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PROSPECTUS SUPPLEMENT
(To Prospectus dated May 2, 2024)
 

Up to 570,637 Shares

Common Stock
 

 

We are registering the
issuance, from time to time, of up to 570,637 shares of common stock issuable upon the exchange of exchangeable shares, or the
Exchangeable Shares, in the capital of Zymeworks ExchangeCo Ltd., or ExchangeCo, a company existing under the laws of
British Columbia and our
indirect subsidiary, which issued the Exchangeable Shares to certain shareholders of Zymeworks BC Inc., or Zymeworks BC, in connection with a series
of transactions, including a redomicile that closed on October 13,
2022, or the Redomicile Transactions.

We will not receive any proceeds from the issuance of shares of our common stock in exchange for Exchangeable
Shares.

Our common stock is listed on the Nasdaq Stock Market LLC, or Nasdaq, under the symbol “ZYME.” On May 2, 2024, the last reported
sale price of
our common stock on Nasdaq was $9.00 per share.

Investing in our securities involves risks. Please carefully read the information under
the headings “Risk Factors”
beginning on page S-6 of this prospectus supplement and “Item 1A – Risk Factors” of our most recent report on Form
10-K or 10-Q that is incorporated by reference in this prospectus supplement before you invest in our securities.

Neither the Securities and Exchange Commission, or the SEC, nor any state securities commission has approved or disapproved of these
securities or passed
upon the adequacy or accuracy of this prospectus supplement or the accompanying prospectus. Any representation to the
contrary is a criminal offense.
 

 

The date of
this prospectus supplement is May 3, 2024.
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ABOUT THIS PROSPECTUS SUPPLEMENT

This document is in two parts. The first part is this prospectus supplement, which describes the specific terms of this offering and the securities offered
hereby, and also adds to and updates information contained in the accompanying base shelf prospectus and the documents incorporated into each by
reference. The second part, the accompanying base shelf prospectus, gives more general information and
disclosure. This prospectus supplement is
deemed to be incorporated by reference into the accompanying base shelf prospectus solely for the purpose of this offering. When we refer only to the
“prospectus,” we are referring to both parts
combined.

If there is any inconsistency between information in or incorporated by reference into the accompanying base shelf prospectus and information
in or
incorporated by reference into this prospectus supplement, you should rely only on the information contained in or incorporated by reference into this
prospectus supplement. This prospectus supplement, the accompanying base shelf prospectus
and the documents incorporated into each by reference
provides you with a general description of our common stock that may be issued. Before you invest in our securities, you should read this prospectus
supplement and the accompanying base shelf
prospectus together with the additional information described in the sections titled “Where You Can Find
More Information” and “Incorporation by Reference.”

We have not authorized anyone to provide you with information that is different from that contained, or incorporated by reference, in this prospectus
supplement, the accompanying base shelf prospectus, any applicable prospectus supplement or in any related free writing prospectus. We take no
responsibility for, and can provide no assurance as to the reliability of, any other information that
others may give you. We are not making an offer to
sell these securities in any jurisdiction where the offer or sale thereof is not permitted. You should assume that the information appearing in this
prospectus supplement, the accompanying base
shelf prospectus and the documents incorporated into each by reference and any related free writing
prospectus is accurate only as of the respective dates of the applicable documents. Our business, financial condition, results of operations and
prospects
may have changed materially since those dates.

Market data and certain industry forecasts used in this prospectus supplement, the accompanying
base shelf prospectus and the documents incorporated
by reference herein or therein were obtained from market research, publicly available information and industry publications. We believe that these
sources are generally reliable, but the accuracy
and completeness of this information is not guaranteed. We have not independently verified such
information, and we do not make any representation as to the accuracy of such information.

We express all amounts in this prospectus supplement and the accompanying base shelf prospectus in U.S. dollars, except where otherwise indicated.
References
to “$” and “US$” are to U.S. dollars and references to “C$” are to Canadian dollars. This prospectus supplement, the accompanying base
shelf prospectus and the documents incorporated by reference herein and therein
contain translations of some Canadian dollar amounts into U.S. dollars
solely for your convenience.

Unless the context otherwise requires or otherwise
expressly states, all references in this prospectus supplement and the accompanying base shelf
prospectus to “Zymeworks,” the “Company,” “we,” “us” and “our” (i) for periods until the completion of
the Redomicile Transactions, refer to
Zymeworks BC and its subsidiaries and (ii) for periods after the completion of the Redomicile Transactions, refer to Zymeworks Inc. and its
subsidiaries.

Furthermore, except as otherwise indicated, references to “Merck,” “BMS,” “GSK,” “Daiichi Sankyo,”
“Janssen,” “BeiGene,” “Iconic,” and “Jazz”
refer to Merck Sharp & Dohme Research GmbH, Celgene Corporation and Celgene Alpine Investment Co. LLC (now a Bristol-Myers Squibb
company), GlaxoSmithKline
Intellectual Property Development Limited, Daiichi Sankyo Co., Ltd., Janssen Biotech, Inc., BeiGene Ltd., Iconic
Therapeutics, Inc., and Jazz Pharmaceuticals Ireland Limited, respectively.
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We own or have rights to trademarks, service marks or trade names that we use in connection with the
operation of our business. In addition, our names,
logos and website names and addresses are our service marks or trademarks. Our registered trademarks include Azymetric, Zymeworks, ZymeCAD,
EFECT, ZymeLink and the phrase “Building Better
Biologics”. The other trademarks, trade names and service marks appearing in this prospectus
supplement, the accompanying base shelf prospectus and documents incorporated by reference herein and therein are the property of their respective
owners. Solely for convenience, the trademarks, service marks, tradenames and copyrights referred to in this prospectus supplement and the
accompanying base shelf prospectus are listed without the
©, ® and TM symbols, but we will assert, to the fullest extent under applicable law, our rights
or the rights of the applicable
licensors to these trademarks, service marks and tradenames.
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PROSPECTUS SUPPLEMENT SUMMARY

This summary highlights selected information that is presented in greater detail elsewhere, or incorporated by reference, in this prospectus
supplement. It
does not contain all of the information that may be important to you and your investment decision. Before investing in our securities,
you should carefully read this entire prospectus supplement, including the matters set forth in the section titled
“Risk Factors” and the financial
statements and related notes and other information that we incorporate by reference herein, including our Annual Report on Form 10-K and our
Quarterly Reports on Form
10-Q. Unless the context indicates otherwise, references in this prospectus supplement to “Zymeworks,” “we,” “our”
and “us” refer, collectively, to Zymeworks Inc., a
Delaware corporation, and its subsidiaries taken as a whole.

Company Overview

Zymeworks is a clinical-stage biotechnology company developing a diverse pipeline of novel, multifunctional biotherapeutics to improve the
standard of care for
difficult-to-treat diseases. Zymeworks’ complementary therapeutic platforms and fully integrated drug development engine
provide the flexibility and compatibility
to precisely engineer and develop highly differentiated antibody-based therapeutic candidates.

Corporate Information

Effective October 13, 2022, we became a Delaware corporation, following receipt of necessary shareholder, stock exchange, and court approvals.
Zymeworks
Inc. was incorporated under the laws of the State of Delaware in June 2022. Our principal executive offices are located at 108 Patriot
Drive, Suite A, Middletown, Delaware 19709, and our telephone number is (302)
274-8744. Our predecessor, now named Zymeworks BC Inc.,
was originally incorporated on September 8, 2003 under the Canada Business Corporations Act under the name “Zymeworks Inc.” On
October 22,
2003, our predecessor was registered as an extra-provincial company under the Company Act (British Columbia), the predecessor to the Business
Corporations Act (British Columbia), or the BCBCA. Our predecessor continued to British
Columbia under the BCBCA on May 2, 2017. Our
corporate website address is www.zymeworks.com. Information contained in, or that can be accessed through, our website is not a part of, and is not
incorporated into, this prospectus
supplement or the accompanying base shelf prospectus.

Risk Factors Summary

Our business is subject to numerous risks and uncertainties, including those highlighted in the section of this prospectus supplement titled “Risk
Factors.” The following is a summary of the principal risks we face:
 

 
•   We have a limited number of product candidates, all of which are still in preclinical or clinical development. If
we do not obtain

regulatory approval of one or more of our product candidates, or experience significant delays in doing so, our business will be
materially adversely affected.

 

 

•   Clinical trials are expensive, time consuming, difficult to design and implement, and involve uncertain outcomes.
Furthermore, the
results of previous preclinical studies and clinical trials may not be predictive of future results, and the results of our current and
planned clinical trials may not satisfy the requirements of the U.S. Food and Drug
Administration, or the FDA, or comparable
regulatory authorities outside the United States.

 

  •   Our long-term prospects depend in part upon discovering, developing and commercializing additional product
candidates, which may
fail in development or suffer delays that adversely affect their commercial viability.

 

  •   Our product candidates may have undesirable side effects that may delay or prevent marketing approval or, if
approval is received,
require them to be taken off the market, require them to include
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  safety warnings or otherwise limit their sales; no regulatory agency has made any determination that any of our product candidates are
safe or effective for use by the general public for any
indication.

 

  •   We face significant competition, and if our competitors develop and market products that are more effective,
safer or less expensive
than our product candidates, our commercial opportunities will be negatively impacted.

 

 
•   If any of our product candidates receive regulatory approval, the approved products may not achieve broad market
acceptance among

physicians, patients, the medical community and third-party payors, in which case revenue generated from their sales would be
limited.

 

  •   We may not be successful in our efforts to use our therapeutic platforms to build a pipeline of product
candidates.
 

  •   If any product liability lawsuits are successfully brought against us or any of our strategic partners, we may
incur substantial liabilities
and may be required to limit commercialization of our product candidates.

 

 
•   Security breaches and incidents, loss of data and other disruptions could compromise sensitive information
related to our business or

protected health information or prevent us from accessing critical information and expose us to liability, which could adversely affect
our business and our reputation.

 

  •   Current and future legislation may increase the difficulty and cost for us to commercialize any products that we
or our strategic
partners develop and affect the prices we may obtain.

 

 
•   We have incurred significant losses since inception and anticipate that we will continue to incur losses for the
foreseeable future. We

have no products approved for commercial sale, and, as of March 31, 2024, we have not generated any revenue or profit from product
sales. We may never achieve or sustain profitability.

 

  •   We will require substantial additional funding, which may not be available to us on acceptable terms, or at all,
and, if not available,
may require us to delay, scale back, or cease our product development programs or operations.

 

 
•   We depend on our collaborative relationship with Jazz to further develop and commercialize zanidatamab, and if
our relationship is

not successful or is terminated, we may be delayed in or unable to effectively develop and/or commercialize zanidatamab, which
could have a material adverse effect on our business.

