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.Our indebtedness and liabilities could limit the cash flow available for our operations and expose us to risks that could
adversely affect our business,financial condition and results of operations.As of December 31, %924—2023 we had $ 99213 .2
million total aggregate principal amount of our 2026 Notes outstanding,
ﬁufs-taﬂd-rﬁg—uﬁder—t-he—l-m&a-l—Teﬁﬁ—]:eaﬁ—and we had approximately $ 2-1 . 9—3 million of outstanding finance lease
obhgatrons We may 1ncur addrtlonal 1ndebtedness to meet future ﬁnancmg needs Our As-desertbed-above;our-Credit

: her-existing and future indebtedness could alse
have srgmﬁcant negative consequences for our securrty holders and our busmess results of operatrons and financial condition
by,among other things: e requiring a substantial portion of our cash flow from operations to service and repay our
indebtedness,which will reduce the amount of cash available for other purposes;® limiting our ability to obtain additional
financing;e limiting our flexibility to plan for,or react to,changes in our business; 37 e diluting the interests of our existing
stockholders as a result of issuing shares of our common stock upon any conversion of the 2626-Convertible Notes;® placing us

at a possible competitive disadvantage with competitors that are less leveraged than we are or have better access to capital;and e
increasing our vulnerability to adverse economic and industry conditions.Our ability to make scheduled payments of the
principal of;to pay interest on,or to refinance our indebtedness ,including the Convertible Notes, depends on our future
performance,which is subject to many factors,including , economic,financial,competitive and other circumstances beyond our
control.Our business may not generate sufficient funds,and we may otherwise be unable to maintain sufficient cash reserves,to
pay amounts due under our indebtedness ,including the Convertible Notes, and our cash needs may increase in the future.In
addition, future indebtedness that we may incur may contain financial and other restrictive covenants that farther-limit our
ability to operate our business,raise capital or make payments under our other indebtedness.If we fail to comply with these
covenants or to make payments under our indebtedness when due,then we would be in default under that indebtedness,which
could,in turn ,result in that and our other indebtedness becoming immediately payable in full If the reimbursement or
pricing that we are able to obtain and maintain for any product that we develop and commercialize is inadequate, is significantly
delayed or is subject to overly restrictive conditions, our ability to generate revenue, attain profitability and / or commercialize
our drag-product candidates may be impaired and there could be a material adverse effect on our business, financial condition,
results of operations and growth prospects and the trading price of our stock could decline. Our ability to meet our future capital
requirements is partially dependent on certain milestone and royalty payments that we are eligible to receive based on Rayner’ s
sales of OMIDRIA, and, if sales of OMIDRIA are less than anticipated and / or Rayner is unable to expand sales of OMIDRIA
outside the U. S., our financial condition and results of operations may be materially adversely affected, the price of our
common stock may decline and we may be unable to access needed capital on favorable terms, or at all. In February 2024, we
sold to DRI an expanded interest in OMIDRIA royalties payable by Rayner. Pursuant to the Amendment with DRI, DRI is
entitled to receive all royalties on U. S. net sales of OMIDRIA between January 1, 2024 and December 31, 2031. Onteros-We
retatns— retain the right to receive all royalties payable by Rayner on any net sales of OMIDRIA outside the U. S. payable-from

5 -as well as albroyalties on global net sales of OMIDRIA payable from and after December 31, 2031.

We received $ 115. 5 million #r-eash-upon closing of the Amendment. Additionally, we are eligible under the Amendment to
receive two milestone payments of up to $ 27. 5 million each, payable in January 2026 and January 2028, respectively, based on
achievement of certain thresholds for U. S. net sales of OMIDRIA. The royalty rate payable by Rayner on net sales of
OMIDRIA is currently 30 % in the United States and 15 % outside the U. S. The royalty rate is subject to further reduction to 10
% of U. S. net sales upon the occurrence of certain events, including during any specific period in which OMIDRIA is no longer
eligible for separate payment. The availability of royalties from Rayner and / or milestone payments from DRI is dependent on
Rayner’ s net sales of OMIDRIA and may be of lesser magnitude than anticipated or may not become payable at all. We cannot
provide assurance that royalty income from Rayner and / or milestone payments from DRI, if they become payable, will be a
meaningful source of capital in the future. Sales- based royalty income and milestone payments may be affected by any number
of factors, including: @ Rayner’ s ability to successfully market and sell OMIDRIA in the U. S.; ® whether, and to what extent,
Rayner is able to expand sales of OMIDRIA outside the U. S.; e pricing, coverage and reimbursement policies of government
and private payers such as Medicare, Medicaid, the U. S. Department of Veterans Affairs, group purchasing organizations,
insurance companies, health maintenance organizations and other plan administrators; ® a lack of acceptance by physicians,
patients and other members of the healthcare community; e interruptions in the supply of OMIDRIA; e the availability, relative
price and efficacy of the product as compared to alternative treatment options or branded, compounded or generic competing
products; ® an unknown safety risk; and e changed or increased regulatory restrictions in the U. S., EU and / or other foreign
territories. Our operating results are unpredictable and may fluctuate. Our operating results are difficult to predict and will likely
fluctuate from quarter to quarter and year to year. We believe that our quarterly and annual results of operations may be affected
by a variety of factors, including: e the extent and magnitude of certain payments to which we may be entitled based on Rayner’
s net sales of OMIDRIA may be affected by the extent of coverage and reimbursement for OMIDRIA, market acceptance of the
product and Rayner’ s ability to execute an effective sales strategy; ® the extent of any payments received from any
collaboration agreements or development funding arrangements that we may enter into from time to time, as well as the extent
of any payments that we are required to make under existing or future collaboration and license agreements, which may include
sales- based royalties and milestone payments based on the achievement of development, regulatory and sales milestones and




may vary significantly from quarter to quarter; ® the timing, cost and level of investment in our research and development
activities as well as expenditures we may incur to acquire or develop additional technologies, drag-product candidates, or in
preparation for potential commercialization of our dreg-product candidates; and ® whether we are able to obtain marketing
approval for any of our drtg-product candidates, the extent and timing of revenue from sales of any such approved product and
the magnitude and timing of expenses associated with the manufacturing and sale of any such approved product. Any of these
risk factors, should one or more occur, could adversely affect our results of operations and financial condition and cause the
trading price of our stock to decline. 36We-Significant changes to the size, structure, powers and operations of the U. S.
