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section t-rt-}edibelow This summary should be read in con]unctlon w1th the Risk F dk,l()ls —nﬁmedfate}y—feﬂeﬂng—th-ts
section and should not be relied upon as an exhaustive summary of the material risks facing our business . Seme-The
occurrence of any of these risks are—=-We-, could harm our business, financial condition, results of operations and / et or
-x-ndependeﬁt—atrd-rters—growth prospects or cause our actual results to dlffer materlally from those contalned in forward-

sta-temeﬁts-rne-}uded—m this Annual Repml on F orm 10- K and those we may make from tlme to time. You should cons1der
all of the risk factors described in our public filings when evaluating our business. Risk Factor Summary Risks Related
to Our F 1nanc1al Condltlon and Capltal Requlrements We w1ll not be able to contmue as a gomg concern if we are

raise addmonal capital when needed . We have never generated any revenue from product sales and may never be
profitable. « We anticipate that we will continue to finanee-incur significant losses for the foreseeable future. * We may
not be able to raise the capital that we need to support our business plans and raising additional capital may cause
dilution to our stockholders and restrict our operations. Risks Related to the Discovery, Development and
Commercialization * We face competition from companies that have developed or may develop competing programs. *
Our programs are in preclinical stages of development and may fail in development or suffer delays. « We are
substantially dependent on the success of the SPY001 and SPY002 programs. « We may fail to achieve our projected
development goals in the time frames we announce and expect. * Any drug delivery device potentially used may have its



own regulatory development, supply, and other risks. * We may not be successful in our efforts to build a pipeline of
product candidates with commercial value. * Our studies and trials may not be sufficient to support regulatory approval
of any of our product candidates. * If we are unable to successfully develop complementary diagnostics for our
therapeutic product candidates, we may not realize their full commercial potential. « We have limited experience in
developing and commercializing diagnostics and have never applied for or obtained regulatory clearance or approval for
any diagnostic tests. * Additional time may be required to obtain regulatory approval for our product candidates and
product candidates because of their status as combination products. * We may encounter difficulties enrolling

participants in our future clinical trials. * Preliminary or “ topline ” data from our clinical trials may change as more
data becomes available. « Our future clinical trials may reveal significant adverse events or side effects. * We may fail to
capitalize on more profitable or potentially successful product candidates than those we pursue. * Any of our future
approved products may not achieve regulatory approval, market acceptance or commercial success. * Certain of our
programs may compete with our other programs. « The FDA may not accept data from clinical trials we conduct at sites
outside the United States. Risks Related to Government Regulation * FDA and comparable foreign regulatory approval
processes are lengthy and time- consuming and we may not be able to obtain, or may be delayed in obtaining, regulatory
approvals for our product candidates. * We may not be able to meet requirements for chemistry, manufacturing and
control of our programs. « Our product candidates may face competition sooner than anticipated based on rules and
regulations that may apply or government decisions with respect to our intellectual property. ¢ Even if we receive
regulatory approval, we will be subject to extensive ongoing regulatory obligations. * We may face difficulties from
healthcare legislative reform measures. * Our -and arrangements with third- parties are subject to healthcare
regulatory laws. » We may be unable to offer products at competitive prices due to unfavorable pricing regulations and /
or third- party coverage and reimbursement policies. * We may face criminal liability or the-other Company-determined
consequences for violations of U. S. and foreign trade regulations. * Foreign governments may impose strict price
controls, which may adversely affect our revenue. * Any accelerated review designations (e. g. fast track designation) we
may pursue may not hasten development or regulatory review. Risks Related to Our Intellectual Property « Our ability
to obtain and protect our patents and other proprietary rights is uncertain. « We may fail in obtaining or maintaining
necessary rights to our programs. « We may be subject to patent infringement claims or may need to file such claims. ¢
We may be subject to claims of wrongful hiring of employees or wrongful use of confidential information. * Our patents
and our ability to protect our products may be impaired by changes to patent laws. * Our patent protection could be
reduced or eliminated for non- compliance with regulatory requirements. « We may fail to identify or interpret relevant
third- party patents. * We may become subject to claims challenging the inventorship or ownership of our intellectual
property. * Patent terms may be inadequate to protect our competitive position of our programs. * Our technology
licensed from various third parties may be subject to retained rights. Risks Related to Our Reliance on Third Parties ¢
We may fail to maintain collaborations and licensing arrangements with third parties we rely on.  Third- parties we
rely on for the execution of preclinical studies and clinical trials may fail to carry out there— their contractual duties. ¢
We may be unable to use third- party manufacturing sites or our third- party manufacturers may encounter difficulties
in production. Risks Related to Employee Matters, Managing Growth and Other Risks Related to Our Business * We
may experience difficulties in managing the growth of our organization. « We may fail to attract or retain highly
qualified personnel. * Our ability to operate in foreign markets is substantial-deubt-abeut-subject to regulatory burdens,
risks and uncertainties. * Our estimates of market opportunity and forecasts of market growth may be inaccurate and
our business may not grow at similar rates, or at all. * Our employees or third- parties may engage in misconduct or the
other improper activities. * We may be impacted by security or data breaches or other improper access to our data. ¢
Our ability to use our net operating loss carryforwards and certain other tax attributes may be limited. » We may fail to
comply with privacy and data security regulations. * We may fail to comply with environmental, health and safety laws
and regulations. « We may be subject to adverse legislative or regulatory tax changes. « We may fail to realize the benefits
of our business or product acquisitions or our strategic alliances. * We may be impacted by the failure of financial
institutions. Risks Related to Our Common Stock * We may fail to obtain stockholder approval of the conversion of our
Series B Preferred Stock. * Our certificate of incorporation, Delaware law and certain contracts include anti- takeover
provisions. * Our certificate of incorporation and bylaws contain exclusive forum provisions. * We do not anticipate
paying any dividends in the foreseeable future. « Future sales of shares by existing stockholders could cause our stock
price to decline. * Future sales and issuances of equity and debt could result in additional dilution to our stockholders. *
Our principal stockholders own a significant percentage of our stock. General Risk Factors * The market price of our
common stock has historically been volatile and may drop in the future. « We incur significant costs associated with
complying with public Company-company reporting requirements. * A lack of analyst coverage may cause a decline in
our stock price or trading volume. * We may fail to maintain proper and effective internal controls. We will need to raise
additional capital, and if we are unable to do so when needed, we will not be able to continue as a going concern. This
Annual Report includes disclosures regarding our management ' s assessment of our

. As withintwelve-months-of the-issuanee-date-December 31, 2023, we had $ 339. 6 million of cash, cash equivalents,
marketable securities, and restricted cash. We will need to raise additional capital to continue to fund our operations and
service our debt obligations in these-- the future finanetal-statements-. f-view-of these-matters-If we are unable to raise
additional capital when needed ., our-ability-we will not be able . Developing our product
candidates requires a substantial amount of capital. We expect our research and development expenses to increase in
connection with our ongoing activities, particularly as we advance our product candidates through clinical trials. We will
need to raise additional capital to fund our operations and such funding may not be available to us on acceptable terms,



or at all, and such funding may become even more difficult to obtain due to rising interest rates and the current
downturn in the U. S. capital markets and the biotechnology sector in general. Competition for additional capital among
biotechnology companies may be particularly intense during this present economic downturn. We may be unable to raise
capital through public offerings of our common stock and may need to turn to alternative financing arrangements. Such
arrangements, if we pursue them, 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 stock. 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. Interest on any newly- issued debt securities and /
or newly- incurred borrowings would increase our operating costs and reduce our net income (or 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 stock could be materially and adversely affected. We do not currently
have any products approved for sale and do not generate any revenue from product sales. Accordingly, we expect to rely
primarily on equity and / or debt financings to fund our continued operations. Our ability to raise additional funds will
depend, in part, on the success of our preclinical studies and clinical trials and other product development activities,
regulatory events, our ability to identify and enter into licensing or other strategic arrangements, and other events or
conditions that may affect our value or prospects, as well as factors related to financial, economic and market conditions,
many of which are beyond our control. There can be no assurances that sufficient funds will be available to us when
required or on acceptable terms, if at all. If we are unable to raise additional capital when required or on acceptable
terms, we may be required to: * significantly delay, scale back, or discontinue the development or commercialization of
our product candidates; * seek strategic partnerships, or amend existing partnerships, for research and development
programs at an earlier stage than otherwise would be desirable or that we otherwise would have sought to develop
independently, or on terms that are less favorable than might otherwise be available in the future; ¢ dispose of
technology assets, or relinquish or license on unfavorable terms, our rights to technologies or any of our product
candidates that we otherwise would seek to develop or commercialize ourselves; * pursue the sale of our company to a
third party at a price that may result in a loss on investment for our stockholders; or ° file for bankruptcy or cease
operations altogether (and face any related legal proceedings). Any of these events could have a material adverse effect
on our business, operating results and prospects. Even if successful in raising new capital, we could be limited in the
amount of capital we raise due to investor demand restrictions placed on the amount of capital we raise or other reasons.
Additionally, any capital raising efforts are subject to significant risks and contingencies, as described in more detail
under the risk factor titled “ Raising additional capital may cause dilution to our stockholders, restrict our operations, or
require us to relinquish rights. ” We have no products approved for commercialization and have never generated any
revenue from product sales. Our ability to generate revenue and achieve profitability depends on our ability, alone or
with strategic collaborators, to successfully complete the development of, and obtain the regulatory and marketing
approvals necessary to commercialize one or more of our product candidates. We do not anticipate generating revenue
from product sales for the foreseeable future. Our ability to generate future revenue from product sales depends heavily
on our success in many areas, including but not limited to: * completing research and development of our product
candidates; ¢ obtaining regulatory and marketing approvals for our product candidates for which we complete clinical
trials; » manufacturing product candidates and establishing and maintaining supply and manufacturing relationships
with third parties that are commercially feasible, meet regulatory requirements and our supply needs in sufficient
quantities to meet market demand for our product candidates, if approved; ¢ qualify for adequate coverage and
reimbursement by government and third- party payors for any product candidates for which we obtain regulatory and
marketing approval; * marketing, launching, and commercializing product candidates for which we obtain regulatory
and marketing approval, either directly or with a collaborator or distributor; ¢ gaining market acceptance of our
product candidates as treatment options; * addressing any competing products and technological and market
developments; * implementing internal systems and infrastructure, as needed; * protecting and enforcing our intellectual
property rights, including patents, trade secrets, and know- how; ¢ negotiating favorable terms in any collaboration,
licensing, or other arrangements into which we may enter; * obtaining coverage and adequate reimbursement from
third- party payors and maintaining pricing for our product candidates that supports profitability; and * attracting,
hiring, and retaining qualified personnel. Even if one or more of the product candidates that we develop is approved for
commercial sale, we anticipate incurring significant costs associated with commercializing any approved product
candidate. Our expenses could increase beyond expectations if we are required by regulatory authorities to perform
clinical and other studies in addition to those that we anticipate. Even if we are able to generate revenues from the sale of
any approved products, we may not become profitable and may need to obtain additional funding to continue
operations. Portions of the research programs with respect to which we have exercised the Option to acquire intellectual
property license rights to or have the Option to acquire intellectual property license rights to pursuant to the Paragon
Agreement may be in- licensed from third parties, which make the commercial sale of such in- licensed products
potentially subject to additional royalty and milestone payments to such third parties. We will also have to develop or
acquire manufacturing capabilities or continue to contract with contract manufacturers in order to continue
development and potential commercialization of our product candidates. For instance, if the costs of manufacturing our
drug product are not commercially feasible, we will need to develop or procure our drug product in a commercially
feasible manner in order to successfully commercialize a future approved product, if any. Additionally, if we are not able
to generate revenue from the sale of any approved products, we may never become profitable. We have historically



incurred losses, have a limited operating history on which to assess our business, and anticipate that we will continue to
incur significant losses for the foreseeable future. We are a biopharmaceutical company with a limited operating history.
Since inception, we have incurred significant operating losses. For the years ended December 31, 2023, 2022 and 2021,
we reported a net loss of $ 338. 8 million, $ 83. 8 million and $ 65. 8 million, respectively. As of December 31, 2023, we
had an accumulated deficit of $ 764. 4 million. We will need to raise substantial additional capital to continue to fund our
operations in the future. If our stockholders do not timely approve the conversion of our Series B Preferred Stock, then
the holders of our Series B Preferred Stock may be entitled to require us to settle their shares of Series B Preferred
Stock for cash at a price per underlying share of common stock equal to the last reported closing sale price of common
stock on the principal trading market on which the common stock is listed as of the trading day immediately prior to the
date on which a request to convert shares of Series B Preferred Stock into shares of common stock is delivered to us by a
holder in accordance with the terms of the Series B Certificate of Designation and we fail to deliver such shares of
common stock, as described in our Series B Certificate of Designation relating to the Series B Preferred Stock. Because
the specific timing of the exercise of the cash redemption is not under our control and the closing sale price
of our common stock at the time of such conversion, we cannot quantify the aggregate amount of the potential cash
settlement; however, for illustrative purposes only, if all of our holders of Series B Preferred Stock had delivered
requests to convert their shares of Series B Preferred Stock on February 26, 2024 and assuming we were obligated to
settle such conversions in cash pursuant to the terms of the Series B Certificate of Designation, a total of $ 141, 480, 000
would have been payable to such holders as a result of the cash settlement of all 6, 000, 000 shares of common stock
issuable the conversion of 150, 000 shares of Series B Preferred Stock, at a price of $ 23. 58 per share of common
stock, which was the closing sale price of our common stock on the Nasdaq Global Select Market on February 23, 2024.
Failure to raise capital as and when needed, on favorable terms or at all, would have a negative impact on our financial
condition and develop our product candidates. Changing circumstances may cause us to consume capital
significantly faster or slower than we currently anticipate. If we are unable to acquire additional capital or resources, we
will be required to modify our operational plans to complete future milestones and we may be required to delay, limit,
reduce or eliminate development or future commercialization efforts of product candidates and / or programs. We have
based these estimates on assumptions that may prove to be wrong, and we could exhaust our available financial
resources sooner than we currently anticipate. We may be forced to reduce our operating expenses and raise additional
funds to meet our working capital needs, principally through the additional sales of our securities or debt financings or
entering into strategic collaborations. We have devoted substantially all of our financial resources to identify, acquire,
and develop our product candidates, including conducting preclinical and clinical development of the legacy rare disease
clinical studies conducted by us prior to the Asset Acquisition (the" Legacy Pipeline') and the preclinical development of
our current IBD pipeline, and providing general and administrative support for our operations. To date, we have funded
our operations primarily from the sale and issuance of convertible preferred and common equity securities, pre- funded
warrants, the collection of grant proceeds, and the licensing of our product rights for commercialization of
pegzilarginase in Europe and certain countries in the Middle East. The amount of our future net losses will depend, in
part, on the rate of our future expenditures and our ability to obtain funding through equity or debt financings, strategic
collaborations, or grants. Biopharmaceutical product development is a highly speculative undertaking and involves a
substantial degree of risk. We expect our losses to increase as our product candidates enter more advanced clinical
trials. It may be several years, if ever, before we complete pivotal clinical trials or have a product candidate approved
for commercialization. We expect to invest significant funds into the research and development of our current product
candidates to determine the potential to advance these product candidates to regulatory approval. If we obtain
regulatory approval to market a product candidate, our future revenue will depend upon the size of any markets in
which our product candidates may receive approval, and our ability to achieve sufficient market acceptance, pricing,
coverage and adequate reimbursement from third- party payors, and adequate market share for our product candidates
in those markets. Even if we obtain adequate market share for our product candidates, because the potential markets in
which our product candidates may ultimately receive regulatory approval could be very small, we may never become
profitable despite obtaining such market share and acceptance of our products. We expect to continue to incur
significant expenses and increasing operating losses for the foreseeable future and our expenses will increase
substantially if and as we: * continue the preclinical development and initiate the clinical development of our product
candidates; * continue efforts to discover and develop new product candidates; * continue the manufacturing of our
product candidates or increase volumes manufactured by third parties; * advance our product candidates into larger,
more expensive clinical trials; ¢ initiate additional preclinical studies or clinical trials for our product candidates; * seek
regulatory and marketing approvals and reimbursement for our product candidates; ¢ establish a sales, marketing, and
distribution infrastructure to commercialize any products for which we may obtain marketing approval and market for
ourselves; ¢ seek to identify, assess, acquire, and / or develop other product candidates; * make milestone, royalty, or
other payments under third- party license agreements; * seek to maintain, protect, and expand our intellectual property
portfolio; » pay penalties under our registration rights agreement for failing to timely register the applicable securities; °
seek to attract and retain skilled personnel; and * experience any delays or encounter issues with the development and
potential for regulatory approval of our clinical and product candidates such as safety issues, manufacturing delays,
clinical trial accrual delays, longer follow- up for planned studies or trials, additional major studies or trials, or
supportive trials necessary to support marketing approval. Further, the net losses we incur may fluctuate significantly
from quarter to quarter and year to year, such that a period- to- period comparison of our results of operations may not
be a good indication of our future performance. Until such time, if ever, as we can generate substantial revenue from the



