that future financing will be available in sufficient amounts or on terms acceptable to us, if at all. Moreover, the terms
of any financing may adversely affect the holdings or the rights of our stockholders and the issuance of additional securities,
whether equity or debt, by us, or the possibility of such issuance, may cause the market price of our shares to decline. We could



also be required to seek funds through collaborations, partnerships, licensing arrangements or otherwise at an earlier stage than
would be desirable and we may be required to relinquish rights to some of our technologies, drugs or drug candidates or
otherwise agree to terms unfavorable to us, any of which may have a material adverse effect on our business, operating results
and prospects. If we are unable to obtain funding if needed on a timely basis or on attractive terms, we may be required to
significantly curtail, delay or discontinue one or more of our research or development programs or the commercialization of any
of our approved drugs or be unable to expand our operations or otherwise capitalize on our business opportunities, as desired,
which could materially affect our business, financial condition and results of operations. Raising additional capital may cause
dilution to our stockholders, restrict our operations or require us to relinquish rights to our technologies or drug candidates. Until
such time, as we can generate stubstantial-dragreventes-material net cash inflows from our operations ., we expect to finance
our cash needs primarily through a combination of public and private equity offerings, debt financings, collaborations, strategic
alliances, licensing arrangements and future revenue monetizations. We do not have any committed external source of funds,
other than our eeHaberatiens— collaboration with Reehe;-CStone and-Zattab-and the license agreements with Clementia and
IDRx +(which recently entered into and-- an agreement to be acquired by GSK plc), the Financing Agreement with Sixth
Street Partners, and the Rigel Agreement, which are limited in scope and duration and subject to the achievement of milestones
or royalties on sales of licensed products, if any . In addition, we may sell additional shares of our common stock pursuant
to our at- the- market (ATM) Facility with Cowen . To the extent that we raise additional capital through the sale of common
stock or securities convertible or exchangeable into common stock, the ownership interest of our stockholders will be diluted,
and the terms of these securities may include liquidation or other preferences that materially adversely affect the rights of our
common stockholders. Additional Debt-debt financing, if available, would increase our fixed payment obligations and may
involve agreements that include covenants limiting or restricting our ability to take specific actions, such as incurring additional
debt, making capital expenditures or declaring dividends. If we are unable to raise additional funds through equity or debt
financings when needed, we may be required to delay, limit, reduce or terminate our drug development or future
commercialization efforts or grant rights to develop and market drugs and drug candidates that we would otherwise prefer to
develop and market ourselves. If we raise funds through additional collaborations, strategic alliances, licensing arrangements or
future revenue monetizations with third parties, we may have to relinquish valuable rights to our intellectual property, future
revenue streams, research programs, drugs or drug candidates or to grant licenses on terms that may not be favorable to us.
Further, due to the uncertainty of pharmaceutical development, the high historical failure rates generally associated with 68drag
-- drug development and uncertainty of successful commercialization, we may not receive any regulatory, development, sales-
based milestones or royalty payments under any such collaborations, strategic alliances, licensing arrangements or future
revenue monetizations. Gur-630ur level of indebtedness and the terms of the Financing Agreement with Sixth Street Partners
could adversely affect our operations and limit our ability to plan for or respond to changes in our business. If we are unable to
comply with restrictions in the Financing Agreement, the repayment of our existing indebtedness could be accelerated. Under
the Financing Agreement with Sixth Street Partners we have incurred a substantial amount of debt, which could adversely affect
our business. In July 2022, we drew down the senior secured term loan of $ 150. 0 million. The facility also includes a senior
secured delayed draw term loan of up to $ 250. 0 million to be funded in two tranches: (i) a tranche A delayed draw loan in an
aggregate principal amount of $ 100. 0 million and (ii) a tranche B delayed draw term loan in an aggregate principal amount of
up to $ 150. 0 million. In August 2023, we received tranche A of the senior secured delayed draw term loan facility in the
amount of $ 100. 0 million in gross proceeds. In May 2024, we received tranche B of the senior secured delayed draw
term loan facility in the amount of $ 150. 0 million in gross proceeds. We may also at any time request an incremental term
loan in an amount not to exceed $ 260. 0 million on terms to be agreed and subject to the consent of the lenders providing such

incremental term loan. As borrowings under In-August2023wereeetved-the firsttranche-of the-sentorseeured-delayed-draw
terrtoan-facility bear interest at a variable rate, we are exposed to market risk for changes in interest rates the-ameunt-of

$100-0-mithen-ingress-preeeeds-. Our level of indebtedness could affect our business in the followmg ways, among other
things: make it more difficult for us to satisfy our contractual and commercial commitments; require us to use a substantial
portion of our cash flow from operations to pay interest and principal, which would reduce funds available for working capital,
capital expenditures and other general corporate purposes; limit our ability to obtain additional financing for working capital,
capital expenditures, acquisitions and other investments or general corporate purposes; heighten our vulnerability to downturns
in our business, our industry or in the general economy; place us at a disadvantage compared to those of our competitors that
may have proportionately less debt; limit management’ s discretion in operating our business; and limit our flexibility in
planning for, or reacting to, changes in our business, the industry in which we operate or the general economy. The Financing
Agreement requires us to make certain payments of principal and interest over time and contains several other restrictive
covenants. Among other requirements of the Financing Agreement, we and our subsidiaries party to the Financing Agreement
must maintain a minimum consolidated liquidity of $ 80. 0 million. These and other terms in the Financing Agreement could
restrict our ability to grow our business or enter into transactions that we believe would be beneficial to our business. Our
business may not generate cash flows from operations in the future that are sufficient to service our debt and support our growth
strategies. If we are unable to generate such cash flows, we may be required to adopt one or more alternatives, such as obtaining
additional equity capital on terms that may be onerous or highly dilutive, selling assets, or restructuring debt. Our ability to
refinance our indebtedness will depend on the capital 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. Risks Related to Our Dependence on Third PartiesWe have entered into collaborations and-, licenses and other
agreements with eur-third partners— parties for the development and commercialization of several of our drugs and drug
candidates. If ear-such collaborations er arrangements arc not successful, we may not be able to capitalize on the market
potential of these drugs and drug candidates. We have entered into collaborations ane, licenses and other agreements with



CStone, VantAl ZattabProteovant, Clementia , and HBRsRigel for the development and commercialization of several of our
drugs and drug candidates, and may enter into additional collaborations aneh, licenses and other arrangements with other third
parties in the future. The success of these arrangements will depend heavily on the efforts and activities of our collaborators ane
, licensing partners and other contracting parties . Collaborators and other contracting parties generally have significant
dlscretlon in determining the efforts and resources that they will apply to these eeHaberations-arrangements . [n some
situations, we may not be able to influence our collaboration partners’ decisions regarding the development and collaboration of
our partnered drugs and drug candidates, and as a result, our collaboration partners may not pursue or prioritize the development
and commercialization of those partnered drugs and drug candidates in a manner that is in our best interest. Disagreements
between parties to a collaboration or other arrangement regarding clinical development and commercialization matters can lead
to delays in the development process or commercializing the applicable drug er drug candidate and, in some cases, termination
of the collaboration or other arrangement or result in litigation or arbitration, which would be time- consuming 69ané—- and
expensive. Licensors generally have sole discretion in determining the efforts and resources that they will apply to the licensed
products. CeHaberatiens-64Collaborations and licenses with pharmaceutical or biotechnology companies and other third parties
often are terminated or allowed to expire by the other party. Any termination or expiration of our collaboration or license
agreements with CStone, VantAl Zattab;Preteevant-, Clementia or IDRx (which has recently entered into an agreement to
be acquired by GSK plc) , or of any future collaboration or license agreement, could adversely affect us financially or harm our
business reputation. For example, in February 2023, Roche provided written notice of its election to terminate for convenience
our collaboration agreement for the development and commer01ahzat10n of GAVRETO WorldWlde excludlng the CStone
Territory. The termination became Wh egaitrrights-to-th elopment-and-commereta v

foHowing-the-cffective date minati e
a-rf&ﬂgemeﬁt—wﬁh—a—ﬂ&ﬁd-paﬁrte-eel-}aber&te—on February 22 he

a-ffeet—t-he—$—l—7§—9—m1ﬂteﬂ—trpffeﬁi—pa—yment—feeetved— We rely on thlrd partles to conduct our chmcal trlals If these thlrd partles

do not successfully carry out their contractual duties, comply with regulatory requirements or meet expected deadlines, we may
not be able to obtain regulatory approval for or commercialize our drug candidates and our business could be substantially
harmed. We do not have the ability to independently conduct clinical trials. We rely on medical institutions, clinical
investigators, CROs, contract laboratories and other third parties to conduct or otherwise support clinical trials for our approved
drugs and drug candidates. We rely heavily on these parties for execution of clinical trials for our drugs and drug candidates and
control only certain aspects of their activities. Nevertheless, we are responsible for ensuring that each of our clinical trials is
conducted in accordance with the applicable protocol, legal and regulatory requirements and scientific standards, and our
reliance on CROs will not relieve us of our regulatory responsibilities. For any violations of laws and regulations during the
conduct of our clinical trials, we could be subject to warning letters or enforcement action that may include civil penalties up to
and including criminal prosecution. We and our CROs are required to comply with regulations, including GCPs, 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 trial patients are adequately informed of the potential risks of participating in clinical trials and their rights
are protected. These regulations are enforced by the FDA, the Competent Authorities of the Member States of the European
Economic Area and comparable foreign regulatory authorities for any drugs in clinical development. The FDA enforces GCP
regulations through periodic inspections of clinical trial sponsors, principal investigators and trial sites. If we or our CROs fail to
comply with applicable GCPs, the clinical data generated in our clinical trials may be deemed unreliable, and the FDA or
comparable foreign regulatory authorities may require us to perform additional clinical trials before approving our marketing
applications. We cannot assure you that, upon inspection, the FDA will determine that our current or future clinical trials
comply with GCPs. In addition, our clinical trials must be conducted with drug candidates produced under cGMPs regulations.
Our failure or the failure of our CROs to comply with these regulations may require us to repeat clinical trials, which would
delay the regulatory approval process and could also subject us to enforcement action. We also are required to register ongoing
clinical trials and post the results of completed clinical trials on a government- sponsored database, ClinicalTrials. gov, within
certain timeframes. Failure to do so can result in fines, adverse publicity and civil and criminal sanctions. Although we intend to
design and sponsor the clinical trials for our approved drugs and drug candidates, CROs will conduct all of our clinical trials. As
a result, many important aspects of our development programs, including their conduct and timing, will be outside of our direct
control. Our reliance on third parties to conduct current or future clinical trials will also result in less direct control over the
management of data developed through clinical trials than would be the case if we were relying entirely upon our own staff.
Communicating with outside parties can also be challenging, potentially leading to mistakes as well as difficulties in
coordinating activities. Outside parties may: ® have staffing difficulties; ® fail to comply with contractual obligations; 76-e
experience regulatory compliance issues; ® undergo changes in priorities or become financially distressed; or ® form
relationships with other entities, some of which may be our competitors. Some of these factors may be beyond our control.
These factors may materially adversely affect the willingness or ability of third parties to conduct our clinical trials and may
subject us to unexpected cost increases that are beyond our control. If the CROs do not perform clinical trials in a satisfactory
manner, breach their obligations to us or fail to eemply-6Scomply with regulatory requirements, the development, regulatory
approval and commercialization of our approved drugs for additional indications and our drug candidates may be delayed, we
may not be able to obtain regulatory approval and commercialize our drug candidates, or our development program materially
and irreversibly harmed. If we are unable to rely on clinical data collected by our CROs, we could be required to repeat, extend
the duration of, or increase the size of any clinical trials we conduct and this could significantly delay commercialization and