 

 
•   Our existing strategic partnerships are important to our business, and future strategic partnerships will likely
also be important to us. If

we are unable to maintain our strategic partnerships, or if these strategic partnerships are not successful, our business could be
adversely affected.

 

 
•   We rely on third-party manufacturers to produce our product candidates and on other third parties to provide
supplies and store,

monitor and transport bulk drug substance and drug product. We and our third-party partners may encounter difficulties with respect to
these activities that could delay or impair our ability to initiate or complete our clinical
trials or commercialize approved products.

 

 

•   We rely on third parties to monitor, support, conduct and oversee clinical trials of the product candidates that
we are developing and,
in some cases, to maintain regulatory files for those product candidates. We may not be able to obtain regulatory approval for our
product candidates or commercialize any products that may result from our development efforts
if we are not able to maintain or
secure agreements with such third parties on acceptable terms, if these third parties do not perform their services as required, or if
these third parties fail to timely transfer any regulatory information held by
them to us.
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  •   If we are unable to obtain, maintain and enforce patent and trade secret protection for our product candidates
and related technology,
our business could be materially harmed.

 

  •   If we are unable to protect the confidentiality of our proprietary information, the value of our technology and
products could be
adversely affected.

 

  •   Our effective tax rate may change in the future.
 

  •   Our stock price is likely to be volatile and the market price of our common stock may drop below the price paid
by stockholders.
 

 
•   Delaware law and provisions in our amended and restated certificate of incorporation and amended and restated
bylaws might delay,

discourage or prevent a change in control of Zymeworks or changes in our management, thereby depressing the market price of our
common stock.

The Shares of Common Stock That May Be Offered

We are
registering the issuance, from time to time, of up to 570,637 shares of our common stock issuable upon the exchange of Exchangeable
Shares.

ExchangeCo
issued the Exchangeable Shares to certain shareholders of Zymeworks BC in connection with the Redomicile Transactions, pursuant
to Section 3(a)(10) of the Securities Act of 1933, as amended, or the Securities Act, and in accordance with the
final order of the British Columbia
Supreme Court.
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RISK FACTORS

Investing in our common stock is speculative and involves a high degree of risk. The following risk factors, as well as risks currently unknown to us,
could materially adversely affect our future business, operations and financial condition and could cause them to differ materially from the estimates
described in forward-looking information relating to us, or our business, property or financial
results, each of which could cause purchasers of our
common stock to lose part or all of their investment. In addition to the other information contained in this prospectus supplement, the accompanying
base shelf prospectus and the documents
incorporated by reference herein and therein, prospective investors should carefully consider the factors
described in the section titled “Risk Factors” in our Annual Report on Form 10-K and our most
recent Quarterly Report on Form 10-Q subsequent to
our most recent Annual Report on Form 10-K and the factors set out below in evaluating Zymeworks and its business
before making an investment in
our common stock. Our Risk Factors are not guarantees that no such conditions exist as of the date of this report and should not be interpreted as an
affirmative statement that such risks or conditions have not
materialized, in whole or in part.

Risks Related to Our Business and the Development and Commercialization of Our Product Candidates

We have a limited number of product candidates, all of which are still in preclinical or clinical development. If we do not obtain regulatory approval
of
one or more of our product candidates, or experience significant delays in doing so, our business will be materially adversely affected.

We
currently have no products approved for sale or marketing in any country, and may never be able to obtain regulatory approval for any of our
product candidates. As a result, we are not currently permitted to market any of our product candidates in
the United States or in any other country until
we obtain regulatory approval from the FDA or comparable regulatory authorities outside the United States. Our product candidates are in preclinical or
clinical development and we have not submitted an
application, or received marketing approval, for any of our product candidates. Obtaining regulatory
approval of our product candidates will depend on many factors, including:
 

  •   completing clinical trials that demonstrate the efficacy and safety of our product candidates;
 

  •   preparation and submission to the appropriate regulatory authorities of an application for marketing approval
that includes substantial
evidence of safety, purity and potency from results of nonclinical testing and clinical trials;

 

  •   establishing and maintaining adequate commercial manufacturing arrangements or establishing our own commercial
manufacturing
capabilities or reliable arrangements with third-party contract manufacturers;

 

  •   potential pre-approval audits of nonclinical sites, clinical trial sites,
and third-party manufacturing sites that generated the data and product
in support of the marketing application; and

 

  •   launching commercial sales, marketing and distribution operations.

Many of these factors are wholly or partially beyond our control, including clinical advancement, the regulatory submission process and changes in the
competitive landscape. If we do not achieve one or more of these factors in a timely manner, we could experience significant delays or an inability to
develop our product candidates at all.

Clinical trials are expensive, time consuming, difficult to design and implement, and involve uncertain outcomes. Furthermore, the results of
previous
preclinical studies and clinical trials may not be predictive of future results, and the results of our current and planned clinical trials may
not satisfy the requirements of the FDA or comparable regulatory authorities outside the United States.

We have not previously submitted a Biologics License Application, or BLA, to the FDA or similar marketing applications to foreign health
authorities.
A BLA must include extensive preclinical and clinical data and
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supporting information to establish the product candidate’s safety, purity and efficacy for each desired indication. The BLA must also include significant
information regarding the
manufacturing controls for the product. The novel nature of our product candidates may introduce uncertain, complex,
expensive and lengthy challenges that could impact regulatory approval. Even if we eventually complete clinical testing and receive
approval of any
regulatory filing for our product candidates, the FDA or foreign health authorities may approve our product candidates for a more limited indication or a
narrower patient population than we originally requested.

There is typically an extremely high rate of attrition from the failure of product candidates proceeding through preclinical studies and clinical trials.
Positive or timely results from preclinical or early-stage trials do not ensure positive or timely results in late-stage clinical trials or product approval by
the FDA or comparable regulatory authorities outside the United States. We will be
required to demonstrate with substantial evidence through well-
controlled clinical trials that our product candidates are safe and effective for use in a diverse population before we can seek regulatory approvals for
their commercial sale. Our
clinical trials may produce negative or inconclusive results, and we or any of our current and future strategic partners may
decide, or regulators may require us, to conduct additional clinical or preclinical testing. In some instances, there can be
significant variability in safety
or efficacy results between different preclinical studies and clinical trials of the same product candidate due to numerous factors, including changes in
clinical trial procedures set forth in protocols, differences
in the size and type of the patient populations, changes in and adherence to the clinical trial
protocols and the rate of dropout among clinical trial participants. Moreover, success in preclinical studies or early-stage clinical trials does not
mean
that future clinical trials or registrational clinical trials will be successful because product candidates in later-stage clinical trials may fail to demonstrate
sufficient safety and efficacy to the satisfaction of the FDA and comparable
regulatory authorities outside the United States, despite having progressed
through preclinical studies and initial clinical trials. Product candidates that have shown promising results in early clinical trials may suffer significant
setbacks in
subsequent clinical trials or registrational clinical trials. For example, a number of companies in the pharmaceutical industry have suffered
significant setbacks in late-stage clinical trials, even after obtaining promising results in earlier-stage
clinical trials. Similarly, interim results of a clinical
trial do not necessarily predict final results.

There is a high failure rate for
biopharmaceutical products proceeding through clinical trials. A number of companies in the pharmaceutical and
biotechnology industries have suffered significant setbacks in later stage clinical trials even after achieving promising results in
earlier stage clinical
trials. Data obtained from preclinical and clinical activities are subject to varying interpretations, which may delay, limit or prevent regulatory approval.
In addition, regulatory delays or rejections may be encountered as a
result of many factors, including changes in regulatory policy during the period of
product development. For example, the FDA’s Oncology Center of Excellence initiated Project Optimus to reform the dose optimization and dose
selection paradigm
in oncology drug development and Project FrontRunner to help develop and implement strategies to support approvals in the early
clinical setting, among other goals. How the FDA plans to implement those goals and their impact on specific clinical
programs and the industry are
unclear.

Applications for our product candidates could fail to receive regulatory approval for many reasons, including but
not limited to the following:
 

  •   the FDA or foreign health authorities may disagree with the design, implementation or data analyses of our
clinical trials;
 

 
•   the FDA or foreign health authorities may determine that our product candidate(s) do not have adequate
risk-benefit ratio or have

undesirable or unintended side effects, toxicities or other characteristics that preclude our obtaining marketing approval or prevent or limit
commercial use;

 

  •   the population studied in the clinical program may not be sufficiently broad or representative to assure efficacy
and safety in the full
population for which we seek approval;

 

  •   the FDA or foreign health authorities may disagree with our interpretation of data from preclinical studies or
clinical trials;
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  •   the data collected from clinical trials of our product candidates may not be sufficient to support the submission
of a BLA or other
submission or to obtain regulatory approval in the United States or elsewhere;

 

  •   the FDA or foreign health authorities may fail to approve the manufacturing processes, test procedures and
specifications or facilities of
third-party manufacturers with which we contract for clinical and commercial supplies; and

 

  •   the approval policies or regulations of the FDA or foreign health authorities may significantly change in a
manner rendering our clinical
data insufficient for approval.

Additionally, we have conducted, and may in the future conduct, clinical
trials outside the United States. Although the FDA may accept data from
clinical trials conducted outside the United States, acceptance of these data is subject to certain conditions imposed by the FDA and 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 clinical trials we conduct outside
the United States, it would likely result in the need for additional trials, which would be costly and
time-consuming and delay or halt our development of
any future product candidates.

If clinical trials for our product candidates are prolonged,
delayed or stopped, we may be unable to obtain regulatory approval and commercialize
our product candidates on a timely basis, or at all, which would require us to incur additional costs and delay our receipt of any product revenue.

We currently have two clinical-stage lead product candidates, zanidatamab and zanidatamab zovodotin. Our partner Jazz has been responsible for the
conduct of
ongoing and future zanidatamab trials since May 2023, and is currently evaluating this product candidate in Phase 1, Phase 2, and Phase 3
clinical trials, including certain ongoing pivotal clinical trials. Following the transfer of certain of our
personnel to Jazz in May 2023, we have been
focused on the clinical development of zanidatamab zovodotin and our preclinical product candidates and general discovery efforts.

We may experience delays in our ongoing or future preclinical studies or clinical trials, and we do not know whether future preclinical studies or clinical
trials will begin on time, need to be redesigned, enroll an adequate number of patients on time or be completed on schedule, if at all. Clinical testing is
expensive and can take many years to complete, and its outcome is inherently uncertain.
Failure can occur at any time during clinical development, and,
because our product candidates are in an early stage of development, there is a high risk of failure and we may never succeed in developing marketable
products. The results of
preclinical studies and early clinical trials of our product candidates may not be predictive of the results of later-stage clinical
trials, particularly because early trials have smaller numbers of subjects tested. In addition, it is not uncommon
for product candidates to exhibit
unforeseen safety or efficacy issues, such as immunogenicity, when tested in humans despite promising results in preclinical animal models.