sale of our product candidates, we expect to finance our cash needs through a combination of equity offermgs, debt
financings and license and development agreements. To the extent that we
the sale of equity securities or convertible debt securities, the ownership interest of our stockholders will be diluted, and
the terms of these securities may include liquidation or other preferences that adversely affect your rights as a holder of
common stock. Debt financing and preferred equity financing, if available, 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 raise additional funds through collaborations, strategic alliances or
marketing, distribution or licensing arrangements with third parties, we may be required to relinquish valuable rights to
our research programs or product candidates or grant licenses on terms that may not be favorable to us. If we are
unable to raise additional funds through equity or debt financings or other arrangements with third parties when
needed, we may be required to delay, limit, reduce or terminate our product development or future commercialization
efforts or grant rights to third parties to develop and market product candidates that we would otherwise prefer to
develop and market ourselves. To the extent that we raise additional capital through the sale of equity, including
pursuant to any sales under convertible debt or other securities convertible into equity, the ownership interest of our
stockholders will be diluted, and the terms of these new securities may include liquidation or other preferences that
adversely affect the rights of our stockholders. For instance, in December 2023, we sold an aggregate of 6, 000, 000
shares of common stock and 150, 000 shares of our Series B Preferred Stock in the December 2023 PIPE to the
December 2023 Investors for gross proceeds of $ 180. 0 million. Subject to receiving the requisite stockholder approval
and certain beneficial ownership limitations set by each holder of Series B Preferred Stock, each share of Series B
Preferred Stock will automatically convert into an aggregate of 40 shares of our common stock intend-are required
to solicit the consent of our stockholders with regard to conversion of the shares of our Series B Preferred Stock which
will be voted on at our 2024 annual meeting of stockholders. If our stockholders fail to approve such matters, we may be
subject to financial penalties that could materially harm our business, including the forced settlement of shares of Series
B Preferred Stock for cash, as described in our Series B Certificate of Designation. Debt financing, if available, would
likely involve agreements that include covenants limiting or restricting our ability to take specific actions, such as
incurring additional debt, making capital expenditures, making additional product acquisitions, or declaring dividends.
If we raise additional funds through strategic collaborations or licensing arrangements with third parties, we may have
to relinquish valuable rights to our product candidates or future revenue streams or grant licenses on terms that are not
favorable to us. We cannot be assured that we will be able to obtain additional funding if and when necessary to fund our
entire portfolio of product candidates to meet our projected plans. If we are unable on a timely basis,
we may be required to delay or discontinue one or more of our development programs or the commercialization of any
product candidates or be unable to expand our operations or otherwise capitalize on potential business opportunities,
which could materially harm our business, financial condition, and results of operations. Risks Related to Discovery,
Development and Commercialization We face competition from entities that have developed or may develop programs
for the diseases addressed by our product candidates. The development and commerecialization of drugs is highly
competitive. Our product candidates, if approved, will face significant competition and our failure to effectively compete
may prevent us from achieving significant market penetration. We compete with a variety of multinational
biopharmaceutical companies, specialized biotechnology companies and emerging biotechnology companies, as well as
academic institutions, governmental agencies, and public and private research institutions, among others. Many of the
companies with which we are currently competing or will complete against in the future have significantly greater
financial resources and expertise in research and development, manufacturing, preclinical testing, clinical trial conduct,
regulatory approvals, and marketing than we do. Mergers and acquisitions in the pharmaceutical and biotechnology
industry 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 collaborative arrangements
with large and established companies. These competitors also compete with us in recruiting and retaining qualified
scientific and management personnel, establishing clinical trial sites, recruiting participants for clinical trials, as well as
in acquiring technologies complementary to, or necessary for, our product candidates. Our competitors have developed,
are developing or will develop programs and processes competitive with our programs and processes. Competitive
therapeutic treatments include the-those sale-efeommon-steekinpublte-offerings-that have already been approved and
accepted by the medical community and any new treatments. Our success will depend partially on our ability to develop
and commercialize products that have a competitive safety, efficacy, dosing privateplacements-presentation
profile. Our commercial opportunity and success will be reduced or eliminated if competing products are safer . debt
finanetngs-more effective , have a more attractive dosing profile or presentation or are less expensive than the products
we develop, or if er-our threttgh-competitors develop competing products or if biosimilars enter the market more quickly
than we do and are able to gain market acceptance. See the section titled “ Business — Competition ” for more discussion
about our competitors. In addition, because of the competitive landscape for inflammatory and immunology (" I & I'")
indications, we may also face competition for clinical trial enrollment. Clinical trial enrollment will depend on many
factors, including if potential clinical trial participants choose to undergo treatment with approved products or enroll in
competitors’ ongoing clinical trials for programs that are under development for the same indications as our programs.
An increase in the number of approved products for the indications we are targeting with our programs may further
exacerbate this competition. Our inability to enroll a sufficient number of participants could, among things eapitat
sourees- delay mel-udmg—eeHﬂ-befaﬁeﬂs—wr&e{-her—eemp&mes—eﬁour development timeline, which may further harm ether
RAneE-or-our strategie-partnerships-eonld-competitive position. Our




product candidates are in preclinical stages of development and may fail in development or suffer delays that materially
and ad\ ersely d[ ect etuethelr commerclal abrl-x-ty—vmblhty te—aeh-leve- If We ot Or our current busiess-objeetives-and
Agote - Atie s . - Or yot-toevaluate-the-sueeess-ofour
Jausrness—te—elate—&nd—te—assess—euﬂ uture collaborators ﬁabrl-rty—We—alc unable a-chnteal-stage-biotechnology-company—We
v to complete development of, a—Belaw&re

ur teehﬂe-legy—tdeﬂt—l-fyrﬂg—peteﬁt—ra-l-)l oduct candidates,

ttﬂ&eﬁaktﬂg—ﬂeﬂehﬂ-te&l—sﬁtdies—&ﬂd—pfep&ﬂﬂg—feﬁ or experlence slgnlﬁcant delays in doing so , eommeneing-and-econdueting
ehinteat-trials-of our moestadvaneed-business will be materlally harmed We have no products on the market and all of our

product candidates are in preclinical stages v
development and pegzarginase;-we-have not demeﬂstr&ted-ewebeen tested in humans As a result, we expect it will be
many years before we commercialize any product candidate, if ever. Our ability to achieve and sustain profitability
depends on obtaining regulatory approvals for, and successfully eemplete-aptvotal-elintealtrial-commercializing, our
product candidates, either alone or with third parties, and we cannot guarantee you that we will ever obtain regulatory
approval for any of our product candidates . We have not yet demonstrated our ability to saeeessfully-initiate or complete
any cllnlcal trlals, obtain m&rket—rng—regulatory d])])l()\dl\ manuldclulc a cllnlcal or commuudl \(,dlL m)ducl or arrange for a

feeeﬁ‘e-lwuldlm\ dppm\ al [01 &ny—the c0mmerc1al dlstrlbutlon of our pmducl can(h(lalcx we de—net—lﬁ&ew—vv‘heﬂ—or an
existing or future collaborator must conduct extensive preclinical tests and clinical trials to demonstrate these-—-- the
safety and efficacy in humans of our programs and future product candidates wih-generaterevente-. We or our
collaborators may experience delays in initiating or completing clinical trials. We or our collaborators also may
experience numerous unforeseen events during, or as a result of, any current or future clinical trials that we could
conduct that could delay or prevent our ability to receive marketing approval or commercialize our current product
candidates or any future product candidates, including: * regulators or institutional review boards (“ IRBs ”), the FDA
or ethics committees may not authorize us or our investigators to commence a clinical trial or conduct a clinical trial at a
prospective trial site; * we may experience delays in reaching, or fail to reach, agreement on acceptable terms with
prospective trial sites and prospective contract research organizations (“ CROs ”), the terms of which can be subject to
extensive negotiation and may vary significantly among different CROs and trial sites; © clinical trial sites deviating from
trial protocol or dropping out of a trial; ¢ clinical trials of any product candidates may fail to show safety or efficacy,
produce negative or inconclusive results, and we may decide, or regulators may require us, to conduct additional
preclinical studies or clinical trials or we may decide to abandon product development programs; ¢ the number of
subjects required for clinical trials of any product candidates may be larger than we anticipate, especially if regulatory
bodies require completion of non- inferiority or superiority trials, enrollment in these clinical trials may be slower than
we anticipate or subjects may drop out of these clinical trials or fail to return for post- treatment follow- up at a higher
rate than we anticipate; * our third- party contractors may fail to comply with regulatory requirements or meet their
contractual obligations to us in a timely manner , if-or at all Jn-addition, sinee-tneeption,-we-have-ineutred signifieant
eoperatinglosses—For— or may deviate from the clinical trial protocol or drop out of the trial, which may require that we
add new clinical trial sites or investigators; « we may elect to, or regulators, IRBs or ethics committees may require that
we or our investigators, suspend or terminate clinical research or trials for various reasons, including noncompliance
with regulatory requirements or a finding that the participants in our trials are being exposed to unacceptable health
risks; ¢ the cost of clinical trials of any of our programs may be greater than we anticipate; * the quality of our product
candidates or the-other years-ended-Deeember31;2022-and-2024—we-materials necessary to conduct clinical trials of our
product candidates may be inadequate to initiate or complete a given clinical trial; ¢ our inability to manufacture
sufficient quantities of our product candidates for use in clinical trials; ¢ reperted-reports anetdoss-from clinical testing of
other theraples may raise safety or efficacy concerns about our programs; * our failure to establish $83—8-millionand-$
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and - seek-the FDA or other regulatory authorltles may requlre us o fdeﬁﬁfy—submlt dddmond data such as long- term
toxicology studies, or impose other requirements before permitting us to initiate a clinical trial. Commencing clinical
trials in the United States is subject to acceptance by the FDA of an IND, BLA or similar application and finalizing the
trial design based on discussions with the FDA and other regulatory authorities. In the event that the FDA requires us to
complete additional preclinical studies or we are required to satisfy other FDA requests prior to commencing clinical
trials, the start of our first clinical trials may be delayed. Even after we receive and incorporate guidance from these
regulatory authorities, the FDA or other regulatory authorities could disagree that we have satisfied their requirements
to commence any clinical trial or change their position on the acceptability of our trial design or the clinical endpoints
selected, which may require us to complete additional preclinical studies or clinical trials, delay the enrollment of our
clinical trials or impose stricter approval conditions than we currently expect. There are equivalent processes and risks
applicable to clinical trial applications in other countries, including countries in the EU. We may not have the financial
resources to continue development of, or to modify existing or enter into new collaborations for, a product candidate if
we experience any issues that delay or prevent regulatory approval of, or our ability to commercialize, our product
candidates +seonduet-additional-nonelinteal-stadies-. We or our current or future collaborators’ inability to complete
development of, or commercialize our product candidates, or significant delays in doing so, could have a material and
initiate-adverse effect on our business, financial condition, results of operations and prospects. We are substantially
dependent on the success of our two most advanced programs, SPY001 and SPY002, and our anticipated clinical trials for

ettﬁpree}uet—e&nd-rd&tes—t-ha-t—such programs may not be




Wwe-obtain

marketing approval for &n-y—e-ﬁettrpre&uet—e&nd-rd&tes— and then successfully we—e*peet—te—rneu%srgﬂrﬁe&ﬂt—eeﬂafnererahz&ﬁeﬂ
commercialize expenses-related-, our to-two pre&uet—sa-}es-most advanced programs SPY001 ma:l‘ket—rﬂg—ﬂ‘t&ﬂtrfaet—uﬂﬂg—dnd
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e%tefﬁﬁﬁatmg—t-}wﬁ%akeﬁte&ebtammg—wmlalm\ approv al We—The success of our programs is éepeﬁd-dependentheaﬂ-}y—«
the-sueeess-observing a longer half- life of our mestadvaneed-product candidates ;-pegtarviliase-in humans than other mAbs
currently marketed and pegzilarginase—Existing-and-futare-ehintealtrials-ofin development as we believe this longer half-
life has the potentlal to result in a more favorable dosing schedule for our product candidates, assuming they ineluding
G e tt-successfully complete clinical development and obtain marketing
approval H-This is based in part on the assumptlon that the longer half- life we are-unable-to-eommeretalize-have
observed in non- human primates (“ NHPs ) will translate into an extended half- life of our product candidates in humans.
To the extent we do not observe this extended half- life when we dose humans with er-our experienee-product candidates,
it would signifteantsignificantly delaysindeingse-and adversely affect the chnlcal and commerc1al potentlal of our
busrness—product candldates Our programs will requlre addrtlonal be1 W v A
§ and-clinical (Iu elo pment &nd—test—mg— evaluatlon of chmcal
rey-and manufacturing activities, product

preclinical pegzitarg
development, marketmg approval in eeftafn—eﬂee-}egy—tr-ra-ls—multlple ]lll‘lSdlCthllS, substantlal investment and significant

marketing efforts before we pegtarviltasefor-the-treatmentof Homoe y ; vto-generate any revenues from
product reventes-sales. We are not permltted to market or promote these programs if-or any other programs, before we
receive marketing approval from the F DA and comparable forelgn regulatory authorltles, and we may ever-never
receive such marketing approvals - A i
and-pegzitarginase- The success of pegtaﬁ‘rl-tase—pegi-rh}rgmaseh&ﬂd-mu et-her—plm uct Ldn(ll(ldlL\ will dqxn(l ona Varlety of
factors. We do not have complete control over many of these factors, including certain aspects of clinical development and
the regulatory submission process, potential threats to our intellectual property rights and the manufacturing,
marketing, distribution and sales efforts of any current or future collaborator. Accordingly, we cannot assure you that
we will ever be able to generate revenue through the sale of the-these foHowing:—=product candidates, even if approved. If
we are not successful in commerecializing our SPY001 or SPY002 programs, or are significantly delayed in doing so, our
business will be materially harmed. If we do not achieve our projected development goals in the time frames we
announce and expect, the commercialization of our product candidates may be delayed and our expenses may increase
and, as a result, our stock price may decline. From time to time, we estimate the timing of the anticipated
accomplishment of various scientific, clinical, regulatory and other product development goals, which we sometimes
refer to as milestones. These milestones may include the commencement or completion of scientific studies and clinical
trials, such as the expected timing for the anticipated commencement of our Phase 1 study, clinical trials in IBD, as well
as the submission of regulatory filings. From time to time, we may publicly announce the expected timing of some of
these milestones. All of these milestones are and will be based on numerous assumptions. The actual timing of these
milestones can vary dramatically compared to our estimates, in some cases for reasons beyond our control. If we do not
meet these milestones as publicly announced, or at all, the commercialization of our product candidates may be delayed
or never achieved and, as a result, our stock price may decline. Additionally, delays relative to our projected timelines
are likely to cause overall expenses to increase, which may require us to raise additional capital sooner than expected and
prior to achieving targeted development milestones. Any drug delivery device that we potentially use to deliver our
product candidates may have its own regulatory, development, supply and other risks. We expect to deliver our product
candidates via a drug delivery device, such as an injector or other delivery system. There may be unforeseen technical
complications related to the development activities required to bring such a product to market, including primary
container compatibility and / or dose volume requirements. Our product candidates may not be approved or may be
substantially delayed in receiving required-approval if the devices that we choose to develop do not gain and / or maintain
the1r own 1umlaum d])])l()\ als -fe% or the—deve}epmeﬁt—&nd-eemmereta-l-&&ﬁeﬂ—clearances Where approval of eur-the drug
afd with and dev1ce is sought under a smgle application, other—-- the
i e h-increased complexity of the

revrew process may delay approval In addltlon, some drug dehvery devrces are prov1ded by smgle- source unafﬁhated

cooperation +wi i and effort of W%en—appfeifed—byjaa&eﬁts—ﬂﬁe-those

ﬁed-tea-l—eemﬂ‘lttﬂﬂ-y—aﬂd—lhlld pam payefs—keffeemfe}yheempeﬁng—wrth-compames both to supply the devices and, in some
cases, to conduct the studies required for approval or other therapies;-and-=regulatory clearance of the devices. Even if

approval is obtained, we may also be dependent on those third- party companies continuing to maintaining—-- maintain

such approvals anaeeeptable-safetyprofile-ofour- or clearances once they have been received. Failure of third- party
companies to supply the devices, to successfully complete studies on the devices in a timely manner, or to obtain or



maintain required approvals or clearances of the devices could result in increased development costs, delays in or failure
to obtain regulatory approval and delays in product candidates thretgh-reaching the market or in gaining approval or
clearance for expanded labels for new indications. Our approach to the discovery and development of our programs is
unproven, and we may not be successful in our efforts to build a pipeline of programs with commercial value. Our
approach to the discovery and development of the research programs with respect to which we have exercised the
Option to acquire intellectual property license rights to or have the Option to acquire intellectual property license rights
to pursuant to the Paragon Agreement leverages clinically validated mechanisms of action and incorporates advanced
antibody engineering to optimize half- life and other properties designed to overcome limitations of existing therapies.
Our programs are purposefully designed to improve upon existing product candidates and products while maintaining
the same, well- established mechanisms of action. However, the scientific research that forms the basis of our efforts to
develop programs using half- life extension technologies, including YTE and LS amino acid substitutions, is ongoing and
may not result in viable programs. We have limited clinical data on product candidates utilizing YTE and LS half- life
extension technologies, especially in I & I indications, demonstrating whether they are safe or effective for long- term
treatment in humans. The long- term safety and efficacy of these technologies and the extended half- life and exposure
profile of our programs compared to currently approved products is unknown. We may ultimately discover that utilizing
half- life extension technologies for our specific targets and indications and any programs resulting therefrom do not
possess certain properties required for therapeutic effectiveness. We currently have only preclinical data regarding the
increased half- life properties of our programs and the same results may not be seen in humans. In addition, programs
using half- life extension technologies may demonstrate different chemical and pharmacological properties in
participants than they do in laboratory studies. This technology and any programs resulting therefrom may not
demonstrate the same chemical and pharmacological properties in humans and may interact with human biological
systems in unforeseen, ineffective or harmful ways. In addition, we may in the future seek to discover and develop
programs that are based on novel targets and technologies that are unproven. If our discovery activities fail to identify
novel targets or technologies for drug discovery, or such targets prove to be unsuitable for treating human disease, we
may not be able to develop viable additional programs. We and our existing or future collaborators may never receive
approval to market and commercialize any product candidate. Even if we or an existing or future collaborator obtains
regulatory approval, the approval may be for targets, disease indications or patient populations that are not as broad as
we intended or desired or may require labeling that includes significant use or distribution restrictions or safety
warnings. If the products resulting from the research programs with respect to which we have exercised the Option to
acquire intellectual property license rights to or have the Option to acquire intellectual property license rights to
pursuant to the Paragon Agreement prove to be ineffective, unsafe or commercially unviable, such programs would have
little, if any, value, which would have a material and adverse effect on our business, financial condition, results of
operations and prospects. Preclinical and clinical development involves a lengthy and expensive process that is subject to
delays and with uncertain outcomes, and results of earlier studies and trials may not be predictive of future clinical trial
results. If our preclinical studles and ellmeal trials &nd—fel-}eﬂﬁg—are not sufﬁclent to support regulatory d])])l()\ al FHwe-de
notachteve-onte-or-meore-of 3 y
ﬁabﬂ%ty—te—stteeessftﬂ-l—yheemmefeia%&e—oul pmduel Lan(hdale\ we whi
our-global-pivotal PEACEPhase 3-trial-may incur fots
m&y—requife—us—te-eeﬂéuet—addmoml costs ﬂeﬂ—ehmeﬁksf&ées-efe}&neal—ma}s—te-ew%uate—wbjeets—fer— or experlence delays
A someiziall)) § ultlmately be unable engoing

A-to complete the FBA-—seeking

-fu-l-l—&pprev&l—eﬁaegz—rl-&rgmase—@ﬂtme% %GQ—Z—We—reperted—&r&t—we—reeeﬂfed—a—KPF—I:etteﬁfrem—l he developmentF—BA

marketing dppl()\dl Tom 1wul‘1101\ aulhonues for the \dlL of any ploduel candidate, we must mmplue ﬁeﬂehﬁ-tea—l-
develepment-preclinical studies and then conduct extensive clinical trials to demonstrate the safety and efficacy of our product

eandidates— candidate in humans for-the-respeetive-targetindieations-. Our Chnteal-clinical trials testingis-expensive;
difftenit-to-design-and-implement,eantake-many— may years-te-not be conducted as planned or eemplete-completed on

schedule . if at all, and #ts-euteome-is-inherently-uneertain—Faitare-failure can occur at any time during the preclinical study or
clinical trial process. Fhe-restlts-For example, we depend on the availability of nenelinieal- NHPs to conduct certain

preclinical studics that we are required to complete prior to submitting and-- an early-IND and initiating clinical
development. There is currently a global shortage of NHPs available for drug development. This could cause the cost of
obtaining NHPs for our future preclinical studies to increase significantly and, if the shortage continues, could also result
in delays to our development tlmelmes Furthermore, a failure of one or more clinical trials ef-can etar-occur at any
ater—stage of testing. The outcome of elinteat-preclinical studies




trials-that-witHikely-differ-indestgnand size-from-carly- stage clinical trials ;-and-intertmresults-may not be predictive of the
success of later clinical trials. Moreover, preclinical and clinical data are often susceptible to varying interpretations and
analyses, and many companies that have believed their product candidates performed satisfactorily in preclinical studies
and clinical trials have nonetheless failed to obtain marketing approval of their product candidates. In addition, we
expect to rely on participants to provide feedback on measures such as measures of quality of life, which are subjective
and inherently difficult to evaluate. These measures can be influenced by factors outside of our control, and can vary
widely from day to day for a particular participant, and from participant to participant and from site to site within a

clinical trial éo—net—ﬂeeess&rﬂ-y—pfediet—ﬁﬂa-l—reﬁ&ts— We cannot be sure that the FDA w1ll agree Ferex&mp}e—whr}e—we—have