federal government, as well as recent policy actions by the U. S. federal government, may cause economic disruptions
that could, in turn, adversely impact our business, results of operations and financial conditions. The new administration
has begun to implement significant changes to the size and scope of the federal government to achieve stated goals
including reducing the federal budget deficit and national debt, improving the efficiency of government operations, and
promoting innovation and economic growth. To date, these efforts have been carried out through a mix of executive
actions aimed at eliminating or modifying federal agency and federal program funding, reducing the size of the federal
workforce, reducing or altering the scope of activities conducted by, and possibly eliminating, various federal agencies
and bureaus. If implemented, these changes may have varied effects on the economy that are difficult to predict. For
instance, the delivery of government services and the distribution of federal program funds and benefits may be
disrupted or, in some cases, eliminated as a result of funding cuts, recasting of federal agency mandates or a substantial
reduction of the federal workforce. We rely on the availability, predictability and efficiency of federal agencies including
FDA, NIDA and others in connection with the operation of our business and programs. Our business, financial condition
and results of operations could be materially and adversely affected by disruptions affecting these or other agencies in
areas relevant to our programs and operations. In addition, recent policy actions by the new U. S. administration,
including the imposition of new tariffs on imported materials and goods from certain foreign countries, including
Canada, Mexico and China, and the temporary freeze on federal grants and loans, may have an adverse impact on our
business. Increased tariffs on critical raw materials, components, and finished goods could raise our production costs,
disrupt our supply chain, and reduce our competitiveness in the marketplace. Additionally, the administration' s halt on
certain federal research grants may negatively impact our industry. Any prolonged reductions in such funding could
slow innovation, delay collaborations, and limit the adoption of new technologies that contribute to our business growth.
If these or similar policy changes continue or expand, we may face increased costs. Although we cannot predict the full
extent of these impacts, any prolonged disruption could adversely affect our business, financial condition, and results of
operations. We are subject to extensive government regulation and the failure to comply with these regulations may have a
material adverse effect on our operations and business. Both before and after approval of any product, we and our suppliers,
contract manufacturers and clinical investigators are subject to extensive regulation by governmental authorities in the U. S. and
other countries, covering, among other things, testing, manufacturing, quality control, clinical trials, post- marketing studies,
reporting, risk management plans, labeling, advertising, promotion, distribution, import and export, governmental pricing, price
reporting and rebate requirements. Failure to comply with applicable requirements could result in one or more of the following
actions: warning letters; unanticipated expenditures; delays in approval or refusal to approve a drag-product candidate; product
recall or seizure; interruption of manufacturing or clinical trials; operating or marketing restrictions; injunctions; criminal
prosecution and civil or criminal penalties including fines and other monetary penalties; adverse publicity; and disruptions to our
business. Further, government investigations into potential violations of these laws would require us to expend considerable
resources and face adverse publicity and the potential disruption of our business even if we are ultimately found not to have
committed a violation. Obtaining FDA approval of our dreg-product candidates requires substantial time, effort and financial
resources and may be subject to both expected and unforeseen delays, and there can be no assurance that any approval will be
granted on any of our drag-product candidates on a timely basis, if at all. As was the case with our BLA for narsoplimab in TA-
TMA, with respect to which FDA issued a CRL, even after collaborating closely with FDA or regulators with corollary
responsibilities in jurisdictions outside the U. S. regarding the contents of a marketing application a regulator may decide that
the design of our clinical trials or clinical data collection protocols as actually run, or our resulting data, are insufficient for
approval of our drag-product candidates. FDA or other regulators may require us to run additional preclinical, clinical or other
studies or perform additional work related to chemistry, manufacturing and controls. In addition, we, FDA or an independent
institutional review board or ethics committee may suspend or terminate human clinical trials at any time on various grounds,
including a finding that the patients are or would be exposed to an unacceptable health risk or because of the way in which the
investigators on whom we rely carry out the trials. We are subject to extensive government regulation of the testing of our
investigational products, including the requirement that we conduct all of our clinical trials in accordance with FDA’ s GCP
requirements and similar requirements outside of the U. S. If we are unable to comply with these requirements, if we are
required to conduct additional trials or to conduct other testing of our dreg-product candidates beyond that which we currently
contemplate for regulatory approval, if we are unable to complete our clinical trials or other testing successfully, or if the results
of these and other trials or tests fail to demonstrate efficacy or raise safety concerns, we may face substantial additional
expenses, be delayed in obtaining marketing approval for our édrag-product candidates or may never obtain marketing approval.