Any clinical trials that we may conduct may not demonstrate the safety and efficacy profiles necessary to obtain regulatory approval to market our
product
candidates. As we continue developing our product candidates, serious adverse events, undesirable side effects, or unexpected characteristics
may emerge, causing us to abandon these product candidates or limit their development to more narrow uses
or subpopulations in which the risk-benefit
ratio is more acceptable.

Patients treated with our product candidates may experience side effects or adverse
events that are unrelated to our product candidates but may still
impact the success of our clinical trials. The inclusion of patients with significant co-morbidities in our clinical trials may result in
deaths or other
adverse medical events due to an underlying condition or other therapies or medications that such patients may be using. Any of these events could
prevent us from obtaining regulatory approval or achieving or maintaining market
acceptance and impair our ability to commercialize our product
candidates. In some instances, there can be significant variability in safety and efficacy results between different clinical trials of the same product
candidate due to a variety of
factors,
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including, but not limited to, changes in trial procedures set forth in protocols, differences in the size and type of the patient populations, changes in and
adherence to the clinical trial
protocols and the rate of dropout among clinical trial participants.

The commencement or completion of these planned clinical trials could be
substantially delayed or prevented by many factors, including:
 

  •   further discussions with the FDA or other regulatory agencies regarding the scope or design of our clinical
trials;
 

  •   the limited number of, and competition for, suitable sites to conduct our clinical trials, many of which may
already be engaged in other
clinical trial programs, including some that may be for the same indication as our product candidates;

 

  •   any delay or failure to obtain approval or agreement to commence a clinical trial in any of the countries where
enrollment is planned;
 

  •   inability to obtain sufficient funds required for a clinical trial;
 

  •   inability to recruit clinical operations personnel and other personnel with later-stage development experience;
 

  •   clinical holds on, or other regulatory objections to, a new or ongoing clinical trial;
 

  •   delay or failure to manufacture sufficient supplies of the product candidate for our clinical trials;
 

 
•   delay or failure to reach agreement on acceptable clinical trial agreement terms or clinical trial protocols with
prospective sites or contract

research organizations, or CROs, the terms of which can be subject to extensive negotiation and may vary significantly among different
sites or CROs;

 

  •   delay or failure to obtain institutional review board, or IRB, approval to conduct a clinical trial at a
prospective site;
 

  •   slower than expected rates of patient recruitment and enrollment;
 

  •   failure of patients to complete the clinical trial;
 

  •   the inability to enroll a sufficient number of patients in studies to ensure adequate statistical power to detect
statistically significant
treatment effects;

 

  •   unforeseen safety issues, including severe or unexpected drug-related adverse effects experienced by patients,
including possible deaths;
 

  •   lack of efficacy during clinical trials;
 

  •   termination of our clinical trials by one or more clinical trial sites;
 

  •   inability or unwillingness of patients or clinical investigators to follow our clinical trial protocols;
 

  •   inability to monitor patients adequately during or after treatment by us or our CROs;
 

  •   our CROs or clinical study sites failing to comply with the trial protocol or regulatory requirements or meet
their contractual obligations to
us in a timely manner, or at all, deviating from the protocol or dropping out of a study;

 

  •   the inability to address any noncompliance with regulatory requirements or safety concerns that arise during the
course of a clinical trial;
 

  •   third-party contractors becoming debarred or suspended or otherwise penalized by the FDA or foreign health
authorities for violations of
applicable regulatory requirements;

 

  •   delays in the testing, validation, manufacturing and delivery of our product candidates to the clinical trial
sites, including due to a facility
manufacturing any of our product candidates or any of their
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components being ordered by the FDA or foreign health authorities to temporarily or permanently shut down due to violations of current
good manufacturing practices, or cGMP, regulations or other
applicable requirements, or cross-contaminations of product candidates in the
manufacturing process;

 

  •   the need to repeat or terminate clinical trials as a result of inconclusive or negative results or unforeseen
complications in testing;
 

  •   our clinical trials may be suspended or terminated upon a breach or pursuant to the terms of any agreement with,
or for any other reason
by, current or future strategic partners that have responsibility for the clinical development of any of our product candidates; and

 

  •   receiving untimely or unfavorable feedback from applicable regulatory authorities regarding the trial or requests
from regulatory
authorities to modify the design of a trial.

We could also experience delays in physicians enrolling patients in
clinical trials of our product candidates in lieu of prescribing existing treatments or
other clinical trials. Furthermore, a clinical trial may be suspended or terminated by us, the IRBs for the institutions in which such trials are being
conducted, the Data Monitoring Committee for such trial, or by the FDA or foreign health authorities due to a number of factors, including failure to
conduct the clinical trial in accordance with regulatory requirements or our clinical protocols,
inspection of the clinical trial operations or trial site by the
FDA or foreign health authorities resulting in the imposition of a clinical hold, unforeseen safety issues or adverse side effects, failure to demonstrate a
benefit from using a
product candidate, changes in governmental regulations or administrative actions or lack of adequate funding to continue the
clinical trial. If we experience termination of, or delays in the completion of, any clinical trial of our product
candidates, the commercial prospects for
our product candidates will be harmed, and our ability to generate product revenue will be delayed. In addition, any delays in completing our clinical
trials will increase our costs, slow down our product
development and approval process and jeopardize our ability to commence product sales and
generate revenue.

Securing regulatory approval also requires
the submission of information about the manufacturing processes and inspection of manufacturing facilities
by the relevant regulatory authority. The FDA or foreign health authorities may fail to approve our manufacturing processes or facilities,
whether run by
us or our contract manufacturing organizations. In addition, if we make manufacturing changes to our product candidates in the future, we may need to
conduct additional preclinical and/or clinical studies to bridge our modified
product candidates to earlier versions.

Changes in regulatory requirements, policies and guidelines may also occur and we may need to significantly amend
clinical trial protocols to reflect
these changes with appropriate regulatory authorities. These changes may require us to renegotiate terms with CROs or resubmit clinical trial protocols
to IRBs for
re-examination, which may impact the costs, timing or successful completion of a clinical trial. Our clinical trials may be suspended or
terminated at any time by the FDA, other regulatory authorities, the IRB
overseeing the clinical trial at issue, any of our clinical trial sites with respect to
that site, or us.

Any failure or significant delay in commencing
or completing clinical trials for our product candidates would adversely affect our ability to obtain
regulatory approval, and our commercial prospects and ability to generate product revenue will be diminished.

In addition, even if the trials are successfully completed, clinical data are often susceptible to varying interpretations and analyses, and we cannot
guarantee that the FDA or foreign health authorities will interpret the results as we do, and more trials could be required before we submit our product
candidates for approval. We cannot guarantee that the FDA or foreign health authorities will
view any of our product candidates as having adequate
safety and efficacy profiles even if favorable results are observed in these clinical trials, and we may receive unexpected or unfavorable feedback from
the FDA or foreign health authorities
regarding satisfaction of safety, purity and potency (including clinical efficacy), amongst other factors. To the
extent that the results of the
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trials are not satisfactory to the FDA or foreign health authorities for support of a marketing application, approval of our product candidates may be
significantly delayed, or we may be required
to expend significant additional resources, which may not be available to us, to conduct additional trials in
support of potential approval of our product candidates.

Our long-term prospects depend in part upon discovering, developing and commercializing additional product candidates, which may fail in
development or
suffer delays that adversely affect their commercial viability.

Our future operating results are dependent in part on our ability to successfully
discover, develop, obtain regulatory approval for and commercialize
product candidates beyond those we currently have in clinical development. A product candidate can unexpectedly fail at any stage of preclinical and
clinical development. Our
investments in our early-stage research and development efforts may not yield any promising product candidates. Even if our
research and development efforts yield product candidates that advance into clinical studies, the historical failure rate for
product candidates is high due
to risks relating to safety, efficacy, clinical execution, changing standards of medical care and other unpredictable variables. The results from preclinical
testing or early clinical trials of a product candidate may
not be predictive of the results that will be obtained in later stage clinical trials of the product
candidate.

The success of other product candidates
we may develop will depend on many factors, including the following:
 

  •   generating sufficient data to support the initiation or continuation of clinical trials;
 

  •   obtaining regulatory permission to initiate clinical trials;
 

  •   contracting with the necessary parties to conduct clinical trials;
 

  •   successful enrollment of patients in, and the completion of, clinical trials on a timely basis;
 

  •   the timely manufacture of sufficient quantities of the product candidate for use in clinical trials; and
 

  •   adverse events in the clinical trials.

Even if we successfully advance any other product candidates into clinical development, their success will be subject to all of the clinical, regulatory and
commercial risks described elsewhere in this “Risk Factors” section. Accordingly, we cannot assure you that we will ever be able to discover, develop,
obtain regulatory approval of, commercialize or generate significant revenue from our
other product candidates.

If we, or any of our partners, are unable to enroll patients in clinical trials, we will be unable to complete these
trials on a timely basis or at all.

Patient enrollment, a significant factor in the timing of clinical trials, is affected by many factors
including the size and nature of the patient population,
the proximity of subjects to clinical sites, the eligibility criteria for the trial, the design of the clinical trial, ability to obtain and maintain patient
consents, risk that enrolled
subjects will drop out before completion, competing clinical trials and clinicians’ and patients’ perceptions as to the potential
advantages of the drug being studied in relation to other available therapies, including any new drugs that
may be approved for the indications we are
investigating. In particular, we are developing certain of our product candidates for the treatment of rare diseases, which have limited pools of patients
from which to draw for clinical testing. If we, or
any of our strategic partners that perform clinical tests for our product candidates, are unable to enroll a
sufficient number of patients to complete clinical testing, we will be unable to gain marketing approval for such product candidates and our
business will
be harmed.

In addition, the U.S. federal Right to Try Act, among other things, provides a federal framework for patients to access certain
investigational new drug
products that have completed a Phase 1 clinical trial. Under certain circumstances, eligible patients can seek treatment without enrolling in clinical trials
and without obtaining FDA approval under the FDA expanded access
program. While there is no obligation to make product candidates
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available to eligible patients as a result of the Right to Try Act, new and emerging legislation regarding expanded access to unapproved drugs could
negatively impact enrollment in our clinical
trials and our business in the future.

The design or our execution of clinical trials may not support regulatory approval.

The design or execution of a clinical trial can determine whether its results will support regulatory approval, and flaws in the design or execution of a
clinical trial may not become apparent until the clinical trial is well advanced. In some instances, there can be significant variability in safety or efficacy
results between different trials of the same product candidate due to numerous factors,
including changes in trial protocols, differences in size and type
of the patient populations, adherence to the dosing regimen and other trial protocols and the rate of dropout among clinical trial participants. We do not
know whether any Phase 2,
Phase 3 or other clinical trials we or any of our strategic partners may conduct will demonstrate consistent or adequate
efficacy and safety to obtain regulatory approval to market our product candidates.