require significantly greater expenditures. If any of our relationships with these third- party CROs terminate, we may not be able
to enter into arrangements with alternative CROs. If CROs do not successfully carry out their contractual duties or obligations or
meet expected deadlines, if they need to be replaced or if the quality or accuracy of the clinical data they obtain is compromised
due to the failure to adhere to our clinical protocols, regulatory requirements or for other reasons, any clinical trials such CROs
are associated with may be extended, delayed or terminated, and we may not be able to obtain regulatory approval for or
successfully commercialize our drug for additional indications or our drug candidates. As a result, we believe that our financial
results and the commercial prospects for our drugs or our drug candidates in the subject indication would be harmed, our costs
could increase and our ability to generate substantial revenue could be delayed. We contract with third parties for the
manufacture of our approved drugs and drug candidates, including for preclinical, clinical and commercial supply. This reliance
on third parties increases the risk that we will not have sufficient quantities of our approved drugs or drug candidates or such
quantities at an acceptable cost, which could delay, prevent or impair our development or commercialization efforts. We do not
currently own or operate, nor do we have any plans to establish in the future, any manufacturing facilities or personnel. We rely,
and expect to continue to rely, primarily on third parties for the manufacture of our drug candidates for preclinical development
and clinical testing, as well as for the commercial manufacture of our current and future drugs. This reliance on third parties
increases the risk that we will not have sufficient quantities of our drugs or drug candidates or such quantities at an acceptable
cost or quality, which could delay, prevent or impair our development or commercialization efforts. The facilities used by our
contract manufacturing organizations €, or CMOs ¥, to manufacture our drugs and drug candidates must be approved by the
FDA pursuant to inspections that will be conducted after we submit our marketing applications to the FDA. We do not control
the manufacturing process of, and will be completely dependent on, our CMOs for compliance with cGMPs in connection with
the manufacture of our drugs and drug candidates. Manufacturers and manufacturers’ facilities are required to comply with
extensive FDA, and comparable foreign regulatory authority requirements, including ensuring that quality control and
manufacturing procedures conform to cGMP regulations and applicable product tracking and tracing requirements. If our CMOs
cannot successfully manufacture material that conforms to our specifications and the strict regulatory requirements of the FDA
or others, they will not be able to secure and / or maintain regulatory approval for their manufacturing facilities. In addition, we
have no control over the ability of our CMOs to maintain adequate quality control, quality assurance and qualified personnel. If
the FDA or a comparable foreign regulatory authority does not approve these facilities for the manufacture of our drugs and
drug candidates, or if the FDA or a comparable regulatory authority withdraws any such approval in the future, we may be
delayed in obtaining approval of these facilities for the manufacture of our drugs and drug candidates or need to find alternative
manufacturing facilities, which would significantly impact our ability to develop, obtain regulatory approval for or market our
drug candidates, if approved, and could require comparability studies for the setup of manufacturing operations at alternative
facilities. If any CMO with whom we contract fails to perform its obligations, we may be forced to manufacture the materials
ourselves, for which we may not have the capabilities or resources, or enter into an agreement with a different CMO, which we
may not be able to do on reasonable terms, if at all. In either scenario, our FHelinteat--- clinical trials supply or commercial
distribution could be delayed significantly as we establish alternative supply sources. In some cases, the technical skills required
to manufacture our products or drug candidates may be unique or proprietary to the original CMO and we may have difficulty,
or there may be contractual restrictions prohibiting us from, transferring such skills to a back- up or alternate supplier, or we
may be unable to transfer such skills at all. In addition, if we are required to change CMOs for any reason, we will be required
to verify that the new CMO maintains facilities and procedures that comply with quality standards and with all applicable
regulations. We will also need to verify, such as through a manufacturing comparability study, that any new manufacturing
process will produce our drug candidate according to the specifications previously submitted to or approved by the FDA or
another regulatory authority. The delays associated with the verification of a new CMO could negatively affect our ability to
develop drug candidates or eommeretatize-66¢commercialize our products in a timely manner or within budget. Furthermore, a
CMO may possess technology related to the manufacture of our drug candidate that such CMO owns independently. This would
increase our reliance on such CMO or require us to obtain a license from such CMO in order to have another CMO manufacture
our drug products or drug candidates. In addition, in the case of the CMOs that supply our drug candidates, changes in
manufacturers often involve changes in manufacturing procedures and processes, which could require that we conduct bridging
studies between our prior clinical supply used in our clinical trials and that of any new manufacturer. We may be unsuccessful in
demonstrating the comparability of clinical supplies which could require the conduct of additional clinical trials. Further, our
failure, or the failure of our third- party manufacturers, to comply with applicable regulations could result in sanctions being
imposed on us, including clinical holds, fines, injunctions, civil penalties, delays, suspension or withdrawal of approvals, license
revocation, seizures or recalls of drug candidates or drugs, if approved, operating restrictions and criminal prosecutions, any of
which could significantly and adversely affect our business and supplies of our drugs and drug candidates. We do not have long-
term supply agreements with all of our CMOs, and may purchase our required drug supply, including the API, drug product and
drug substance used in our drugs and drug candidates, on a purchase order basis with certain CMOs. In addition, we may be
unable to establish or maintain any agreements with third- party manufacturers or to do so on acceptable terms. Even if we are
able to establish and maintain agreements with third- party manufacturers, reliance on third- party manufacturers entails
additional risks, including: e reliance on the third party for regulatory compliance and quality assurance; e the possible breach
of the manufacturing agreement by the third party; @ the possible misappropriation of our proprietary information, including our
trade secrets and know- how; and e the possible termination or nonrenewal of the agreement by the third party at a time that is
costly or inconvenient for us. Any of our drugs and drug candidates that we may develop may compete with other approved
drugs and drug candidates for access to manufacturing facilities. There are a limited number of manufacturers that operate under
c¢GMP regulations and that might be capable of manufacturing for us. In March 2020, the U. S. enacted the CARES Act in
response to the U. S. COVID- 19 pandemic. Throughout the COVID- 19 pandemic, there was public concern over the



availability and accessibility of critical medical products, and the CARES Act enhanced FDA’ s existing authority with respect
to drug shortage measures. Under the CARES Act, we must have in place a risk management plan in place that identifies and
evaluates the risks to the supply of approved drugs for certain serious diseases or conditions for each establishment where the
drug or API is manufactured. The risk management plan will be subject to FDA review during an inspection. If we experience
shortages in the supply of our marketed products, our results could be materially impacted. Any performance failure on the part
of our existing or future manufacturers could delay clinical development or marketing approval. We do not currently have
arrangements in place for redundant supply for all of our bulk drug substances. If our current CMOs cannot perform as agreed,
we may experience shortages that require reporting to the FDA or foreign regulatory authorities and may be required to replace
such manufacturers. Although we believe that there are several potential alternative manufacturers who could manufacture our
approved drugs and drug candidates, we may incur added costs and delays in identifying and qualifying any such replacement.
F26ur--- Our current and anticipated future dependence upon others for the manufacture of our drugs or drug candidates could
result in significant delays or gaps in availability of such drugs or drug candidates and may adversely affect our future profit
margins and our ability to commercialize any drugs that receive marketing approval on a timely and competitive basis. Fhe
67The third parties upon whom we rely for the supply of the API, drug substance and drug product used in avapritinib are our
sole source of supply, and the loss of any of these suppliers could significantly harm our business. The API, drug substance and
drug product used in our drug and drug candidates are supplied to us primarily from single- source suppliers. We do not
currently own or operate manufacturing facilities for the production of our drugs or any drug candidates that may be
approved in the future. As a result, we primarily rely on single- source third- party suppliers to manufacture and supply
our drugs, which may not be able to produce sufficient inventory to meet commercial demand in a timely manner, or at
all. Our ability to successfully develop our drug candidates, supply our drug candidates for clinical trials and to ultimately
supply our commercial drugs in quantities sufficient to meet the market demand, depends in part on our ability to obtain the API,
drug substance and drug product for these drugs in accordance with regulatory requirements and in sufficient quantities for
clinical testing and commercialization. Although we have entered into arrangements to establish redundant or second- source
supply of some of the API, drug product or drug substance for avapritinib, if any of our suppliers ceases its operations for any
reason or is unable or unwilling to supply API, drug product or drug substance in sufficient quantities or on the timelines
necessary to meet our needs, it could significantly and adversely affect our business, the supply of our drug candidates or
approved drugs and our financial condition. Therefore, there can be no assurances that we will be able to obtain sufficient
quantities of our drugs or any other drug candidates that may be approved in the future, which could have a material
adverse effect on our business as a whole. For all of our drug candidates, we may from time to time explore opportunities to
identify and qualify additional manufacturers to provide such API, drug substance and drug product prior to submission of an
NDA to the FDA and / or an-MA#-a marketing authorization application to the EMA. We are not certain that our single-
source suppliers will be able to meet our demand for their products, either because of the nature of our agreements with those
suppliers, our limited experience with those suppliers or our relative importance as a customer to those suppliers. It may be
difficult for us to assess their ability to timely meet our demand in the future based on past performance. While our suppliers
have generally met our demand for their products on a timely basis in the past, they may subordinate our needs in the future to
their other customers. In addition, we currently have sufficient supply or plans for supply to meet our anticipated global
commercial and clinical development needs for our approved drugs and clinical- stage drug candidates through 2623-2025 .
Establishing additional or replacement suppliers for the API, drug substance and drug product used in our drug candidates or
approved drugs, if required, may not be accomplished quickly. If we are able to find a replacement supplier, such replacement
supplier would need to be qualified and may require additional regulatory approval, which could result in further delay. While
we seek to maintain adequate inventory of the API, drug substance and drug product used in our drug candidates and approved
drugs, any interruption or delay in the supply of components or materials, or our inability to obtain such API, drug substance and
drug product from alternate sources at acceptable prices in a timely manner could impede, delay, limit or prevent our
development efforts, which could harm our business, results of operations, financial condition and prospects. Certain of our
research and development, clinical trials and manufacturing and supply for certain raw materials used in our drugs and our drug
candidates takes place in China through third- party CROs, collaborators or manufacturers. A significant disruption in the
operation of those CROs, collaborators or manufacturers, could materially adversely affect our business, financial condition and
results of operations. We have relied on certain third parties located in China to manufacture and supply certain raw materials
used in our drugs and our drug candidates, and we expect to continue to use such third- party manufacturers for such purposes.
In addition, certain of our drug candidates are being evaluated at clinical trial sites in China under our collaboration with CStone
and through CROs located in China. A natural disaster, epidemic or pandemic disease outbreaks, trade war, political unrest or
other events in China could disrupt the business or operations of CROs, collaborators, manufacturers or other third parties with
whom we conduct business now or in the future. Any disruption in China or future legislative proposals in the U. S., such as
the previously considered BIOSECURE bill, that , if enacted, could significantly impaets— impact our ability to work with
such third parties, including services provided by CROs for our research and development programs, clinical trial operations
conducted by CROs or our collaborators, or our manufacturers > ability to produce raw materials in adequate quantities to meet
our needs could impair our ability to operate our business on a day- to- day basis and impede, delay, limit or prevent the
research, development or commercialization of our current and future approved drugs or drug candidates. In addition, for any
activities conducted in China, we are exposed to the possibility of product supply disruption and increased costs in the event of
changes in the policies of the U. S. or Chinese governments, political unrest or unstable economic conditions in China, and we
may be exposed to fluctuations in the value of the teeat-68local currency in China for goods and services. Our costs for any of
these services or activities could also increase as a result of future 73appreetation—- appreciation of the local currency in China
or increased labor costs if the demand for skilled laborers increases in China and the availability of skilled labor declines in



China. Risks Related to Intellectual Property If we are unable to adequately protect our preprietary-discovery platform
technology or obtain and maintain patent protection for our technology and-, drugs and drug candidates or if the scope of the
patent protection obtained is not sufficiently broad, our competitors could develop and commercialize technology and-, drugs
and drug candidates similar or identical to ours, and our ability to successfully commercialize our technology ane-, drugs and
drug candidates may be impaired. Our commercial success depends in part on our ability to obtain and maintain proprietary or
intellectual property protection in the U. S. and other countries for our drugs and drug candidates and our core technologies,
including our novel target discovery engine, our proprietary compound library, targeted protein degrader platform and other
know- how. We seek to protect our proprietary and intellectual property position by, among other methods, filing patent
applications in the U. S. and abroad related to our proprietary compounds, as well as the use-uses of these compounds in the
treatment of diseases, formulations, solid forms, and manufacturing processes and other technologies, inventions and
improvements that are important to the development and implementation of our business. We also rely on copyright, trade
secrets, know- how and continuing technological innovation to develop and maintain our proprietary and intellectual property
position. The patent position of biotechnology and pharmaceutical companies generally is highly uncertain, involves complex
legal and factual questions and has in recent years been the subject of much litigation. The degree of patent protection we