We are also required to comply with extensive governmental regulatory requirements after a product has received marketing
authorization. Governing regulatory authorities may require post- marketing studies that may negatively impact the commercial
viability of a product. Once on the market, a product may become associated with previously undetected adverse effects and / or
may develop manufacturing difficulties. We are required to comply with other post- marketing requirements including eGMHRs—
¢GMP , advertising and promotion restrictions, pharmacovigilance requirements including risk management activities, reporting
and recordkeeping obligations, and other requirements. As a result of any of these or other problems or failure to comply with



our regulatory obligations, a product’ s regulatory approval could be withdrawn, which could harm our business and operating
results. In addition, we must maintain an effective healthcare compliance program in order to comply with U. S. and other laws
applicable to marketed drug products and, in particular, laws (such as the Anti- Kickback Statute, the False Claims Act and the
Sunshine Act) applicable when drug products are reimbursed by a federal or state healthcare program. U. S. laws such as the
Foreign Corrupt Practices Act prohibit the offering or payment of bribes or inducements to foreign public officials, including
potentially physicians or other medical professionals who are employees of public healthcare entities in jurisdictions outside the
U. S. In addition, many countries have their own laws similar to the healthcare compliance laws that exist in the U. S.
Implementing and maintaining an effective compliance program requires the expenditure of significant time and resources. If we
are found to be in violation of any of these laws, we may be subject to significant penalties, including but not limited to civil or
criminal penalties, damages and fines as well as exclusion from government healthcare programs. We may face difficulties from
changes to current regulations as well as future legislation , including as a result of the new U. S. administration . Existing
regulatory policies may change and additional government regulations may be enacted that could prevent, limit or delay
regulatory approval of our drag-product candidates. We cannot predict the likelihood, nature or extent of government regulation
that may arise from future legislation or administrative action, either in the U. S. or abroad. 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 and we may not achieve or sustain profitability.
3HAny—-- Any reduction in reimbursement from Medicare resulting from the IRA or other legislative or policy changes or from
other government programs may result in a similar reduction in payments from private payers. These healthcare reforms and the
implementation of any future cost containment measures or other reforms may prevent us from being able to generate sufficient
revenue, attain and / or maintain profitability or commercialize our drtg-product candidates. We cannot be sure whether
additional legislative changes , including as a result of the U. S. administration, will be enacted, whether existing legislation
will be implemented, interpreted or enforced as anticipated or whether FDA regulations, guidance or interpretations will be
changed, or what the impact of such changes on our drag-product candidates, if any, may be. We have no internal capacity to
manufacture commercial or clinical supplies of our drag-product candidates and intend to continue to rely solely on third- party
manufacturers, which could significantly limit or delay our clinical trials or regulatory submissions and may negatively impact
our financial conditions and results of operations. If we are unable to establish relationships with contract manufacturers that
have sufficient manufacturing capacity available to meet our needs, or if the contract manufacturers that we rely on experience
difficulties manufacturing and supplying our drig-product candidates, or fail FDA or other regulatory inspections, then our
clinical trials or regulatory submissions may be significantly limited or delayed or we may have inadequate supply to meet
demand for any product that we commercialize in the future. We rely and intend to continue to rely on third- party
manufacturers to produce quantities of clinical drug supplies of our drtig-product candidates that are needed for clinical trials
and to support NDAs, BLAs, or similar applications to regulatory authorities seeking marketing approval for our drag-product
candidates, as well as to produce inventory of our dratg-product candidates for commercial use in anticipation of marketing
approval. Global demand for contract manufacturing is volatile and the available supply of contract manufacturing capacity is
limited and unpredictable. We cannot provide any assurance that we will be able to enter into or maintain these types of
arrangements on commercially reasonable terms, or at all, or that manufacturing arrangements will meet our requirements. Our
contract manufacturers previously have and may in the future require us to place orders or make other financial commitments
several years in advance of manufacturing commencement based on forecasts of our long- term commercial supply requirements
for drug-product candidates that have not yet received, and may never receive, regulatory approval. We may be required to pay
significant cancellation fees or other financial penalties in connection with the withdrawal or cancellation of any binding order
for manufacturing that we later determine is not needed. The fees or other financial obligations that we may incur in connection
with withdrawn or cancelled orders may be material and any such financial penalty would negatively impact our financial
condition and results of operations. If we or one of our manufacturers were to terminate one of these arrangements early, or the
manufacturer was unable to supply product quantities sufficient to meet our requirements, we would be required to transfer
manufacturing to an approved alternative facility and / or establish additional manufacturing and supply arrangements. We may
also need to establish additional or replacement manufacturers, potentially with little or no notice, in the event that one of our
manufacturers fails to comply with FDA and / or other pharmaceutical manufacturing regulatory requirements. Even if we are
able to establish additional or replacement manufacturers, identifying these sources and entering into definitive supply
agreements and obtaining regulatory approvals may require a substantial amount of time and cost and may create a shortage of
the product. It can take several years to qualify and validate a new contract manufacturer, and we cannot guarantee that we
would be able to complete in a successful and timely manner the appropriate validation processes or obtain the necessary
regulatory approvals for one or more additional or replacement manufacturers. Such alternate supply arrangements may not be
available on commercially reasonable terms, or at all. Additionally, if we are unable to engage multiple suppliers to manufacture
our products, we may have inadequate supply to meet demand for our product. In addition, narsoplimab, ©MS966-zaltenibart
and OMS1029 are biologic drug products and other érag-product candidates from certain of our programs, including but not
limited to MASP- 2 and MASP- 3, could be biologic drug products. We do not have the internal capability to produce biologics
for use in clinical trials or on a commercial scale. There are only a limited number of manufacturers of biologic drug products