Further, the FDA and comparable foreign regulatory authorities have substantial discretion in the approval process and in determining when or whether
regulatory approval will be obtained for any of our product candidates. Our product candidates may not be approved even if they achieve their primary
endpoints in any Phase 3 clinical trials or registration trials. The FDA or other non-U.S. regulatory authorities may disagree with our trial design and our
interpretation of data from preclinical studies and clinical trials. In addition, any of these regulatory authorities may change
requirements for the
approval of a product candidate even after reviewing and providing comments or advice on a protocol for a pivotal Phase 3 clinical trial that has the
potential to result in FDA or other agencies’ approval. In addition, any
of these regulatory authorities may also approve a product candidate for fewer or
more limited indications than we request or may grant approval contingent on the performance of costly post-marketing clinical trials. The FDA or other
non-U.S. regulatory authorities may not approve the labeling claims that we believe would be necessary or desirable for the successful
commercialization of our product candidates.

Interim, preliminary or top-line data from our clinical trials that we announce or publish from time to time may
change as more patient data become
available and are subject to audit and verification procedures that could result in material changes in the final data.

From time to time, we may publish interim, preliminary or top-line data from clinical trials. Interim data from
clinical trials that we may complete are
subject to the risk that one or more of the clinical outcomes may materially change as patient enrollment continues and more patient data becomes
available. Preliminary or
top-line data also remain subject to audit and verification procedures that may result in the final data being materially different
from the preliminary or top-line data
previously published. As a result, interim, preliminary and top-line data should be viewed with caution until the
final data is available. Adverse differences between interim, preliminary or top-line data and final data could significantly harm our reputation and
business prospects. Moreover, preliminary, interim and top-line data are subject to the risk that one
or more of the clinical outcomes may materially
change as more patient data become available when patients mature on study, patient enrollment continues or as other ongoing or future clinical trials
with a product candidate further develop. Past
results of clinical trials may not be predictive of future results.

In addition, the information we choose to publicly disclose regarding a particular
study or clinical trial is based on what is typically more extensive
information, and you or others may not agree with what we determine is the material or otherwise appropriate information to include in our disclosure.
Any information we determine
not to disclose may ultimately be deemed significant with respect to future decisions, conclusions, views, activities or
otherwise regarding a particular product candidate or our business. Similarly, even if we are able to complete our planned and
ongoing preclinical
studies and clinical trials of our product candidates according to our current development timeline, the positive results from such preclinical studies and
clinical trials of our product candidates may not be replicated in
subsequent preclinical studies or clinical trial results.
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Many companies in the pharmaceutical and biotechnology industries have suffered significant setbacks in
late-stage clinical trials after achieving
positive results in early-stage development and we cannot be certain that we will not face similar setbacks. These setbacks have been caused by, among
other things, preclinical and other nonclinical
findings made while clinical trials were underway or safety or efficacy observations made in preclinical
studies and clinical trials, including previously unreported adverse events. Moreover, preclinical, nonclinical and clinical data are often
susceptible to
varying interpretations and analyses and many companies that believed their product candidates performed satisfactorily in preclinical studies and
clinical trials nonetheless failed to obtain FDA or other regulatory approval.

The Fast Track and Breakthrough Therapy designations we have received for zanidatamab may not result in faster development, regulatory review
or
approval process.

The FDA has granted Fast Track designations to zanidatamab for the first-line treatment of patients with HER2-overexpressing
gastroesophageal
adenocarcinomas in combination with standard of care chemotherapy and for previously treated or recurrent gene-amplified biliary tract cancers, or
BTC. These Fast Track designations do not ensure that zanidatamab will experience a
faster development, regulatory review or approval process
compared to conventional FDA procedures or that zanidatamab will ultimately obtain regulatory approval. Additionally, the FDA may withdraw Fast
Track designation if it believes that the
designation is no longer supported by data from the zanidatamab clinical development program. The FDA also
granted Breakthrough Therapy designation for zanidatamab for treatment of patients with previously treated HER2 gene-amplified locally
advanced/unresectable or metastatic BTC. Although Jazz and we have met with the FDA to discuss the data readout from the HERIZON-BTC-01 study
in support of submitting a
BLA for zanidatamab in patients with previously treated HER2 gene-amplified BTC, the receipt of a Breakthrough Therapy
designation for a product candidate may not ultimately result in a faster development process or review, and it does not in any
way assure approval of a
product candidate by the FDA. In addition, designation as a Breakthrough Therapy is within the discretion of the FDA and the FDA may decide to
rescind a Breakthrough Therapy designation if it believes that a designated
product candidate no longer meets the conditions for qualification of this
program. If the zanidatamab clinical development program is suspended, terminated, or put on clinical hold due to unexpected adverse events or other
issues, including
clinical supply issues, the benefits associated with the Fast Track designation may not be realized by us or our strategic partners.
Furthermore, Fast Track designation does not change the standards for approval, and the designation alone does not
guarantee qualification for the
FDA’s priority review procedures.

Zanidatamab has also been granted Breakthrough Therapy designation from the Center
for Drug Evaluation in China for treating patients with BTC who
have failed prior systemic therapies. This designation alone does not guarantee faster approval of zanidatamab in China.

Development of product candidates in combination with other therapies could expose us to additional risks.

Even if any of our product candidates were to receive marketing approval or be commercialized for use in combination with other existing therapies, we
would
continue to be subject to the risks that the FDA, the European Medicines Agency, or EMA, or other comparable foreign regulatory authorities
could revoke approval of the therapy used in combination with any of our product candidates, or safety,
efficacy, manufacturing or supply issues could
arise with these existing therapies. In addition, it is possible that existing therapies with which our product candidates are approved for use could
themselves fall out of favor or be relegated to
later lines of treatment. This could result in the need to identify other combination therapies for our
product candidates or our own products being removed from the market or being less successful commercially. We may also evaluate our product
candidates in combination with one or more other cancer therapies that have not yet been approved for marketing by the FDA, EMA or comparable
foreign regulatory authorities. We will not be able to market and sell any product candidate in combination
with any such unapproved cancer therapies
that do not ultimately obtain marketing approval. If the FDA, EMA or other comparable foreign regulatory authorities do not approve or revoke their
approval of these other therapies, or if safety, efficacy,
commercial adoption, manufacturing or
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supply issues arise with the therapies we choose to evaluate in combination with any other product candidate, we may be unable to obtain approval of or
successfully market any one or all of the
product candidates we develop.

Additionally, if the third-party providers of therapies or therapies in development used in combination with our product
candidates are unable to produce
sufficient quantities for clinical trials or for commercialization of our product candidates, or if the cost of combination therapies are prohibitive, our
development and commercialization efforts would be impaired,
which would have an adverse effect on our business, financial condition, results of
operations and growth prospects.

If we are unable to
successfully develop any required companion diagnostic tests for our product candidates, experience significant delays in doing
so, or rely on third parties in the development of such companion diagnostic tests, we may not realize the full
commercial potential of our product
candidates.

If we develop a product candidate for which there are no commercially available diagnostic tests
for identifying the appropriate patient population to
ensure safe and effective use of such candidate, the FDA may require us to develop a companion diagnostic plan in conjunction with clinical
development and regulatory approval for our product
candidate. Lack of a reliable commercially available companion diagnostic can introduce
uncertainties in the regulatory process for our product candidate. Developing a companion diagnostic or working with a third party to develop such
companion
diagnostic for our product candidate will require more resources and could expose us to additional liabilities related to government
regulation of companion diagnostics. If the FDA expects to review and approve simultaneously marketing submissions
for a therapeutic candidate and
its companion diagnostic, any delay in diagnostic marketing clearance or approval could delay the drug approval.

In
particular, on April 13, 2020, the FDA issued new guidance on developing and labeling companion diagnostics for a specific group of oncology
therapeutic products, including recommendations to support a broader labeling claim rather than
individual therapeutic products. In June 2023, the FDA
announced a new voluntary pilot program through which drug manufacturers can provide to the FDA the diagnostic test performance information used
to enroll patients into clinical trials for drug
approval. Based on assessment of the performance information, the FDA will publish the minimum
performance characteristics recommended for similar tests that may be used to select patients for treatment with the approved drug to help laboratories
identify specific biomarkers for their development of laboratory-developed tests, or LDTs, and to ensure more consistent performance of these tests for
drug selection and improved cancer patient care. In October 2023, FDA published a proposed rule
that proposes to phase out its enforcement discretion
for most LDTs and to amend the FDA’s regulations to make explicit that in vitro diagnostics are medical devices under the Federal Food, Drug, and
Cosmetic Act, including when the
manufacturer of the diagnostic product is a laboratory. We will continue to evaluate the impact of these guidance
documents on our companion diagnostic development and strategy. These guidance documents and future issuances from the FDA and other
regulatory
authorities, including changes in the FDA’s regulation of diagnostic tests and LTDs, may impact our development of a companion diagnostic for our
product candidates and result in delays in regulatory approval. We may be required to
conduct additional studies to support a broader claim. Also, to the
extent other approved diagnostics are able to broaden their labeling claims to include our approved drug products, we may be forced to abandon any of
our companion diagnostic
development plans, or we may not be able to compete effectively upon approval, which could adversely impact our ability to
generate revenue from the sale of our approved products and our business operations.

We may rely on third parties for the design, development and manufacture of companion diagnostic tests for our product candidates that require such
tests. To
be successful, we or our collaborators will need to address a number of scientific, technical, regulatory and logistical challenges. If we or such
third parties are unable to successfully develop companion diagnostics, or experience delays in doing
so, we may be unable to enroll enough patients for
our current and planned clinical trials, the development of our product candidates may be adversely affected or we may not obtain marketing approval,
and we may not realize the full commercial
potential of our product candidates.
 

S-14



Table of Contents

Disruptions at the FDA and other government agencies caused by funding shortages or global health
concerns could hinder their ability to hire,
retain or deploy key leadership and other personnel, or otherwise prevent new or modified product candidates from being developed, or approved or
commercialized in a timely manner or at all, which could
negatively impact our business.

The ability of the FDA to review and clear or approve new product candidates can be affected by a variety of
factors, including government budget and
funding levels, statutory, regulatory, and policy changes, the FDA’s ability to hire and retain key personnel and accept the payment of user fees, and
other events that may otherwise affect the
FDA’s ability to perform routine functions. In addition, government funding of other government agencies that
fund research and development activities is subject to the political process, which is inherently fluid and unpredictable. Disruptions
at the FDA and other
agencies, including delays or disruptions due to pandemics or other health crises, travel restrictions, staffing shortages, government shutdowns and
furloughs, may also slow the time necessary for new product candidates to be
reviewed and/or approved by necessary government agencies, which
would adversely affect our business.