ﬂerpfeéieﬁve—e-ﬂposrtwe—chmml ettteemes—development plan . We plan -Irn—add-rt-teﬁ—whi-}e—we—rnteﬁd-lo a&neﬂnee—mfermuse
the data from our planned Phase 1 trials of our SPY001 and SPY002 programs in healthy volunteers to support Phase 2
trials in IBD and other I & I indications. If the FDA requires us to conduct additional trials or enroll additional
participants, our development timelines may be delayed. We cannot be sure that submission of an IND, BLA or similar
application will result in the FDA or comparable foreign regulatory authorities, as applicable, allowing clinical trials from
to begin in a time-timely manner to-time-, if at all. Moreover, even if these trials begin, issues may arise that could cause
regulatory authorities to suspend or terminate such reports-clinical trials. Events that may be-based-prevent successful or
timely initiation or completion of clinical trials include: inability to generate sufficient preclinical, toxicology or other in
vivo or in vitro data to support the initiation or continuation of clinical trials; delays in reaching a consensus with
regulatory authorities on study design ﬂﬂ&ud-rted-da-ta—preﬂded-by—eﬁﬁ or implementation of the clinical trials; delays or
fallure in obtamlng regulatory authorlzatlon to commence a {r ial delays fnvesﬁg&tersﬂ%n—&ud-ﬁ—ersubseqﬁem—remw—ef

ehinteat-triat-to-evaluate-thesafety-and effie g

ef—etrhllmml trial \11Ls temper&rﬂ-y—suspeﬁéed-sereeﬂmg— the terms OfWthh can be sub]ect l-rﬂﬁ-tt-rﬂg—p&ﬁei‘ﬁ—aeeess—aﬂd'
negotlatlon and may vary s1gn1ﬁcantly among dlfferent CROs and G@%—h&d—resﬂtﬁed—&e&ﬁfwﬂ&by—septembeﬁ%e—
}ﬂ—&éd-rﬁeﬁrw%&e—we—ﬁﬂ&&ted-dos&ﬂg—m—eﬂﬁphased—/é—dlmml uml s1tes, mesﬁg&&ﬂg—pegt&mh&se—fer—ﬂae—tre&trﬂeﬂt—ef

eﬂrel-l-meﬁt—m&y—be-de}&yed—delays in 1dent1fymg t-he—future—Addtt—reﬂaH-y— recrultmg and tralmng sultable ﬂﬂssed-doses—by
pattents-rourclinical investigators; delays studies-m eted-in these-obtaining
required IRB approval at each clinical trials— trial —I-t—rs—ﬂﬁpessrb-}e—te-pred-tet—wheﬂ—sne, delays in manufacturing, testing,
releasing, validating or %&wlmportmg / exportmg sufﬁclent stable quantltles of our )mduel L(mdlddlcs willprove-effeetive
ot-for safe-use in h v 0 ovat—W y y REORE ini

trials aﬂd—we—or the 1nab1hty to do any of A

the foregomg, fallure by our CROs wx—l-l—be—ab-}e—te—be—eemp-}eted—eﬂ—sehedt&e— +P&t—&H—"Phere—e&n—be—ﬁe—assttr&ﬁee—that—the
other th1rd partles or Heal-th—Attt-herrﬁes—w—rl—l—a-l-}ew—m to adhere beg&re%&neai—ﬁa&ls—eﬁha&&rey—vwﬂ—ne%ptﬁ—&we%&xe—ﬁaa}s

fallure to perform in accordance W uh p-}aﬂﬂed—tﬂa-l—sﬁes—the F DA’ s or any other regulatory authorlty S good chnlcal
practice requirements (“ GCPs ) or applicable regulatory guidelines in other countries ; changes ~medifteations-to the
eur-ongetngandplanted-clinical trial protocols due-te-; clinical sites deviating from trial protocol or dropping out of a trial;
changes in regulatory requirements and guidance that require amending or deeisions-made-submitting new clinical
protocols; selection of clinical endpoints that require prolonged periods of observation or analyses of resulting data;
transfer of manufacturing processes to facilities operated by a contract manufacturing organization (" CMO") and
delays or failure by our CMOs or us to make any necessary changes to such manufacturing process; and third parties
being unwilling or unable to satisfy their contractual obligations to us. We could also encounter delays if a clinical trial is
suspended or terminated by us, by the IRBs of the institutions in which such clinical trials are being conducted, by the
Data Safety Monltorlng Board if any, for such chmcal trial or by the F DA or comparable forelgn regulatory dLllhOl 111u




Lllllltdl uml due
ber of factors,

gtlation : ; e S atre § gotng-clinical trial m)lou)lx mspectlon of the clmlcal
trlal operations or trlal 51te by the FDA or comparable forelgn regulatory authorities resulting in the imposition of a
clinical hold, unforeseen safety issues or adverse side effects, failure to demonstrate a benefit from the programs, changes
in governmental regulations or administrative actions or lack of adequate funding to continue the clinical trial. If we are
required to conduct additional clinical trials or other testing of our product candidates beyond those that we currently
contemplate, if we are unable to successfully #ritiate-er-complete clinical trials of our product candidates erethertesting-, if the
results of these trials are not positive or are only moderately positive or if there are safety concerns, or-our tests-business
and results of operations may be adversely affected and we may incur significant additional costs. We are researching
the potential use of complementary diagnostics in connection with the development of our product candidates, and
although we do not demenstrate-suffietentelinteal-benefit-currently anticipate such diagnostics would be required orfor f
the regulatory approval of any of our product candidates , they may be helpful to maximize the clinical and commercial
success of our product candidates and if we fail to develop such complementary diagnostics or obtain regulatory
approvals that may be required if they will be used commercially alongside any of our product candidates, our products
may not be as competitive or commercially successful as they could be. A complementary diagnostic is a medical device,
often an in vitro device, which provides information that is valuable for the safe and effective use of a corresponding
therapeutic drug or biologic product. A complementary diagnostic can be used to identify patients or subsets of patients
who are most likely to benefit from the therapeutic product. A complementary diagnostic is generally developed in
conjunction with the clinical program for an associated therapeutic product. The development path of a complementary
diagnostic may include additional meetings with regulatory authorities, such as a pre- submission meeting and the
requirement to submit an investigational device exemption application. In the case of a complementary diagnostic that is
designated as “ significant risk device, ” approval of an investigational device exemption by the FDA and IRB is required
before such diagnostic is used in conjunction with the clinical trials for a corresponding product candidate. To be
successful in developing, validating, obtaining approval of and commercializing a complementary diagnostic, we or our
collaborators will need to address a number of scientific, technical, regulatory and logistical challenges. We have no
prior experience with medical device or diagnostic test development. If we choose to develop and seek FDA approval for
complementary diagnostic tests on our own, we may require additional personnel. We may rely on third parties for the
design, development, testing, validation and manufacture of complementary diagnostic tests for our therapeutic product
candidates that may benefit from such tests, the application for and receipt of any required regulatory approvals, and
the commercial supply of these complementary diagnostics. Although we currently plan to focus our complementary
diagnostic development program on diagnostics that may help to identity high / better responding patients for our
product candidates, we do not have-believe such complementary diagnostics will be required by regulatory authorities in
connection with granting regulatory approval for our product candidates but may aid in clinical trial recruitment, post-
approval treatment decisions an-and aceeptablesafetyproftle;-maximizing the commercial success of our product
candidates. If we may-or third parties we engage are unable to successfully develop complementary diagnostics for our
product candidates, or experience delays in doing so : * we may be delayedinobtainingmarketing-approvat-unable to
maximize our potential to identify appropriate patients for enrollment in our clinical trials, which may adversely affect
the development of our therapeutic product candidates; * notif the FDA or other regulators determine that the safe and
effective use of our therapeutic product candidates, if any, depends on the complementary diagnostics we develop then
we would have to expend time and resources to obtain marketing-regulatory approval at-all:=-of such complementary



diagnostics which could eease—- cause development-delays in the commercial launch or success

and ° we may not realize the full commercial potential of any therapeutics that receive marketing approval. As a result of
any of these events, our business, financial condition, results of operations and prospects could be materially and
adversely affected. To be successful in developing and commercializing therapeutic product candidates in combination
with diagnostic candidates, we will need to address a number of scientific, technical, regulatory and logistical challenges.
We currently anticipate that we or a collaborator may need to obtain marketing authorization from the FDA in order to
legally market such diagnostics in the United States. As a company, we have little experience in the development of
diagnostic tests and may not be successful in developing appropriate diagnostics to pair with any of our therapeutic
product candidates that receive marketing approval, and have never applied for or obtained regulatory clearance or
approval of any such diagnostic tests. Given our limited experience in developing diagnostic tests, we may rely in part or
in whole on third parties for their design, development and manufacture of such tests. Before a new medical device, or a
new intended use of, claim for, or significant modification to an existing device, can be marketed in the United States, a
company must first submit an application for and receive 510 (k) clearance pursuant to a premarket notification
submitted under Section 510 (k) of the Federal Food, Drug, and Cosmetic Act (“ FDCA ), de- novo classification, or
PMA approval from FDA, unless an exemption applies. The PMA approval pathway, which we expect to pursue for our
complementary diagnostic product candidates, requires an applicant to demonstrate the safety and effectiveness of the
product based, in part, on valid scientific evidence, including, but not limited to, technical, preclinical, and clinical data.
The 510 (k) pathway requires a FDA finding that the test is substantially equivalent to a legally marketed predicate
device. If no legally marketed predicate can be identified to enable use of the 510 (k) pathway, the device is automatically
classified under the FDCA into Class III, which generally requires PMA approval. However, for low- to moderate- risk
novel devices, FDA allows for the possibility of marketing authorization through the “ de novo classification ” process
rather than requiring the device to be subject to PMA approval. Products that are approved through a PMA application
generally need prior FDA approval before modifications can be made that affect safety or effectiveness, and certain
modifications to a 510 (k)- cleared device may also require FDA premarket review before the modified product can be
marketed. If we are unable to successfully develop, obtain regulatory clearance for and commercialize diagnostics to
pair with our therapeutic product candidates, it could adversely impact our ability to develop and generate revenue from
our product candidates. We may pursue development of combination products that require coordination within the FDA
and comparable foreign regulatory authorities for review of its device and biologic components. Although the FDA and
comparable foreign regulatory authorities have systems in place for the review and approval of combination products
such as ours, we may experience delays in the development and commercialization of our product candidates due to
regulatory timing constraints and uncertainties in the product development and approval process. Of note, prior
clearance or approval of one component of a combination product does not increase the likelihood that FDA will
approve a later product combining the previously cleared product or approved active ingredient with a novel active
ingredient. If we encounter difficulties enrolling participants in our future clinical trials, our clinical development
activities could be delayed or otherwise adversely affected. We may experience difficulties in patient participant
enrollment in our future clinical trials for a variety of reasons. The timely completion of clinical trials in accordance
with their protocols depends, among other things, on our ability to enroll a sufficient number of participants who remain
in the trial until its conclusion. The enrollment of participants in future trials for any of our programs will depend on
many factors, including if participants choose to enroll in clinical trials, rather than using approved products, or if our
competitors have ongoing clinical trials for programs that are under development for the same indications as our
programs, and participants instead enroll in such clinical trials. Additionally, the number of participants required for
clinical trials of our programs may be larger than we anticipate, especially if regulatory bodies require the completion of
non- inferiority or superiority trials. Even if we are able to enroll a sufficient number of participants for our future
clinical trials, we may have difficulty maintaining participants in our clinical trials. Our inability to enroll or maintain a
sufficient number of participants would result in significant delays in completing clinical trials or receipt of marketing
approvals and increased development costs or may require us to abandon one or more clinical trials altogether.
Preliminary, “ topline ” or interim data from our clinical trials that we announce or publish from time to time may
change as more participant data become available and are subject to audit and verification procedures. From time to
time, we may publicly disclose preliminary or topline data from our preclinical studies and clinical trials, which are
based on a preliminary analysis of then- available data, and the results and related findings and conclusions are subject
to change following a more comprehensive review of the data. We also make assumptions, estimations, calculations and
conclusions as part of our analyses of these data without the opportunity to fully and carefully evaluate complete data. As
a result, the preliminary or topline results that we report may differ from future results of the same studies, or different
conclusions or considerations may qualify such results, once additional data have been received and fully evaluated or
subsequently made subject to audit and verification procedures. Any preliminary or topline data should be viewed with
caution until the final data are available. From time to time, we may also disclose interim data from our preclinical
studies and clinical trials. Interim data are subject to the risk that one or more of the clinical outcomes may materially
change as participant enrollment continues and more participant data become available or as participants from our
clinical trials continue other treatments. Further, others, including regulatory agencies, may not accept or agree with
our assumptions, estimates, calculations, conclusions or analyses or may interpret or weigh the importance of data
differently, which could impact the value of the particular product candidate, the approvability or commercialization of
the particular product candidate and our company in general. In addition, the information we choose to publicly disclose
regarding a particular preclinical study or clinical trial is based on what is typically extensive information, and you or



others may not agree with what we determine is material or otherwise appropriate information to include in our
disclosure. If the preliminary, topline or interim data that we report differ from actual results, or if others, including
regulatory authorltles, dlsagree w1th the conclusnons reached our ablllty to obldm dppm\ al 101 g and commerclallze,
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preclinical studies and may result in a safety proﬁle that could halt clmlcal development 1nh1b1t regulatory approval or
limit commerclal potential or market acceptance of any of er-our product candldates. Results of our clinical trials could




g ; of W h nt-significant adverse events or other side effects are observed
in any of our future ellmeal lllals we may have dl[ 1ulll\ recruiting patients-participants to such the-elinteal-trial-trials |,
pattents-participants may drop out of our trtat-trials , or we may be required to abandon the tetat-trials or our development
efforts of one or more programs altogether. We, the FDA or other applicable regulatory authorities, or an IRB, may
suspend any clinical trials of any program at any time for various reasons, including a belief that predueteandidate
altogether-subjects or patients in such trials are being exposed to unacceptable health risks or adverse side effects . Some
potential therapetties-products developed in the biotechnology industry that initially showed therapeutic promise in early- stage
studies and trials have later been found to cause side effects that prevented their further development. Other potential
products have shown side effects in preclinical studies, which side effects do not present themselves in clinical trials in
humans. Even if the side effects do not preclude the drag-product candidate from obtaining or maintaining marketing
approval, undesirable side effects may inhibit market acceptance of the approved product due to its tolerability versus other
therapies. In addition, an extended half- life could prolong the duration of undesirable side effects, which could also
inhibit market acceptance. Treatment- emergent adverse events could also affect participant recruitment or the ability of
enrolled subjects to complete our clinical trials or could result in potential product liability claims. Potential side effects
associated with our product candidates may not be appropriately recognized or managed by the treating medical staff, as
toxicities resulting from our product candidates may not be normally encountered in the general patient population and
by medical personnel. Any of these developments-occurrences could matertally-harm our business, financial condition ,
results of operations and prospects significantly . -Fuft-hefln addltlon te*tet&es—asseenated—wrth—even if we successfully
advance our product candidates or any future may-also-dev ; approvat-an h

product frem-the-market-candidates through clinical trlals, such trials w1ll only 1nclude a llmlted number of partlclpants
and limited duration of exposure to our product candidates . ¥e-As a result, we cannot prediet-whether-be assured that
adverse effects of our product candidates will eause-organornot be uncovered when a significantly larger number of
participants are exposed to other—- the product candldate after tﬂjﬂry—rﬂ—hﬂm&ﬂs—ﬂ%&t—wet&d-pfeehtdeﬁﬁlead—te—the
feveea-t-teﬂ—e-ﬁregu-l-atew—applo\ al i al-testitig Further, any-Be}a-ys—efd-l-f-ﬁeu-l-&es

entire pipeline
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. Because we have limited
lmanual and hunaan—managerlal resources, we intene-to-focus our research and development efforts on certain selected
programs. For example, we are initially foeus-focused on researeh-our most advanced programs , SPY001 and SPY002
pfeduet—e&ﬂeh&frtes—fer—a—l&%set—e-ﬁmdieaﬁeﬁs— As a result, we may ferege— forgo or delay pursuit of opportunities with
other programs predueteandidates-orforetherindieations-that later prove to have greater commercial potential era-greater

Hkelihood-ofsueeess-. Our resource allocation decisions may cause us to fail to capitalize on viable commercial products or

pmhtable market opponumms Our spendlng on current and future research and development programs Aeeordingly;
ab : for eur-specific indications

may not yleld any commerclally v1able pmduct edndldales eﬁe-develep—strrt&ble— If we do not accurately evaluate the

a-product candidate , we may relinquish valuable
rlghts to that product candldate through collaboratlon, hcensmg or the-other approval-byHealth-Autherities-royalty
arrangements in cases in which it would have been more advantageous for us to retain sole development and

u)mmuualudlmn rlghts to such —Eveﬂ—rﬂwe—ebt&ﬁrs*gmﬁe&m—marke%sh&re—fer—euﬂnoduu eandidates— candidate ;-beeatise