require to successfully commercialize any of our approved drugs and drug candidates may be unavailable or severely limited in
some cases and may not adequately protect our rights or permit us to gain or keep any competitive advantage. We cannot
provide any assurances that any of our patents have, or that any of our pending patent applications that mature into issued patents
will include, claims with a scope sufficient to protect our drugs and drug candidates. In addition, the laws of foreign countries
may not protect our rights to the same extent as the laws of the U. S. Furthermore, patents have a limited lifespan. In the U. S.,
the natural expiration of a patent is generally twenty years after it is filed. Various extensions may be available; however, the
life of a patent, and the protection it affords, is limited. Given the amount of time required for the development, testing and
regulatory review of new drug candidates, patents protecting such candidates might expire before or shortly after such candidates
are commercialized. As a result, our owned and licensed patent portfolio may not provide us with adequate and continuing
patent protection sufficient to exclude others from commercializing drugs similar or identical to our drugs and drug candidates,
including generic versions of such drugs or drug candidates. Other parties have developed technologies that may be related or
competitive to our own, and such parties may have filed or may file patent applications, or may have received or may receive
patents, claiming inventions that may overlap or conflict with those claimed in our own patent applications or issued patents,
with respect to either the same methods , processes, or formulations or the same subject matter, in either case, that we may rely
upon to dominate our patent position in the market. Publications of discoveries in the scientific literature often lag behind the
actual discoveries, and patent applications in the U. S. and other jurisdictions are typically not published until 18 months after
filing, or in some cases not at all. Therefore, we cannot know with certainty whether we were the first to make the inventions
claimed in our owned or licensed patents or pending patent applications, or that we were the first- to- file for patent protection of
such inventions. As a result, the issuance, scope Vahdlty, enforceablhty and commerc1a1 value of our patent rlghts cannot be
predlcted w1th any certalnty exa W W ed-by-third-parties-tha :

decide to initiate proceedlngs to challenge the Va11d1ty of these patents in the future we may be unsuccessful and courts or
patent offices in the U. S. and abroad could uphold the validity of any such patents. If we were to challenge the validity of any
issued U. S. patent in court, we would need to overcome a statutory presumption of validity that attaches to every U. S. patent.
This means that in order to prevail, we would have to present clear and convincing evidence as to the invalidity of the patent’ s
claims. In addition, the patent prosecution process is expensive and time- consuming, and we may not be able to file and
prosecute all necessary or desirable patent applications at a reasonable cost or in a timely manner. Patent prosecution is a
lengthy process, during which the scope of the claims initially submitted for examination by the U. S. Patent and 74Frademark—
- Trademark Office, or USPTO, have been significantly narrowed by the time they issue, if at all. It is also possible that we
will fail to identify patentable aspects of our research and development output before it is too late to obtain patent preteetiont
69protection . Moreover, there may be circumstances, when we do not have the right to control the preparation, filing and
prosecution of patent applications, or to maintain the patents, covering technology , drug or drug candidates that we license
from third parties. Therefore, these patents and applications may not be prosecuted and enforced in a manner consistent with the
best interests of our business. Even if we acquire patent protection that we expect should enable us to maintain such competitive
advantage, third parties may challenge the validity, enforceability or scope thereof, which may result in such patents being
narrowed, invalidated or held unenforceable. The issuance of a patent is not conclusive as to its inventorship, scope, validity or
enforceability, and our owned and licensed patents may be challenged in the courts or patent offices in the U. S. and abroad. For
example, we may be subject to a third- party submission of prior art to the USPTO challenging the priority of an invention
claimed within one of our patents, which submissions may also be made prior to a patent’ s issuance, precluding the granting of
any of our pending patent applications. We may become involved in opposition, derivation, reexamination, inter partes review,
post- grant review or interference proceedings challenging our patent rights or the patent rights of others from whom we have
obtained licenses to such rights. Competitors may claim that they invented the inventions claimed in our issued patents or patent
applications prior to us or may file patent applications before we do. Competitors may also claim that we are infringing on their
patents and that we therefore cannot practice our technology , drugs or drug candidates as claimed under our patents, if issued.
Competitors may also contest our patents, if issued, by showing the patent examiner that the invention was not original, was not
novel or was obvious. In litigation, a competitor could claim that our patents, if issued, are not valid for a number of reasons. If
a court agrees, we would lose our rights to those challenged patents, and if our patents are successfully challenged, we may face
generic competition prior to the expiration dates of our U. S. Orange Book listed patents. In addition, we may in the future be



subject to claims by our former employees, consultants, advisors, and other third parties who have access to our proprietary
know- how asserting an ownership right in our patents or patent applications, as a result of the work they performed on our
behalf. Although we generally require all of our employees, consultants and advisors and any other third parties who have access
to our proprietary know- how, information or technology to assign or grant similar rights to their inventions to us, we cannot be
certain that we have executed such agreements with all parties who may have contributed to our intellectual property, nor can
we be certain that our agreements with such parties will be upheld in the face of a potential challenge, or that they will not be
breached, for which we may not have an adequate remedy. An adverse determination in any such submission or proceeding may
result in loss of exclusivity or freedom to operate or in patent claims being narrowed, invalidated or held unenforceable, in
whole or in part, which could limit our ability to stop others from using or commercializing similar or identical technology and
drugs, without payment to us, or could limit the duration of the patent protection covering our technology, drugs and drug
candidates. Such challenges may also result in our inability to manufacture or commercialize our drugs or drug candidates, if
approved, without infringing third- party patent rights. In addition, if the breadth or strength of protection provided by our
patents and patent applications is threatened, it could dissuade companies from collaborating with us to license, develop or
commercialize current or future drugs and drug candidates. Even if they are unchallenged, our issued patents and our pending
patent applications, if issued, may not provide us with any meaningful protection or prevent competitors from designing around
our patent claims to circumvent our owned or licensed patents by developing similar or alternative technologies or drugs in a
non- infringing manner. For example, a third party may develop a competitive drug that provides benefits similar to one or more
of our drugs and drug candidates but that has a different composition that falls outside the scope of our patent protection. If the
patent protection provided by the patents and patent applications we hold or pursue with respect to our drugs and drug
candidates is not sufficiently broad to impede such competition, our ability to successfully commercialize our drugs or drug
candidates, if approved, could be negatively affected, which would harm our business. Third parties may initiate legal
proceedings alleging that we are infringing their intellectual property rights, the outcome of which would be uncertain and could
have a material adverse effect on the success of our business. Our commercial success depends upon our ability and the ability
of our collaborators to develop, manufacture, market and sell our current and future drugs and use our proprietary technologies
without infringing the proprietary rights and intellectual property of third parties. The biotechnology and pharmaceutical
industries are characterized by #5extenstve—- extensive and frequent litigation regarding patents and other intellectual property
rights. We may in the future become party to, or threatened with, adversarial proceedings or litigation regarding intellectual
property rights with respect to our értgs-70drugs , drug candidates and technology, including interference proceedings before
the USPTO. Our competitors or other third parties may assert infringement claims against us, alleging that our drugs are
covered by their patents. Given the vast number of patents in our field of technology, we cannot be certain that we do not
infringe existing patents or that we will not infringe patents that may be granted in the future. Many companies have filed, and
continue to file, patent appl1cat10ns related to small molecule therapeut1cs Some of these patent apphcatlons have already been
allowed or 1ssued and others may issue in the future - v vare whed y

patent-. Wh1le we may decide to initiate proceedrngs to challenge the Val1d1ty of these patents in the future we may be
unsuccessful, and courts or patent offices in the U. S. and abroad could uphold the validity of any such patents. If we were to
challenge the validity of any issued U. S. patent in court, we would need to overcome a statutory presumption of validity that
attaches to every U. S. patent. This means that in order to prevail, we would have to present clear and convincing evidence as to
the invalidity of the patent’ s claims. Since this area is competitive and of strong interest to pharmaceutical and biotechnology
companies, there will likely be additional patent applications filed and additional patents granted in the future, as well as
additional research and development programs expected in the future. Furthermore, because patent applications can take many
years to issue and may be confidential for 18 months or more after filing, and because pending patent claims can be revised
before issuance, there may be applications now pending which may later result in issued patents that may be infringed by the
manufacture, use or sale of our drugs and drug candidates. If a patent holder believes any of our approved drugs or drug
candidate infringes on its patent, the patent holder may sue us even if we have received patent protection for our drugs, drug
candidates and technology. Moreover, we may face patent infringement claims from non- practicing entities that have no
relevant drug revenue and against whom our own patent portfolio may thus have no deterrent effect. If we are found to infringe
a third party’ s intellectual property rights, we could be required to obtain a license from such third party to continue developing
and marketing our drug candidates and technology. However, we may not be able to obtain any required license on
commercially reasonable terms or at all. Even if we were able to obtain such a license, it could be granted on non- exclusive
terms, thereby providing our competitors and other third parties access to the same technologies licensed to us. Without such a
license, we could be forced, including by court order, to cease developing and commercializing the infringing technology, drugs
or drug candidates. In addition, we could be found liable for monetary damages, including treble damages and attorneys’ fees if
we are found to have willfully infringed such third- party patent rights. A finding of infringement could prevent us from
commercializing our current and future drugs or force us to cease some of our business operations, which could materially harm
our business. We may become involved in lawsuits to protect or enforce our patents and other intellectual property rights, which
could be expensive, time- consuming and unsuccessful. Competitors and other third parties may infringe, misappropriate or
otherwise violate our patents and other intellectual property rights. To counter infringement or unauthorized use, including
against abbreviated new drug application, or ANDA , filers, we may be required to resort to litigation, that includes
infringement claims. A court may disagree with our allegations, however, and may refuse to stop the other party from using the
technology at issue on the grounds that our patents do not cover the third- party technology in question. Further, such third
parties could counterclaim that we infringe their intellectual property or that a patent we have asserted against them is invalid or



unenforceable. In patent litigation in the U. S., defendant counterclaims challenging the validity, enforceability or scope of
asserted patents are commonplace. In addition, third parties may initiate legal proceedings against us to assert such challenges to
our intellectual property rights. The outcome of any such proceeding is generally unpredictable. Grounds for a validity challenge
could be an alleged failure to meet any of several statutory requirements, including lack of novelty, obviousness or non-
enablement. Patents may be unenforceable if someone connected with prosecution of the patent withheld relevant information
from the USPTO or made a misleading statement during prosecution. It is possible that prior art of which we and the patent
examiner were unaware during prosecution exists, which could render our patents invalid. Moreover, it is also possible that prior
art may exist that we are aware of but do not believe is relevant to our current or future patents, but that could nevertheless be
determined to render our patents invalid. An adverse result in any litigation proceeding could put one or more of our patents at
risk of being invalidated or interpreted narrowly. If a defendant were to prevail on a legal assertion of invalidity or
unenforceability of our patents F6eevering—- covermg any of our approved drugs or drug candidates, we would lose at least
part, and perhaps all, of the patent protection covering such drug or drug candidate. Competing drugs may also be sold in other
countries in which our patent coverage might not exist or be as strong. If we lose a foreign patent lawsuit, alleging our
infringement of a competitor’ s patents, we could be prevented from marketing our drugs in one or more foreign countries. Any
of these outcomes would have a materially adverse effect on our business. Intelteetual-71Intellectual property litigation could
cause us to spend substantial resources and distract our personnel from their normal responsibilities. Litigation or other legal
proceedings relating to intellectual property claims, with or without merit, is unpredictable and generally expensive and time-
consuming and is likely to divert significant resources from our core business, including distracting our technical and
management personnel from their normal responsibilities. Furthermore, because of the substantial amount of discovery required
in connection with intellectual property litigation, there is a risk that some of our confidential information could be
compromised by disclosure during this type of litigation. In addition, there could be public announcements of the results of
hearings, motions or other interim proceedings or developments and if securities analysts or investors perceive these results to
be negative, it could have a substantial adverse effect on the price of our common stock. Such litigation or proceedings could
substantially increase our operating losses and reduce the resources available for development activities or any future sales,
marketing or distribution activities. We may not have sufficient financial or other resources to adequately conduct such litigation
or proceedings. Some of our competitors may be able to sustain the costs of such litigation or proceedings more effectively than
we can because of their greater financial resources and more mature and developed intellectual property portfolios. Accordingly,
despite our efforts, we may not be able to prevent third parties from infringing upon or misappropriating or from successfully
challenging our intellectual property rights. Uncertainties resulting from the initiation and continuation of patent litigation or
other proceedings could have a material adverse effect on our ability to compete in the marketplace. If we are not able to obtain,
or in applicable cases maintain, patent term extension or non- patent exclusivity in the Pnited-States-U. S. under the Hatch-
Waxman Act and in foreign countries under similar legislation, thereby potentially extending the marketing exclusivity term of
our products or product candidates, our business may be materially harmed. Depending upon the timing, duration and specifics
of FDA marketing approval of our products or product candidates, one of the U. S. patents covering each of such products or
product candidates or the use thereof may be eligible for up to five years of patent term extension under the Hatch- Waxman
Act. The Hatch- Waxman Act allows a maximum of one patent to be extended per FDA approved product as compensation for
the patent term lost during the FDA regulatory review process. A patent term extension cannot extend the remaining term of a
patent beyond a total of 14 years from the date of product approval and only those claims covering such approved drug product,
a method for using it or a method for manufacturing it may be extended. Patent term extension also may be available in certain
foreign countries upon regulatory approval of our product candidates. Nevertheless, we may not be granted patent term
extension either in the Pnited-States-U. S. or in any foreign country because of, for example, failing to exercise due diligence
during the testing phase or regulatory review process, failing to apply within applicable deadlines, failing to apply prior to
expiration of relevant patents or otherwise failing to satisfy applicable requirements. Moreover, the term of extension, as well as
the scope of patent protection during any such extension, afforded by the governmental authority could be less than we request.
If we are unable to obtain patent term extension, or the term of any such extension is less than we request, the period during
which we will have the right to exclusively market our product may be shortened and our competitors may obtain approval of
competing products following our patent expiration sooner, and our revenue could be reduced, possibly materially. It is possible
that we will not obtain patent term extension under the Hatch- Waxman Act for a U. S. patent covering a product candidate even
where that patent is eligible for patent term extension, or if we obtain such an extension, it may be for a shorter period than we
had sought. Further, for certain of our licensed patents, we do not have the right to control prosecution, including filing with the
USPTO, an application for patent term extension under the Hatch- Waxman Act. Thus, if one of our licensed patents is eligible
for patent term extension under the Hatch- Waxman Act, we may not be able to control whether an application to obtain a patent
term extension is filed, or an extension obtained, from the USPTO. ##Adse-- Also , there are detailed rules and requirements
regarding the patents that may be submitted to the FDA for listing in the Approved Drug Products with Therapeutic Equivalence
Evaluations, or the Orange Book. We may be unable to obtain patents covering our product candidates that contain one or more
claims that satisfy the requirements for listing in the Orange Book. Even if we submit a patent for listing in the Orange Book,
the FDA may decline to list the patent, or a manufacturer of generic drugs may challenge the listing. If a patent covering one of
our approved products is not listed in the Orange Book, a manufacturer of generic drugs would not have to provide advance
notice to us of any abbreviated-new-drug-appheation;or-ANDA filed with the FDA to obtain permission to sell a generic
version of such product. Pepending-72Depending upon the timing and specifics of marketing approval of our products, the
FDA and other applicable regulatory authorities may grant certain non- patent exclusivities. However, we may be unable to
secure or maintain additional non- patent exclusivity for our products or maintain any non- patent exclusivity. Similarly,
although we intend to seek new chemical entity exclusivity, and potentially other exclusivities, for product candidates we are