Successful development of our current and
future product candidates is uncertain and we may discontinue or reprioritize the development of any of
our product candidates at any time, at our discretion.

Before obtaining regulatory approval for the commercial distribution of our product candidates, we must conduct, at our own expense, extensive
preclinical
tests and clinical trials to demonstrate the safety and efficacy of our product candidates in humans. Preclinical and clinical testing is
expensive, difficult to design and implement, can take many years to complete and is uncertain as to outcome.
Additionally, the results from nonclinical
testing or early clinical trials of a product candidate may not predict the results that will be obtained in subsequent human clinical trials of that product
candidate. There is a high failure rate for
drugs proceeding through clinical studies. A number of companies in the pharmaceutical and biotechnology
industries have suffered significant setbacks in clinical development even after achieving promising results in earlier studies, and any such
setbacks in
any future clinical development could have a material adverse effect on our business and operating results. Alternatively, management may elect to
discontinue development of certain product candidates to accommodate a shift in
corporate strategy, despite positive clinical results. Based on our
operating results and business strategy, among other factors, we may discontinue the development of any of our product candidates under development
or reprioritize our focus on
other product candidates at any time and at our discretion.

Additionally, because we have limited financial and managerial resources, we focus on
research programs, therapeutic platforms and product candidates
that we identify for specific indications. As a result, we may forgo or delay pursuit of opportunities with other therapeutic platforms or product
candidates or for other indications
that later prove to have greater commercial potential. If we do not accurately evaluate the commercial potential or
target market for a particular product candidate, we may relinquish valuable rights to that product candidate through collaboration,
licensing or other
royalty arrangements in cases in which it would have been more advantageous for us to retain sole development and commercialization rights.

Our product candidates may have undesirable side effects that may delay or prevent marketing approval or, if approval is received, require them to
be
taken off the market, require them to include safety warnings or otherwise limit their sales; no regulatory agency has made any determination
that any of our product candidates are safe or effective for use by the general public for any indication.

All of our product candidates are still in preclinical or clinical development. Consequently, all of our product candidates are required to
undergo ongoing
safety testing in humans as part of clinical trials. Unforeseen side effects from any of our product candidates could arise either during clinical
development or, if approved by regulatory authorities, after the approved product has
been marketed. As our product candidates are evaluated in clinical
trials, the results of such clinical trials may show that our product candidates cause undesirable or unacceptable side effects, which could interrupt, delay
or halt clinical trials,
and result in delay of, or failure to obtain, marketing approval from the FDA and other regulatory authorities, or result in marketing
approval from
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the FDA and other regulatory authorities with restrictive label warnings, limited patient populations or potential product liability claims. Even if we
believe that our clinical trials and
preclinical studies demonstrate the safety and efficacy of our product candidates, only the FDA and other comparable
regulatory agencies may ultimately make such determination. No regulatory agency has made any such determination that any of our
product candidates
are safe or effective for use by the general public for any indication.

If any of our product candidates receive marketing approval
and we or others later identify undesirable or unacceptable side effects caused by such
products:
 

  •   regulatory authorities may require us to take our approved product off the market;
 

 
•   regulatory authorities may require the addition of labeling statements, specific warnings, a contraindication or
field alerts to physicians and

pharmacies, or impose a risk evaluation and mitigation strategy that includes restrictions and conditions on product distribution,
prescribing and/or dispensing;

 

  •   we may be required to change the way the product is administered, conduct additional clinical trials or change
the labeling of the product;
 

  •   we may be subject to limitations on how we may promote the product;
 

  •   sales of the product may decrease significantly;
 

  •   we may be subject to litigation or product liability claims; and
 

  •   our reputation may suffer.

Any of these events could prevent us or our current or future strategic partners from achieving or maintaining market acceptance of the affected product
or
could substantially increase commercialization costs and expenses, which in turn could delay or prevent us from generating revenue from the sale of
any future products.

We face significant competition, and if our competitors develop and market products that are more effective, safer or less expensive than our product
candidates, our commercial opportunities will be negatively impacted.

The life sciences industry is highly competitive and subject to rapid and
significant technological change. We are currently developing biotherapeutics
that will compete with other drugs and therapies that currently exist or are being developed. Products we may develop in the future are also likely to face
competition
from other drugs and therapies, some of which we may not currently be aware. We have competitors both in the United States and
internationally, including major multinational pharmaceutical companies, established biotechnology companies, specialty
pharmaceutical companies,
universities and other research institutions. Many of our competitors have significantly greater financial, manufacturing, marketing, drug development,
technical and human resources than we do. Large pharmaceutical
companies, in particular, have extensive experience in clinical testing, obtaining
regulatory approvals, recruiting patients and in manufacturing pharmaceutical products. These companies also have significantly greater research and
marketing
capabilities than we do and may also have products that have been approved or are in late stages of development and collaborative
arrangements in our target markets with leading companies and research institutions. Established pharmaceutical
companies may also invest heavily to
accelerate discovery and development of novel compounds or to in-license novel compounds that could make the product candidates that we develop
obsolete. As a result of all
of these factors, our competitors may succeed in obtaining patent protection or FDA approval or discovering, developing and
commercializing products in our field before we do.

Specifically, there are a large number of companies developing or marketing treatments for cancer, including many major pharmaceutical and
biotechnology
companies. These treatments consist both of small-molecule drug products, as well as biologics that work by using various antibody
therapeutic platforms to address specific cancer targets.

Our commercial opportunity could be reduced or eliminated if our competitors develop and commercialize products that are safer, more effective, more
convenient or less expensive than any products that we may
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develop. Our competitors also may obtain FDA or other regulatory approval for their products more rapidly than we may obtain approval for our
product candidates, which could result in our
competitors establishing a strong market position before we are able to enter the market.

Smaller and other early-stage companies may also prove to be
significant competitors, particularly through collaborative arrangements with large and
established companies. These third parties compete with us in recruiting and retaining qualified scientific and management personnel, establishing
clinical trial
sites and patient registration for clinical trials, as well as in acquiring technologies complementary to, or necessary for, our programs. In
addition, the biopharmaceutical industry is characterized by rapid technological change. If we fail to stay
at the forefront of technological change, we
may be unable to compete effectively. Technological advances or products developed by our competitors may render our technologies or product
candidates obsolete, less competitive or not economical.

In addition, we expect to compete with biosimilar versions of already approved products , and even if our product candidates achieve marketing
approval, they
may be challenged to achieve a price premium over competitive biosimilar products and will compete for market share with them.

The Biologics Price
Competition and Innovation Act of 2009, which is included in the 2010 Patient Protection and Affordable Care Act, or the PPACA,
authorized the FDA to approve similar versions of innovative biologics, commonly known as biosimilars. Under the PPACA, a
manufacturer may
submit an application for licensure of a biologic product that is “biosimilar to” or “interchangeable with” a previously approved biologic product or
“reference product.” Manufacturers may not submit an
application for a biosimilar to the FDA until four years following approval of the reference
product, and the FDA may not approve a biosimilar product until 12 years from the date on which the reference product was approved. Even if our
product
candidates, if approved, are deemed to be reference products eligible for exclusivity, another company could market a competing version of that
product if the FDA approves a full BLA for such 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 their product. Additionally, from time to time, there are proposals to repeal or modify the
PPACA, including proposals that could
significantly shorten the exclusivity period for biologics.

If any of our product candidates receive regulatory approval, the approved products may
not achieve broad market acceptance among physicians,
patients, the medical community and third-party payors, in which case revenue generated from their sales would be limited.

The commercial success of our product candidates will depend upon their acceptance among physicians, patients and the medical community. The
degree of market
acceptance of our product candidates will depend on a number of factors, including:
 

  •   limitations or warnings contained in the approved labeling for a product candidate;
 

  •   changes in the standard of care for the targeted indications for any of our product candidates;
 

  •   limitations in the approved clinical indications for our product candidates;
 

  •   demonstrated clinical safety and efficacy compared to other products;
 

  •   sales, marketing and distribution support;
 

  •   availability of coverage and extent of reimbursement from managed care plans and other third-party payors;
 

  •   timing of market introduction and perceived effectiveness of competitive products;
 

  •   availability of alternative therapies at similar or lower cost, including generic, biosimilar and over-the-counter products;
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  •   the extent to which the product candidate is approved for inclusion on formularies of hospitals and managed care
organizations;
 

  •   whether the product is designated under physician treatment guidelines as a first-line therapy or as a second- or
third-line therapy for
particular diseases;

 

  •   whether the product can be used effectively with other therapies to achieve higher response rates;
 

  •   adverse publicity about our product candidates or favorable publicity about competitive products;
 

  •   convenience and ease of administration of our products; and
 

  •   potential product liability claims.

If any of our product candidates are approved, but do not achieve an adequate level of acceptance by physicians, patients and the medical community,
we may
not generate sufficient revenue from these products, and we may not become or remain profitable. In addition, efforts to educate the medical
community and third-party payors on the benefits of our product candidates may require significant resources
and may never be successful.

We or our strategic partners may be unable to obtain orphan drug exclusivity in specific indications for zanidatamab
or in future product candidates
that we may develop. If our competitors are able to obtain orphan product exclusivity for their products in specific indications, we may not be able to
have competing products approved in those indications by the
applicable regulatory authority for a significant period of time.

The FDA has granted Orphan Drug Designation to zanidatamab for the treatment of
BTC and gastric cancer, including cancer of the gastroesophageal
junction, the EMA has granted Orphan Drug Designation to zanidatamab for the treatment of gastric cancer and BTC, and we or our strategic partners
may seek Orphan Drug Designation for
zanidatamab or other product candidates for additional indications in the future. Orphan Drug Designation
neither shortens the development time or regulatory review time of a drug nor gives the drug any advantage in the regulatory review or approval
process.

Generally, if a product candidate with an Orphan Drug Designation subsequently receives the first marketing approval for the indication for
which it has
such designation, the product is entitled to a period of marketing exclusivity, which precludes the EMA or the FDA from approving another marketing
application for the same drug for the same indication for that time period. The
applicable period is seven years in the United States and ten years in
Europe. The European exclusivity period can be reduced to six years if a product no longer meets the criteria for Orphan Drug Designation or if the
product is sufficiently
profitable so that market exclusivity is no longer justified. Orphan drug exclusivity may be lost if the FDA or EMA determines
that the request for designation was materially defective or if the manufacturer is unable to assure sufficient quantity
of the product to meet the needs of
patients with the rare disease or condition. The loss of Orphan Drug Designation could have a negative effect on our ability to successfully
commercialize our product candidates, earn revenues and achieve
profitability.