and we may be unable to enter into agreements on commercially reasonable terms with a sufficient number of them to meet
clinical or commercial demand, if at all. The regulatory requirements for commercial supply are more stringent than for clinical
supply and we cannot guarantee that a contract manufacturer producing drug product for clinical trials will be able to complete
successfully the appropriate validation processes or obtain the necessary regulatory approvals for marketing approval and
commercial supply in a timely manner or at all. 326##-- Our contract manufacturers may encounter difficulties with
formulation, manufacturing, supply chain and / or release processes that could result in delays in clinical trials and / or



regulatory submissions or that could impact adversely the commercialization of our products or drag-product candidates, as
well as in the initiation of enforcement actions by FDA and other regulatory authorities. For example, our manufacturers are
required to comply with FDA’ s GMP requirements and are subject to periodic inspections by FDA. If our manufacturers are
unable to comply with FDA requirements, they may be unable to meet our supply needs. These difficulties also could result in
the recall or withdrawal of a product from the market or a failure to have adequate supplies to meet market demand. If the safety
or manufacturing quality of any dreg-product candidate supplied by contract manufacturers is compromised due to one or more
of those contract manufacturers’ failure to adhere to applicable laws or for other reasons, we may not be able to maintain
regulatory approval to run clinical trials or to obtain and maintain regulatory approval for one or more of our drtg-product
candidates, which would harm our business and prospects significantly. Any significant delays in the manufacture and / or
supply of clinical or commercial supplies could materially harm our business, financial condition, results of operations and
prospects. Ingredients, excipients, test kits and other materials necessary to manufacture our drag-product candidates may not
be available on commercially reasonable terms, or at all, which may adversely affect the development and commercialization of
our drag-product candidates. We and our third- party manufacturers must obtain from third- party suppliers the APIs,
excipients, and / or other raw materials plus primary and secondary packaging materials necessary for our contract
manufacturers to produce our drgg-product candidates for our clinical trials and, to the extent approved or commercialized, for
commercial distribution. Although we have entered or intend to enter into agreements with third- party suppliers that will
guarantee the availability and timely delivery of APIs, excipients, test kits and materials for our drag-product candidates, we
have not entered into agreements for the supply of all such ingredients, excipients, test kits or materials, and we may be unable
to secure all such supply agreements or guarantees on commercially reasonable terms, if at all. Even if we were able to secure
such agreements or guarantees, our suppliers may be unable or choose not to provide us the ingredients, excipients, test kits or
materials in a timely manner or in the quantities required. Further, if we or our third- party manufacturers are unable to obtain
APIs, excipients, test kits and materials as necessary for our clinical trials or for the manufacture of commercial supplies of our
drug-product candidates, if approved, potential regulatory approval or commercialization would be delayed, which would
1naterlally and adversely affect our ablhty to generate revenue from the sale of our dfug—product Candldates If We—may—be

our clinical trlals or clinical protocols are delayed,
suspended or termlnated we may be unable to develop our dﬁtg—product candidates on a timely basis, which would adversely
affect our ability to obtain regulatory approvals, increase our development costs and delay or prevent commercialization of
approved products. We cannot predict whether we will encounter problems with any of our completed, ongoing or planned
clinical trials or clinical data collection protocols that will cause regulatory agencies, institutional review boards or ethics
committees, or us to delay our clinical trials or suspend or delay the analysis of the data from those trials. Clinical trials and
clinical data protocols have been, and in the future can be, delayed for a variety of reasons, including: e discussions with FDA,
the EMA or other foreign authorities regarding the scope or design of our clinical trials or clinical data collection protocols; e
delays or the inability to obtain required approvals from institutional review boards, ethics committees or other responsible
entities at clinical sites selected for participation in our clinical trials; @ delays in enrolling patients into clinical trials, collecting
data from enrolled patients or collecting historical control data for any reason including disease severity, trial or data collection
protocol design, study eligibility criteria, patient population size (e. g., for orphan diseases or for some pediatric indications),
proximity and / or availability of clinical trial sites for prospective patients, availability of competing therapies and clinical
trials, regional differences in diagnosis and treatment, perceived risks and benefits of the product or drag-product candidate,
disruptions due to external events or conditions affecting the localities or regions in which our clinical trials are conducted, such
as terrorism, political crises, natural disasters, war and wartime conditions, such as those in Ukraine, which has affected the
operation of our clinical trials of OMS996-zaltenibart , or outbreaks of contagious disease such as the COVID- 19 pandemic,
which previously slowed enrollment in our clinical trials of narsoplimab; @ lower than anticipated retention rates of patients in
clinical trials; @ the need to repeat or conduct additional clinical trials as a result of inconclusive or negative results, failure to
replicate positive early clinical data in subsequent clinical trials, failure to deliver an efficacious dose of a drag-product
candidate, poorly executed testing, a failure of a clinical site to adhere to the clinical protocol or to follow GE€Rs-- GCP or other
study requirements, an unacceptable study design or other problems; ® adverse findings in clinical or nonclinical studies related
to the safety of our drag-product candidates in humans; e an insufficient supply of drag-product candidate materials or other
materials necessary to conduct our clinical trials; @ the need to qualify new suppliers of dreg-product candidate materials for
FDA and foreign regulatory approval; e an unfavorable inspection or review by FDA or other regulatory authority of a clinical



trial site or records of any clinical investigation; @ the occurrence of unacceptable drug- related side effects or adverse events
experienced by participants in our clinical trials; e the suspension by a regulatory agency of a trial by imposing a clinical hold;
or e the amendment of clinical trial or data collection protocols to reflect changes in regulatory requirements and guidance or
other reasons as well as subsequent re- examination of amendments to clinical trial or data collection protocols by regulatory
agencies, institutional review boards or ethics committees. 34#n-In particular, because PNH and C3G, the indications for which
our ongoing clinical trials are evaluating ©MS966-zaltenibart , are rare conditions, we have opened and expect to continue
opening clinical sites in Ukraine and other countries that may be affected by armed conflict or political instability or that have