- netedatesree RE-approva may—fa achieve-the-degre market
acceptance by—phys—teraﬂs—among clinicians , patients, healthcare 1lmd pdll\ ]M\Ol\ and others in the mcdlcdl community
necessary for commercial success and we may not generate any future revenue from the sale or licensing of such products
. Even if any-regulatory approval is obtained for a product candidate resulting from one of our current et or future
programs, they may not gain market acceptance among physicians, patients, healthcare payors or the medical
community. We may not generate or sustain revenue from sales of the product due to factors such as whether the
product can be sold at a competitive cost and whether it will otherwise be accepted in the market. There are several
approved products and product candidates reeetves-marketing-in later stages of development for the treatment of IBD.
However, our programs incorporate advanced antibody engineering to optimize the half- life and formulation of
antibodies; to date, no such antibody has been apprevat-approved ;itmaynonetheless-fat-to-gainrsuffietent-by the FDA for
the treatment of IBD. marketMarket participants with significant influence over acceptance by-phystetans-of new
treatments , patients;-such as clinicians and third- party payors , may not adopt a biologic that incorporates half- life
extension for our targeted indications, and etherstn-we may not be able to convince the medical community feeessary-and
third- party payors to accept and use, or to provide favorable reimbursement for eommeretat-steeess, any programs
developed by us or our ex1st1ng or future collaborators Gurrerrt—An extended half- llfe may make it more dlfﬁcult for

side effects, each of which may adversely affect our ablllty to gam market acceptance H-Market acceptance of our
product candidates de-will depend on many factors, including factors that are not within our control. Sales of medical
products also depend on the willingness of clinicians to prescribe the treatment. We cannot predict whether clinicians,
clinicians’ organizations, hospitals, other healthcare providers, government agencies or private insurers will determine
that our product is safe, therapeutically effective, cost effective or less burdensome as compared with competing
treatments. If any current or future product candidate is approved but does not achieve an adequate level of acceptance by
such parties , we may frever-not generate stgnifieant-or derive sufficient revenue from that product reventes-candidate and
wwe-may not become or remain profitable. Certain Fhe-degree-of marketaeeeptanee-of-our programs may compete with our
other programs, which could negatively impact our business and reduce our future revenue. We are developing product
candidates for the same indication: IBD , and may in the future develop our programs for other I & I indications. Each
such program targets a different mechanism of action. However, developing multiple programs for a single indication
may negatively impact our business if the programs compete with each other. For example, if multiple programs are
conducting clinical trials at the same time, they could compete for the enrollment of participants. In addition, if multiple
product candidates are approved for eommereiat-the sale-same indication , they may compete for market share, which
could limit our future revenue. We plan to conduct clinical trials for programs at sites outside the United States, and the
FDA may not accept data from trials conducted in such locations. We may choose to conduct one or more of our future
clinical trials outside the United States. Although the FDA may accept data from clinical trials conducted outside the
United States, acceptance of this data is subject to conditions imposed by the FDA. For example, the clinical trial must be
well designed and conducted and performed by qualified investigators in accordance with ethical principles. The trial
population must also adequately represent the U. S. population, and the data must be applicable to the U. S. population
and U. S. medical practice in ways that the FDA deems clinically meaningful. In addition, while these clinical trials are
subject to the applicable local laws, FDA acceptance of the data will depend on its determination that the trials also
complied with all applicable U. S. laws and regulations. If the FDA does not accept the data from any trial that we
conduct outside the United States, it would likely result in the need for additional trials, which would be costly and time-
consuming and would delay or permanently halt our development of the applicable product candidates. Even if the FDA
accepted such data, it could require us to modify our planned clinical trials to receive clearance to initiate such trials in
the United States or to continue such trials once initiated. Further, conducting international clinical trials presents
additional risks that may delay completion of our clinical trials. These risks include the failure of enrolled participants in
foreign countries to adhere to clinical protocol as a number-result of differences in healthcare services or cultural customs
that could restrict or limit our ability to conduct our clinical trials, the administrative burdens of conducting clinical
trials under multiple sets of foreign regulations, foreign exchange fluctuations, diminished protection of intellectual
property in some countries, as well as political and economic risks relevant to foreign countries. The regulatory approval
processes of the FDA and other comparable foreign regulatory authorities are lengthy, time- consuming and inherently
unpredictable. If we are not able to obtain, or if there are delays in obtaining, required regulatory approvals for our
product candidates, we will not be able to commercialize, or will be delayed in commercializing, our product candidates,
and our ability to generate revenue will be materially impaired. The process of obtaining regulatory approvals, both in
the United States and abroad, is unpredictable, expensive and typically takes many years following commencement of
clinical trials, if approval is obtained at all, and can vary substantially based upon a variety of factors , including the
type, complexity and novelty of the product candidates involved. We cannot commercialize product candidates in the
United States without first obtaining regulatory approval from the FDA. Similarly, we cannot commercialize product
candidates outside of the United States without obtaining regulatory approval from comparable foreign regulatory
authorities. Before obtaining regulatory approvals for the commercial sale of our product candidates, including our most
advanced product candidates, SPY001 and SPY002, we must demonstrate through lengthy, complex and expensive
preclinical studies and clinical trials that our product candidates are both safe and effective for each targeted indication.
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. Further, our product 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. The FDA and comparable foreign regulatory
authorities 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 data. Our product
candldates could be delayed in recelvmg, or fail to recelve, regulatory approval for many reasons , including: --the FDA
delayed-or comparable foreign regulatory refused-for-many
feaseﬂs—me}u&mg—ﬂ&e—feﬂewmg*—the—Hea%hﬁ&theﬂ&es-authorltles may disagree with the design or implementation of our

clinical trials; =-we may be unable to demonstrate to the satisfaction of the Health-FDA or comparable foreign regulatory
Atthorities-authorities that eur-a product eandidates— candidate are-is safe and effective for its any-ofthetr-proposed
indteations— indication ; «the results of clinical trials may not meet the level of statistical significance required by the Health
FDA or comparable foreign regulatory Autherities-authorities for approval; «serious and unexpected drug- related side
effects may be experienced by participants in our clinical trials or by individuals using drugs similar to our product
candidates; we may be unable to demonstrate that etr-a product eandidates— candidate ° s clinical and et-heikbeﬁeﬁts—eﬂtwetgh
thetr-safety-risks:s-the Health-Authorities-may-disagree-with-otr-their— other effteaey;-benefits outweigh its safety and-risks;
the FDA or comparable foreign regulatory authorities may disagree with our interpretation of data from preclinical
studies or clinical trials; the data collected from clinical trials of our product candidates may not be acceptable or
sufficient to support the submission of a BLA or other submission or petential-advantages-eompared-to alternative-treatments
obtain regulatory approval in the United States or elsewhere, and we may be required to conduct additional clinical

trials ; —eur-ability-to-offer-them— the FDA for—- or sale-ateompetitivepriees-the applicable foreign regulatory authority
may dlsagree regardlng the formulatlon, labeling and / or the spec1ﬁcat10ns of our product candldates +their- the FDA

payoer-e se-ated-a ; b manufacturers with whlch we contract for chnlcal and
commerclal supphes, and the approval pohcles or regulations of the FDA or comparable foreign regulatory authorities
may significantly change in a manner rendering our clinical data insufficient for approval. Of the large number of drugs
in development, only a small percentage successfully complete the FDA or foreign regulatory approval processes and are
commercialized. The lengthy approval process as well as the unpredictability of future clinical trial results may result in
our failing to obtain regulatory approval to market our product candidates +the-prevalenee-and-severity-, which would
significantly harm our business, results of theirside-effeets:=-operations and prospects. If we were to obtain approval,
regulatory authorities may approve any festﬂet-tens-en—t-he—use—ol our pmduu mn(hdatu tegeﬂ&erwrﬂa—etherfor fewer or
more hmlted ﬂ&ed-tea-t-teﬁs-mdlcatlons than eintera i

States-and-internationaty-, meludm(T falhng t0 approve maje
eompantes;-untversities-and-other—- the most commercially pr0m1s1ng 1nd1cat10ns feseareh—rnsﬁttrt-rens—M&fw—e-Peﬂr
eempetﬁers—h&ve—sabstafma{-}y—gfeatefﬁnanetal- teehmea-l—and—may grant approval contingent on other—- the performance of

marketing clinical trials, and

eempet-rters—md\ approve as

mefe—effeeti-\fe—eﬂess—ees&y—t-h&n—&ny—nodml eandlddle w1th a label that We—&fe—eﬂﬁeﬂt—l—y—deve}epmg—does not 1nclude the
labellng clalms necessary or de51rable e-rfor the successful commerclahzatlon of that we—may—&eve}ep—\%le—&n&erpate—a




ebt&rﬂ—obtammg, and-matntatn-ps

required regulatory d])])lO\dlS :

wﬂa—rese&reh—rns&&ﬁ-teﬁs—e%forour P : :

product candidates —’Phe—&va-r}abi-l-rty—&ﬁd—pﬂee-e-ﬁ we w1ll not be able to commerclallze, ot or eempeﬁfefs—wﬂl be delayed
in commercializing, our product candidates and our ability to generate revenue will be materially impaired. We may not
be able to meet requirements for the chemistry, manufacturing and control of our programs. In order to receive
approval of our products by eewldtimit-the FDA demand;-and the-priee-comparable foreign regulatory authorities, we must
show that we and our contract manufacturing partners arc able to eharge-characterize . for-control and manufacture our
drug products safely and in accordance with regulatory requirements. This includes manufacturing the active ingredient,
developing any— an efeur-acceptable formulation, manufacturing the drug product eandidates-, if-approved-performing
tests to adequately characterize the formulated product, documenting a repeatable manufacturing process, and
demonstrating that our drug products meet stability requirements . We-wit-Meeting these chemistry, manufacturing
and control requlrements is a complex task that requlres spec1allzed expertlse If we are 1ot able ﬁeh*e*‘e—ettﬁbtlﬁiﬂe&s—p'}&ﬂ




Our product (,dndlddlLS or W lll(,ll we intend to seek approval as b-te-legi&blologlcs pred-uets—nmv ldcc compumon sooner Ihan
anticipated. With-The Patient Protection and Affordable Act, as amended by the enaetment-of- Healthcare and Education
Reconciliation Act (the “ ACA ), includes a subtitle called the Biologics Price Competition and Innovation Act of 2009 ser
(“ BPCIA ”) , which created an abbreviated approval pathway for the-apprevalefbiesimtlar-biological products that are

(—bet-h—hngliﬂ-y—smﬂ-larblommllar and—to or llllLILlldll(‘LdblL w1th an FDA- llcensed reference blOlOUlLdl pre&uets)—was—erea-tedr

Under thc BPCIA, an appllcauon or a highly s1mllar or ¢ b10s1mllar ”? product may not be submltted to the FDA until four
years following the date that the reference product was first approved by the FDA. In addition, the approval of a
biosimilar product eannet-may not be approved-made effective by the FDA until 12 years after-from the firsttHeensure-of-date
ofon which the reference product Heensed-was first approved. During this 12- year period of exclusivity, another company
may still market a competing version of the reference product if the FDA approves a full BLA for the competing product
containing the sponsor’ s own preclinical data and data from adequate and well- controlled clinical trials to demonstrate
the safety, purity and potency of thelr product We beheve that any of our product candldates approved as blologlcs

v Stortf h However, Fhere-there is a risk that this cxclusl\ ity
could be sh(ntcncd due to conglcssmnal action or ()Ihu\\ ise, or that the FDA will not consider our product candidates to be
reference products for competing products, potentially creating the opportunity for btestmttar-competition sooner than

anticipated. Other aspects Addtt—teﬂa-l-ly—t-lﬂs—peﬂed—( feg-u-l-atery—the BPCIA some of whlch may 1mpact the BPCIA
exclusivity provisions dees#e sl—to-compan rereg . ey W rather-than—via

thehabbreﬁa-ted—pathway—l\o‘lest—st&tes—mx c also been the sub]ect enaeted—subs&tuﬁen—laws—that—permﬂ—subs&ttﬁen—( ‘recent
litigation enly-interehangeable-btosimitars- The-Moreover, the cxtent to which a biosimilar, once approved, will be substituted
for any ene-efeurreference products thatmay-be-approved-in a way that is similar to traditional generic substitution for non-
biological products is not yet clear, and will depend on a number of marketplace and regulatory factors that are still developing.
H-Even if we failto-develop-additional-receive regulatory approval of our product candidates, we eureommeretal-opportunity

will be subject to extensive ongoing timited—Developing-and-obtainingregulatory obligations apprevatfer-and
eommeretalizing-any-continued regulatory review, which may result in significant additional expense and we may be

subject to penalties if we fall to comply with regulatory requlrements or experlence unantlclpated problems w1th our

product candidates #

rec -F-BA—appreva-l-

product candidates will require be—sueeessftdly&eemfﬁeferal&ed—\ﬁdely—aeeepted—m—lhc marketp-laee—submlsswn of reports to

regulatory authorities and surveillance to monitor the safety and efficacy of the product candidate, may contain
significant limitations related to use restrictions or-for more-effeetive-than-specified age groups, warnings, precautions or
contraindications, and may include burdensome post- approval study or r1sk management requlrements For example,
other—- the FDA may require a risk evaluation ¢ v ; ee p
and eommeretalize-additional-mitigation strategy (" REMS") in order to approve our pmduct Ldll(ll(ldlLS whlch could entall
requirements for a medication guide, physician training and communication plans eur-- or eommeretal-opportanity
additional elements to ensure safe use, such as restricted distribution methods, patient registries and other risk
minimization tools. In addition, if the FDA or comparable foreign regulatory authorities approve our product




candidates, our product 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 will be subject to comprehensive regulation by the FDA and other
regulatory agencies in the United States and by comparable foreign regulatory authorities. These requirements include
submissions of safety and other post- marketing information and reports, registration, as well as on- going compliance
with current cGMPs and GCPs for any clinical trials that we conduct following approval. In addition, manufacturers of
drug products and their facilities are subject to continual review and periodic, unannounced inspections by the FDA and
other regulatory authorities for compliance with cGMPs. If we or a regulatory authority discover previously unknown
problems with a product, such as adverse events of unanticipated severity or frequency, or problems with the facilities
where the product is manufactured, a regulatory authority may impose restrictions on that product, the manufacturing
facility or us, including requiring recall or withdrawal of the product from the market or suspension of manufacturing.
restrictions on our ability to conduct clinical trials, including full or partial clinical holds on ongoing or planned trials,
restrictions on the manufacturing process, warning or untitled letters, civil and criminal penalties, injunctions, product
seizures, detentions or import bans, voluntary or mandatory publicity requirements and imposition of restrictions on
operations, including costly new manufacturing requirements. The occurrence of any event or penalty described above
may inhibit our ability to commercialize our product candidates and generate revenue and could require us to expend
significant time and resources in response and could generate negative publicity. Existing regulatory policies may
change, and additional government regulations may be enacted that could prevent, limited—- limit or delay —Metreover-a
fathare-nobtaintngregulatory approval of adédittenal-our 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 United
States 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 anegative-effeeton-the-approval-proeess-oef obtained and we may not achieve or sustain profitability. See
other—- the section titled “ Business — Government Regulation — Healthcare Reform ” for a more detailed description of
healthcare reform measures that may prevent us from being able to generate revenue, attain profitability, or
commercialize our product candidates ef. Our business operations and current and future arrangements with
investigators, healthcare professionals, consultants, third- party payors, patient organizations and customers will be
subject to applicable healthcare regulatory laws, which could expose us to penalties. Our business operations and current
and future arrangements with investigators, healthcare professionals, consultants, third- party payors, patient
organizations and customers may expose us to broadly applicable fraud and abuse and other healthcare laws and
regulations. These laws may constrain the business or financial arrangements and relationships through which we
conduct otrs— our operations, mcludmg how we research, market, sell and distribute or-our product candidates, if resalt
irlesing-approvatefany-approved produeteandidate-. Hin-See the section titled “ Business — Government Regulation — the
Other Healthcare Laws and Compliance Requirements ” for a more detailed description of the laws that may affect our
ablllty to operate Ensurmg that our mternal operatlons and future business arrangements we-are-unable-to-establish-b—S-
g ments-with third parties te-set-comply with applicable healthcare
laws and ﬁaa-rket—regulatlons will involve substantial costs If our operations are found to be in violation of any of these
laws ot or produet-eandidates;we-any other governmental laws and regulations that may netapply to us, we may be
subject to significant penalties, including civil, criminal and administrative penalties, damages, fines, exclusion from
government- funded healthcare programs, integrity oversight and reporting obligations to resolve allegations of non-
compliance, disgorgement, individual imprisonment, contractual damages, reputational harm, diminished profits and
the curtailment or restructuring of our operations. Further, defending against any such actions can be costly and time-
consuming and may require significant personnel resources. Therefore, even if we are successful in eemmeretalizing
defending against any such actions that may be brought agamst us, our pfed-uet—e&ﬂd-téates-busmess may be 1mpa1red
Even if t-hey—we are able approved

aff&ﬂgemeﬂ-ts—wrﬂa—fhrfd-p&f&es—m unfavorable prlcmg p Ar-th
pfed-&et—e&ﬂdféafes—reeeﬁ‘e—regt&&tefyhregulatlons &ppfeval—we—m&y—deeté&te-es’fa-b}rsh—&ﬂ—and / -rnfema-l—sa}es—erma-rkeﬁng




coverage GRGs—te-eeﬂéuet—etﬂLeﬂge-rﬂg—dnd relmbursement policies, we may fufure—p-}&ﬂﬂed—ehmea{—m&hheﬂaegf&mhase—aﬂd
pegz-r}&rg-rﬁase—We—de—nol p-}&ﬂ—be able to offer such mdepeﬁ&eﬁﬂ-yheeﬂdﬂet—eHneMHa{s—e-ﬁetﬁeheﬂnodml LdndlddlLS at

competitive -

prlces which —}Pwe—need—te-efﬁefmfe—ﬁem&ﬁﬁ%&rraﬂgefneﬂ%s—ﬂ&at—\\ ould ée}&y—serlously harm our busmess pfeéuef

Ay ay b ; S-appProve approval -fer—to market our ploduu mmhddus&nd—w-l-l—net—be—a-b-}e—te—er
may-be-delayed-in both the Unlted States and in selected foreign jurisdictions. If we obtain approval in one ot or more
forelgn Jlll‘lSdlCthIlS for effeﬁs—te—stleeessfu-l-}y—eefﬂmefeta-lﬁe—oul pmduu Ldl]dl([dlb\ —We-also-expeet-torely-onrother-third

fhere—rs—ne—gﬂar&&tee—ﬂ%&t—saeh—s&rd-tes—t-he—those ]lll‘lSdlCthIlS. Our

Sﬂeh—faerl-rtry— ablllty to —vw-l-l—be—eerﬁp}e’fed-suucss ullv




pfeﬁt—margins—aﬂd-oﬂeabihw—teunmmmalue any pmduu mn(hdalu that feeeﬁ‘e—market-rng—&ppfeva-l-we may develop w1ll
depend in part on a-timely-the extent to which reimbursement for these product candidates and eompetitive-basis-related
treatments will be available from government health administration authorities, private health insurers and other
organlzatlons -F&rl-ufe-e-tlany—fufure-Government authorities and other third- party eelaberatorsto-sueeessfully
iess S-or-mon veloped-payors, such as private health insurers and health maintenance

organlzatlons, dec1de whlch medlcatlons they will pay for and estabhsh relmbursement levels use-with-otr-therapeutie