Even if orphan drug exclusivity for zanidatamab is obtained, or is obtained for any other product candidates that receive an Orphan Drug
Designation in
the future, that exclusivity may not effectively protect the product from competition because different drugs with different active moieties can be
approved for the same condition. Further, in the United States, even after an orphan
drug is approved, the FDA can subsequently approve the same drug
for the same condition submitted by a competitor if the FDA concludes that the later drug is clinically superior in that it is shown to be safer, more
effective or makes a major
contribution to patient care. If we or our strategic partners are unable to manufacture sufficient supply of a product to meet
the needs of patients, the FDA can withdraw orphan exclusive marketing rights or approve another marketing application for
the same drug product
before the expiration of the exclusivity period.

Further, in Catalyst Pharms., Inc. v. Becerra, 14 F.4th 1299 (11th Cir. 2021), the
court disagreed with the FDA’s longstanding position that the orphan
drug exclusivity only applies to the approved use or indication within an
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eligible disease, and not to all uses or indications within the entire disease or condition. On January 24, 2023, the FDA published a notice in the Federal
Register to clarify that while the
agency complies with the court’s order in Catalyst, the FDA intends to continue to apply its longstanding interpretation
of the regulations to matters outside of the scope of the Catalyst order – that is, the agency will continue tying the
scope of orphan drug exclusivity to
the uses or indications for which a drug is approved, which permits other sponsors to obtain approval of a drug for new uses or indications within the
same orphan designated disease or condition that have not yet
been approved. It is unclear how future litigation, legislation, agency decisions, and
administrative actions will impact the scope of the orphan drug exclusivity.

Even if we obtain FDA approval of any of our product candidates, we may never obtain approval or commercialize such products outside of the
United
States, which would limit our ability to realize their full market potential.

In order to market any products outside of the United States, we
must establish and comply with numerous and varying regulatory requirements of other
countries regarding safety and efficacy. Clinical trials conducted in one country may not be accepted by regulatory authorities in other countries, and
regulatory
approval in one country does not mean that regulatory approval will be obtained in any other country. Approval procedures vary among
countries and can involve additional product testing and validation and additional administrative review periods.
Seeking foreign regulatory approvals
could result in significant delays, difficulties and costs for us and may require additional preclinical studies or clinical trials, which would be costly and
time consuming. Regulatory requirements can vary
widely from country to country and region to region and could delay or prevent the introduction of
our products in those countries. Satisfying these and other regulatory requirements is costly, time consuming, uncertain and subject to unanticipated
delays. In addition, our failure to obtain regulatory approval in any country may delay or have negative effects on the process for regulatory approval in
other countries. We do not have any product candidates approved for sale in any jurisdiction,
including international markets, and we do not have
experience in obtaining regulatory approval in international markets. If we fail to comply with regulatory requirements in international markets or to
obtain and maintain required approvals, our
target market will be reduced and our ability to realize the full market potential of our products will be
harmed.

Our ability to eventually generate
significant revenues from product sales will depend on a number of factors, including:
 

  •   successful completion of preclinical studies;
 

  •   submission of investigational new drug and foreign equivalent applications, or other regulatory applications, for
our planned clinical trials
or future clinical trials and authorizations from regulators to initiate clinical studies;

 

  •   successful enrollment in, and completion of, clinical trials;
 

  •   achieving favorable results from clinical trials;
 

  •   receipt of marketing approvals from applicable regulatory authorities;
 

  •   establishing and maintaining sufficient manufacturing capabilities, whether internally or with third parties, for
clinical and commercial
supply;

 

  •   obtaining pricing, reimbursement, and hospital formulary access;
 

  •   establishing sales, marketing and distribution capabilities and launching commercial sales of our products, if
and when approved, whether
alone or in combination with other products;

 

  •   sufficiency of our financial and other resources to complete the necessary preclinical studies and clinical
trials and commercialization
activities;

 

  •   effectively competing with other therapies;
 

  •   developing and implementing successful marketing and reimbursement strategies;
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  •   obtaining and maintaining patent, trade secret and other intellectual property protection and regulatory
exclusivity for our product
candidates; and

 

  •   maintaining a continued acceptable safety profile of any product following approval, if any.

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

We cannot be certain that our clinical trials will be
initiated and completed on time, if at all, or whether our planned clinical strategy will be acceptable
to the FDA or foreign health authorities. To become and remain profitable, we must develop, obtain approval for and eventually commercialize
products, if approved, that generate significant revenue. In addition, it is not uncommon for product candidates to exhibit unforeseen safety issues or
inadequate efficacy when tested in humans despite promising results in preclinical animal models
or earlier trials, and we may ultimately be unable to
demonstrate adequate safety and efficacy of our product candidates to obtain marketing approval. Even if we obtain approval and begin commercializing
one or more of our product candidates, we may
never generate revenue that is significant or large enough to achieve profitability.

Even if we succeed in commercializing one or more of our product
candidates, we will continue to incur substantial research and development,
manufacturing and other expenditures to develop and market additional product candidates. Our failure to become or remain profitable would decrease
the value of the company
and could impair our ability to raise capital, maintain our research and development efforts, expand our business or continue
our operations.

Reimbursement decisions by third-party payors may have an adverse effect on pricing and market acceptance. If there is not sufficient
reimbursement for
our products, it is less likely that our products will be widely used.

The regulations that govern marketing approvals, pricing, coverage and
reimbursement for new drugs vary widely from country to country. Many
countries require approval of the sale price of a drug before it can be marketed. The pricing review period begins after marketing or product licensing
approval is granted in most
cases. In some foreign markets, prescription pharmaceutical pricing remains subject to continuing governmental control
even after initial approval is granted. As a result, we might obtain regulatory approval for a product in a particular country,
but then be subject to price
regulations that delay our commercial launch of the product and negatively impact the revenues we are able to generate from the sale of the product in
that country.

Our ability to commercialize any products successfully also will depend in part on the extent to which coverage and adequate reimbursement for these
products
and related treatments will be available from government health administration authorities, private health insurers and other third-party payors.
In many jurisdictions, a product candidate must be approved for reimbursement before it can be approved
for sale in that jurisdiction. Obtaining
coverage and reimbursement approval of a product from a government or other third-party payor is a time-consuming and costly process that could
require us to provide to the payor supporting scientific,
clinical and cost-effectiveness data for the use of our products. If we are not currently capturing
the scientific and clinical data that will be required for reimbursement approval, we may be required to conduct additional trials, which may delay
or
suspend reimbursement approval. Additionally, in the United States, no uniform policy of coverage and reimbursement for products exists among third-
party payors. Therefore, coverage and reimbursement for products can differ significantly from
payor to payor. As a result, the coverage determination
process is often a time-consuming and costly process that will require us to provide scientific and clinical support for the use of a product candidate that
receives regulatory approval to each
payor separately, with no assurance that coverage and adequate reimbursement will be obtained.

Even if our product candidates are approved for sale by
the appropriate regulatory authorities, market acceptance and sales of these products will depend
on reimbursement policies and may be affected by future healthcare
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reform measures. Government authorities and third-party payors, such as private health insurers and health maintenance organizations, decide which
drugs they will reimburse and establish payment
levels. We cannot be certain that reimbursement will be available for any products that we develop. If
reimbursement is not available or is available on a limited basis, we may not be able to successfully commercialize any of our approved products.

In the United States, the Medicare Prescription Drug, Improvement, and Modernization Act of 2003, also called the Medicare Modernization Act, or
MMA,
changed the way Medicare covers and pays for pharmaceutical products. The legislation established Medicare Part D, which expanded Medicare
coverage for outpatient prescription drug purchases by the elderly but provided authority for limiting the
number of drugs that will be covered in any
therapeutic class. The MMA also introduced a new reimbursement methodology based on average sales prices for physician-administered drugs. We
expect to experience pricing pressures in connection with the
sale of any products that we develop, due to the trend toward managed healthcare, the
increasing influence of health maintenance organizations and additional legislative proposals. In August 2022, Congress passed the Inflation Reduction
Act of 2022,
which includes prescription drug provisions that have significant implications for the pharmaceutical industry and Medicare beneficiaries,
including allowing the federal government to negotiate a maximum fair price for certain high-priced
single-source Medicare drugs, imposing penalties
and excise tax for manufacturers that fail to comply with the drug price negotiation requirements, requiring inflation rebates for all Medicare Part B and
Part D drugs, with limited exceptions, if
their drug prices increase faster than inflation, and redesigning Medicare Part D to reduce out-of-pocket
prescription drug costs for beneficiaries, among other changes.
Various industry stakeholders, including pharmaceutical companies, the U.S. Chamber of
Commerce, the National Infusion Center Association, the Global Colon Cancer Association, and the Pharmaceutical Research and Manufacturers of
America, have
initiated lawsuits against the federal government asserting that the price negotiation provisions of the Inflation Reduction Act are
unconstitutional. The impact of these judicial challenges, legislative, executive, and administrative actions and
any future healthcare measures and
agency rules implemented by the government on us and the pharmaceutical industry as a whole is unclear. The implementation of cost containment
measures or other healthcare reforms may prevent us from being able to
generate revenue, attain profitability, or commercialize our product candidates if
approved.

There may be significant delays in obtaining coverage and
reimbursement for newly approved drugs, and coverage may be more limited than the
purposes for which the drug is approved by the FDA, EMA or other regulatory authorities. Moreover, eligibility for coverage and reimbursement does
not imply that a
drug will be paid for in all cases or at a rate that covers our costs, including research, development, manufacture, sale and distribution
expenses. Interim reimbursement levels for new drugs, if applicable, may also be insufficient to cover our and
any collaborator’s costs and may not be
made permanent. Reimbursement rates may vary according to the use of the drug and the clinical setting in which it is used, may be based on
reimbursement levels already set for lower cost drugs and may be
incorporated into existing payments for other services. Net prices for drugs may be
reduced by mandatory discounts or rebates required by government healthcare programs or private payors and by any future relaxation of laws that
currently restrict
imports of drugs from countries where they may be sold at lower prices than in the United States. Our or any collaborator’s inability to
promptly obtain coverage and profitable payment rates from both government-funded and private payors for
any approved products that we or our
strategic partners develop could have a material adverse effect on our operating results, our ability to raise capital needed to commercialize product
candidates and our overall financial condition.

If the market opportunities for any product that we or our strategic partners develop are smaller than we believe they are, our revenue may be
adversely
affected and our business may suffer.

We intend to initially focus our independent product candidate development on treatments for oncology. Our
projections of addressable patient
populations that have the potential to benefit from treatment with our product candidates are based on estimates. If our projections are inaccurate, the
market opportunities for any of our product candidates could
be significantly diminished and have an adverse material impact on our business.
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We may not be successful in our efforts to use our therapeutic platforms to build a pipeline of
product candidates.