developing, we may not be successful in doing so. Moreover, these non- patent exclusivities, if granted, are limited and other
companies may be able to submit marketing applications and receive approval earlier than we anticipate. Obtaining and
maintaining patent protection 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 non-
compliance with these requirements. The USPTO and various foreign governmental patent agencies require compliance with a
number of procedural, documentary, fee payment and other similar provisions during the patent application process. In addition,
periodic maintenance fees on issued patents often must be paid to the USPTO and foreign patent agencies over the lifetime of
the patent. While an unintentional lapse can in many cases be cured by payment of a late fee or by other means in accordance
with the applicable rules, there are situations in which noncompliance can result in abandonment or lapse of the patent or patent
application, resulting in partial or complete loss of patent rights in the relevant jurisdiction. Non- compliance events that could
result in abandonment or lapse of a patent or patent application include, but are not limited to, failure to respond to official
actions within prescribed time limits, non- payment of fees and failure to properly legalize and submit formal documents. If we
fail to maintain the patents and patent applications covering our drugs, drug candidates or procedures, we may not be able to
stop a competitor from marketing drugs that are the same as or similar to our drugs or drug candidates, which would have a
material adverse effect on our business. We may not be able to effectively enforce our intellectual property rights throughout the
world. Filing, prosecuting and defending patents on our drugs and drug candidates in all countries throughout the world would
be prohibitively expensive. The requirements for patentability may differ in certain countries, particularly in developing
countries. Moreover, our ability to protect and enforce our intellectual property rights may be adversely affected by unforeseen
changes in foreign intellectual property laws. In addition, the patent laws of some foreign countries do not afford intellectual
property protection to the same extent as the laws of the U. S. Many companies have encountered significant problems in
protecting and defending intellectual property rights in certain foreign jurisdictions. The legal systems of some countries,
particularly developing countries, do not favor the enforcement of patents and other intellectual property rights. This could make
it difficult for us to stop the infringement of our patents or the misappropriation of our other intellectual property rights. For
example, many foreign countries have compulsory licensing laws under which a patent owner must grant licenses to third
parties. Consequently, we may not be able to prevent third parties from practicing our inventions in all countries outside the U.
S. Competitors may use our drugs, drug candidates and technologies in jurisdictions where we have not obtained patent
protection to develop their own drugs and, further, may export otherwise infringing drugs to territories where we have patent
protection, if our ability to enforce our patents to stop infringing activities is inadequate. These drugs may compete with our
drugs and drug candidates, and our patents or other intellectual property rights may not be effective or sufficient to prevent them
from competing. Proceedings to enforce our patent rights in foreign jurisdictions, whether or not successful, could result in
substantial costs and divert our efforts and resources from other aspects of our business. Furthermore, while we intend to protect
our intellectual property rights in the major markets for our drugs and drug candidates, we cannot ensure that we will be able to
initiate or maintain similar efforts in all jurisdictions in which we may wish to market our drug candidates. Accordingly, our
efforts to protect our intellectual property rights in such countries may be inadequate. 78We-We depend on intellectual property
licensed from third parties and termination of any of these licenses could result in the loss of significant rights, which would
harm our bustnesstnder—----- business. Under our current license agreements, we may not have the final or sole decision on
whether we are able to opt out certain of our in- licensed European patents and patent applications from the recently created
Unified Patent Court (UPC) for the European Union, that was ratified on June 1, 2023. Our licensors may decide to not opt out
the of the UPC, which would subject our in- licensed European patents and patent applications to the jurisdiction of the UPC.
Furthermore, even if our licensors decide to opt out of the UPC, we cannot guarantee that our licensors will comply with the
legal formalities and requirements for properly opting out of the UPC. Thus, we cannot be certain that our in- lieensed
73licensed European patents and patent applications will not fall under the jurisdiction of the UPC. Under the UPC, a single
European patent would be valid and enforceable in numerous European countries. A challenge to the validity of a European
patent under the UPC, if successful, could result in a loss of patent protection in numerous European countries which could have
a material adverse impact on our business and our ability to commercialize or license our technology and product candidates.
Issued patents covering our product candidates could be found invalid or unenforceable if challenged in court or the BSPFOOur
--- USPTO. Our European patents and patent applications could be challenged in the recently created UPC for the European
Union, that was ratified on June 1, 2023. We may decide to opt out our European patents and patent applications from the UPC.
However, if certain formalities and requirements are not met, our European patents and patent applications could be challenged
for non- compliance and brought under the jurisdiction of the UPC. We cannot be certain that our European patents and patent
applications will avoid falling under the jurisdiction of the UPC, if we decide to opt out of the UPC. Under the UPC, a granted
European patent would be valid and enforceable in numerous European countries. Although such patent rights would apply to
numerous European countries, a successful challenge to a European patent under the UPC could result in loss of patent
protection in numerous European countries. Accordingly, a single proceeding under the UPC addressing the validity and
infringement of the European patent could result in loss of patent protection in numerous European countries rather than in each
validated country separately as such patents always have been adjudicated. Such a loss of patent protection could have a material
adverse impact on our business and our ability to commercialize or license our technology and product candidates. Changes to
the patent law in the U. S. and other jurisdictions could diminish the value of patents in general, thereby impairing our ability to
protect our drugs and drug candidates. As is the case with other biotechnology and biepharmaeeutieal--- pharmaceutical
companies, our success is heavily dependent on the intellectual property we maintain , particularly patents. Obtaining and
enforcing patents in the biotechnology and bteph&rmaeeut-tea-l—--- pharmaceutical industry involve both technological and legal
complexity and is therefore costly, time- consuming and inherently uncertain. Recent patent reform legislation in the U. S. and
other countries, including the Leahy- Smith America Invents Act, or the Leahy- Smith Act, signed into law on September 16,



2011, could increase those uncertainties and costs. The Leahy- Smith Act includes a number of significant changes to U. S.
patent law. These include provisions that affect the way patent applications are prosecuted, redefine prior art and provide more
efficient and cost- effective avenues for competitors to challenge the validity of patents. In addition, the Leahy- Smith Act has
transformed the U. S. patent system into a “ first- to- file ” system. The first- to- file provisions, however, only became effective
on March 16, 2013. Accordingly, it is not yet clear what, if any, impact the Leahy- Smith Act will have on the operation of our
business. However, the Leahy- Smith Act and its implementation could make it more difficult to obtain patent protection for our
inventions and increase the uncertainties and costs surrounding the prosecution of our patent applications and the enforcement
or defense of our issued patents, all of which could harm our business, results of operations and financial condition. 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. In addition, there have been recent proposals
for additional changes to the patent laws of the U. S. and other countries that, if adopted, could impact our ability to obtain
patent protection for our proprietary technology or our ability to enforce our proprietary technology. Depending on future
actions by the U. S. Congress, the U. S. courts, the USPTO and the relevant law- making bodies in other countries, 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 and patents that we might obtain in the future. 79H-If we are unable to protect the confidentiality of
our trade secrets, our business and competitive position may be harmed. In addition to the protection afforded by patents, we
rely upon unpatented trade secret protection, unpatented know- how and continuing technological innovation to develop and
maintain our competitive position. With respect to the building of our proprietary compound library and targeted degrader
platform, we consider trade secrets and know- how to be our primary intellectual property. We seek to protect our proprietary
technology and processes, in part, by entering into confidentiality agreements with our collaborators, scientific advisors,
employees and consultants, and nvention-74invention assignment agreements with our consultants and employees. We may not
be able to prevent the unauthorized disclosure or use of our technical know- how or other trade secrets by the parties to these
agreements, however, despite the existence generally of confidentiality agreements and other contractual restrictions.
Monitoring unauthorized uses and disclosures is difficult, and we do not know whether the steps we have taken to protect our
proprietary technologies will be effective. If any of the collaborators, scientific advisors, employees and consultants who are
parties to these agreements breaches or violates the terms of any of these agreements, we may not have adequate remedies for
any such breach or violation, and we could lose our trade secrets as a result. Enforcing a claim that a third party illegally
obtained and is using our trade secrets, like patent litigation, is expensive and time- consuming, and the outcome is
unpredictable. In addition, courts outside the U. S. are sometimes less willing to protect trade secrets. Our trade secrets could
otherwise become known or be independently discovered by our competitors. Competitors could purchase our drugs and drug
candidates and attempt to replicate some or all of the competitive advantages we derive from our development efforts, willfully
infringe our intellectual property rights, design around our protected technology or develop their own competitive technologies,
drugs, and drug candidates that fall outside of our intellectual property rights. If any of our trade secrets were to be lawfully
obtained or independently developed by a competitor, we would have no right to prevent them, or those to whom they
communicate it, from using that technology or information to compete with us. If our trade secrets are not adequately protected
so as to protect our market against competitors’ drugs, our competitive position could be adversely affected, as could our
business. We may be subject to damages resulting from claims that we or our employees have wrongfully used or disclosed
alleged trade secrets of our competitors or are in breach of non- competition or non- solicitation agreements with our
competitors. We could in the future be subject to claims that we or our employees have inadvertently or otherwise used or
disclosed alleged trade secrets or other proprietary information of former employers or competitors. Although we try to ensure
that our employees and consultants do not use the intellectual property, proprietary information, know- how or trade secrets of
others in their work for us, we may in the future be subject to claims that we caused an employee to breach the terms of his or
her non- competition or non- solicitation agreement, or that we or these individuals have, inadvertently or otherwise, used or
disclosed the alleged trade secrets or other proprietary information of a former employer or competitor. Litigation may be
necessary to defend against these claims. Even if we are successful in defending against these claims, litigation could result in
substantial costs and could be a distraction to management. If our defenses to these claims fail, in addition to requiring us to pay
monetary damages, a court could prohibit us from using technologies or features that are essential to our drugs or drug
candidates if such technologies or features are found to incorporate or be derived from the trade secrets or other proprietary
information of the former employers. An inability to incorporate such technologies or features would have a material adverse
effect on our business and may prevent us from successfully commercializing our drugs and drug candidates, if approved. In
addition, we may lose valuable intellectual property rights or personnel as a result of such claims. Moreover, any such litigation
or the threat thereof may adversely affect our ability to hire employees or contract with independent sales representatives. A loss
of key personnel or their work product could hamper or prevent our ability to commercialize our drugs and drug candidates, if
approved, which would have an adverse effect on our business, results of operations and financial condition. Risks Related to
Our Business, including Employee Matters, Managing Growth and OthersOur future success depends on our ability to retain key
executives and to attract, retain and motivate qualified personnel. We are highly dependent on the research and development,
clinical, commercial, business development, financial and legal expertise of our executive officers, as well as the other principal
members of our management, scientific and clinical team. Although we have entered into employment agreements with our
executive officers, each of §9eur—- our executive officers may terminate their employment with us at any time. In addition,
insurance coverage is increasingly expensive, including with respect to directors and officers liability insurance, or D & O
insurance. We may not be able to maintain D & O insurance at a reasonable cost or in an amount adequate to satisfy any liability
that may arise. An inability to secure and maintain D & O insurance may make it difficult for us to retain and attract talented
and skilled directors and officers to serve our company, which could adversely affect our business. We do not maintain * key