8 andidates Government authorities and We-donot
: ot 1REROS d -the-other efforts-ofour
third- party strategfe—paﬁnefs—payors have attempted to eueeess—fu-l-l-y—control costs by hmltlng coverage and the amount of
reimbursement for particular medications. These entities may create preferential access policies for a competitor’ s
product, including a branded or generic / biosimilar product, over our products in an attempt to reduce their costs,
whlch may reduce our eemmereta—hze»—— commerclal opportumty Addltlonally, if any needed-Assays—Ourstrategte

pmduu mn(hdalu +are approved and we are found to have 1mpr0perly promoted off- label ‘—m&y—termma-te—t-hetr
relattonship-with-us—1f-Assaysneeded-fortse-uses of those with-eurtherapeutte-product candidates fai-to-gain-market
aeeeptanee-, we may become subject to significant liability, which would materially adversely affect our business and
financial condition. See the sections titled “ Business — Government Regulation — Coverage and Reimbursement ” and “
Business — Other Government Regulation Outside of the United States — Regulation in the European Union ” for a more
detailed description of the government regulations and third party payor practices that may affect our ability to
commercialize our derivereventesfromrsales-ofthese-therapeutie-product candidates eenld-be-. We are subject to U. S. and
certain foreign export and import controls, sanctions, embargoes, anti- corruption laws, and anti- money laundering
laws and regulations. We can face criminal liability and other serious consequences for violations, which can harmed---
harm our business . #-We are subject to export control and import laws and regulations, including the U. S. Export
Administration Regulations, U. S. Customs regulations, various economic and trade sanctions regulations administered
by the U. S. Treasury Department’ s Office of Foreign Assets Controls, the U. S. Foreign Corrupt Practices Act of 1977,
as amended, the U. S. domestic bribery statute contained in 18 U. S. C. § 201, the U. S. Travel Act, the USA PATRIOT
Act, and other state and national anti- bribery and anti- money laundering laws in the countries in which we conduct
activities. Anti- corruption laws are interpreted broadly and prohibit companies and their employees, agents,
contractors, and other collaborators from authorizing, promising, offering, our—- or strategie-providing, directly or
indirectly, improper payments or anything else of value to or from recipients in the public or private sector. We may

engage third partners— parties fail-to develop-and-eommeretatize-sell our products outside these-- the Assays-United States ,



it-eotld-to conduct clinical trials, and / or to obtain necessary permits, licenses, patent registrations, and other regulatory
approvals. We have direct or indirect interactions with officials and employees of government agencies or government-
affiliated hospitals, universities, and other organizations. We can be held liable for the corrupt or other illegal activities of
our employees, agents, contractors, and other collaborators, even if we do not explicitly authorize or have actual
knowledge of such activities. Any violations of the laws and regulations described above may result in substantial civil
and criminal fines and penalties, imprisonment, the loss of export or import privileges, debarment, tax reassessments,
breach of contract and fraud litigation, reputational harm, and other consequences. Governments outside the United
States tend to impose strict price controls, which may adversely affect and-delay-the-development-or-our eommeretalization
revenue, if any. In some countries, particularly member states of eur-the EU, the pricing of prescription drugs is subject
to governmental control. In these countries, pricing negotiations with governmental authorities can take considerable
time after receipt of marketing approval for a therapeutic . In addition, there can be considerable pressure by
governments and other stakeholders on prices and reimbursement levels, including as part of cost containment
measures. Political, economic and regulatory developments may further complicate pricing negotiations, and pricing
negotiations may continue after reimbursement has been obtained. Reference pricing used by various EU member states
and parallel distribution, or arbitrage between low- priced and high- priced member states, can further reduce prices.
To obtain coverage and reimbursement or pricing approvals in some countries, we or current or future collaborators
may be requlred to conduct a cllnlcal trlal or other studles that compare the cost- effectlveness of our pmduu candidates -

approval btisin

Publlcatlon of dlscounts We—may—be—subjeet—te-e}&ﬁns—bv h

e het et-canbea in-tha W ot lhnd pam payors Ors*t-ra-teg-te—partﬂers—may—net—ebfar&
appreva}s—freﬂa—regtr}a-teﬁ'—dul horities etttsrde—the—U-mfed—Stafes—may lead to further pressure on a—t—rmel—y—ba&rs—rﬁat—a-l—l—
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of publication and other ¢



approvals-is unavallable or hmlted in scope or amount or 1f prlcmg is set at unsatlsfactory levels, our busmess, ﬁnanc1al
condition, results of operations or prospects could be materially and may-netreeetveneeessary-approvats-adversely
affected. Brexit could lead to eommeretatize-legal uncertainty and potentially divergent national laws and regulations,
including those related to the pricing of prescription pharmaceuticals, as the UK determines which EU laws to replicate
or replace. If the UK were to significantly alter its regulations affecting the pricing of prescription pharmaceuticals, we
could face 51gn1ﬁcant new costs. A breakthrough therapy, fast track or other expedlted de51gnatlon for our pmduct

pmduu Ldndldales will receive mar l\umg approv al We ha-ve—reeewed—may seek a breakthrough therapy, Fast-fast Frack
track , or other designation for appropriate product candidates. Designation-Designations frem-such as these are within
the dlscretlon of lhu FDA , or other comparable regulatory authorities. The recelpt of a de51gnatlon for eur-a product




e-ﬁ%rg—rnase—l—Beﬁeteney—eﬁ[ one or more of our et-her—pmduct Ldll(ll(ldlk,\ —rﬂel-udiﬂg—pegt&m-l-tase—qualllv as—a—Bfeakt-hrettg-h
Fherapy-under one of FDA’ s designation programs , the FDA may later decide that sueh-the produet-products eandidates-no
longer meet the conditions for qudllllLdll()Il —\Ve—m&y—seelepﬂeﬂty—or dec1de that the tlme perlod for FDA review destgn&&eﬂ

Business — Government Regulatlon Expedlted Development and Revnew Programs ” eeu-ld—be—sabjeet—te-post-—&ppreval
marketing-restrietions; requirements;-or-for withdrawat-a more detailed description of the process for seeking expedited
designations such as fast track or breakthrough therapy designations. Our ability to obtain and protect our patents and
other proprietary rights is uncertain, exposing us to the possible loss of competitive advantage. We rely upon a
combination of patents, trademarks, trade secret protection, confidentiality agreements and the Paragon Agreement to
protect the 1ntellectual property related to our programs and technologies and to prevent third parties from competing

with us feg-u-la-tery—reqtﬂreﬁ&efﬁs—er—rf—we—e*peﬂeﬂee

tetpated i d diela G h ved-. Our produet-eandidates-success
depends in large part on our ablllty to obtain dlld the—aet-ﬁfmes—assoeta-ted—v&&th—malntaln patent protection for our



fer—paymeﬁt—t hat are -fa-lse-lmportant to or-our fraﬁe}u}eﬂt—busmess However, we may not be able to protect erour
intellectual property rights throughout the world makin an-and ebligation-to
pay—meﬂey—te—lhc legal systems in certaln countrles may not favor enforcement -fedef&l—geveﬂament—‘—t-he—fedeﬂﬂ—l-}eal-ﬂ‘r

dfugs—te—repeft—payments-patents trade secrets and othu 1ntellectual property Filing tr&nsfers—e%val-ue—te—phyﬁetaﬂs—
prosecutlng physm-&n—a&mf&n-ts—eeﬁ&m—n-&rses,—and defendlng patents teaehmg—hospﬁa-}s—w%wh—mehrdes—&nﬂua-l—d&t&
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Med-teafe—Pfeseﬂpﬁeﬂ—Bﬂig—reverse may also occur. As such , {-mpfevemeﬁt—aﬂd—Medefmz&ﬁefh%et—ef—ZG%—we may not
have patents 1n all countrles or all major markets fhe—h%ﬁﬁ—eh&ﬂged—&re—way—h&ed-teafe-eevefs—dmi pays—may not be abl




pesrﬁeﬂ—by—ﬁ-l-rng—pateﬂt—apphe&t—teﬂs—rﬂ—lhc extent such U-mted—States—aﬂd-&bfeﬁd—fe}a-ted-te-etﬂhnevel—tcc hnologies and
discoveries are publicly known pfeduet—eandf&afes—&nd—fe}y—eﬂ—etﬂh or heeﬁsefs—te-ebt&m—dlsclosed in countries where we do
have palml plOILLllOH for—- or ot

not result in mtmls being mued Any issued patents may not afford sufﬁc1ent protectlon of our programs or thelr

intended uses against competitors, nor can there be any assurance that pfeteet—the patents 1ssued w1ll not be 1nfr1nged
designed around, invalidated by third parties, out-- or P
effectively prevent others from commercializing competitive Iuhnolouus , products or programs. Even if these patents are




granted, they may be difficult to enforce. Further, any issued patents that we may license or own covering our programs
could be narrowed or found invalid or unenforceable if challenged in court or before administrative bodies in the United
States or abroad, including the United States Patent and Trademark Office (“ USPTO ”). Further, if we encounter delays
in our cllnlcal trlals or delays in obtalnlng regulatory approval the perlod of time durlng whlch we could market our

patents that we may own and llcense may not afford us any meaningful competltlve advantage . [n d(l(llll()n to seeking
e P any-patents based-for some of our technology and programs, we
may also rely on trade secrets, 1nclud1ng unpatented know- how, technology an-and other proprietary information,

applieation-may-depend-uponourability-to maintain generate-additionalnonelinieal-or-our elinteal-data-thatsupportsthe

patentabiity-ef competitive position. Any disclosure, either intentional etr—- or unintentional prepesed-elaims—We-maynot
be-able-to-generate-sueh-data-on-a-timely-basis-, by to-the-satisfactionrofthe U-S-—PTO;-or-our employees at-allMereover, the

employees of thlrd partles with whom we share our faclhtles or m&y—be—wbjeet—te—a—t hird- pam consultants prerssuanee

d bv lhud parties —I-t—ts—also—pessrb-le—t-h&t—we—have—fa-rled—(such

as through a cybersecurlty breach) of our trade secrets or proprietary information could enable competitors to identify
relevant-third—duplicate or surpass our technological achievements, thus eroding our competitive position in our market.
In order to protect our proprietary technology and processes, we rely in party— part patents-on confidentiality agreements

with er-our collaborators applieations—Forexampte-, employees applieationsfiled-before November29-, 2066-consultants,
outside scientific collaborators and eertairrappheations-filed-after-that-date-that-will-sponsored researchers and other




prov1de an adequate remedy in the event of unauthorized be-s

ee&traeters—h&ve—wreug—quy—used—er&nsew}esed- dlsclosure of u)llll([u]lldl 11110111]411011 eﬁrade—seerets—e%t-k&rd—p&rﬁes—eﬁﬂ%&t—eur

S€ se § e 111[01111&11011 mcludmo llddL secrets , w1th future busmess partners,
collaborators, contractors and others located in countries at heightened risk of theft of trade secrets, including through
direct intrusion by private parties or state actors and those affiliated with or controlled by state actors. In addition, while
we undertake efforts to protect or-our trade secrets and other confidentlal mformatlon from dlsclosure, others may
independently discover trade secrets and proprictary information, efa-ferm :
subjeet—te-e{&rms—t-hat—&n—and eﬁ&p}eyee-m such cases we may not be able adw‘lseiheeﬂsc&aﬂt—eﬁrdepeﬂéeﬁt—eeﬂ&&efer
perforts ets gattonts-to a-third-assert any trade secret rights against such party .
Costly —s-ueh—as—an—and tlme- consuming htlgatlon could be necessary to enforce employerand-thus;-that-the-third-party-has
anand determine ownership-interestin-the scope intelleetual-property-arising-out-of work-performed-our proprietary rights

and failure to obtain for-- or us-maintain trade secret protection could adversely affect our competitive business position .
We—Lastly, if our trademarks and trade names arc not reglstered aw&re—e%&ny—thfeateﬂed—ol adequately protected peﬂd-rﬁg




v 3 e . We may not be
suuuslul in obtaining or mdmtdmmu necessary rights -fefto our programs éeve}epﬂ&eﬁt—pfpehne—t hrough auqul\mons and in-

3 teense - Buausu our development programs
currently do and may in the future mve%ve—addt&eﬂal—pfeéuet—e&nd*éafes—&t&t—mayuqum the use of proprietary rights held by
third parties, the growth of our business may depend in part on our ability to acquire, in- license , or use these third- party
proprietary rights. We may be unable to acquire or in- license any compositions, methods of use, processes or other third- party
intellectual )mpcrly rights from third parties that we identify as necessary for our programs pfeéuet—e&ﬂdi&a-tes— The licensing
and acquisition of third- party intellectual property rights is a competitive area, and a number of more established companies
may pursue are-alse-parstaing-strategies to license or acquire third- party intellectual property rights that we may consider
attractive or necessary . These established companies may have a competitive advantage over us due to their size, eash-capital
resources and greater clinical development and commercialization capabilities. In addition, companies that perceive us to be a
competitor may be unwilling to assign or license rights to us. We also may be unable to license or acquire third- party
intellectual property rights on terms that would allow us to make an appropriate return on our investment or at all . If we are
unable to successfully obtain rights to required third- party intellectual property rights or maintain the existing intellectual
property rights we do obtain , we may have to abandon development of the relevant program, which could have a
material adverse effect on our business, financial condition , results of operations, and prospects . While we normally seek to
obtain the right to control prosecution, maintenance and enforcement of the patents relating to our programs, there may
be times when the filing and prosecution activities for growtlrpatents and patent applications relating to our programs
are controlled by our current and future licensors or collaboration partners. If any of our current and future licensors or
collaboration partners fail to prosecute, maintain and enforce such patents and patent applications in a manner
consistent with the best interests of our business, including by payment of all applicable fees for patents covering our
product candidates, we could suffer—flose our rights to the intellectual property or our exclusivity with respect to those
rights, our ability to develop and commercialize those product candidates may be adversely affected and we may not be
able to prevent competitors from making, using and selling competing products. In addition, even where we have the
right to control patent prosecution of patents and patent applications we have licensed to and from third parties, we may
still be adversely affected or prejudiced by actions or inactions of our licensees, our current and future licensors and
their counsel that took place prior to the date upon which we assumed control over patent prosecution. Our current and
future licensors may rely on third- party consultants or collaborators or on funds from third parties such that our
current and future licensors are not the sole and exclusive owners of the patents we in- license. If other third parties have
ownership rights to our current and future in- licensed patents, they may be able to license such patents to our
competitors, and our competitors could market competing products and technology. This could have a material adverse
effect on our competitive position, business, financial conditions, results of operations, and prospects. It is possible that
we may be unable to obtain licenses at a reasonable cost or on reasonable terms, if at all. Even if we are able to obtain a
license, it may be non- exclusive, thereby giving our competitors access to the same technologies licensed to us. In that
event, we may be required to expend significant time and resources to redesign our technology, programs, or the
methods for manufacturing them or to develop or license replacement technology, all of which may not be feasible on a
technical or commercial basis. If we are unable to do so, we may be unable to develop or commercialize the affected
product candidates, which could harm our business, financial condition, results of operations, and prospects
significantly. We cannot provide any assurances that third- party patents do not exist which might be enforced against
our current technology, manufacturing methods, programs, or future methods or products resulting in either an
injunction prohibiting our manufacture or future sales, or, with respect to our future sales, an obligation on our part to
pay royalties and / or other forms of compensation to third parties, which could be significant. Disputes may arise
between us and our current and future licensors regarding intellectual property subject to a license agreement,
including: the scope of rights granted under the license agreement and other interpretation- related issues; whether and



the extent to which our technology and processes infringe on intellectual property of the licensor that is not subject to the
licensing agreement; our right to sublicense patents and other rights to third parties; our right to transfer or assign the
license; the inventorship and ownership of inventions and know- how resulting from the joint creation or use of
intellectual property by our current and future licensors and us and our partners; and the priority of invention of
patented technology. We may be subject to patent infringement claims or may need to file claims to protect our
intellectual property, which could result in substantial costs and liability and prevent us from commercializing our
potential products. Because the intellectual property landscape in the biotechnology industry is rapidly evolving and
interdisciplinary, it is difficult to conclusively assess our freedom to operate and guarantee that we can operate without
infringing on or violating third party rights. If certain of our product candidates are ultimately granted regulatory
approval, patent rights held by third parties, if found to be valid and enforceable, could be alleged to render one or more
of our product candidates infringing. If a third party successfully brings a claim against us, we may be required to pay
substantial damages, be forced to abandon any affected product candidate and / or seek a license from the patent holder.
In addition, any intellectual property claims (e. g. patent infringement or trade secret theft) brought against us, whether
or not successful, may cause us to incur significant legal expenses and divert the attention of our management and key
personnel from other business concerns. We cannot be certain that patents owned or licensed by us will not be
challenged by others in the course of litigation. Some of our competitors may be able to sustain the costs of complex
intellectual property litigation more effectively than we can because they have substantially greater resources. In
addition, any uncertainties resulting from the initiation and continuation of any litigation could have a material adverse
effect on our ability to raise funds and on the market price of our common stock. Competitors may infringe or otherwise
violate our patents, trademarks, copyrights or other intellectual property. To counter infringement or other violations,
we may be required to file claims, which can be expensive and time- consuming. Any such claims could provoke these
parties to assert counterclaims against us, including claims alleging that we infringe their patents or other intellectual
property rights. In addition, in a patent infringement proceeding, a court or administrative body may decide that one or
more of the patents we assert is invalid or unenforceable, in whole or in part, construe the patent’ s claims narrowly or
refuse to prevent the other party from using the technology at issue on the grounds that our patents do not cover the
technology. Similarly, if we assert trademark infringement claims, a court or administrative body may determine that
the marks we have asserted are invalid or unenforceable or that the party against whom we have asserted trademark
infringement has superior rights to the marks in question. In such a case, we could ultimately be forced to cease use of
such marks. In any intellectual property litigation, even if we are successful, any award of monetary damages or other
remedy we receive may not be commercially valuable. Further, we may be required to protect our patents through
procedures created to attack the validity of a patent at the USPTO. An adverse determination in any such submission or
proceeding could reduce the scope or enforceability of, or invalidate, our patent rights, which could adversely affect our
competitive position. Because of a lower evidentiary standard in USPTO proceedings compared to the evidentiary
standard in United States federal courts necessary to invalidate a patent claim, a third party could potentially provide
evidence in a USPTO proceeding sufficient for the USPTO to hold a claim invalid even though the same evidence would
be insufficient to invalidate the claim if first presented in a district court action. In addition, if our programs are found to
infringe the intellectual property rights of third parties, these third parties may assert infringement claims against our
future licensees and other parties with whom we have business relationships and we may be required to indemnify those
parties for any damages they suffer as a result of these claims, which may require us to initiate or defend protracted and
costly litigation on behalf of licensees and other parties regardless of the merits of such claims. If any of these claims
succeed, we may be forced to pay damages on behalf of those parties or may be required to obtain licenses for the
products they use. Furthermore, because of the substantial amount of discovery required in connection with intellectual
property litigation or other legal proceedings relating to our intellectual property rights, there is a risk that some of our
confidential information could be compromised by disclosure during this type of litigation et or other proceedings. We
may be subject to claims that we have wrongfully hired an employee from a competitor or that our employees,
consultants or independent contractors have wrongfully used or disclosed confidential information of third parties. As is
common in the biotechnology industry, in addition to our employees, we engage the services of consultants to assist us in
the development of our programs. Many of these consultants, and many of our employees, were previously employed at,
or may have previously provided or may be currently providing consulting services to, other biotechnology or
pharmaceutical companies including our competitors or potential 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
confidential 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 become subject to claims that we caused and-- 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 rthe-vakie-of a former employer our—- or teehnology-and
produet-eandidates-competitor. While we may litigate to defend ourselves against these claims, even if we are successful,

litigation could result in substantial costs and could be a distraction signifieantly-diminished—Werely-on-tradeseeret
proteetion-to proteetmanagement. If our defenses to these claims fail, in addition to requiring us to pay monetary

damages, a court could prohibit us from using technologies etr—- or features interests-in-proprietary-know—how-and-in
pfeeesses—tlml are ﬂnp&teﬂfabl-e—essentlal to or-our programs, if such technologies for— or features whieh-patents-arc diffientt
et-otr—- or be derlved from the lldle secrets adeqﬂatel-ye




proprietary mlm mation of the former employers Moreover any eH-hat—xueh agreemen-ts—wx—l-l—pfeﬂde-htlgatlon or the threat
thereof may adversely affect our reputation, our ability to fer-form strategic alliances a-meaningfal-proteetion-of-otr—- or
sublicense trade-seerets; know—how-or-our otherproprietary-information-n-the-event-rights to collaborators, engage with
scientific adv1sors or hlre employees or consultants, each of whlch would have any» an ttnaut-heﬂzed-use-adverse effect on

difftent-, expensive-results of operatlons and financ1al condltlon tnﬁe-—eeﬂsumtng—and—the—eﬁteemeﬂs—tﬁmfed*etable— Even if
we are successful in pfeseettt-rng—defendmg agalnst xueh el(umx htlgatlonany—remedyawafded—may—beﬁnsufﬁeteﬁt—te-&ﬂly

trnsueeessfu-l—er—may—resu-l-t—m—d d1stractlon to management feﬁaedy—tha-t—ls—net—eefnmefeta-llﬁalﬂable— Changes to patent
Fheserisks-are-aceentuated-in-foreigneountries-where-laws orlaw e ; :
fally-as-in the United States and other jurisdictions o