We intend to use our therapeutic platforms to build a pipeline of product candidates and progress these product candidates
through clinical development
for the treatment of a variety of diseases. Although our research and development efforts to date have resulted in a pipeline of product candidates
directed at various cancers, we may not be able to develop product
candidates that are safe and effective. In addition, although we expect that our
therapeutic platforms will allow us to develop further product candidates, they may not prove to be successful at doing so. Even if we are successful in
continuing to
build our pipeline, the potential product candidates that we identify may not be suitable for clinical development, including as a result of
being shown to have harmful side effects or other characteristics that indicate that they are unlikely to be
products that will receive marketing approval
and achieve market acceptance. If we do not continue to successfully develop and begin to commercialize product candidates, we will face difficulty in
obtaining product revenue in future periods, which
could result in significant harm to our financial position and adversely affect our stock price.

Even if we receive regulatory approval to
commercialize any of the product candidates that we develop, we will be subject to ongoing regulatory
obligations and continued regulatory review, which may result in significant additional expense.

Any regulatory approvals that we receive for our product candidates may be subject to limitations on the approved indicated uses for which the product
may be
marketed or subject to certain conditions of approval, and may contain requirements for potentially costly post-approval trials, including Phase 4
clinical trials, and surveillance to monitor the safety and efficacy of the marketed product.

For any approved product, we will be subject to ongoing regulatory obligations and extensive oversight by regulatory authorities, including with respect
to
manufacturing processes, labeling, packaging, distribution, adverse event reporting, storage, advertising, promotion and recordkeeping for the
product. These requirements include submissions of safety and other post-approval information and reports,
as well as continued compliance with
cGMP and good clinical practice, or GCP, for any clinical trials that we or our strategic partners conduct after approval. Later discovery of previously
unknown problems with a product, including adverse events
of unanticipated severity or frequency, or with third-party manufacturers or manufacturing
processes, or failure to comply with regulatory requirements, may result in, among other things:
 

  •   restrictions on the marketing or manufacturing of the product;
 

  •   withdrawal of the product from the market or voluntary or mandatory product recalls;
 

  •   fines, warning letters or holds on clinical trials;
 

  •   refusal by the FDA, EMA or another applicable regulatory authority to approve pending applications or supplements
to approved
applications filed by us or our strategic partners, or suspension or revocation of product license approvals;

 

  •   product seizure or detention, or refusal to permit the import or export of products; and
 

  •   injunctions or the imposition of civil or criminal penalties.

Occurrence of any of the foregoing could have a material and adverse effect on our business and results of operations. Further, the FDA’s or other
ex-U.S. regulators’ policies may change and additional government regulations may be enacted that could prevent, limit or delay regulatory approval of
our product candidates. For example, if the Supreme Court
reverses or curtails the Chevron doctrine, which gives deference to regulatory agencies in
litigation against FDA and other agencies, more companies may bring lawsuits against the FDA to challenge longstanding decisions and policies of the
FDA,
which could undermine the FDA’s authority, lead to uncertainties in the industry, and disrupt the FDA’s normal operations, which could delay the
FDA’s review of our marketing applications. If we are slow or unable to adapt to changes
in existing requirements or the adoption
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of new requirements or policies, or if we are not able to maintain regulatory compliance, we may lose any marketing approval that we may have
obtained, which would adversely affect our business,
prospects and ability to achieve or sustain profitability.

The FDA strictly regulates manufacturers’ promotional claims of drug products. In
particular, a drug product may not be promoted by manufacturers for
uses that are not approved by the FDA, as reflected in the FDA-approved labeling, although healthcare professionals are permitted to use drug
products
for off-label uses. The FDA, the Department of Justice, the Inspector General of the Department of Health and Human Services, among other
government agencies, actively enforce the laws and regulations
prohibiting manufacturers’ promotion of off-label uses, and a company that is found to
have improperly promoted off-label uses may be subject to significant
liability, including large civil and criminal fines, penalties, and enforcement
actions. The FDA has also imposed consent decrees or permanent injunctions under which specified promotional conduct is changed or curtailed for
companies that engaged
in such prohibited activities. If we cannot successfully manage the promotion of our approved product candidates, we could
become subject to significant liability, which would materially adversely affect our business and financial condition.

If any product liability lawsuits are successfully brought against us or any of our strategic partners, we may incur substantial liabilities and may be
required to limit commercialization of our product candidates.

We face an inherent risk of product liability lawsuits related to the testing of
our product candidates in seriously ill patients, and will face an even greater
risk if product candidates are approved by regulatory authorities and introduced commercially. Product liability claims may be brought against us or our
strategic
partners by participants enrolled in our clinical trials, patients, health care providers or others using, administering or selling any of our future
approved products. If we cannot successfully defend ourselves against any such claims, we may incur
substantial liabilities. Regardless of their merit or
eventual outcome, liability claims may result in:
 

  •   decreased demand for any future approved products;
 

  •   injury to our reputation;
 

  •   withdrawal of clinical trial participants;
 

  •   termination of clinical trial sites or entire trial programs;
 

  •   increased regulatory scrutiny;
 

  •   significant litigation costs;
 

  •   substantial monetary awards to, or costly settlement with, patients or other claimants;
 

  •   product recalls or a change in the indications for which they may be used;
 

  •   loss of revenue;
 

  •   diversion of management and scientific resources from our business operations; and
 

  •   the inability to commercialize our product candidates.

We may need to have in place increased product liability coverage when we begin the commercialization of our product candidates. Insurance coverage
is
becoming increasingly expensive. As a result, we may be unable to maintain or obtain sufficient insurance at a reasonable cost to protect us against
losses that could have a material adverse effect on our business. A successful product liability
claim or series of claims brought against us, particularly if
judgments exceed any insurance coverage we may have, could decrease our cash resources and adversely affect our business, financial condition and
results of operation.

Patients with cancer and other diseases targeted by our product candidates are often already in severe and advanced stages of disease and have both
known and
unknown significant pre-existing and potentially life-
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threatening health risks. During the course of treatment, patients may suffer adverse events, including death, for reasons that may be related to our
product candidates. Such events could subject
us to costly litigation, require us to pay substantial amounts of money to injured patients, delay, negatively
impact or end our opportunity to receive or maintain regulatory approval to market our product candidates, or require us to suspend or
abandon our
commercialization efforts. Even in a circumstance in which we do not believe that an adverse event is related to our product candidates, the investigation
into the circumstance may be time-consuming or inconclusive. These investigations
may interrupt our sales efforts, delay our regulatory approval
process in other countries, or impact and limit the type of regulatory approvals our product candidates receive or maintain. As a result of these factors, a
product liability claim, even
if successfully defended, could have a material adverse effect on our business, financial condition or results of operations.

If we or any of our
third-party manufacturers encounter manufacturing difficulties, our ability to provide supply of our product candidates for
clinical trials or our products for patients, if approved, could be delayed or prevented.

The manufacture of biological drug products is complex and requires significant expertise and capital investment, including the development of
advanced
manufacturing techniques, process and quality controls. Manufacturers of biologic products often encounter difficulties in production and
sourcing, particularly in scaling up or out, validating the production process and assuring high reliability of
the manufacturing processes (including the
absence of contamination), in light of variations and supply constraints of key components. These problems include logistics and shipping, difficulties
with production costs and yields, quality control,
including consistency, stability, purity and efficacy of the product, product testing, operator error and
availability of qualified personnel, as well as compliance with applicable federal, state and foreign regulations. If contaminants are
discovered in our
supply of our product candidates or in the manufacturing facilities, such manufacturing facilities may need to be closed for an extended period of time to
investigate and remedy the contamination. We cannot assure you that any
stability, purity, and efficacy failures, deficiencies, or other issues relating to
the manufacture of our product candidates will not occur in the future. Our research and development activities also involve the controlled use of
potentially
hazardous substances, including chemical and biological materials, by our third-party manufacturers. While we currently outsource all
manufacturing to third parties, we and our manufacturers are subject to federal, state and local laws and
regulations governing the use, manufacture,
storage, handling and disposal of medical and hazardous materials. Although we believe that our manufacturers’ procedures for using, handling, storing
and disposing of these materials comply with
legally prescribed standards, we cannot completely eliminate the risk of contamination or injury, and any
related liability, resulting from medical or hazardous materials.

Material modifications in methods of product candidate manufacturing or formulation may result in additional costs or delay.

As product candidates are developed through preclinical to late-stage clinical trials towards approval and commercialization, it is common that various
aspects
of the development program, such as manufacturing methods and formulation, are altered along the way in an effort to optimize processes and
results. Such changes carry the risk that they will not achieve these intended objectives. Any of these
changes could cause our product candidates to
perform differently and affect the results of planned clinical trials or other future clinical trials conducted with the altered materials. This could delay
completion of clinical trials, require the
conduct of bridging clinical trials or the repetition of one or more clinical trials, increase clinical trial costs,
delay approval of our product candidates and jeopardize our ability, or our strategic partners’ ability, to commence product
sales and generate revenue.

Strategic transactions could disrupt our business, cause dilution to our stockholders and otherwise harm our business.

We actively evaluate various strategic transactions on an ongoing basis. For example, we may acquire other businesses, products or technologies as
well
as pursue strategic alliances, joint ventures, investments in
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complementary businesses, out-licensing and in-licensing agreements, divestitures or other transactions. Any of
these transactions could be material to
our financial condition and operating results and expose us to many risks, including:
 

  •   disruption in our relationships with existing strategic partners or suppliers as a result of such a transaction;
 

  •   unanticipated liabilities related to acquired companies;
 

  •   difficulties integrating acquired personnel, technologies and operations into our existing business;
 

  •   retention of key employees;
 

  •   diversion of management time and focus from operating our business to management of strategic alliances or joint
ventures or acquisition
integration challenges;

 

  •   risks and uncertainties associated with the other party to such a transaction, including the prospects of that
party and their existing products
or product candidates and marketing approvals;

 

  •   increases in our expenses and reductions in our cash available for operations and other uses; and
 

  •   possible write-offs or impairment charges relating to acquired businesses.

Also, the anticipated benefit of any strategic transaction may not materialize or such strategic transaction may be prohibited. Additionally, future
acquisitions or dispositions could result in potentially dilutive issuances of our equity securities, the incurrence of debt, contingent liabilities or
amortization expenses or write-offs of goodwill, any of which could harm our financial condition.
We cannot predict the number, timing or size of any
future strategic alliances, joint ventures, investments, acquisitions, divestitures or other strategic transactions, or the effect that any such transactions
might have on our operating results.

Many governments impose strict price controls, which may adversely affect our future profitability.