person ” insurance for any of our executives or other employees. #75In addition, we rely on consultants and advisors, including
scientific and clinical advisors, to assist us in formulating our research and development and commercialization strategy. Our
consultants and advisors may be employed by employers other than us and may have commitments under consulting or advisory
contracts with other entities that may limit their availability to us. If we are unable to continue to attract and retain high quality
personnel, our ability to pursue our growth strategy will be limited. We expect to continue hiring qualified development
personnel. Recruiting and retaining qualified scientific, clinical, regulatory, manufacturing and sales and marketing personnel is
critical to our success. The loss of the services of our executive officers or other key employees could impede the achievement
of our research, development and commercialization objectives and seriously harm our ability to successfully implement our
business strategy. Furthermore, replacing key employees and executive officers may be difficult and may take an extended
period of time because of the limited number of individuals in our industry with the breadth of skills and experience required to
successfully develop, gain regulatory approval of and commercialize drugs. Competition to hire from this limited pool is
intense, and we may be unable to hire, train, retain or motivate these key personnel on acceptable terms given the competition
among numerous pharmaceutical and biotechnology companies for similar personnel. We also experience competition for the
hiring of scientific and clinical personnel from universities and research institutions. Failure to succeed in clinical trials may
make it more challenging to recruit and retain qualified scientific personnel. We will need to develop and expand our company,
and we may encounter difficulties in managing this development and expansion, which could disrupt our operations. As of
January 31, 2024-2025 , we had 655-649 full- time and part- time employees, and we expect to continue to increase our number
of employees and expand the scope of our operations. To manage our anticipated future growth, we must continue to implement
and improve our managerial, operational and financial systems, expand our facilities and continue to recruit and train additional
qualified personnel. Also, our management may need to divert a disproportionate amount of its attention away from its day- to-
day activities and devote a substantial amount of time to managing these development activities. Due to our limited resources,
we may not be able to effectively manage the expansion of our operations or recruit and train additional qualified personnel.
This may result in weaknesses in our infrastructure, give rise to operational mistakes, loss of business opportunities, loss of
employees and reduced productivity among remaining employees. Physical expansion of our operations in the future may lead
to significant costs, including capital expenditures, and may divert financial resources from other projects, such as the
development of our drug candidates. If our management is unable to effectively manage our expected development and
expansion, our expenses may increase more than expected, our ability to generate or increase our revenue could be reduced and
we may not be able to implement our business strategy. Our future financial performance and our ability to commercialize our
drug candidates, if approved, and compete effectively will depend, in part, on our ability to effectively manage the future
development and expansion of our company. Unfavorable global economic or political conditions could adversely affect our
business, financial condition or results of operations. Our results of operations could be adversely affected by general conditions
in the global economy and in the global financial markets. For example, the COVID- 19 pandemic caused extreme volatility and
disruptions in the capital and credit markets. In addition, geopolitical developments, such as the Israeli- Palestinian conflict,
Russian invasion of Ukraine or deterioration in the bilateral relationship between the U. S. and China could contribute to
disruption, instability and volatility in the global markets, as well as asrincreased inflation , increased U. S. trade tariffs and
trade disputes with other countries . which in turn could adversely impact our operations and those of third parties upon
which we rely. Geopolitical conflicts could also have an adverse impact on third parties located in the involved jurisdictions,
which could in turn have an adverse impact on our business. For example, certain of our distributors are located in Israel, and
may be adversely impacted by the Israeli- Palestinian conflict. Related sanctions, export controls or other actions that may be
initiated by nations including the U. S., the EU, Israel or Russia (e. g., potential cyberattacks, disruption of energy flows) could
adversely affect our business, our supply 8tehain--- chain , CROs, CMOs, clinical trial sites, collaborative partners, distributors
or other third parties with which we conduct business. There can be no assurance that further deterioration in credit and financial
markets and confidence in economic conditions will not occur. A severe or prolonged economic downturn could result in a
variety of risks to our business, including weakened demand for our drug candidates and our ability to raise additional capital
when needed on acceptable terms, if at all. A weak or declining economy could also strain our suppliers, possibly resulting in
supply disruption, or cause our customers to delay making payments for our services. Pelitieat-76Political developments can
also lead to uncertainty around regulations and rules that may materially affect our business. For example, as the UK regulatory
system is now independent from the EU, a long- term effect of Brexit could be that the UK significantly alters its regulations
affecting the clearance or approval of our drug or drug candidates that are developed in the UK. Any new regulations could add
time and expense to the conduct of our business, as well as the process by which our drug candidates receive regulatory approval
in the UK, as compared to the EU and elsewhere. Additionally, the impacts of the change in the U. S. presidential
administration also remains unknown. Rising inflation rates could negatively impact our revenues and profitability if
increases in the prices of our products or a decrease in spending on products in the biopharmaceutical industry in general results
in lower sales by us or those who we collaborate with. In addition, if our costs increase and we are not able to correspondingly
adjust our commercial relationships to account for this increase, our net income would be adversely affected, and the adverse
impact may be material. Inflation rates, particularly in the U. S., have increased recently to levels not seen in years. Increased
inflation may result in decreased demand for our products, increased operating costs (including our labor costs), reduced
liquidity, and limitations on our ability to access credit or otherwise raise debt and equity capital. In addition, the United-States
U. S. Federal Reserve has raised, and may again raise, interest rates in response to concerns about inflation. Increases in interest
rates, especially if coupled with reduced government spending and volatility in financial markets, may have the effect of further
increasing economic uncertainty and heightening these risks. In an inflationary environment, we may be unable to raise the sales
prices of our products at or above the rate at which our costs increase, which could reduce our profit margins and have a
material adverse effect on our financial results and net income. We also may experience lower than expected sales and potential



adverse impacts on our competitive position if there is a decrease in spending on products in the biopharmaceutical industry in
general or a negative reaction to our pricing or the pricing of those we do, or will collaborate with. A reduction in our revenue
would be detrimental to our profitability and financial condition and could also have an adverse impact on our future growth.
Foreign currency exchange rates fluctuations could have an adverse impact on our operating results. From time to time, we
contract with vendors that are located in Asia and Europe, which are denominated in foreign currencies. We are subject to
fluctuations in foreign currency rates in connection with these agreements. If the U. S. dollar weakens against a specific foreign
currency, our revenues will increase, having a positive impact on net income, but our overall expenses will increase, having a
negative impact. Conversely, if the U. S. dollar strengthens against a specific foreign currency, our revenues will decrease,
having a negative impact on net income, but our overall expenses will decrease, having a positive impact. Continued
fluctuations in foreign exchange rates can impact our operating results and financial condition. We or the third parties upon
whom we depend may be adversely affected by earthquakes or other natural disasters and our business continuity and disaster
recovery plans may not adequately protect us from a serious disaster. Earthquakes or other natural disasters could severely
disrupt our operations, and have a material adverse effect on our business, results of operations, financial condition and
prospects. If a natural disaster, power outage or other event occurred that prevented us from using all or a significant portion of
our headquarters, that damaged critical infrastructure, such as clinical trial sites or the manufacturing facilities of our third- party
CMOs eontraetmanufaetarers-, or that otherwise disrupted operations, it may be difficult or, in certain cases, impossible for us
to continue our business for a substantial period of time. The disaster recovery and business continuity plans we have in place
may prove inadequate in the event of a serious disaster or similar event. We may incur substantial expenses as a result of the
limited nature of our disaster recovery and business continuity plans, which, could have a material adverse effect on our
business. 820ur-- Our internal computer systems, or those of our third- party collaborators, service providers, contractors or
consultants, may fail or suffer seeurity-cybersecurity incidents or data breaches, which could result in a material disruption of
our drugs’ and drug candidates’ development programs and have a material adverse effect on our reputation, business, financial
condition or results of operations. Our internal computer systems and those of our current or future third- party collaborators,
service providers, contractors and consultants are vulnerable to damage from computer viruses, unauthorized access, natural
disasters, terrorism, war and telecommunication and electrical failures. Attacks on information technology systems are
increasing #-77in their frequency, levels of persistence, sophistication and intensity, and they are being conducted by
increasingly sophisticated and organized groups and individuals with a wide range of motives and expertise. In addition to
extracting sensitive information, such attacks could include the deployment of harmful malware, ransomware, denial- of-
service attacks, social engineering (including phishing attacks) and other means to affect service reliability and threaten the
confidentiality, integrity and availability of information. Cyber- attacks also could include wrongful conduct by employees or
vendors, phishing attempts or e- mail fraud to cause payments or information to be transmitted to an unintended recipient and
could include the use of artificial intelligence (oAl ), and machine learning to launch more automated, targeted and
coordinated attacks on targets. The prevalent use of mobile devices also increases the risk of data security incidents. White-we
Although our business strategy, results of operations, and financial condition have not, to date, been materially affected
by risks from cybersecurity threats, we and third parties upon whom we rely, like other companies in our industry,
have, experienced threats and any-material-systenr-fatlureraeetdentor-sccurity incidents breach-to-date-, if-including phishing
attacks. sael-Such anevent-events could swere-to-oeetrand-cause interruptions in our operations or the operations of third-
party collaborators, service providers, contractors and consultants, it could result in a material disruption of our drugs’ and drug
candidates’ development programs and significant reputational, financial, legal, regulatory, business or operational harm. For
example, the loss of clinical trial data for our drugs or drug candidates could result in delays in our regulatory approval efforts
and significantly increase our costs to recover or reproduce the data. To the extent that any disruption or seenrity-cybersecurity
incident or data breach results in a loss of or damage to our data or applications or other data or applications relating to our
technology or drug candidates, or inappropriate disclosure of confidential or proprietary information, we could incur liabilities
and the further development of our drug candidates could be delayed. In addition, our liability insurance may not be sufficient in
type or amount to cover us against claims related to seeutity-cybersecurity incidents, data breaches, cyberattacks and other
related breaches-security events . Any failure or perceived failure by us or any third- party collaborators, service providers,
contractors or consultants to comply with our privacy, confidentiality, data security or similar obligations to third parties, or any
data security incidents or ether-seeurity-cybersecurity breaehes-incidents that result in the unauthorized access, release or
transfer of sensitive information, including physician data, patient data, or any personally identifiable information, may require
that we notify affected stakeholders and may result in governmental investigations, enforcement actions, regulatory fines,
litigation or public statements against us, could cause third parties to lose trust in us or could result in claims by third parties
asserting that we have breached our privacy, confidentiality, data security or similar obligations, any of which could have a
material adverse effect on our reputation, business, financial condition or results of operations. Mereever-Further , our
contracts may not contain limitations of liability, and even where they do, there can be no assurance that limitations of
liability in our contracts are sufficient to protect us from liabilities, damages, or claims related to our privacy and data
security obligations. Although we maintain cyber liability insurance, this insurance may not provide adequate coverage
against potential liabilities related to any experienced cybersecurity incident or breach. Cybersecurity incidents and-ether
seeurity-breaches-can be difficult to detect, and any delay in identifying them may lead to increased harm. While we have
implemented data security measures intended to protect our information technology systems and infrastructure, there can be no
assurance that such measures will successfully prevent service interruptions or data security incidents. Stmitarty-The use of new
and evolving technologies , such as artificial intelligence, in our business may result in spending material resources and
presents risks and uncertainties that can impact our business including by posing security and the-other risks to our
confidential and / or proprietary information, including personal information, and as a result we may be exposed to