infermation—could harm—dlmlmsh the value of patents in general thereby 1mpa1r1ng our ablhty eempet-rt—we—pesmeﬂ—We
may-roetbe-able-to protect our 1

ef eurproduet-products e&n&t&ates—thfettgheﬁt— Changes in elther the Wefld-weﬁld-be-pfehtblﬁifely—expeﬁsﬁ‘e—&ﬂd-eﬁﬁpdknl
rights-laws or interpretation of patent laws in seme-eountries-outstde-the United States ean-betess-extenstve-than-, including

patent reform legislation such as those—- the irLeahy- Smith America Invents Act ( the “ Leahy- Smith Act ”) could
increase the uncertainties and costs surrounding the prosecution of our owned and in- licensed patent applications and
the maintenance, enforcement or defense of our owned and in- licensed issued patents. The Leahy- Smith Act includes a
number of significant changes to United States patent law . The-These changes include provisions that affect the way
patent applications are prosecuted, redefine prior art, provide more efficient and cost- effective avenues for competitors
to challenge the validity of patents, and enable third- party submission of prior art to the USPTO during patent
prosecution and additional procedures to attack the validity of a patent at USPTO- administered post- grant
proceedings, 1nclud1ng post- grant review, inter partes review and derivation proceedings. Assuming that other
requirements for patentability are met may-differ-in-eertainreountries-, partieutarly-developing-eountries-prior to March 2013,
in the United States, the first to invent the claimed invention was entitled to the patent, while outside the United States,
the first to file a patent application was entitled to the patent. After March 2013, under the Leahy- Smith Act, the United
States transitioned to a first- to- file system in which, assuming that the other statutory requirements for patentability
are met, the first inventor to file a patent application will be entitled to the patent on an invention regardless of whether
a third party was the first to invent the claimed invention. As such, the Leahy- Smith Act and its implementation could
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 have a material adverse effect on our business, financial condition,
results of operations and prospects . In addition, the patent positions of companies in the development and
commercialization of biologics and pharmaceuticals are particularly uncertain. U. S. Supreme Court and U. S. Court of
Appeals for the Federal Circuit rulings have narrowed the scope of patent protection available in certain circumstances
and weakened the rights of patent owners in certain situations, including in the antibody arts. For example, the United
States Supreme Court in Amgen, Inc. v. Sanofi (Amgen) recently held that Amgen’ s patent claims to a class of
antibodies functionally defined by their ability to bind a particular antigen were invalid for lack of enablement where the
patent specification provided twenty- six exemplary antibodies, but the claimed class of antibodies covered a “ vast
number ” of additional antibodies not disclosed in the specification. The Court stated that if patent claims are directed to
an entire class of compositions of matter, then the patent specification must enable a person skilled in the art to make and
use the entire class of compositions. This decision makes it unlikely that we will be granted U. S. patents with
composition of matter claims directed to antibodies functionally defined by their ability to bind a particular antigen.
Even if we are granted claims directed to functionally defined antibodies, it is possible that a third party may challenge
our patents, when issued, relying on the reasoning in Amgen or other recent precedential court decisions. Additionally,
there have been proposals for additional changes to the patent laws of seme-the United States and other countries that, if
adopted, could impact our ability to enforce our proprietary technology. This combination of events has created
uncertainty with respect to the validity and enforceability of patents once obtained. Depending on future actions by the
U. S. Congress, the federal courts and the USPTO, the laws and regulations governing patents could change in
unpredictable ways that could have a material adverse effect on our patent rights and our ability to protect, defend and
enforce our patent rights in the future. Geopolitical instability in the United States and in foreign countries could increase
do-notproteetintelleetual-propertyrightsto-the uncertainties same-extentas-federal-and state-taws-in-costs surrounding the
prosecution or maintenance of patent applications and the maintenance, enforcement or defense of issued patents. For
example, the United States and foreign government actions related to Russia’ s invasion of Ukraine may limit or prevent
filing, prosecution and maintenance of patent applications in Russia. Government actions may also prevent maintenance




of issued patents in Russia. These actions could result in abandonment or lapse of patents or patent applications,
resulting in partial or complete loss of patent rights in Russia. If such an event were to occur, it could have a material
adverse effect on our business. In addition, a decree was adopted by the Russian government in March 2022, allowing
Russian companies and individuals to exploit inventions owned by patentees that have citizenship or nationality in, are
registered in, or have predominately primary place of business or profit- making activities in the United States and other
countries that Russia has deemed unfriendly without consent or compensation . Consequently, we may-would not be able
to prevent third parties from practicing our inventions in Russia aH-eeuntries-outside-the- Untted-States;-or from selling or
importing products made using our inventions in and into Russia. Accordingly, our competitive position may be impaired,
and our business, financial condition, results of operations and prospects may be adversely affected. In addition, a
European Unified Patent Court (“ UPC ”) entered into force on June 1, 2023. The UPC is a common patent court that
hears patent infringement and revocation proceedings effective for member states of the EU. This could enable third
parties to seek revocation of a European patent in a single proceeding at the UPC rather than through multiple
proceedings in each of the jurisdictions in which the European patent is validated. Although we do not currently own
any European patents or applications, if we obtain such patents and applications in the future, any such revocation and
loss of patent protection could have a material adverse impact on our business and our ability to commercialize or
license our technology and products. Moreover, the controlling laws and regulations of the UPC will develop over time,
and may adversely affect our ability to enforce or defend the validity of any European patents we may obtain. We may
decide to opt out from the UPC any future European patent applications that we may file and any patents we may
obtain. If certain formalities and requirements are not met, however, such European patents and patent applications
could be challenged for non- compliance and brought under the jurisdiction of the UPC. We cannot be certain that
future European patents and patent applications will avoid falling under the jurisdiction of the UPC, if we decide to opt
out of the UPC. Obtaining and maintaining patent protection depends on compliance with various procedural, document
submissions, 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. Periodic maintenance fees, renewal fees,
annuities fees and various other governmental fees on patents and / or patent applications are due to be paid to the
USPTO and foreign patent agencies in several stages over the lifetime of the patent and / or patent application. The
USPTO and various foreign governmental patent agencies also require compliance with a number of procedural,
documentary, fee payment and other similar provisions during the patent application process. While an inadvertent
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 programs, our competitive position
would be adversely affected. We may not identify relevant third- party patents or may incorrectly interpret the
relevance, scope or expiration of a third- party patent, which might adversely affect our ability to develop and market
our products. We cannot guarantee that any of our patent searches or analyses, including the identification of relevant
patents, the scope of patent claims or the expiration of relevant patents, are complete or thorough, nor can we be certain
that we have identified each and every third- party patent and pending application in the United States and abroad that
is relevant to or necessary or-for other—- the commercialization of our product candidates in any jurisdtetions—-
jurisdiction . As-part-The scope of erdinaryeeotrse-a patent claim is determined by an interpretation of the law, the written
disclosure in a patent and the patent’ s prosecution and-maintenanee-aetivittes-history. Our interpretation of the relevance
or the scope of a patent or a pending application may be incorrect. For example , we may incorrectly determine that our
products are not covered by a third- party patent or may incorrectly predict whether toseelea third- party’ s pending
application will issue with claims of relevant scope. Our determination of the expiration date of any patent in proteetion
eutside-the United States or abroad that we consider relevant may be incorrect. Our failure to identify and correctly
interpret relevant patents may negatively impact our ability to develop and market our products. In addition, because
some patent applications in the United States may be maintained in secrecy until the patents are issued, patent
applications in the United States and many foreign jurisdictions are typically not published until 18 months after filing,
and publications in the scientific literature often lag behind actual discoveries, we cannot be certain that others have not
filed patent applications for technology covered by our issued patents or our pending applications, or that we were the
first to invent the technology. Our competitors may have filed, and may in the future file, patent applications covering
our products or technology similar to ours. Any such patent application may have priority over our patent applications
or patents, which could require us eeuntries—Fhis-also-applies-to obtain rights to issued patents we-covering such
technologies. We may become subject to claims challenging the inventorship or ownership of our patents and other
intellectual property. We may be subject to claims that former employees, collaborators or other third parties have
aeguired-an interest in er-our irpatents or other intellectual property as an inventor or co - Heensed-inventor. The failure
to name the proper inventors on a patent application can result in the patents issuing thereon being unenforceable.
Inventorship disputes may arise from conflicting views regarding the contributions of different individuals named as
inventors, the effects of foreign laws where foreign nationals are involved in the development of the subject matter of the
patent, conflicting obligations of third parties involved in developing our programs or as a result of questions regarding
co- ownership of potential joint inventions. Litigation may be necessary to resolve these and other claims challenging
inventorship and / or ownership. Alternatively, or additionally, we may enter into agreements to clarify the scope of our



rights in such intellectual property. If we fail in defending any such claims, in addition to paying monetary damages, we
may lose valuable intellectual property rights, such as exclusive ownership of, or right to use, valuable intellectual
property. Such an outcome could have a material adverse effect on our business. Even if we are successful in defending
against such claims, litigation could result in substantial costs and be a distraction to management and other employees.
Our current and future licensors may have relied on third- party consultants or collaborators or on funds from third
parties —trseme-eases-, this-means-such as the U. S. government such that we;or-our eﬂ-ﬁpfe&eeeﬁsefs—rﬂ—rf&efes{—efhcul\m\
are not the sole and excluswe owners of the patents with pe

whefe—we—have-e%For example &fe—&b-}e—te-ebfa-m—rssued—pa-teﬂ-ts— certaln eﬂﬁpa-ten-t—e}&ﬂﬁs-e%efheﬁnlelleuual pmput\ we
llcenseﬂghfs—m&y—ne%be-effeefwe—eﬁﬂfﬁeieﬂﬁe-pfeve%fhem— rom se-eempets

heeﬁsed-&néef&te—Restafed—]:teeﬂs&lmludu inventions lhdl were mdde W 1111 U S. gov ernment support. The U. S. government
therefore has certain rights in such inventions under the applicable funding agreements and under applicable law. If other third
parties have ownership rights or other rights to our in- licensed patents, they may be able to license such patents to our
competitors, and our competitors could market competing products and technology. This could have a material adverse
effect on our competitive position, business, financial conditions, results of operations, and prospects. Patent terms may
be inadequate to protect the competitive position of our product candidates for an adequate amount of time. Patents
have a limited lifespan. In additterrthe United States , we-if all maintenance fees arc subjeetto-timely paid, the natural
expiration of a requirement-patent is generally 20 years from its earliest United States non- provisional filing date.
Various extensions may be available, but the life of a patent, and the protection it affords, is limited. Even if patents
covering our product candidates are obtained, once the patent life has expired, we may be open to competition from
competitive products, including generics or biosimilars. Given the amount of time required for the development, testing
and regulatory review of new product candidates, patents protecting such product candidates might expire before or
shortly after such product candidates are commercialized. As a result, our owned and licensed patent portfolio may not
provide us with sufficient rights to exclude others from commercializing products similar or identical to ours. Our
current or future licensors may retain certain rights under the relevant agreements with us, including the right to use the
underlying technology for noncommercial academic and research use, to publish general scientific findings from
research related to the technology, and to make customary scientific and scholarly disclosures of information relating to
the technology. It is difficult to monitor whether our licensors limit their use of the technology to these uses, and we could
incur substantial expenses to enforce our rights to our licensed technology in the event of misuse. We rely on
collaborations and licensing arrangements with third parties, including our arrangement with Paragon. If we are unable
to maintain these collaborations or licensing arrangements, or if these collaborations or licensing arrangements are not



successful, our business could be negatively impacted. We currently rely on our collaborations and licensing
arrangements with third parties, including Paragon, for a substantial portion of our discovery capabilities and in-
licenses. Collaborations or licensing arrangements that we enter into may not be successful, and any success will depend
heavily on the efforts and activities of such collaborators or licensors. If any of our collaborators or licensors experiences
delays in performance of, or fails to perform its obligations under their agreement with us, disagrees with our
interpretation of the terms of such agreement or terminates their agreement with us, the research programs with respect
to which we have exercised the Option to acquire intellectual property license rights to or have the Option to acquire
intellectual property license rights to pursuant to the Paragon Agreement and development timeline could be adversely
affected. If we fail to comply with any of the obligations under our collaborations or license agreements, including
payment terms and diligence terms, our collaborators or licensors may have the right to terminate such agreements, in
which event we may lose intellectual property rights and may not be able to develop, manufacture, market or sell the

pmducls covered b\ the—appl-te&b-le—pa-teﬂts—t-ha—t—&fedsel-d-efou

alp al-th v g p -8 d-by our agreement with them, or
even 1nfr1nge upon, our mlcllcctual pmput\ 110111\ rs—uneeﬁ&rn—bee&use— leadlng to the potentlal invalidation of our
intellectual property rights-have-or subjecting us to timitations—- litigation or arbitration , any of which would be time-
consuming and expensive and could harm our ability to commercialize our product candidates. In addition,
collaborators could independently develop, or develop with third parties, products that compete directly or indirectly
with our programs and products if the collaborators believe that the competitive products are more likely to be
successfully developed or can be commercialized under terms that are more economically attractive than ours. As part of
our strategy, we plan to evaluate additional opportunities to enhance our capabilities and expand our development
pipeline or provide development or commercialization capabilities that complement our own. We may not adeguately
proteetrealize the benefits of such collaborations, alliances ot or licensing arrangements. Any of these relationships
may require us to incur non- recurring and other charges, increase our near and long- term expenditures, issue
securities that dilute our existing stockholders or disrupt our management and business . We may face significant ;

provide-a-barrier-to-entry-againstoureompetitors-competition erpotential-eompetitors-in attracting appropriate collaborators

, or-permitus-and more established companies may also be pursuing strategies to maintatirlicense our— or acquire
eompetitive-advantage—Moreoverifa-third - party has-intellectual property rights that we consider attractive. These
companies may have a competitive advantage eover— over us due to the-their practiee-ofsize, financial resources and
greater clinical development and commercialization capabilities. In addition, companies that perceive us to be a
competitor may be unwilling to assign our—- or license rights to us. Whether we reach a definitive agreement for a
collaboration will depend upon, among other things, our assessment of the collaborator’ s resources and expertise, the
terms and conditions of the proposed collaboration and the proposed collaborator’ s evaluation of a number of factors.
Collaborations are complex and time- consuming to negotiate, document and execute. In addition, consolidation among
large pharmaceutical and teehnetogy-biotechnology companies has reduced the number of potential future collaborators.
We may not be able to negotiate additional collaborations on a timely basis, on acceptable terms or at all. If we fail to
enter into collaborations and do not have sufficient funds or expertise to undertake the necessary development and
commerclallzatlon activities, we may not be able to further develop or-our pmducl candidates —We—rﬂay—net—be—ab-le—te—fu-l-ly

We currently rely, and plan to rely in 1lu future, p&tenfs—that—we—ewn— on thlrd partles to conduct and support ot-our

heense-ormay-develop-drug-eandidates-for-preclinical studies and clinical trials. If the-these third parties diseases-ourdrug
eandidatesseek-totreatthat-do not tn-frrﬂge—etuﬁn-tel-leetual—pfepeft-y—properly and ﬂg-hts—but—wl‘neh-perferm—bettere%&re—mere
sueeesstul-successfully carry out than neidates; by-tssued-patents-and-otherin fia

pfepeﬁy—that—we—held—may—preﬂﬁe—be—meffeetﬂfe—fer—thcu fnteﬁeled—trea-tmeﬂt—contractual duties or meet expected deadlines,

we may not be able to obtain regulatory approval of or commercialize our product candidates. We have utilized and plan to




continue to utilize and depend upon independent investigators and collaborators, such as medical institutions, CROs,
contract testing labs and strategic partners, to conduct and support our preclinical studies and clinical trials under
agreements with us. We will rely heavily on these third parties over the course of our preclinical studies and clinical
trials, and we control only certain aspects of their activities. As a result, we will have less direct control over the conduct,
timing and completion of these preclinical studies and clinical trials and the management of data developed through
preclinical studies and clinical trials than would be the case if we were relying entirely upon our own staff. Nevertheless,
we are responsible for ensuring that each of our studies and trials is conducted in accordance with the applicable
protocol, legal, regulatory and scientific standards, and our reliance on these third parties does not relieve us of our
regulatory responsibilities. We and our third- party contractors and CROs are required to comply with GCP
regulations, which are regulations and guidelines enforced by the FDA and comparable foreign regulatory authorities
for all of our programs in clinical development. If we or any of these third parties fail to comply with applicable GCP
regulations, 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 approvmg our marketing
applications. We cannot assure you that upon inspection by a given regulatory authority, such drug-eandidates;=we
regulatory authority will determine that any of er-our eurtiecensors-clinical trials comply with GCP regulations. In
addition, er-our eolaberators-might-clinical trials must be conducted with products produced under cGMP regulations.
Our failure to comply with these regulations may require us to repeat clinical trials, which would delay the regulatory
approval process. Moreover, our business may be implicated if any of these third parties violates federal or state fraud
and abuse or false claims laws and regulations or healthcare privacy and security laws. Any third parties conducting our
clinical trials will not be our employees and, except for remedies available to us under our agreements with such third
parties, we cannot control whether they devote sufficient time and resources to our programs. These third parties may
be lnvolved in mergers, acqulsltlons or 51mllar transactlons and may have relatlonshlps been—the—ﬁrst—te—ma-ke—t-he

e%l-ieense—m&y—net—preﬂée—us-\\ ith an-y—eempeﬁﬁve—adv&n-tages—other commerclal entltles 1nclud1ng erm&y—be—narfewly

ges-by-our competitors +-our-eompetitorsmight, for
whom they may also be eenéuet—conductmg feseafeh—&nd-chmcal trials or other product development activities Hreeuntries
wwhere-we-, which could negatively affect their performance on our behalf and the timing thereof and could lead to
products that compete directly or indirectly with our current or future product candidates. If these third parties do not
have-patentrights-and-thentse-successfully carry out their contractual duties or obligations or meet expected deadlines, if
the-they informationtearned-fromneed 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 or regulatory requirements or for other reasons, our
clinical trials may be extended, delayed or terminated and we may not be able to complete development of, obtain
regulatory approval of or successfully commercialize our product candidates. In addition, we currently rely on foreign
CROs and CMOs, including WuXi Biologics, and will likely continue to rely on foreign CROs and CMO:s in the future.
Foreign CMOs may be subject to U. S. legislation, including the proposed BIOSECURE bill, trade restrictions and other
foreign regulatory requirements which could increase the cost or reduce the supply of material available to us, delay the

procurement or supply of such materlal aet-m&es—te—deve@a—eefnpetmve—pre&uets—fer— or sale—m—etuemajer—eefnmefeta-l

ﬂaay—ha\ ean dd\'Cl‘S‘C Lliccl on our ability to secure 51gmﬁcant commltments from governments to purchase our potentlal
therapies. For example, the biopharmaceutical industry in China is strictly regulated by the Chinese government.
Changes to Chinese regulations or government policies affecting biopharmaceutical companies are unpredictable and
may have a materlal adverse effect on our collaborators in Chma whlch could have an adverse effect on our business ,