not been traditionally established as centers for clinical research. Like Ukraine, some of these areas have been, and may continue
to be, affected by such conflict, instability and / or health infrastructure challenges. Enrollment and retention of patients in, or the
ability to receive results from, these clinical trials could be disrupted by the existing conditions in these areas or other
geopolitical or macroeconomic developments. If patients withdraw from our trials, miss scheduled doses or follow- up visits or
otherwise fail to follow trial protocols, if we are unable to resupply the drugs to clinical sites on schedule, or if our trial results
are otherwise disrupted or disputed due to such conditions and developments, the integrity of data from our trials may be
compromised or not accepted by FDA or other regulatory authorities, which would represent a significant setback for the
development of this drg-product candidate. In addition, our clinical trial or development programs have been, and in the future
may be, suspended or terminated by us, FDA or other regulatory authorities, or institutional review boards or ethics committees
due to a number of factors, including: e failure to conduct the clinical trial in accordance with regulatory requirements or our
clinical protocols; e inspection of the clinical trial operations or trial sites by FDA or other regulatory authorities resulting in the
imposition of a clinical hold; e our failure to comply with our regulatory obligations as a sponsor of clinical research, such as
adverse event reporting, control of study drug, adequate study monitoring, and other obligations; e the failure to remove a
clinical hold in a timely manner, if at all; ® unforeseen safety issues or any determination that a trial presents unacceptable
health risks; e inability to deliver an efficacious dose of a drag-product candidate; or e lack of adequate funding to continue the
clinical trial or development program, including as a result of unforeseen costs due to enrollment delays, requirements to
conduct additional trials and studies and / or increased expenses associated with the services of our eentraetreseareh
organizations(~CROs 2}, or other third parties. If the results of our clinical trials are not available when we expect or if we
encounter any delay in the analysis of data from our clinical trials, we may be unable to file for regulatory approval or conduct
additional clinical trials on the schedule we currently anticipate. Many of the factors that cause, or lead to, a delay in the
commencement or completion of clinical trials may also ultimately lead to the denial of regulatory approval of a dreg-product
candidate. Any delays in completing our clinical trials could increase our development costs, could slow down our product
development and regulatory submission process, could delay our receipt of product revenue and could make it difficult to raise
additional capital. In addition, significant clinical trial delays also could allow our competitors to bring products to market
before we do and impair our ability to commercialize our future products, potentially harming our business. Because we have a
number of drag-product candidates and development programs, we may expend our limited resources to pursue a particular
drag-product candidate or indication and fail to capitalize on drtg-product candidates or indications for which there is a greater
likelihood of obtaining regulatory approval and that may be more profitable, if approved. We have limited resources and must
focus on the drug-product candidates and clinical and preclinical development programs that we believe are the most
promising. As a result, we may forgo or delay the pursuit of opportunities with other érag-product candidates or other
indications that later prove to have greater commercial potential and may not be able to progress development programs as
rapidly as otherwise possible. Further, if we do not accurately evaluate the commercial potential or target market for a particular
drug-product candidate, we may relinquish valuable rights to that drug through collaboration, license or other royalty
arrangements in cases in which it would have been advantageous for us to retain sole development and commercialization rights.
Our drug-product candidates may not successfully complete clinical development or be suitable for successful
commercialization or generation of revenue through partnerships, and our preclinical programs may not produce drtg-product
candidates that are suitable for clinical trials. We must successfully complete preclinical testing, which may include
demonstrating efficacy and the lack of toxicity in established animal models, before commencing clinical trials for any drag
product candidate. Many pharmaceutical and biological €rag-preduct candidates do not successfully complete preclinical
testing. There can be no assurance that positive results from preclinical studies will be predictive of results obtained from
subsequent preclinical studies or clinical trials. 35Even—- Even if preclinical testing is successfully completed, we cannot be
certain that any drg-product candidates that do advance into clinical trials will successfully demonstrate safety and efficacy in
clinical trials. Even if we achieve positive results in early clinical trials, they may not be predictive of the results in later trials,
and safety and / or efficacy outcomes of early clinical trials may not be consistent with outcomes of subsequent clinical trials.
There can be no assurance that we will be able to successfully commercialize our current or future drag-product candidates or to
meet our expectations with respect to revenues or profits from such products. We may incur substantial costs as a result of
commercial disputes, claims, litigation or other legal proceedings relating to our business operations, especially with regard to
patent and other intellectual property rights, and such costs or an adverse outcome in such a proceeding may adversely affect our
financial condition, results of operations and / or stock price. Our business involves numerous commercial contractual
arrangements, important intellectual property rights, potential product liability, uncertainties with respect to clinical
development, manufacture and regulatory approvals and other aspects that create heightened risks of disputes, claims and legal
proceedings. These include claims that may be faced in one or more jurisdictions related to the safety of our drag-product
candidates, the development of our drag-product candidates, our ability to obtain regulatory approval for our drag-product
candidates, our expectations regarding product development and regulatory approval, sales and marketing practices, commercial
disputes including with contract manufacturers, competition, environmental matters, employment matters and other matters.
These matters could consume significant time and resources, even if we are successful. Many of our competitors and contractual



counterparties are significantly larger than we are and, as a result, may be able to sustain the costs of complex litigation more
effectively than we can because they have substantially greater resources. In addition, we may pay damage awards or
settlements or become subject to equitable remedies that could, individually or in the aggregate, have a material negative effect
on our financial condition, results of operations or stock price. Any uncertainties resulting from the initiation and continuation
of any litigation also could have a material adverse effect on our ability to raise the capital necessary to continue our operations.