reputational harm and liability. The increasing use of Al, and machine learning technology in the biopharmaceutical industry
presents new risks and challenges. If we enable or offer solutions that draw controversy due to perceived or actual
negative societal impact, we may experience brand or reputational harm, competitive harm or legal liability. The use of
Al based software may lead to intellectual property risks, including intellectual property infringement and the inadvertent
release of confidential or proprietary information, which may adversely impact our ability to realize the benefit of our
intellectual property, cause us to incur liabilities as the result of any breaches of confidentiality or impact our ability to comply
with data security and privacy laws. Further, as the regulatory framework for these technologies evolves, it is possible that new
laws and regulations will be adopted, or that existing laws and regulations may be interpreted in ways that would affect our
business, including as a result of the cost to comply with such laws or regulations . We expect to see increasing government
and supranational regulation related to artificial intelligence use and ethics, which may also significantly increase the
burden 78and cost of research, development and compliance in this area. For example, in Europe, the EU’ s Artificial
Intelligence Act (“ AI Act ”) — which entered into force on August 1, 2024 and, with some exceptions, will begin to apply
as of August 2, 2026 — imposes significant obligations on providers and deployers of high- risk artificial intelligence
systems, and encourages providers and deployers of artificial intelligence systems to account for EU ethical principles in
their development and use of these systems. Furthermore, in the U. S., a number of states have proposed and passed laws
regulating various uses of Al, and federal regulators have issued guidance affecting the use of Al in regulated sectors. If
we develop or use Al systems that are governed by these Al laws, it may necessitate ensuring higher standards of data
quality, transparency, and human oversight, as well as adhering to specific and potentially burdensome and costly
ethical, accountability, and administrative requirements. The rapid evolution of artificial intelligence will require the
application of significant resources to design, develop, test and maintain our products and services to help ensure that
artificial intelligence is implemented in accordance with applicable law and regulation and in a socially responsible
manner and to minimize any real or perceived unintended harmful impacts. Our vendors may in turn incorporate
artificial intelligence tools into their offerings, and the providers of these artificial intelligence tools may not meet
existing or rapidly evolving regulatory or industry standards, including with respect to privacy and data security.
Further, bad actors around the world use increasingly sophisticated methods, including the use of artificial intelligence,
to engage in illegal activities involving the theft and misuse of personal information, confidential information and
intellectual property. Any of these effects could damage our reputation, result in the loss of valuable property and
information, cause us to breach applicable laws and regulations, and adversely impact our business . [nterruptions in the
availability of server systems or communications with Internet or cloud- based services, or failure to maintain the security,
confidentiality, accessibility or integrity of data stored on such systems, could harm our business. We rely upon a variety of
Internet service providers, third- party hosting facilities and cloud computing platform providers to support our business. Failure
to maintain the security, confidentiality, accessibility or integrity of data stored on such systems could damage our reputation in
the market, cause us to lose revenue or market share, increase our service costs, cause us to incur substantial costs, subject us to
liability for damages and / or fines and divert our resources from other tasks, any one of which could materially adversely affect
our business, financial condition, results of operations and prospects. Any damage to, or failure of, such systems, or
communications to and between such systems, §3eeutd--- could result in interruptions in our operations. If our security
measures or those of our third- party data center hosting facilities, cloud computing platform providers, or third- party service
partners, are victims of cyber- security incident or are breached, and unauthorized access is obtained to our data or our
information technology systems, we may incur significant legal and financial exposure and liabilities. We do not have control
over the operations of the facilities of our cloud service providers and our third- party providers may be vulnerable to damage or
interruption from natural disasters, cybersecurity attacks, terrorist attacks, power outages and similar events or acts of
misconduct. In addition, any changes in our cloud service providers’ service levels may adversely affect our ability to meet our
requirements and operate our business. Compliance with global privacy and data security requirements could result in additional
costs and liabilities to us or inhibit our ability to collect and process data globally, and the failure to comply with such
requirements could have a material adverse effect on our business, financial condition or results of operations. Privacy and data
security remain have-beeome-significant issues in the U. S., Europe and in many other jurisdictions where we conduct or may
in the future conduct our operations. The regulatory framework for the collection, use, safeguarding, sharing and transfer of
information worldwide is rapidly evolving and is likely to remain uncertain for the foreseeable future . Additional regulations
and guidance requiring data localization and restrictions on data transfer increase complexity for global corporations .
Globally, virtually every jurisdiction in which we operate has established its own data security and privacy frameworks with
which we must comply. Notably, for example, in Europe, the European General Data Protection Regulation 2016 / 679, which is
commonly referred to as GDPR applies to any company established in the European Economic Area, or EEA, as well as any
company outside the EEA that collects or otherwise processes personal data in connection with the offering goods or services to
individuals in the EEA or the monitoring of their behavior. The GDPR imposes data protection obligations on processors and
controllers of personal data, including, for example, disclosures about how personal information is to be used, stricter
requirements for processing special category data (such as health data), having a valid legal basis or condition to process
personal data, maintaining records e£790of our processing activities and documenting data protection impact assessments where
there is high risk processing, limitations on retention of information, mandatory data breach notification requirements, ensuring
appropriate technical and organizational measures are put in place to safeguard personal data and onerous obligations on
services providers. Penalties under the GDPR include fines of up to € 20 million or 4 % of total worldwide annual turnover,
whichever is higher. EEA Member States have adopted national laws to implement the GDPR which may partially deviate from
the GDPR. Further, competent authorities in the EEA Member States may interpret GDPR obligations slightly differently from
country to country. For these reasons, we do not expect to operate in a uniform legal landscape in the EEA. Further to the UK’ s



exit from the European Union on January 31, 2020, the UK incorporated the GDPR (as it existed on December 31, 2020 but
subject to certain UK specific amendments) into UK law (referred to as the UK GDPR). The UK GDPR and the UK Data
Protection Act 2018 set out the UK’ s data protection regime, which is independent from but currently still aligned to the EU’ s
data protection regime. Non- compliance with the UK GDPR may result in monetary penalties of up to £ 17. 5 million or 4 % of
worldwide revenue, whichever is higher. Although the UK is regarded as a third country under the EU” s GDPR, the European
Commission has issued a decision recognizing the UK as providing adequate protection under the EU GDPR and, therefore,
transfers of personal data originating in the EEA to the UK remain unrestricted. Likewise The UK government has confirmed
that personal data transfers from the UK to the EEA remain free flowing. The UK Government has introduced a Data Protection
and Digital Information Bill which failed in (5B H->-into-the UK legrslatlve process The—a-rﬁa—e-f—t-he—A new Data (Use and
Access) Bill (UK Bill ) has been introduced into parliament 1s ; eetionreg

If passed, the final version of the UK Bill may have the effect of further altering the similarities between the UK and EEA data
protection regime and threaten the UK Adequacy Decision from the European Commission ¢“E€25-. This may lead to
additional compliance costs and could increase our overall risk. The respective provisions and enforcement of the EU GDPR
and UK GDPR may further diverge in the future and create additional regulatory challenges and uncertainties. Given the
breadth and depth of changes in data protection obligations, preparing-for-and-complying with the GDPR requirements has
required and will continue to require significant time, resources and a review of our technologies, systems and practices, as well
as those of any third- party collaborators, service providers, contractors or consultants that process or transfer personal data
collected in the UK or EEA. Further, European data protection laws also regulates the transfer of personal data from the EEA,
the UK and Switzerland to third countries that are not considered to provide adequate protections to personal data. On June 4,
2021, 84the--- the European Commission €=, or the EC , 2-issued rew-Standard Contractual Clauses €=, or the SCCs , 2-for
data transfers from controllers or processors in the EEA (or otherwise subject to the EU GDPR) to controllers or processors
established outside the EEA (and not subject to the EU GDPR) -

under-the-DataProteetionDireetive-. The UK is not subject to the EC” s aew-SCCs but has published its own standard clauses,
the International Data Transfer Agreement, which enables transfers from the UK. We will be required to implement these new
safeguards when conducting restricted data transfers under the EU GDPR and UK GDPR and doing so will require significant
effort and cost. Where relying on the SCCs or UK IDTA for data transfers, we may also be required to carry out transfer impact
assessments to assess whether the recipient is subject to local laws which allow public authority access to personal data. On July
10, 2023, the EU adopted an adequacy decision for a new “ Data Privacy Framework, ~” which replaces the Privacy Shield,
which the European Court of Justice invalidated in 2020 for personal data transferred from the EU to the U. S. On July 17, 2023
the U. S. Department of Commerce released registration means and requirements for U. S. companies to register. The
Framework provides additional certification mechanisms to provide for UK and Swiss data transfers. We have registered and
have active membership under the Framework, allowing for transfer of HR and non- HR data from Switzerland , UK and EEA
member states. We will be required to maintain these new safeguards when conducting restricted cross- border data transfers
and doing so will require significant effort and cost. These and other future developments regarding the flow of data across
borders could increase the cost and complexity of delivering our services in some markets and may lead to governmental
enforcement actions, litigation, fines, and penalties or adverse publicity, which could adversely affect our business and financial
position. While we have taken steps to mitigate the impact on us with respect to transfers of data, such as registering with the U.
S. governing bodies managing the Data Privacy Framework, and implementing the SCCs where necessary in new contracts with
our service providers, customers, subsidiaries, the validity of these transfer mechanisms remains uncertain. The previous data
transfer mechanisms providing adequacy to enable cross- border transfers between the US and the EEA have been invalidated,
and the Data Privacy Framework has already been challenged in several jarisetetions-80jurisdictions . Complying with this
guidance as it exists today and evolves will be expensive and time consuming and may ultimately prevent us from transferring
personal data outside Europe which would cause significant business disruption for ourselves and our customers and potentially
require the changes in the way our products are configured, hosted and supported. In addition, we are subject to Swiss data
protection laws, including the Federal Act on Data Protection, or FADP. While the FADP provides broad protections to personal
data, emr-September25;2026;-the Swiss federal Parliament enacted a revised version of the FADP which came into is
antietpated-to-beeome-effeetive—-- effect in September 2023. The new version of the FADP aligns Swiss data protection law
with the GDPR. We have updated our agreements to reflect the new requirements per the FADP, but further modifications or
changes may require revisiting these agreements. Further, in addition to existing European data protection law, the European
Union also is considering another draft data protection regulation. The proposed regulation, known as the Regulation on Privacy
and Electronic Communications (ePrivacy Regulation), would replace the current ePrivacy Directive. It is unclear whether and /
or when the Draft Regulation will enter into force. Further, the EU Artificial Intelligence Act or AI Act came into force on
August 1, 2024 with provisions effective between 2025 and 2026. The AI Act prescribes requirements on companies that
publish, deploy or use Al systems to perform assessments and to ensure governance of process to ensure the
transparency, fairness and accuracy of Al systems. Preparing for and complying with the evolving application of the GDPR,
national laws in Switzerland and the UK, as-wel-as-ePrivacy Regulation (if and when it becomes effective) and the EU AT Act
has required and will continue to require us to incur substantial operational costs and may require us to change our business
practices. Despite our efforts to bring practices into compliance with the GDPR, appliable national data protection laws and
before the effective date of the ePrivacy Regulation, we may not be successful either due to internal or external factors such as
resource allocation limitations. Non- compliance could result in proceedings, fines or penalties against us by governmental
entities, customers, data subjects, consumer associations or others. In addition to European data protection requirements, we are
subject to US federal and state laws relating to privacy and data security. At the federal level, failing to take appropriate
steps to keep consumers’ personal information secure may constitute unfair acts or practices in or affecting commerce in




violation of Section S (a) of the Federal Trade Commission Act (the FTCA), 15 U. S. C § 45 (a). The FTC expects a
company’ s data security measures to be reasonable and appropriate in light of the sensitivity and volume of consumer
information it holds, the size and complexity of its business and the cost of available tools to improve security and reduce
vulnerabilities. Through executive and legislative action, the federal government has also taken steps to restrict data
transactions involving certain sensitive data categories — including health data, genetic data, and biospecimens — with
persons affiliated with China, Russia, and other countries of concern. In addition, certain state laws govern the privacy
and security of personal information. For example, the California Consumer Privacy Act (;;6eCCPA ) , which took effect on
January 1, 2020 and #mpeses-imposed sweeping privacy and security obligations on many companies doing business in
California that meet one of three thresholds and provides for substantial fines for non- compliance and, in some cases, a
private right of action to consumers who are victims of data breaches involving their unredacted or unencrypted personal
information. While there is currently an exception for protected health information that is subject to HIPAA and clinical trial

regulations, as Cunently written, the ( _PA may 1mpdct our busmess ’l(,tl\ ities —’Phe—GGPA—beeam&eﬁfefeeab-}&&s-ef—Sé}u-}y—l—