- y v , results of opudllons and prospects. Evolving
Changes-changes in Chma s public health paten ngenteral-, economic thereby
+mpatﬂng—ouﬁ&brh-ty—to-pfeteet—owapfeduets— polltlcal, and soclal condltlons and feeent—p&teﬁt—leg-isl&&en—eet&d—mefease—lhc

andtheUK couldalsonegatlvelylmpact racted-paten ormlegistation Hereasng Ay
withregard-te-our ability to ebta-rn—patents—manufacture our product candldates for our planned clinical trials or have an
adverse effect on our ability to secure government funding, which could adversely affect our financial condition and
cause us to delay our cllnlcal development programs We currently rely and expect to rely in the future ;this-has-ereated
0 e-0n deeistons-by-the U—S—Cengress-use of
manufacturmg sultes in thlrd- party facllltles or on third parties to manufacture our product candidates , the—federat
eotrts;-and we may rely on third parties to produce t-he—U—S—P—”FG—t-he—la—ws—and fegu-la-t-reﬂs—gevermng—p&teﬂts-process our
products, if approved. Our business could o aken
unable to use third- party manufacturing suites our or 1f abih

pa-ten-ts—t-h&t—we—nﬂght—eb’fa-m—m—lhc fatare-third- party manufacturers encounter dlfﬁcultles in productlon We -l-f—we—do not




simtlartegislation;-thereby notextending the-term-ofour— or marketing-exehustvityfor-commercial manufacturing and
process1ng faclllty and must currently rely on CMOs to manufacture our pmducl can(hdalcx Tour-busthess-may-be

pessrb-l-y—mateﬁa-l-ly— We have not yet fegts-tered-caused our product candldates trademarks—rrraH—o-PetuLpoteﬁ&al—markets—&né

fatlire-to seeure-be manufactured on a commercial scale and may not be able to do so for any of our programs, if
approved. We currently have a sole source relationship for our supply of these—- the registrations-SPY001 program. If
there should be any disruption in such supply arrangement, including any adverse events affecting our sole supplier, it
could have a negative effect on the clinical development of our programs and other operations while we work to identify
and qualify an alternate supply source. We may not control the manufacturing process of, and may be completely
dependent on, our contract manufacturing partners for compliance with cGMP requirements and any other regulatory
requirements of the FDA or comparable foreign regulatory authorities for the manufacture of our product candidates.
Beyond periodic audits, we have limited 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 product candidates or if it withdraws any approval in the future, we may need
to find alternative manufacturing facilities, which would require the incurrence of significant additional costs, delays,
and materially adversely affect our ability to develop, obtain regulatory approval for or market our product candidates, if
approved. Similarly, our failure, or the failure of our CMOs, to comply with applicable regulations could result in
sanctions being imposed on us, including fines, injunctions, civil penalties, delays, suspension or withdrawal of approvals,
license revocation, seizures or recalls of product candidates or drugs, operating restrictions and criminal prosecutions,
any of which could significantly and adversely affect supplies of our product candidates or drugs and harm our business
and results of operations . We-attemptMoreover, our CMOs may experience manufacturing difficulties due to proteet
resource constraints, supply chain issues, eur- or pharmaeettieal-developments;serviees;and-as a result of labor disputes
or unstable political environments. If any CMOs on which we will rely fail to manufacture quantities of our produets—
product candldates at quallty levels necessary to meet regulatory requlrements un&eﬁr&éemarlelaws—Heweveﬁeur

i f i i i i jeetions: =, andeppoﬁuﬂ-rty—atascale
sufficlent to fespond—meet antlclpated demand at a cost that allows us to these—rejeeﬁeﬂs—achleve profitability , we-may-our
business, financial condition and prospects could be materially and adversely affected unable-to-overcomesuehrejeetions-.
[n addition, inthe- 5—S—PFO6-our CMOs are responsible for transporting temperature- controlled materials that can be
inadvertently degraded during transport due to several factors, rendering certain batches unsuitable for trial use for
failure to meet, among others, our integrity and inreomparable-agenetestarpurity specifications. We and many—- any foretgn
jutisdietions;-of our CMOs may also face product seizure or detention or refusal to permit the import or export of
products. Our business could be materlally adversely affected by business dlsruptlons to our ¢ md party prov1ders that
could materially adversely affect ps :
e&neel—regtstmour e&neeH&&eﬁ—pfeeeWantlclpated t1mellnes, potentlal
future revenue and financial condition and increase our costs and expenses. Each of these risks could delay our—- or
trademarks;-prevent the completion of our preclinical studies and clinical trials eur-- or trademarks-maynotsurvivesueh
proceedings-the approval of any of our product candidates by the FDA, result in higher costs or adversely impact
commercialization of our product candidates . Hf-we-donotsectreregistrations-See the section titled “ Business —

Manufacturing ” for a eurtrademarks;-we-may-eneounter-more diffienlty-inenforeing-detailed description of our
manufacturing plans and assumptions and therr— the factors againstthird-parties-than-that we-etherwise-would—Third

parties-may pursue-trademariinfringement-actions-againstus-affect the success of our programs. In order to successfully
implement our plans and strategies, we will need to grow the size of our organization and we may experience difficulties
in managing this growth. We expect to experience significant growth in the number of our employees and the scope of
our operations, particularly in the areas of precllmcal and clmlcal drug development techmcal operatlons, clmlcal
operations, regulatory affairs and , potentially ; detay srow-, sales

we-may-be-subjeet-to-arrand marketing. To manage inereast e
m&ustﬁ'—bmour ant1c1pated e&%




continue to implement and metivate-improve our managerial, operational and financial personnel and systems, expand
our facilities and continue to recruit and train additional qualified personnel. Due to our limited financial resources and
the limited experience of our management team working together in managing a company with such anticipated growth,
we may not be able to effectively manage the expansion of our operations or recruit and train additional qualified
personnel. We arc highly dependent on our key personnel and anticipate hiring new key personnel. If we are not
successful in attracting and retaining highly qualified personnel, we may not be able to successfully implement our
business strategy. We are a ehinteal-preclinical —stage biotechnology company with a limited operating history, and, as of
December 31, 2622-2023 , we had 69-30 employees. We are-have been and will continue to be highly dependent on the
research and development, clinical and business development expertise of our executive officers, as well as the other principal
members of our management, scientific and clinical team. Any of our management team members may terminate their
employment with us at any time. We do not mamlam kcv pcrson msmanu for any of our executiv es or other employees.
Reeruiting-Attracting and retaining qualified set : antfa G ales-a : g-personnel will also be
critical to our success , including with respect to any strategic transaction that we may pursue . 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 executive officers and key employees 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, facilitate
regulatory approval of and commercialize product candidates. 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. In addition, we rely on consultants and advisors, including
scientific and clinical advisors suelras-our-setentifie-advisory-beoard-, to assist us in formulating our discovery and nonclinical
and clinical development and commercialization strategy. Our consultants and advisors ;ineluding-members-of-our-setentifie

advisery-beard;-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. Our future growth may depend, in part, on our ability to
operate in foreign markets, where we would be subject to additional regulatory burdens and other risks and
uncertainties. Our future growth may depend, in part, on our ability to develop and commercialize our product
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 product candidates before we receive regulatory approval from the applicable foreign regulatory
authority, and may never receive such regulatory approval for any of our product candidates. 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 and commercial sales,
pricing and distribution of our product candidates, and we cannot predict success in these jurisdictions. If we fail to
comply with the regulatory requirements in international markets and receive applicable marketing approvals, our
target market will be reduced and our ability to realize the full market potential of our product candidates will be
harmed and our business will be adversely affected. Moreover, even if we obtain approval of our product candidates and
ultimately commercialize our product candidates in foreign markets, we would be subject to the risks and uncertainties,
including the burden of complying with complex and changing foreign regulatory, tax, accounting and legal
requirements and reduced protection of intellectual property rights in some foreign countries. Our estimates of market
opportunity and forecasts of market growth may prove to be inaccurate, and even if the markets in which we compete
achieve the forecasted growth, our business may not grow at similar rates, or at all. Our market opportunity estimates
and growth forecasts are subject to significant uncertainty and are based on assumptions and estimates which may not
prove to be accurate. Our estimates and forecasts relating to size and expected growth of our target market may prove to
be inaccurate. Even if the markets in which we compete meet our size estimates and growth forecasts, our business may
not grow at similar rates, or at all. Our growth is subject to many factors, including our success in implementing our
business strategy, which is subject to many risks and uncertainties. Our revenue will be dependent, in part, upon the size
of the markets in the territories for which we gain regulatory approval, the accepted price for the product, the ability to
obtain coverage and reimbursement and whether we own the commercial rights for that territory. If the number of our
addressable patients is not as significant as we estimate, the indication approved by regulatory authorities is narrower
than we expect or the treatment population is narrowed by competition, physician choice or treatment guidelines, we
may not generate significant revenue from sales of such products, even if approved. Our employees , independent
contractors, consultants, commercial collaborators, principal investigators, CROs, CMOs, suppliers and vendors may
ulga% in mlsu)nduu or other 1mplopu activ 1l1os mcludm(* ﬂeﬂ-—eemp-l-r&nee—noncompllance with regulatory standards and
se-sten G . We are exposed to the risk efthat our

emp}eyee-employees fraud-, 1ndependent contractors, consultants, commercial collaborators, principal investigators,
CROs, CMOs, suppllers and vendors actlng for or on our behalf may engage | in mlsconduct or other 1mproper activities




s-and ethics, but it sertous-harmto-ourreputation—Itis not

always possible to identify dlld deter emp-}eyee-mlxmnduu —by these parties and the precautions we take to detect and prevent
this activity may not be effective in controlling unknown or unmanaged risks or losses or in protecting us from governmental
investigations or other actions or lawsuits stemming from a failure to be-comply with these laws or regulations. Our internal
information technology systems, or those of any of our CROs, manufacturers, other contractors or consultants, third
party service providers, or potential future collaborators, may fail or suffer security or data privacy breaches or other
unauthorized or improper access to, use of, or destruction of our proprietary or confidential data, employee data or
personal data, which could result in eemplianee-additional costs, loss of revenue, significant liabilities, harm to our brand
and material disruption of our operations. In the ordinary course of our business, we and the third parties upon which
we rely collect, receive, store, process, generate, use, transfer, disclose, make accessible, protect, secure, dispose of,
transmit, and share (collectively, process) proprietary, confidential, and sensitive data, including personal data,
intellectual property, trade secrets, and other sensitive data (collectively, sensitive information). Despite the
implementation of security measures in an effort to protect systems that store our information, given their size and
complexity and the increasing amounts of information maintained on our internal information technology systems and
those of our third- party CROs, other contractors (including sites performing our clinical trials), third party service
providers and supply chain companies, and consultants, these systems are potentially vulnerable to breakdown or other
damage or interruption from service interruptions, system malfunction, natural disasters, terrorism, war and
telecommunication and electrical failures, as well as security breaches from inadvertent or intentional actions by our
employees, contractors, consultants, business partners and / or other third parties, or from cyber- attacks by malicious
third parties, which may compromise our system infrastructure or lead to the loss, destruction, alteration or
dissemination of, or damage to, our data. Some actors now engage and are expected to continue to engage in cyber-
attacks, including without limitation nation- state actors for geopolitical reasons and in conjunction with military
conflicts and defense activities. During times of war and other major conflicts, we, and the third parties upon which we
rely, may be vulnerable to a heightened risk of these attacks, including retaliatory cyber- attacks, that could materially
disrupt our systems and operations, supply chain, and ability to produce, sell and distribute our goods and services. In
particular, severe ransomware attacks are becoming increasingly prevalent and can lead to significant interruptions in
our operations, ability to provide our products or services, loss of sensitive data and income, reputational harm, and
diversion of funds. Extortion payments may alleviate the negative impact of a ransomware attack, but we may be
unwilling or unable to make such payments due to, for example, applicable laws or regulations prohibiting such
payments. To the extent that any disruption or security breach were to result in loss, destruction, unavailability,
alteration or dissemination of, or damage to, our data or applications, or for it to be believed or reported that any of
these occurred, we could incur liability and reputational damage and the development and commercialization of our
product candidates could be delayed. Further, our insurance policies may not be adequate to compensate us for the
potential losses arising from any such disruption in, or failure or security breach of, our systems or third- party systems
where information important to our business operations or commercial development is stored. Our fully- remote
workforce may create additional risks for our information technology systems and data because our employees work
remotely and utilize network connections, computers, and devices working at home, while in transit and in public
locations. Additionally, business transactions (such as acquisitions or integrations) could expose us to additional
cybersecurity risks and vulnerabilities, as our systems could be negatively affected by vulnerabilities present in acquired
or integrated entities’ systems and technologies. While we have implemented security measures designed to protect
against security incidents, there can be no assurance that these measures will be effective. We may be unable in the
future to detect vulnerabilities in our information technology systems because such threats and techniques change
frequently, are often sophisticated in nature, and may not be detected until after a security incident has occurred.
Further, we may experience delays in developing and deploying remedial measures designed to address any such
identified vulnerabilities. Applicable data privacy and security obligations may require us to notify relevant stakeholders
of security incidents. Such disclosures are costly, and the disclosure or the failure to comply with such faws-requirements
could lead to adverse consequences. We rely on third- party service providers and technologies to operate critical
business systems to process sensitive information in a variety of contexts. Our ability to monitor these third parties’
information security practices is limited , standards-erregulations-and these third parties may not have adequate
information security measures in place . [f our third- party service providers experience a security incident or other
interruption, we could experience adverse consequences. While we may be entitled to damages if our third- party service
providers fail to satisfy their privacy or security- related obligations to us, any award may be insufficient to cover our

damages, or we may be unable to recover such award. In addition aetions-are-instituted-againstus-, supply- chain attacks
have increased in frequency and severity, and we are-cannot guarantee that third parties’ infrastructure in our supply

cham or our thlrd- party partners supply chams have not been compromlsed sueeessfu-l—m—éefeﬂd-rﬂg—etﬁehfes—e%assef&ﬂg

third party upon whom res

experience a security incident ¢ et ; W y

are perceived to have experienced a security mcldent we may experlence adverse consequences, such as government
enforcement actions (for example, investigations, fines, penalties, audits, and inspections); additional reporting
requirements and / or oversight; restrictions on processing sensitive information (including personal data); litigation




(including class claims); indemnification obligations; negative publicity; reputational harm; monetary fund diversions;
interruptions in our operations (including availability of data); financial loss; and other similar harms. Security
incidents and attendant consequences may causc injary-stakeholders (including investors and potential customers) to stop
supporting ot-our platform, deter new customers from products, and negatively impact our ability to grow and operate
our business. 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 arc feund-sufficient to protect us from liabilities be-otherwise-unsuitable-during
ehinteat-trials-, manufaeturing-damages , matketing-or claims related to er-our sale-data privacy and security obligations .
Any-We cannot be sure that our insurance coverage will be adequate or sufficient to protect us from or to mitigate
liabilities arising out of our privacy and security practices, that such preduetliability-coverage will continue to be
available on commerclally reasonable terms or at all, or that such coverage w1ll pay future claims m&y—mewl-ade—a-l-}ega-t-ieﬂs

'1'l'ﬂ‘l'l'fed- Undu SLLIIOH 382 of hu Internal Ru enue Code of 1986 as anundcd " the Code") f a corporation undergoes an “
ownership change, ” generally defined as a greater than 50 % change (by value) in its equity ownership over a three- year period,
the corporation’ s ability to use its pre- change net operating loss carryforwards, or NOLs, and other pre- change tax attributes
(such as research tax credits) to offset its post- change income or taxes may be limited. #Upon certain events since our
conversion from a Delaware limited liability company to a Delaware corporation in 2015, it is possible that we may have
triggered an “ ownership change ” limitation. We may also experience ownership changes in the future as a result of subsequent
shifts in our stock ownership (some of which are outside of our control). As a result, if we earn net taxable income, our ability to
use our pre- change NOLs and other pre- change tax attributes to offset U. S. federal taxable income or taxes may be subject to
limitations, which could potentially result in increased future tax liability to us. Our NOLs and other tax attributes arising before
our conversion from a Delaware limited liability company to a Delaware corporation in 2015 also may be limited by the
Separate Return Limitation Year rule, which could increase our U. S. federal tax liability. In addition, at the state level, there
may be periods during which the use of NOLs is suspended or otherwise limited, which could accelerate or permanently
increase state taxes owed. Risks-We are subject to stringent and changing laws, regulations and standards, and
contractual obligations relating to privacy, data protection, and data security. The actual or perceived failure to comply
with such obligations could lead to government enforcement actions (which could include civil or criminal penalties),
fines and sanctions, private litigation and / or adverse publicity and could negatively affect our operating results and
business. We, and third parties who we work with are or may become subject to numerous domestic and foreign laws,
regulations, and standards relating to privacy, data protection, and data security, the scope of which is changing, subject
to differing applications and interpretations, and may be inconsistent among countries, or conflict with other rules. We
are or may become subject to the terms of contractual 0b11gat10ns Re}ated-related to prlvacy, data protectlon and data
security. Our obligations v d 0 d

together;may also change
as our business grows . The actual W v d olderb ott-—- Or exeeu%we—efﬁeefs—&ﬁd-&rfeetefs—
eombined-perceived failure by us or thlrd partles related to us to comply with such laws eursteekholders-whe-, to
regulations and obllgatlons could increase our kne%%edge-comphance and operational costs , expose us to regulatory

, actions tn—t-he—aggfegafe— fines and penaltles

beafd-e-ﬁd-rfeeteﬁ—e%‘-rﬁmede—a—mefger— eeﬂse-l-rdaﬁeﬁ—lead to a loss of customers , takeover-or-other-bustness-eombination
result in litigation yeﬂ—ebt&rﬂmg—a-pfemrtuﬁ—fer—yeﬂﬁsh&fes.—F&&&fe—te

Seetionr464-of the-Sarbanes—OxleyAeteould-havea mdtuml adverse effect on our business , ﬁnanclal condltlon and results of

operations. See the section titled “ Business — Government Regulation — Data Privacy and Security ” for a more detailed
description of the laws that may affect our ability to operate. 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

aeh1eve—and llablllty, and otherwise cause mai




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 may involve the use of hazardous and flammable materials, including chemicals
and biological and radioactive materials. In addition, we may incur substantial costs in order to comply with current or
future environmental, health and safety laws and regulations. These current or future laws and regulations may impair
our research, development or commercialization efforts. Failure to comply with these laws and regulations also may
result in substantial fines, penalties or other sanctions. 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 Internal Revenue Service 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
example, the United States recently enacted the Inflation Reduction Act of 2022, which implements, among other
changes, a 1 % excise tax on certain stock priee-buybacks. In addition, beginning in 2022, the Tax Cuts and Jobs Act
eliminated the previously available option to deduct research and development expenditures and requires taxpayers to
amortize them generally over five years for research activities conducted in the United States and over 15 years for
research activities conducted outside the United States. The U. S. Congress is considering legislation that would restore
the current deductibility of research and development expenditures; however, we have no assurance that the provision
will be repealed or otherwise modified. Such changes, among others, may adversely affect our effective tax rate, results
of operation and general business condition. We may acquire businesses or products, or form strategic alliances, in the
future, and may not realize the benefits of such acquisitions. We may acquire additional businesses or products, form
strategic alliances, or create joint ventures with third parties 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 product
candidates or products resulting from a strategic alliance or acquisition that delay or prevent us from realizing their
expected benefits or enhancing our business. There is no assurance that, following any such acquisition, we will achieve
the synergies expected in order to justify the transaction, which could result in a material adverse effect on our business
and prospects. We maintain our cash at financial institutions, often in balances that exceed federally- insured limits. The
failure of financial institutions could adversely affect our ability to pay our operational expenses or make other
payments. Our cash held in non- interest- bearing and interest- bearing accounts exceeds the Federal Deposit Insurance
Corporation (" FDIC") insurance limits. If such banking institutions were to fail, we could lose all or a portion of those
amounts held in excess of such insurance limitations. For example, the FDIC took control of Silicon Valley Bank on
March 10, 2023. The Federal Reserve subsequently announced that account holders would be made whole. However, the
FDIC may not make all account holders whole in the event of future bank failures. In addition, even if account holders
are ultimately made whole with respect to a future bank failure, account holders’ access to their accounts and assets held
in their accounts may be substantially delayed. Any material loss that we may experience in the future or inability for a
material time period to access our cash and cash equivalents could have an adverse effect on our ability to pay our
operational expenses or make other payments, which could adversely affect our business . Pursuant to Seettenr464-of-the

terms -S&rbaﬂes-ex}eyﬂ*et—ol the December%@@%— 2023 SPA—eFﬂae—S&rbaﬂes—Gﬂeyﬂ%et— we are mlulmi to recommend
that furnish-areportbyourmanagemen O ontrel-overfinanetal-reporting oW