We may initiate or become subject to litigation regarding patents and other intellectual property rights. Patent infringement
litigation involves many complex technical and legal issues and its outcome is often difficult to predict and the risk involved in
doing so can be substantial. Manufacturers of generic or biosimilar drugs could seek approval to market a generic or biosimilar
version of our products or challenge our intellectual property rights with respect to our drig-product candidates. Further, our
industry has produced a large number of patents and it is not always clear which patents cover various types of products or
methods of use. A third party may claim that we or our contract manufacturers are using inventions covered by the third party’ s
patent rights and may go to court to stop us from engaging in the alleged infringing activity, including making, using or selling
our drag-product candidates. These lawsuits are costly and could affect our results of operations and divert the attention of
managerial and technical personnel. There is a risk that a court would decide that we, or our contract manufacturers, are
infringing the third party’ s patents and would order us or our contractors to stop the activities covered by the patents. In
addition, if we or our contract manufacturers are found to have violated a third party’ s patent, we or our contract manufacturers
could be ordered to pay damages to the other party. We have agreed or may in the future agree to indemnify our contract
manufacturers against certain patent infringement claims and thus may be responsible for any of their costs associated with such
claims and actions. If we were sued for patent infringement, we would need to demonstrate that our drtg-product candidates or
methods of use either do not infringe the patent claims of the relevant patent or that the patent claims are invalid, and we might
be unable to do this. Proving invalidity, in particular, is difficult since it requires clear and convincing evidence to overcome the
presumption of validity enjoyed by issued patents. It is difficult and costly to protect our intellectual property and our
proprietary technologies, and we may not be able to ensure their protection. Our commercial success will depend in part on
obtaining and maintaining patent protection and trade secret protection for the use, formulation and structure of our drag
product candidates, the methods used to manufacture them, the related therapeutic targets and associated methods of treatment
as well as on successfully defending these patents against potential third- party challenges. Our ability to protect our dreig
product candidates from unauthorized making, using, selling, offering to sell or importing by third parties is dependent on the
extent to which we have rights under valid and enforceable patents that cover these activities. 36Fhe—- The patent positions of
pharmaceutical, biotechnology and other life sciences companies can be highly uncertain and involve complex legal and factual
questions for which important legal principles remain unresolved. Changes in either the patent laws or in interpretations of patent
laws in the U. S. and other countries may diminish the value of our intellectual property. Further, the determination that a patent
application or patent claim meets all of the requirements for patentability is a subjective determination based on the application
of law and jurisprudence. The ultimate determination by the U. S. Patent and Trademark Office or by a court or other trier of
fact in the U. S., or corresponding foreign national patent offices or courts, on whether a claim meets all requirements of
patentability cannot be assured. Although we have conducted searches for third- party publications, patents and other
information that may affect the patentability of claims in our various patent applications and patents, we cannot be certain that
all relevant information has been identified. Accordingly, we cannot predict the breadth of claims that may be allowed or
enforced in our patents or patent applications, in our licensed patents or patent applications or in third- party patents. We cannot
provide assurances that any of our patent applications will be found to be patentable, including over our own prior art patents, or
will issue as patents. Neither can we make assurances as to the scope of any claims that may issue from our pending and future
patent applications nor to the outcome of any proceedings by any potential third parties that could challenge the patentability,
validity or enforceability of our patents and patent applications in the U. S. or foreign jurisdictions. Any such challenge, if
successful, could limit patent protection for our drgg-product candidates and / or materially harm our business. The degree of
future protection for our proprietary rights is uncertain because legal means afford only limited protection and may not
adequately protect our rights or permit us to gain or keep our competitive advantage. In addition, to the extent that we are unable
to obtain and maintain patent protection for one of our drg-product candidates or in the event that such patent protection
expires or is limited to method of use patent protection, it may no longer be cost- effective to extend our portfolio by pursuing
additional development of a product or drg-product candidate for follow- on indications. We also may rely on trade secrets to
protect our technologies or drtg-product candidates, especially where we do not believe patent protection is appropriate or
obtainable. Although we use reasonable efforts to protect our trade secrets, our employees, consultants, contractors, outside
scientific collaborators and other advisers may unintentionally or willfully disclose our information to competitors. Enforcing a
claim that a third- party entity illegally obtained and is using any of our trade secrets 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. Moreover, our
competitors may independently develop equivalent knowledge, methods and know- how | Our indebtedness and liabilities could
limit...... other indebtedness becoming immediately payable in full . Competitors may develop products that are less expensive,
safer or more effective, or which may otherwise diminish or eliminate the success of any products that we may commercialize.
We may not achieve commercial success if our competitors, many of which have significantly more resources and experience
than we have, market products that are safer, more effective, less expensive or faster to reach the market than any products that
we may develop and commercialize. Our competitors also may market a product that proves to be unsafe or ineffective, which
may affect the market for future product we are developing, regardless of the safety or efficacy of our product. The failure of
any future product that we may market to compete effectively with products marketed by our competitors would impair our
ability to generate revenue, which would have a material adverse effect on our future business, our financial condition and our
results of operations. The loss of members of our management team could substantially disrupt our business operations. Our



success depends to a significant degree on the continued individual and collective contributions of our management team. The
members of our management team are at- will employees, and we do not maintain any key- person life insurance policies other
than on the life of Gregory A. Demopulos, M. D., our president, chief executive officer and chairman of the board of directors.
Losing the services of any key member of our management team, whether from death or disability, retirement, competing offers
or other causes, without having a readily available and appropriate replacement could delay the execution of our business
strategy, cause us to lose a strategic partner, or otherwise materially affect our operations. We rely on highly skilled personnel
and, if we are unable to retain or motivate key personnel or hire qualified personnel, we may not be able to maintain our
operations or grow effectively. Our performance is largely dependent on the talents and efforts of highly skilled individuals,
many of whom possess specialized expertise that may be difficult to replace. Our future success depends on our continuing
ability to identify, hire, develop, motivate and retain highly skilled personnel for all areas of our organization. If we are unable
to hire and train a sufficient number of qualified employees for any reason, we may not be able to implement our current
initiatives or grow effectively. We maintain a rigorous, highly selective and time- consuming hiring process. We believe that our
approach to hiring has significantly contributed to our success to date. If we do not succeed in attracting qualified personnel and
retaining and motivating existing personnel, our existing operations may suffer and we may be unable to grow effectively.