California Privacy nghts Act (CPRA) Wthh bemme effecm e on Jdnuary 1, 2()23 The CPRA -lﬂ‘l-peses-lmposed additional
obligations on companies covered by the legislation and significantly modmed the CCPA, including by expanding consumers’
rights with respect to certain sensitive personal information. The CPRA also created a new state agency that is vested with
mthorlty to 1mplement md enforce the ( CPA. The effects 01‘ the CCPA are peteﬁt—i&l-l—y—s‘igniﬁcant and mayhfequ&fe-requires us

comply and increase our potential exposule to reguldtory enforcement and / or lmgdtlon In addmon to the ( CPA, similar new

privaey-and-data-seeurity-laws have been enaeted-passed in numerous other states and-have-beenproposed-reverrmore-states

as-wel-astrthe- U—S—Cengress-, reflecting a trend toward more stringent privacy legislation in the U. S., which may accelerate .
Further, other states have proposed new privacy laws which, if enacted, may add additional complexity, variation in

requirements, restrictions and potential legal risk, require additional investment of resources in compliance programs,
impact strategies and the availability of previously 81useful data and could result in increased compliance costs and / or
changes in business practices and policies. The existence of comprehensive privacy laws in different states in the country
would make our compliance obligations more complex and costly and may increase the likelihood that we may be
subject to enforcement actions or otherwise incur liability for noncompliance . Furthermore, a smaller number of states
have passed or are considering laws that are specifically focused upon health privacy, such as Washington’ s My Health My
Data Act which took effect on March 31, 2024 and regulates the collection and sharing of health information. This law
also has a private right of action, which further increases the relevant compliance risk. Connecticut and Nevada have
also passed similar laws regulating consumer health data. In addition, other states have proposed and / or passed
legislation that regulates the privacy and / or security of certain specific types of information. For example, a small
number of states have passed laws that regulate biometric data specifically. These various privacy and security laws may
impact our business activities, including our identification of research subjects, relationships with business partners and
ultimately the marketing and distribution of our products . The effects of the CCPA and other state and federal privacy
laws are petentialy-significant and may require us to modify our data processing practices and policies and to incur substantial
costs and potential liability in an effort to comply with such legislation. Additionatly;-State laws are changing rapidly and the
there is d1scuss10n in the U.S. Congress ofa new comprehenswe Fedefa-l-federal fPraée-GemﬂﬂSﬁeﬂ—éF—’FG)—has—feeﬁsed

become subJect if provi i i
deve}epfﬂeﬂt—&ﬂd-use-e-ﬁaf&ﬁetal—ﬁ&eﬂtgeﬁee—ﬁ%l— )—The w1despread use 01‘ generative Al and natural language processing tools
have significant risk when used in the healthcare space. We are exposed to risks associated with employees utilizing generative
Al in methods and ways that are contrary to the framework laid out by the Executive Order or the subsequent complementary
laws. We will need to invest resources to ensure appropriate development and use of any generative Al, or like- technology, and
to develop internal compliance policies and procedures addressing this use. The Department of Justice, or DOJ, issued the
final rule carrying out Executive Order 14117, Preventing Access to Americans’ Bulk Sensitive Personal Data and
United States Government- Related Data by Countries of Concern. This rule imposes restrictions on data considered
sensitive to certain countries. As a result, we are exposed to risks associated with required data sharing between
ourselves and a vendor in a country of concern, and we will need to invest resources to ensure appropriate safeguards
are in place prior to any sharing of sensitive data. Cybersecurity presents an ongoing risk vector for our company. A
cybersecurity incident or data breach impacting our internal systems or network could compromise sensitive information of
patients and employees, requiring additional resources to enable us to ensure remediation and proper notification. Additionally,
we rely on vendors to provide many services where they collect, use or process sensitive data on our behalf or jointly. An
incident compromising the databases of our internal network or our vendor’ s information may materially impact our ability to
continue development of our products or have appropriate data to complete FDA submissions. If data related to drug
development is compromised, the integrity of that data might be impacted in such a way to render it unusable or potentially
modified to a degree it will not be reliable. This type of attack may have material financial impacts resulting from a
cybersecurity incident or data breach disclosing or making unavailable IP related to our drug development through a
ransomware attack or similar method. The continued development and management of our Information Security function may



require additional investment of resources to mature our ability to prevent and respond to cybersecurity incidents or data
breaches . The increasing number and complexity of regional, country and U. S. state data protection laws, and other changes in
laws or regulations across the globe, especially those associated with the enhanced protection of certain types of sensitive data,
such as healthcare data or other personal information from our clinical trials, could lead to government enforcement actions and
significant penalties against us and could have a material adverse effect on our business, financial condition or results of
operations. Our employees, principal investigators, CROs and consultants may engage in misconduct or other improper
activities, including non- compliance with regulatory standards and requirements and insider trading. We are exposed to the risk
that our employees, principal investigators, CROs and consultants may engage in fraudulent conduct 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 regulations of the FDA and other regutatory-82regulatory authorities, including those laws
requiring the reporting of true, complete and accurate information to such authorities; healthcare fraud and abuse laws and
regulations in the U. S. and abroad; or laws that require the reporting of financial information or data accurately. In particular,
sales, marketing and business arrangements in the healthcare 86industry—- industry are subject to extensive laws and
regulations intended to prevent fraud, misconduct, 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 of
information obtained in the course of clinical trials or creating fraudulent data in our preclinical studies or clinical trials, which
could result in regulatory sanctions and cause serious harm to our reputation. We have adopted a code of conduct applicable to
all of our employees, but it is not always possible to identify and deter misconduct by employees and other 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 comply with these
laws orregulations. In addition, 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 have a significant impact on our business, including the imposition of civil, criminal and administrative
penalties, damages, monetary fines, possible exclusion from participation in Medicare, Medicaid and other federal healthcare
programs, contractual damages, reputational harm, diminished profits and future earnings, and curtailment of our operations, any
of which could adversely affect our ability to operate our business and our results of operations. We may acquire or in- license
businesses, technologies or platforms, approved drugs, drug candidates or discovery- stage programs, or form strategic alliances,
collaborations or partnerships, in the future, and we may not realize the benefits of such acquisitions, in- licenses, alliances,
collaborations or partnerships. We may acquire or in- license additional businesses, technologies or platforms, approved drugs,
drug candidates or discovery- stage programs, or form strategic alliances, collaborations or partnerships that we believe will
complement or augment our existing business. If we acquire businesses with promising markets or technologies, we may not be
able to realize the benefit of acquiring such businesses if we are unable to successfully integrate them with our existing
operations and company culture. We may encounter numerous difficulties in developing, manufacturing and marketing any new
drugs or drug candidates resulting from a strategic alliance, collaboration, partnership or acquisition that delay or prevent us
from realizing their expected benefits or enhancing our business. In addition, we cannot assure you that, following any such
transaction, we will achieve the expected synergies to justify the transaction. We may be subject to adverse legislative or
regulatory tax changes that could negatively impact our financial condition. The rules dealing with U. S. federal, state and local
income taxation are constantly under review by persons involved in the legislative process and by the IRS and the U. S.
Treasury Department. Changes to tax laws (which changes may have retroactive application) could adversely affect our
stockholders or us. We assess the impact of various tax reform proposals and modifications to existing tax treaties in all
jurisdictions where we have operations to determine the potential effect on our business and any assumptions we have made
about our future taxable income. We cannot predict whether any specific proposals will be enacted, the terms of any such
proposals or what effect, if any, such proposals would have on our business if they were to be enacted. For tax years beginning
after December 31, 2021, the Tax Cuts and Jobs Act of 2017 {F&FA)-~climinates the once available option to deduct research and
development expenditures currently and requires taxpayers to amortize specified research expenditures attributable to domestic
research over a period of five years and fifteen years for research activities attributable to foreign research. The As-efDeeember

suehthe-inability to deduct research and development expenditures in their entirety #2623-had-will continue to have a material
impact on the carryover of taxable losses used to offset future taxable income, and in turn will impact our cash flows in future
years. Additionally, the Organization for Economic Co- operation and Development, or the OECD, the EC, and
individual taxing jurisdictions where we and our affiliates do business have recently focused on issues related to the
taxation of multinational corporations. In December 2021, the OECD released its comprehensive plan to create an
agreed set of international rules for fighting base erosion and profit shifting, including the implementation of minimum
taxes. As a result, tax laws in the U. S. and other countries in which we operate could change and any such changes could
materially affect our business, prospects, operating results and financial condition. As of December 31, 2024, the
Company does not meet the revenue threshold requirements set forth by the OECD and as such has not included any tax
impact. Risks-83Risks Related to Our Common StockThe price of our common stock has been and may in the future be volatile
and fluctuate substantially. Our stock price has been and may in the future be subject to substantial volatility. For example, our
stock traded within a range of a high price of $ 125. 61 and a low price of $ 13. 04 per share for the period beginning on April
30, 2015, our first day of trading on The Nasdaq Global Select Market, through February 43-11 , 2624-2025 . As a result of this
volatility, our stockholders could incur substantial losses. §7Fhe—- The stock market in general has recently experienced
relatively large price and volume fluctuations. In particular, the market prices of securities of Nasdaq listed and



biopharmaceutical companies have experienced extreme fluctuations that often have been unrelated or disproportionate to the
operating results of these companies. Continued market fluctuations could result in extreme volatility in the price of our
common stock, which could include a decline in the value of our common stock. In addition, the market price for our common
stock may be influenced by many factors, including: @ the success of commercialization of our drugs and drug candidates, if
approved; @ the success of competitive drugs or technologies; @ results of clinical trials of our drug candidates or those of our
competitors; ® regulatory or legal developments in the U. S. and other countries; ® developments or disputes concerning patent
applications, issued patents or other proprietary rights; @ the recruitment or departure of key personnel; @ the level of expenses
related to any of our drug candidates or clinical development programs; e the results of our efforts to discover, develop, acquire
or in- license additional drug candidates or drugs; @ actual or anticipated changes in estimates as to financial results,
development timelines or recommendations by securities analysts; ® variations in our financial results or those of companies
that are perceived to be similar to us; ® changes in the structure of healthcare payment systems; ® market conditions in the
pharmaceutical and biotechnology sectors; ® natural disasters, epidemic or pandemic disease outbreaks, relading-the-cOID-
19-pandemtes-trade wars, political unrest or other similar events; ® general economic, industry and market conditions; e the
announcement of, or developments in, any litigation matters; and e the other factors described in this *“ Risk Factors ”
section. Future sales or issuances of common stock or other equity related securities may also adversely affect the market price
of our common stock. In February 2022, we entered into the a-new-sales-Sales agreement-Agreement with Cowen aned
Cempany;EEE-through which we may, from time to time, issue and sell shares of our common stock having an aggregate
offering price of up to $ 300. 0 million, subject to the terms and conditions of the sales-Sales agreement-Agreement . We-did
not Through December 31, 2024, we sold 544, 719 shares of common stock pursuant to the Sales Agreement, at an
average price of $ 91. 88 per share, with aggregate net 84proceeds of $ 48. 9 million. If we scll any-additional shares of
common qtock under t-hrs—the sales-Sales agfeemeﬂt—Agreement éttﬂng—t-he—yea%eﬁded—Beeem-beH-l—ZGQ%—}Pwe—seek

v pt-, enter into new ““ at the market ” stock offering
programs, or conduct a pubhc offerlng or prrvate offering through other means, it could lead to additional dilution for our
stockholders and may impact our stock price adversely. These and other market and industry factors may cause the market price
and demand for our common stock to fluctuate substantially, regardless of our actual operating performance, which may limit or
prevent investors from readily selling their shares of common stock and may otherwise negatively affect the liquidity of our
common stock. In the past, when the market price of a stock has been volatile, holders of that stock have instituted securities
class action litigation against the company that issued the stock. HIn addition, we are, and may from time- to- time become,
involved in lawsuits and other disputes that could have a material impact on us. See the section titled “ Legal
Proceedings ” in Note 19, Commitments and Contingencies to our consolidated financial statements included in this
Annual Report on Form 10- K for information regarding currently pending litigation. It is possible that we may not
prevail in any such ef-eurstoekholders-brought-alawsuitlawsuits againstus;we-eould-inenrsubstantial-eosts-and disputes
even after expending significant amounts of money and company resources in defending the-our positions in such tawsuit
lawsuits and disputes . The outcome of Sueh-such atawsuitlawsuits eonld-also-divert-the-time-and attention-of-disputes is
inherently uncertain and may have a negative impact on our management-business, financial condition and results of
operations . $8We-We have in the past relied in part on sales of our common shares through our at- the- market (ATM) offering
program to raise capital. Increased volatility and decreases in market prices of equity securities generally and of our common
shares in particular may have an adverse impact on our willingness and / or ability to continue to sell our common shares
through our ATM effering-program with Cowen . Decreases in these sales could affect the cost or availability of equity capital,
which could in turn have an adverse effect on our business, including current operations, future growth, revenues, net income
and the market prices of our common shares. In February 2022, we commenced a new i
eapital—nder-our-ATM program, the ATM Facility with Cowen to raise additional capital. Under our ATM Faclhty, we
have-cntered into a-the sales-Sales agreement-Agreement , pursuant to which we can sell common shares, up to a maximum
aggregate market value of $ 300. 0 million, through one or more at- the- market offerings . Through December 31, 2024, we
sold 544, 719 shares of common stock pursuant to the Sales Agreement, at an average price of $ 91. 88 per share, with
aggregate net proceeds of $ 48. 9 million . Given volatility in the capital markets, we may not be willing or able to continue to
raise equity capital through our ATM program. We may, therefore, need to turn to other sources of funding that may have terms
that are not favorable to us, or reduce our business operations gtvesr, if we need additional capital eenstraints-. Alternative
financing arrangements, if we pursue any, could involve issuances of one or more types of securities, including common stock,
preferred stock, convertible debt, warrants to acquire common stock or other securities. These securities could be issued at or
below the then prevailing market price for our common shares. In addition, if we issue debt securities, the holders of the debt
would have a claim to our assets that would be superior to the rights of stockholders until the principal, accrued and unpaid
interest and any premium or make- whole has been paid. In addition, if we borrow funds and / or issue debt securities through a
subsidiary, the lenders and / or holders of those debt securities would have a right to payment that would be effectively senior to
the eempany-Company ’ s equity ownership in the subsidiary, which would adversely affect the rights of holders of both the
eompany-Company ’ s equity securities and its debt and debt securities. Interest on any newly- issued debt securities and / or
newly- incurred borrowings would increase our operating costs and increase our net loss, and these impacts may be material. If
the issuance of new securities results in diminished rights to holders of our common stock, the market price of our common
shares could be materially and adversely affected. Should the-any financing we require to sustain our working capital needs be
unavailable or prohibitively expensive when we require it, the consequences could result in a material adverse effect on our
business, operating results, financial condition and prospects. If equity research analysts publish negative evaluations of or
downgrade our common stock, the price of our common stock could decline. The trading market for our common stock relies in
part on the research and reports that equity research analysts publish about us or our business. We do not control these analysts.