-x-ﬂ-ferma-twteﬁ—&ﬂd-t-he—pﬂee—( 1 our common stock . We cannot guarantee that our stockholders will approve this matter, and
if they fail to do so, we may be required to settle such shares in cash and our operations may be materially harmed.
Under the terms of the December 2023 SPA, we agreed to use best efforts to obtain the requisite approval for the
conversion of all outstanding shares of Series B Preferred Stock issued in the December 2023 PIPE into shares of our
common stock, as required by the Nasdagq listing rules, at our 2024 annual meeting of stockholders and, if such approval
is not obtained at that meeting, to seek to obtain such approval at a stockholders meeting to be held at least every 90 days
thereafter until such approval is obtained, which eeﬁ-}d—would deel-rﬂe-be tlme consummg and costly Addmondll\ if the

efﬂsteﬁee-e-ﬁaﬂy—m&teﬁa-l-weakﬁess-erour stockholders do stegn

stent tenetesia-timely approve the
conversion ﬂﬁaﬁner—”l"—he—eﬂsteﬂee-ol &ny—mateﬂ&l—weakﬁess—m—om Serles B Preferred Stock then the holders of internat
6 s-our finanetal-statements-that-eotld-Series B Preferred Stock may




be entitled to require us to fes-fﬂ-te—etﬂ*ﬁﬂaﬂeiﬁ-l—stafeﬁ‘teﬂfs—e&ﬁﬁﬂg—us-setﬂe the1r shares of Serles B Preferred Stock for cash

at a price per share equal to the fatt-fair value g-ob
eurteported-finanetat-information;-athof whieh-the Serles B Preferred Stock at such tlme, as descrlbed in our Serles B
Certificate of Designation relating to the Series B Preferred Stock. If we are forced to settle a significant amount of the
Series B Preferred Stock, it could materially and-adversely-affect ts-our results of operations . Anti- takeover Provisions
prov1s10ns m our eefperate—chdltel documents and undel Delaware law and the terms of some of our contracts could mdke an

stockholdeu to replace or remove our eﬂrreﬂt—nmnaoement Provisions in our eert-rﬁe&te—Certlﬁcate of-x-neerper&t-reﬁ
Incorporation and eﬂ-lkbyl-ws-Bylaws may diseeﬂ-r&ge—deldy or prevent an a—merger,—acqumtlon or et-her—a Chanae in

y f our eemmon-stockholders and the ability of
our board of dlrectors to issue Preferred steeleStock without stockholder approval -thereby-depressing-the-matketpriee-of
etreommen-stoeke. [n addition, because we are incorporated in Delaware, we are governed by the provisions of Section
203 of the DGCL, which prohibits stockholders owning in excess of 15 % of our outstanding voting stock from merging
or combining with us. Although we believe these provisions collectively will provide for an opportunity to receive higher
bids by requiring potential acquirers to negotiate with our board of directors , ts-responsible-for-appointing-the-they

members-of oturmanagement-teamrwould apply even if the offer may be considered beneficial by some stockholders. In
addition , these provisions may frustrate or prevent any attempts by our stockholders to replace or remove eur-then current

management by mdkms_ it more dlﬁlullt f01 stockholders to replace members of eﬂfthe board of dlrectou —Among-other-things

fequfremeﬁts—for appomtlng the members 5t0 att
te—etu%beard—of management In addltlon, the Serles A Certlﬁcate drreeters—hreqﬂrre—ﬂaa-t—steekhe-}der—&eﬁeﬂs—mﬁst—be

taH-hostt Hrg—-- prevent a change in control aequtsmeﬂs—t-hat—have
f our company. At any tlme whlle drreeters—and—*reqtrrre—&re—amarev&l—e%ﬂ%e—he-}ders—e%

least 30 % of the originally issued Series A Preferred Stock remains issued and outstanding, we may not consummate a
Fundamental Transaction (as defined in the Series Certificate of Designation) or any merger or consolidation of the
Company with or into another entity or any stock sale two- to, or —thirds-efthe-other business combination in which our
stockholders immediately before such transaction do not hold at least a majority of our capital stock immediately after
such transaction, without the affirmative votes— vote of the holders of a majority of the then outstanding shares of the
Series A Preferred Stock. This provision of the Series A Certificate of Designation may make it more difficult for us to
enter into any of the aforementloned transactions. Our Certlﬁcate of Incorporatlon and Bylaws provide that al-the eur
ockholders—w p d f Chancery eweertrﬁea-te—of

as—t-he—se-}e—&nd-exclusn e forum fer-certain types 01‘ actions and ploceedmés that may be initiated by our stockholders dnd our
amended-and-restated-bylaws-Bylaws destgnates— designate the federal courts of the United States as the exclusive forum for
actions arising under the Securities Act, each of which could limit our stockholders’ ability to obtain a favorable judicial forum
for disputes with us or our directors, officers, employees or agents. Our amended-and-restated-eertifieate-Certificate of
ineorporation-Incorporation and Bylaws provides— 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 any derivative action or proceeding brought
on our behalf, any action asserting a claim of breach of a fiduciary duty owed by any of our directors, officers, employees or
agents to us or our stockholders, any action asserting a claim arising pursuant to any provision of the DGCL, our amended-and
restated-eertifieate-Certificate of ineerperatiorrIncorporation er-etr—- or our amended-and-restated-bytaws-Bylaws or any
action asserting a claim that is governed by the internal affairs doctrine, in each case subject to the Court of Chancery having
personal jurisdiction over the indispensable parties named as defendants therein and the claim not being one which is vested in
the exclusive jurisdiction of a court or forum other than the Court of Chancery or for which the Court of Chancery does not have
subject matter jurisdiction. Any person purchasing or otherwise acquiring any interest in any shares of our capital stock shall be
deemed to have notice of and to have consented to this provision of our amended-and-restated-eertifteate-Certificate of
ineorporation-Incorporation and Bylaws . Our restated-bylaws-Bylaws provide that the federal district courts of the United
States of America will, to the fullest extent permitted by law, be the exclusive forum for resolving any complaint asserting a
cause of action arising under the Securities Act (a * Federal Forum Provision ” ). Our decision to adopt a Federal Forum
Provision followed a decision by the Supreme Court of the State of Delaware holding that such provisions are facially valid
under Delaware law. While there can be no assurance that federal or state courts will follow the holding of the Delaware



Supreme Court or determine that the Federal Forum Provision should be enforced in a particular case, application of the Federal
Forum Provision means that suits brought by our stockholders to enforce any duty or liability created by the Securities Act must
be brought in federal court and cannot be brought in state court. In addition, investors cannot waive compliance with the
federal securities laws and the rules and regulations thereunder. These choice of forum provisions will not apply to
claims brought to enforce a duty or liability created by the Exchange Act. These choice of forum provisions may limit our
stockholders’ ability to bring a claim in a judicial forum that it finds favorable for disputes with us or our directors, officers,
employees or agents, which may discourage such lawsuits against us and our directors, officers, employees and agents even
though an action, if successful, might benefit our stockholders. Stockholders who do bring a claim in the specified courts could
face additional litigation costs in pursuing any such claim. The specified courts 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 or results may be more favorable to us than to our stockholders. Alternatively, if a court
were to find these provisions of our governance documents 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 a material adverse effect on our business, financial condition or results of operations. We do not
anticipate that we will pay any cash dividends in the foreseeable future. The current expectation is that we will retain
our future earnings, if any, to fund the development and growth of our business. As a result, capital appreciation, if any,
of our common stock will be your sole source of gain, if any, for the foreseeable future. On December 7, 2023, we entered
into a registration rights agreement (the “ December 2023 RRA ”) with the December 2023 Investors. Pursuant to the
December 2023 RRA, we agreed to file a resale registration statement to register the Registrable Securities (as defined in
the December 2023 RRA) (the" Registration Statement''). The registration statement was filed on December 22, 2023 in
order to satisfy our obligations under the December 2023 RRA. We have agreed to use our commercially reasonable
efforts to cause the Registration Statement to be declared effective by the SEC as soon as practicable. If, following receipt
of stockholder approval of the conversion of all issued and outstanding Series B Preferred Stock into shares of common
stock in accordance with the Nasdaq Stock Market Rules (the “ Series B Conversion Proposal'), the Registration
Statement is not declared effective prior to, subject to certain limited exceptions pursuant to the December 2023 RRA,
the 90th calendar day following the closing date of the December 2023 PIPE (or, in the event the SEC reviews and has
written comments to the Registration Statement, the 120th calendar day following such closing date), among other events
(each event, a “ Registration Failure ”), then we will be required to make pro rata payments to each Investor of the then
outstanding Registrable Securities in an amount equal to one percent of the aggregate amount invested by such
December 2023 Investor for the Registrable Securities then held by such December 2023 Investor for the initial day of a
Registration Failure and for each 30 day period thereafter until the Registration Failure is cured. If the Registration
Statement is declared effective, the shares subject to the Registration Statement will no longer constitute restricted
securities and may be sold freely in the public markets, subject to lapse on any related contractual restrictions related
thereto of any December 2023 Investor and, for shares of common stock issuable upon the conversion of Series B
Preferred Stock, the approval of our stockholders of such conversion. If our stockholders sell, or indicate an intention to
sell, substantial amounts of our common stock in the public market after legal restrictions on resale lapse, the trading
price of our common stock could decline. In addition, shares of our common stock that are subject to our outstanding
options will become eligible for sale in the public market to the extent permitted by the provisions of various vesting
agreements and Rules 144 and 701 under the Securities Act. We expect that we will need significant additional capital to
fund our current and future operations, including to complete potential clinical trials for our product candidates. To
raise capital, we may sell common stock, convertible securities, or other equity securities in one or more transactions at
prices and in a manner we determine from time to time. As a result, our stockholders may experience additional dilution,
which could cause our stock price to fall. Pursuant to our equity incentive plans, we may grant equity awards and issue
additional shares of our common stock to our employees, directors and consultants, and the number of shares of our
common stock reserved for future issuance under certain of these plans will be subject to automatic annual increases in
accordance with the terms of the plans. To the extent that new options are granted and exercised, or we issue additional
shares of common stock in the future, our stockholders may experience additional dilution, which could cause our stock
price to fall. Our principal stockholders own a significant percentage of our stock and are able to exert significant
control over matters subject to stockholder approval. Our directors, officers, 5 % stockholders, and their affiliates
currently beneficially own a substantial portion of our outstanding voting stock. Therefore, these stockholders have the
ability and may continue to have the ability to influence us through this ownership position. These stockholders may be
able to determine some or all matters requiring stockholder approval. For example, these stockholders, acting together,
may be able to control elections of directors, amendments of organizational documents, or approval of any merger, sale
of assets, or other major corporate transaction. This may prevent or discourage unsolicited acquisition proposals or
offers for our common stock that you may believe are in your best interest as one of our stockholders. The market price
of our common stock has historically been volatile, and the market price of our common stock may decline in the future.
The market price of our common stock has been , and may continue to be , subject to significant fluctuations. Market
prices for securities of early- stage pharmaceutical, biotechnology, and other life sciences companies have historically

been particularly volatile . Some of the factors that may cause the market price and-flaetuate-substantially,-which-eoutd
resultin-substantiaHesses-for-purehasers-of our common stock —Our-to fluctuate include: ¢ our ability to obtain regulatory

approvals for our product candidates, and delays or failures to obtain such approvals; ¢ failure of any of our product
candidates, if approved, to achieve commercial success; ¢ failure to maintain our existing third- party license and supply
agreements; * changes in laws or regulations applicable to our product candidates; * any inability to obtain adequate



supply of our product candidates or the inability to do so at acceptable prices; * adverse regulatory authority decisions; ¢
introduction of new products, services, or technologies by our competitors; ¢ failure to meet or exceed financial and
development projections we may provide to the public and the investment community; * the perception of the
pharmaceutical industry by the public, legislatures, regulators, and the investment community; * announcements of
significant acquisitions, strategic collaborations, joint ventures, or capital commitments by us or our competitors; ¢
disputes or other developments relating to proprietary rights, including patents, litigation matters, and our ability to
obtain patent protection for our technologies; * additions or departures of key personnel; ¢ significant lawsuits, including
patent or stockholder litigation; e if securities or industry analysts do not publish research or reports about our business,
or if they issue an adverse or misleading opinion regarding our business and stock priee-is-volatie-;  changes in the
market valuations of similar companies; ¢ general market or macroeconomic conditions, including global inflationary
pressures, rising interest rates, general economic slowdown or a recession, changes in monetary policy, instability in
financial institutions and the prospect of a shutdown of the U . The-S. federal government; ¢ geopolitical instability,
including the ongoing military conflict in Ukraine, conflict in Israel and surrounding areas, and geopolitical tensions in
China; e sales of our common stock by us or our stockholders in the future; ¢ trading volume of our common stock; ©
announcements by commercial partners or competitors of new commercial products, clinical progress or the lack
thereof, significant contracts, commercial relationships, or capital commitments; ¢ the introduction of technological
innovations or new therapies that compete with our potential products; * changes in the structure of health care payment
systems, and ° perlod- to- perlod ﬂuctuatlons in our ﬁnanclal results Moreover, the caprtal ﬁaarket—markets in oumal and

been umclalcd to lhe operating per l()lllldllLL of p&ﬁ-teﬂ-l&r—mdlwdual companies. The-These broad market ﬂuctuatlons may
also adversely affect the tradmg prlce of our common stock In the past followmg perlods of Volatlhty in the market price
G S attire-of a company’ s securities,

stockholders have often mstltuted class actlon securltles htlgatlon agamst eempetrtﬁe—proe}uets—eﬁeehnel-egies,—‘—resﬂ-lts—ef




requirements , mcludmg requlrements under 1
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increase our lega l and lmdnual

compliance costs and er-nka some activ mu more time- u)nsummg and LOS[I} Fe%exa-m-p-l-e—we—e*peet—&t&t—t-hese—These

rules and regulations may alse make it mere-difficult and mere-expensive for us to obtain and-maintain-direetor-directors > and
offteer-officers ’ liability insurance . As a result , whieh-in-turn-eenld-make-it may be more difficult for us to attract and retain




qualified members-ofindividuals to serve on our board of directors or as our executive officers, which may adversely affect
investor confidence and could cause our business or stock price to suffer. If equity research analysts do not publish
research or reports, or publish unfavorable research or reports, about us, our business, or our market, our stock price
and trading volume could decline. The trading market for our common stock is influenced by the research and reports
that equity research analysts publish about us and our business. Equity research analysts may elect not to provide
research coverage of our common stock and such lack of research coverage may adversely affect the market price of our
common stock. In the event we do have equity research analyst coverage, we will not have any control over the analysts
or the content and opinions included in their reports. The price of our common stock could decline if one or more equity
research analysts downgrade our stock or issue other unfavorable commentary or research. If one or more equity
research analysts ceases coverage of us or fails to publish reports on us regularly, demand for our common stock could
decrease, which in turn could cause our stock price or trading volume to decline. If we fail to maintain proper and
effective internal controls, our ability to produce accurate financial statements on a timely basis could be impaired,
investors may lose confidence in the accuracy and completeness of our financial reports and the market price of our
common stock may be negatively affected . We arc evaluating-subject to these-- the reporting requirements of the
Exchange Act the Sarbanes- 0xley Act and the rules and regulations ;and-eannot-predietorestimate-the-amount-of Nasdaq
k] s 0 eosts-. These—- The Sarbanes- Oxley Act requires rales-and-regulations
are—e-ften—subjeet—te*arymg—rnterpretaﬁeﬁs— among tn—maﬂy—eases-d-ue—te—thete other thlngs -}aelee-ﬁspeerﬁerty— that we

eﬂgemg—rewsteﬁs—te-dmloxmc controls and procedures and sovernateepractt 0 1o et
-fuﬂﬁsh—a—repeft—bybetﬂ“m&ﬂagemeﬂt—eﬁ—euﬁmuml umuol over [mdncml reporting. We must perform systemAs—d-tsettssed
ab i be-a-non—aeeelerated-fe b o-te an-and attestationrrepert-on-process evaluation

and testlng of our internal control over lmanual lcpmllllﬂ isstred-to allow management to report on the effectiveness of our
internal controls over financial reporting in our annual report filing for that year, as required by Section 404 of the
Sarbanes- Oxley Act. This requires that we incur substantial professional fees and internal costs to expand our
accounting and finance functions and that we expend significant management efforts. We may experience difficulty in
meeting these reporting requirements in a timely manner for each period. We may or any subsequent testing by our

mdcpcndcm 1ur1slucd public dccounlnw um may dlscover weaknessesasrequrred—by—Seeﬁerﬂ%éb)—Te—ae%neve—eemph&nee
A in a-proeess-to-doeument-and-evataate-our system of internal

ﬁnanclal and accountlng controls and procedures that could result in a material mlsstatement of our financlal

p rternat-eon at-reporttig Sp s;-there-1s-4 hat-we-will not preventordetect all
errors and all fraud. A control system, no matter how well deslgned and operated, can provide only reasonable, not
absolute, assurance that the control system’ s objectives will be met. Because of the inherent limitations in all control
systems, no evaluation of controls can provide absolute assurance that misstatements due to error or fraud will not occur
or that all control i issues and instances of fraud w1ll be detected If we are not ablc to comply eeﬂel-ude—wrt-h-rn——— with the
requirements of prese A 0 3 g e 3 7
Section 404 —I-f—we—releﬁﬁ-fy—eﬂe-of the Sarbanes- Oxley Act, or mefe—ma-teﬂa-l-wea-lﬂiesses—lf we are unable to malntaln
proper and effective internal controls , it could result in anadversereaction-rthefinanetal-markets-due-to-a toss-material
misstatement of eonfideneetnrthe-rehability-ofour eenselidated-financial statements that would —Sinree-we-de-not be
prevented or detected antieipate-paying-any-eash-dividends-on a timely basis, which could require a restatement, cause us
to be subject to sanctions eur—- or eapital-steek—irrinvestigations by Nasdaq, the SEC, or the-other foreseeable-future
regulatory authorities , cause investors to lose confidence in our financial information, or cause our stock price
appreeiatiotrto decline. As a public company . if-any-we incur significant legal , accounting, insurance, and other

expenses, and our management and other personnel have and W ill need be—yeuﬁse}e—seuree—e-ﬁgam—We—ha’v‘e—never
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