38We-We may encounter difficulties managing our growth, which could delay our business plans or adversely affect our results
of operations. To manage our future growth, we must continue to implement and improve our managerial, operational and
financial systems and continue to recruit, train and retain qualified personnel. We may not be able to implement necessary
business processes and systems, recruit, train and retain additional qualified personnel and otherwise manage the growth of our
enterprise due to factors such as limited financial resources and competition for qualified personnel within local, national and
international markets. The expansion of our operations may lead to significant costs and may divert our management and
business development resources. Any inability to manage growth could delay the execution of our business plans or disrupt our
operations. Additionally, our inability to manage growth effectively could cause our operating costs to exceed our forecasts.
Product liability claims may damage our reputation and, if insurance proves inadequate, these claims may harm our business.
We may be exposed to the risk of product liability claims that is inherent in the biopharmaceutical industry. A product liability
claim may damage our reputation by raising questions about our product’ s safety and efficacy and could limit our ability to sell
one or more products by preventing or interfering with commercialization of our drag-product candidates. In addition, product
liability insurance for the biopharmaceutical industry is generally expensive to the extent it is available at all. There can be no
assurance that we will be able to obtain or maintain such insurance on acceptable terms for any product we bring to market.
Further, our product liability insurance coverage may not provide coverage for or may be insufficient to reimburse us for any or
all expenses or losses we may suffer. A successful claim against us with respect to uninsured liabilities or in excess of insurance
coverage could have a material adverse effect on our business, financial condition and results of operations. We rely on third
parties to conduct portions of our preclinical research and clinical trials. If these third parties do not perform as contractually
required or otherwise expected, or if we fail to adequately supervise or monitor these parties, we may not be able to obtain
regulatory approval for or commercialize our drag-product candidates. We rely on third parties, such as CROs, medical and
research institutions and clinical investigators, to conduct a portion of our preclinical research, assist us in conducting our
clinical trials or to conduct third party- sponsored clinical trials of our drag-product candidates. Nonetheless, we are responsible
for confirming that our preclinical research and clinical trials are conducted in accordance with applicable regulations, the
relevant trial protocol and within the context of approvals by an institutional review board or ethics committee, and we may not
always be successful in ensuring such compliance. Our reliance on these third parties does not relieve us of responsibility for
ensuring compliance with FDA and other regulations and standards for conducting, monitoring, recording and reporting the
results of preclinical research and clinical trials to assure that data and reported results are credible and accurate and that the trial
participants are adequately protected. If these third parties do not successfully carry out their contractual duties or regulatory
obligations or meet expected deadlines, if the third parties need to be replaced or if the quality or accuracy of the data they
obtain is compromised due to their failure to adhere to our clinical protocols or regulatory requirements or for other reasons, our
preclinical and clinical development processes may be extended, delayed, suspended or terminated, and we may not be able to
commercialize or obtain regulatory approval for our drag-product candidates. If we are unable to obtain licenses from third
parties on commercially reasonable terms or fail to comply with our obligations under such agreements, our business could be
harmed. It may be necessary for us to use the patented or proprietary technology of third parties to commercialize our products,
in which case we would be required to obtain a license from these third parties. If we are unable to license such technology, or if
we are forced to license such technology on unfavorable terms, our business could be materially harmed. If we are unable to
obtain a necessary license, we may be unable to develop or commercialize the affected products or product candidates, which
could materially harm our business and the third parties owning such intellectual property rights could seek either an injunction
prohibiting our sales, or, with respect to our sales, an obligation on our part to pay royalties and / or other forms of
compensation. Even if we are able to obtain a license, it may be non- exclusive, which could enable our competitors to obtain
access to the same technologies licensed to us. If we fail to comply with our obligations under license agreements, our
counterparties may have the right to terminate these agreements, in which event we might not be able to develop, manufacture
or market, or may be forced to cease developing, manufacturing or marketing, any product that is covered by these agreements
or may face other penalties under such agreements. Such an occurrence could materially adversely affect the value of the
product or product candidate being developed under any such agreement. Termination of these agreements or reduction or
elimination of our rights under these agreements may result in our having to negotiate new or reinstated agreements with less
favorable terms, cause us to lose our rights under these agreements, including our rights to important intellectual property or
technology, or impede, delay or prohibit the further development or commercialization of one or more product candidates that
rely on such agreements. As a non- accelerated filer, we are re-not tengerrequired to comply with the auditor attestation



requirements of the Sarbanes- Oxley Act. We As-efDeeember34;2023;-we-are a non- accelerated filer under the Exchange Act
and, therefore, we are fo-not fenger-required to comply with the auditor attestation requirements of Section 404 (b) of the
Sarbanes- Oxley Act. Therefore, our internal eentrets—- control over financial reporting will not receive the level of review
provided by the process relating to the auditor attestation included in annual reports of issuers that are subject to the auditor
attestation requirements. In addition, we cannot predict if investors will find our common stock less attractive because we are
not required to comply with the auditor attestation requirements. If some investors find our common stock less attractive as a
result, there may be a less active tradlng market for our common itock and the trading prlce for our common itock ‘may be
negatively affected. =3 ; : ; ;

other fallures in telecommumcatlons or 1nf0rmat10n technology systems Could re@ult in information theft data Corruptlon and
significant disruption of our business operations. We utilize information technology systems and networks to process, transmit
and store electronic information in connection with our business activities. As use of digital technologies has increased, cyber
incidents, including deliberate attacks and attempts to gain unauthorized access to computer systems and networks, have
increased in frequency and sophistication. These threats pose a risk to the security of our systems and networks, the