If one or more of the analysts covering our business downgrade their evaluations of our common stock, the price of our common
stock could decline. If one or more of these analysts-85analysts cease to cover our common stock, we could lose visibility in
the market for our common stock, which in turn could cause our common stock price to decline. Our executive officers,
directors, principal stockholders and their affiliates maintain the ability to exercise significant influence over our company and
all matters submitted to stockholders for approval. Our executive officers, directors and stockholders who own more than 5 % of
our outstanding common stock, together with their affiliates and related persons, beneficially own shares of common stock
representing a significant percentage of our capital stock. As a result, if these stockholders were to choose to act together, they
would be able to influence our management and affairs and the outcome of matters submitted to our stockholders for approval,
including the election of directors and any sale, merger, consolidation, or sale of all or substantially all of our assets. This
concentration of voting power could delay or prevent an acquisition of our company on terms that other stockholders may
desire. In addition, this concentration of ownership might adversely affect the market price of our common stock by: e delaying,
deferring or preventing a change of control of us; ® impeding a merger, consolidation, takeover or other business combination
involving us; er89-or e discouraging a potential acquiror from making a tender offer or otherwise attempting to obtain control of
us. Anti- takeover provisions in our charter documents and under Delaware law could make an acquisition of us, which may be
beneficial to our stockholders, more difficult and may prevent attempts by our stockholders to replace or remove our current
management. Provisions in our amended and restated certificate of incorporation and amended and restated bylaws may delay or
prevent an acquisition of us or a change in our management. These provisions include a classified board of directors, a
prohibition on actions by written consent of our stockholders, enhanced procedural mechanics and disclosure requirements in
connection with stockholder nominations and submissions of stockholder proposals, and the ability of our board of directors to
issue preferred stock without stockholder approval. In addition, because we are incorporated in Delaware, we are governed by
the provisions of Section 203 of the Delaware General Corporation Law, which limits the ability of stockholders owning in
excess of 15 % of our outstanding voting stock to merge or combine with us. Although we believe these provisions collectively
provide for an opportunity to obtain greater value for stockholders by requiring potential acquirors to negotiate with our board
of directors, they would apply even if an offer rejected by our board were considered beneficial by some stockholders. In
addition, these provisions may frustrate or prevent any attempts by our stockholders to replace or remove our current
management by making it more difficult for stockholders to replace members of our board of directors, which is responsible for
appointing the members of our management. Our bylaws contain exclusive forum provisions, which may limit a stockholder’ s
ability to bring a claim in a judicial forum it finds favorable and may discourage lawsuits with respect to such claims. Our
amended-andrestated-bylaws ;erbylaws;-provide that unless we consent in writing to an alternative forum, the Court of
Chancery of the State of Delaware will be the sole and exclusive forum for state law claims for (1) any derivative action, (2) any
claim of breach of fiduciary duty, (3) any claim against a current or former director, officer, employee or stockholder, and (4)
any action against our company governed by the internal affairs doctrine, which we refer to collectively as the Delaware forum
provision. The Delaware forum provision does not apply to any claims arising under the Seeurities-Exchange Act ef4+934-or the
Securities Act of 1933, as amended (;-erthe-Securities Act) . Our bylaws further provide that, unless we consent in writing to
an alternative forum, the federal district courts of the Hnited-States-U. S. will be the exclusive forum for resolving any
complaint asserting a cause of action arising under the Securities Act, which we refer to as the federal forum provision. We have
chosen the federal district courts of the Hnited-States-U. S. as the exclusive forum for such Securities Act causes of action. In
addition, our bylaws provide that any person or entity purchasing or otherwise acquiring any interest in shares of our common
stock is deemed to have notice of and consented to the Delaware forum provision and the federal forum provision 86In —n
addition, our bylaws provide that any person or entity purchasing or otherwise acquiring any interest in shares of our common
stock is deemed to have notice of and consented to the Delaware forum provision and the federal forum provision. The Delaware
forum provision and the federal forum provision may impose additional litigation costs on stockholders who assert the provision
is not enforceable and may impose more general additional litigation costs in pursuing any such claims, particularly if the
stockholders bringing a claim that is covered by the Delaware forum provision do not reside in or near the State of Delaware. In
addition, these forum selection clauses in our bylaws may limit our stockholders’ ability to bring a claim in a judicial forum that
they find favorable for disputes with us or our directors, officers or employees, which may discourage such lawsuits against us
and our directors, officers and employees even though an action, if successful, might benefit our stockholders. The federal forum
provision may also impose additional litigation costs on stockholders who assert the provision is not enforceable or invalid.
Alternatively, if the federal forum provision is found inapplicable to, or unenforceable in respect of, one or more of the specified
types of actions or proceedings, we may incur additional costs associated with resolving such matters in other jurisdictions,
which could have an adverse effect on our business, financial condition or results of operations. The Court of Chancery of the
State of Delaware and the federal district courts of the United-States-U. S. may also reach different judgments or results than
would other courts, including courts where a stockholder considering an action may be located or would otherwise choose to
bring the action, and such judgments may be more or less favorable to us than our stockholders. 90Future—- Future sales of our
common stock, including by us or our directors and executive officers or shares issued upon the exercise of currently
outstanding options, could cause our stock price to decline. A substantial portion of our outstanding common stock can be
traded without restriction at any time. In addition, a portion of our outstanding common stock is currently restricted as a result of
federal securities laws, but can be sold at any time subject to applicable volume limitations. As such, sales of a substantial
number of shares of our common stock in the public market could occur at any time. These sales, or the perception in the market
that the holders of a large number of shares intend to sell shares, by us or others, could reduce the market price of our common
stock or impair our ability to raise adequate capital through the sale of additional equity securities. In addition, we have a
significant number of shares that are subject to outstanding options. The exercise of these options and the subsequent sale of the
underlying common stock could cause a further decline in our stock price. These sales also might make it difficult for us to sell



equity securities in the future at a time and at a price that we deem appropriate. We cannot predict the number, timing or size of
future issuances or the effect, if any, that any future issuances may have on the market price for our common stock. We have
incurred and will continue to incur substantial costs as a result of operating as a public company, and our management is
required to devote substantial time to new compliance initiatives and corporate governance practices. As a public company, we
have incurred and expect to continue to incur significant legal, accounting and other expenses. In addition, the Sarbanes- Oxley
Act 0f 2002 and rules subsequently implemented by the Securities and Exchange Commission fthe-, or SEC ¥, and Nasdaq have
imposed various requirements on public companies, including establishment and maintenance of effective disclosure and
financial controls and corporate governance practices. Our management and other personnel will need to devote a substantial
amount of time to these compliance initiatives. Moreover, these rules and regulations will increase our legal and financial
compliance costs and make some activities more time- consuming and costlier. Pursuant to Section 404 of the Sarbanes- Oxley
Act 0f 2002 (Section 404) we are required to furnish an annual report by our management on our internal control over financial
reporting. To achieve compliance with Section 404 within the prescribed period, we have been and will continue to be engaged
in a process to document and evaluate our internal control over financial reporting, which is both costly and challenging. In this
regard, we will need to continue to dedicate internal resources, potentially engage outside consultants and adopt a detailed work
plan to assess and document the adequacy of internal control over financial reporting, continue steps to improve control
processes as appropriate, validate through testing that controls are functioning as documented and implement a continuous
reporting and improvement process for internal control over financial reporting. Despite our efforts, there is a risk that in the
future neither we nor our independent registered public accounting firm will be able to conclude within the prescribed
timeframe that our internal control over financial reporting is effective as required by Section 404 or that we will not be able to
comply with the requirements of Section 404 in a timrel=87timely manner. If this were to occur, the market price of our stock
could decline and we could be subject to sanctions or investigations by the SEC or other regulatory authorities, which would
require additional financial and management resources. Furthermore, investor perceptions of our company may suffer if
deficiencies are found, and this could cause a decline in the market price of our stock. Irrespective of compliance with Section
404, any failure of our internal control over financial reporting could have a material adverse effect on our stated operating
results and harm our reputation. If we are unable to implement these requirements effectively or efficiently, it could harm our
operations, financial reporting, or financial results and could result in an adverse opinion on our internal control over financial
reporting from our independent registered public accounting firm. Because we do not anticipate paying any cash dividends on
our capital stock in the foreseeable future, capital appreciation, if any, will be the sole source of gain for our stockholders. We
have never declared or paid cash dividends on our capital stock. We currently intend to retain all of our future earnings, if any, to
finance the growth and development of our business. In addition, the terms of the Financing Agreement preclude us, and the
terms of any future debt agreements may preclude us from paying cash 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. 94+-Repurchases of our
capital stock may be subject to additional tax. As part of the Inflation Reduction Act of 2022, for tax years beginning on
or after December 31, 2022, U. S. Congress enacted a 1 % excise tax on certain stock repurchases or similar transactions
effected by publicly traded domestic corporations such as ours This tax could make stock repurchases less desirable (and
therefore less likely) as compared with other possible uses of our funds, and could reduce the amount of cash available if
we do determine to pursue a stock repurchase. Our ability to utilize our net operating loss carryforwards and certain
other tax attributes may be limited. Under Section 382 of the Internal Revenue Code of 1986, as amended (the Code), if a
corporation undergoes an “ ownership change > (generally defined as a greater than S0 percentage point change (by
value) in the ownership of its equity over a three- year period), the corporation’ s ability to use its pre- change net
operating loss carryforwards and certain other pre- change tax attributes to offset its post- change income may be
limited. We may have experienced such ownership changes in the past, and we may experience ownership changes in the
future as a result of shifts in our stock ownership, some of which are outside our control. As of December 31, 2024, we
had federal net operating loss carryforwards of approximately $ 859. 2 million, and our ability to utilize those net
operating loss carryforwards could be limited by an “ ownership change ” as described above, which could result in
increased tax liability to us. In addition, pursuant to the TCJA, we may not use net operating loss carry- forwards
generated in taxable years beginning after December 31, 2017 to reduce our taxable income in any year beginning after
December 31, 2020 by more than 80 %, and we may not carry back any net operating losses to prior years. These rules
apply regardless of the occurrence of an ownership change. In April 2022, the Company completed an update to the
prior Section 382 study dated February 25, 2021. Since the Section 382 owner shifts are tested on a cumulative basis, the
current update incorporates the period from February 7, 2017, the day of the last identified ownership change, through
December 31, 2021. The analysis concluded that it is more likely than not that an additional ownership change did not
occur during the update analysis period. This is assuming that no further significant shifts in stock ownership have
occurred by virtue of equity events that have not yet been reported in publicly available SEC filings. The Company
engaged its external tax advisor to determine if the Company had equity activity through December 31, 2022 that would
give rise to a greater than 50 percentage point ownership change. The previous Section 382 model, through December
31, 2021, was updated for reported transactions among the Company’ s 5 % owners. The analysis concluded that there
was no additional Company equity activity through December 31, 2022 that would rise to the level of a greater than S0
percentage point ownership change. The Company has not performed an analysis through December 31, 2024 at this
time. 88