confidentiality and the availability and integrity of our data. There can be no assurance that we will be successful in preventing
cyber- attacks or mitigating their effects. Similarly, there can be no assurance that our collaborators, CROs, third- party logistics
providers, distributors and other contractors and consultants will be successful in protecting our clinical and other data that is
stored on their systems. While we have not experienced any previous cybersecurity incidents that have had a material adverse
effect on or company, we cannot provide assurance that a future cybersecurity incident will not occur or that it would not
materially affect our business, results of operations or financial condition. In addition, we may suffer reputational harm or face
litigation or adverse regulatory action as a result of cyber- attacks or other data security breaches and may incur significant
additional expense to implement further data protection measures. Our stock price has been and may continue to be volatile, and
the value of an investment in our common stock may decline. During the 12- month period ended December 31, 2623-2024 , the
closing price of our stock ranged from as high as $ 712 . 5715 per share and as low as $ +-2 . 88-88 per share. The trading price
of our common stock is likely to continue to be highly volatile and could be subject to wide fluctuations in response to numerous
factors, many of which are beyond our control. In addition, the stock market has experienced extreme price and volume
fluctuations that have often been unrelated or disproportionate to the operating performance of publicly traded companies. Broad
market and industry factors may seriously affect the market price of companies’ stock, including ours, regardless of actual
operating performance. These fluctuations may be even more pronounced in the trading market for our stock. In addition, in the
past, following periods of volatility in the overall market and the market price of a particular company’ s securities, securities
class action litigation has often been instituted against these companies. This litigation, if instituted against us, could result in
substantial costs and a diversion of our management’ s attention and resources. If we issue additional shares of our common
stock or other securities that may be convertible into, or exercisable or exchangeable for, our common stock, our existing
shareholders would experience further dilution. To the extent that we raise additional funds in the future by issuing equity
securities, our shareholders would experience dilution, which may be significant and could cause the market price of our
common stock to decline significantly. In addition, approximately +5-16 . 3-7 million shares of common stock were subject to
outstanding options as of December 31, 2023-2024 and may become eligible for sale in the public market to the extent permitted
by the provisions of various vesting agreements. As of December 31, 2623-2024 , we also had approximately -6 . -9 million
additional shares of common stock reserved for future issuance under our employee benefit plans that are not subject to
outstanding options. Further, to the extent we issue common stock upon conversion of the Cenvertible-2026 Notes, such
conversion would dilute the ownership interests of existing stockholders despite the expected reduction of such dilution as a
result of the capped call transactions that we entered into in connection with the original issuances of the €enverttble-2026
Notes. If the holders of outstanding options or warrants elect to exercise some or all of them, or if the shares subject to our
employee benefit plans are issued and become eligible for sale in the public market, or we issue common stock upon conversion
of the Genvertible-2026 Notes, our shareholders would experience dilution and the market price of our common stock could
decline. 48HIf we or the third parties upon whom we rely are adversely affected by natural disasters or other events, our
business continuity and disaster recovery plans may not adequately protect us from such interruptions. Any unplanned event,
such as flood, fire, explosion, earthquake, tsunami, extreme weather condition, power shortage, power outage,
telecommunication failure, or other natural or man- made accidents or incidents could disrupt our operations. If a natural



disaster or other event were to occur that prevents us from using all or a significant portion of our headquarters, that damages
critical infrastructure, such as the manufacturing facilities of our third- party manufacturers, or that otherwise disrupts
operations, it may be difficult or, in certain cases, impossible for us to continue our business for a substantial period of time. We
may not carry sufficient business interruption insurance to compensate us for all losses that may occur. The disaster recovery
and business continuity plans we have in place may not be adequate in the event of a serious disaster or similar event. We may
incur substantial expenses as a result of a natural disaster or other event, which could have a material adverse effect on our
business, and we could potentially lose valuable data and other items. The occurrence of any of the foregoing could have a
material adverse effect on our business, financial condition and results of operations. Anti- takeover provisions in our charter
documents and under Washington law could make an acquisition of us, which may be beneficial to our shareholders, difficult
and prevent attempts by our shareholders to replace or remove our current management. Provisions in our articles of
incorporation and bylaws and under Washington law 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 shareholder actions by less than unanimous written
consent, restrictions on the ability of shareholders to fill board vacancies and the ability of our board of directors to issue
preferred stock without shareholder approval. In addition, because we are incorporated in Washington, we are governed by the
provisions of Chapter 23B. 19 of the Washington Business Corporation Act, which, among other things, restricts the ability of
shareholders owning 10 % or more of our outstanding voting stock from merging or combining with us. Although we believe
these provisions collectively provide for an opportunity to receive higher bids by requiring potential acquirers to negotiate with
our board of directors, they would apply even if an offer may be considered beneficial by some shareholders. In addition, these
provisions may frustrate or prevent any attempts by our shareholders to replace or remove our current management by making it
difficult for shareholders to replace members of our board of directors, which is responsible for appointing the members of our
management. We have never declared or paid dividends on our capital stock, and we do not anticipate paying dividends in the
foreseeable future. Our business requires significant funding. We currently plan to invest all available funds and future earnings,
if any, in the development and growth of our business. Furthermore, we are prohibited from making cash dividend
payments under the terms of our secured credit facility. Therefore, we have eurrently-do-net— no antieipate-intention of
paying any cash dividends on our common stock in the foreseeable future. As a result, a rise in the market price of our common
stock, which is uncertain and unpredictable, will be the sole source of potential gain for shareholders in the foreseeable future,
and an investment in our common stock for dividend income should not be relied upon.