In many countries, particularly those in the European Union, or the EU, prescription drug pricing and reimbursement is subject to governmental control.
In
those countries that impose price controls, pricing negotiations with governmental authorities can take considerable time after the receipt of
marketing approval for a product. To obtain reimbursement or pricing approval in some countries, we or our
strategic partners may be required to
conduct a clinical trial that compares the cost-effectiveness of our product candidates to other available therapies.

Some countries require approval of the sale price of a drug before it can be marketed. In many countries, the pricing review period begins after
marketing or
product licensing approval is granted. In some markets, prescription pharmaceutical pricing remains subject to continuing governmental
control even after initial approval is granted. As a result, we or our strategic partners might obtain marketing
approval for a product candidate in a
particular country, but then be subject to price regulations that delay commercial launch of the product candidate, possibly for lengthy time periods, and
negatively impact the revenue that is generated from the
sale of the product in that country. If reimbursement of such product candidates is unavailable
or limited in scope or amount, if pricing is set at unsatisfactory levels, or if there is competition from lower priced cross-border sales, our
profitability
will be negatively affected.

Security breaches and incidents, loss of data and other disruptions could compromise sensitive
information related to our business or protected
health information or prevent us from accessing critical information and expose us to liability, which could adversely affect our business and our
reputation.

In the ordinary course of our business, we and our CROs and other service providers collect, store and otherwise process petabytes of sensitive data,
including
legally protected health information, personal information, intellectual property and proprietary business information owned or controlled by
ourselves or our strategic
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partners. We manage and maintain our applications and data by utilizing a combination of on-site systems, managed data center systems and cloud-
based data
center systems. These applications and data encompass a wide variety of business-critical information, including research and development
information, commercial information and business and financial information. We face four primary risks relative
to protecting this critical information:
loss of access risk, inappropriate disclosure risk, inappropriate modification risk and the risk of being unable to adequately monitor our controls over the
first three risks.

Although we take measures designed to protect sensitive information from unauthorized access or disclosure, our information technology and
infrastructure and
those that our CROs and our other third-party service providers may utilize in the past have been subject to, and may be vulnerable to,
attacks by hackers or other third parties, viruses, ransomware or other malicious code, or other breaches,
incidents, outages, interruptions, compromises
or vulnerabilities due to inadvertent or intentional actions by our employees, contractors, business partners, and/or other third parties, or from cyber-
attacks by malicious third parties (including
supply chain cyber-attacks or the deployment of harmful malware, ransomware, denial-of-service attacks,
social engineering and other means to affect service reliability
and threaten the confidentiality, integrity and availability of systems or information). The
risks of these types of incidents and other matters occurring may be heightened in connection with geopolitical events such as the conflict between
Russia
and Ukraine. Any such breach, incident, outage, interruption, compromise or vulnerability could compromise systems and networks used in our
business and lead to system and other operational outages, interruptions and disruptions and the loss,
destruction, alteration, prevention of access to,
disclosure, or dissemination of, or damage or unauthorized access to, our data (including trade secrets or other confidential information, intellectual
property, proprietary business information, and
personal information) or data that is processed or maintained on our behalf, or other assets, which could
result in financial, legal, business and reputational harm to us. Any such event could result in legal claims, demands and litigation or
governmental
investigations or other proceedings, liability under laws that protect the privacy of personal information, such as the Health Insurance Portability and
Accountability Act of 1996, or HIPAA, and regulatory penalties and other
liabilities. Although we have implemented security measures and a formal
enterprise security program designed to prevent unauthorized access to sensitive data, and make use of third-party service providers to perform certain
operational and security
functions on our behalf, there is no guarantee that we or our third-party service providers can, or have been able to, protect our
systems or networks or other systems or networks used in our business from security breaches, incidents, outages,
interruptions, compromises, or
vulnerabilities, or that we or they have been or will be able to identify, identify the cause of or otherwise respond to any actual or potential security
breach, incident, outages, interruptions, compromise or
vulnerabilities. We have engaged in efforts to improve our security measures, and we expect to
continue to incur additional expenses in further efforts to do so, whether in response to actual or perceived security breaches or incidents, compromises,
outages, interruptions, vulnerabilities or otherwise. Any loss, destruction, alteration, prevention of access to, disclosure, or dissemination of, or damage
or unauthorized access to, our data or other data that is processed or maintained on our
behalf could also disrupt our operations (including our ability to
conduct our analyses, pay providers, conduct research and development activities, collect, process and prepare company financial information, provide
information about any future
products, and manage the administrative aspects of our business) and damage our reputation, any of which could adversely
affect our business.

HIPAA, as
amended by the Health Information Technology for Economic and Clinical Health Act, or HITECH, and its implementing regulations,
impose certain requirements relating to the privacy, security, transmission and breach reporting of individually
identifiable health information upon
entities subject to the law, such as health plans, healthcare clearinghouses and healthcare providers and their respective business associates and
subcontractors that perform services for them that involve
individually identifiable health information. Mandatory penalties for HIPAA violations can be
significant, and criminal and monetary penalties, as well as injunctive relief, may be imposed for HIPAA violations. Although most drug manufacturers
are
not directly subject to HIPAA, prosecutors are increasingly using HIPAA-related theories of liability against drug manufacturers and their agents and
we also could be subject to criminal penalties if we knowingly obtain individually identifiable
health information from a HIPAA-covered entity in a
manner that is not authorized or permitted by HIPAA.
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Furthermore, in the event of a breach as defined by HIPAA, HIPAA regulations impose specific reporting
requirements to regulators, individuals
impacted by the breach and, in some cases, the media. Issuing such notifications can be costly, time and resource intensive, and can generate significant
negative publicity. Breaches of HIPAA may also
constitute contractual violations that could lead to contractual damages or terminations. In addition to
HIPAA, other applicable data privacy and security obligations, including U.S. state data breach notification laws, may require us to notify
relevant
stakeholders of any security breaches or incidents that result in the unauthorized disclosure, or dissemination of, personal information. Such disclosures
are costly, and the disclosures or the failure to comply with such requirements,
could lead to adverse impacts.

Furthermore, the loss, corruption, or unavailability of clinical trial data from completed or future clinical trials could
result in delays in our regulatory
approval efforts and significantly increase our costs to recover or reproduce the data. Likewise, we rely on other third parties for the manufacture of our
product candidates and to conduct clinical trials, and
similar events relating to their computer systems or otherwise relating to their collection, storage,
or processing of data could also have a material adverse effect on our business.

In addition, we may face increased cybersecurity risks due to our reliance on internet technology given that we have employees at five office locations
(Vancouver, British Columbia; Bellevue, Washington; Dublin, Ireland; Singapore; and Redwood City, California) and a significant number of employees
who work remotely, which may create additional opportunities for cybercriminals to exploit
vulnerabilities.

We are subject to stringent and changing obligations related to privacy and security. Our actual or perceived failure to comply
with such obligations
could lead to regulatory investigations or actions, litigation, fines and penalties, disruptions of our business operations, reputational harm and other
adverse business consequences.

U.S. states have enacted and are considering enacting laws relating to the protection of personal information (including health and other data of patients,
research subjects, and other individuals), which may be more rigorous than, or impose additional requirements beyond those required by, HIPAA. For
example, the California Consumer Privacy Act, or CCPA, which became effective on January 1, 2020,
gives California consumers expanded rights to
access and delete their personal information, opt out of certain personal information sharing and receive detailed information about how their personal
information is used. The CCPA allows for statutory
fines for noncompliance (up to $7,500 per violation) as well as a limited private right of action for
data breaches, which may increase the volume of data breach litigation. In addition, the California Privacy Rights Act of 2020, which went into
effect on
January 1, 2023, expanded the CCPA by, among other things, giving California residents the ability to limit use of certain sensitive personal information,
establishing restrictions on personal information retention, expanding the
types of data breaches subject to the CCPA’s private right of action, and
establishing a new California Privacy Protection Agency to implement and enforce the new law. Many other privacy and security laws have been
proposed at the federal level
and in other states, certain of which impose obligations similar to the CCPA, including such laws in Colorado, Connecticut,
Delaware, Florida, Indiana, Iowa, Montana, New Jersey, Oregon, Tennessee, Texas, Utah, and Virginia. Further, Washington also
has enacted the My
Health, My Data Act, which, among other things, provides for a private right of action. While limited exemptions to some of these laws may apply to
portions of our business, the recency of these laws’ enactment and evolving
interpretations of these laws may increase our compliance costs and
potential liability. These or other proposed or enacted laws relating to privacy and security could similarly increase our compliance obligations and costs
in the future.

We may also become subject to laws and regulations in non-U.S. countries covering privacy and security and the
protection of health-related and other
personal information. In particular, the European Economic Area, or EEA, has adopted privacy and security protection laws and regulations that impose
significant compliance obligations. Laws and regulations in
these jurisdictions apply broadly to the collection, use, storage, disclosure, processing, and
security of information that identifies or may be used to identify an individual, such as names, contact information, and sensitive personal information
such as health data. These laws and regulations are subject to frequent revisions and differing interpretations, and have generally become more stringent
over time.
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The General Data Protection Regulation 2016/679, or GDPR, applies to the processing of personal information
and imposes many requirements for
controllers and processors of personal information, including, for example, higher standards for obtaining consent from individuals to process their
personal information, more robust disclosures to individuals and a
strengthened individual data rights regime, shortened timelines for data breach
notifications, limitations on retention and secondary use of information, increased requirements pertaining to health data and pseudonymized (i.e.,
key-coded) data and additional obligations when contracting third-party processors in connection with the processing of the personal information. The
GDPR allows EEA countries to make additional laws and regulations
further limiting the processing of genetic, biometric or health data. Failure to
comply with the requirements of the GDPR and the applicable national privacy and security laws of EEA countries may result in fines of up to
€20,000,000 or up to
4% of the total worldwide annual turnover of the preceding financial year, whichever is higher, and other administrative penalties;
we may also be liable should any individual who has suffered financial or
non-financial damage arising from our infringement of the GDPR exercise
their right to receive compensation against us. Furthermore, adverse publicity relating to our failure to comply with the GDPR could
cause a loss of
goodwill, which could have an adverse effect on our reputation, brand, business and financial condition. Additionally, the United Kingdom, or UK, has
implemented legislation similar to the GDPR, referred to as the UK GDPR, which
provides for fines of up to the greater of £17.5 million or 4% of
global turnover.

Certain jurisdictions, including the EEA, have enacted data
localization laws and cross-border personal information transfer laws. For example, absent
appropriate safeguards or other circumstances, the GDPR generally restricts the transfer of personal information to countries outside the EEA, such as
the
United States, which the European Commission does not consider to provide an adequate level of personal information protection. On July 16, 2020,
the Court of Justice of the European Union, or CJEU, invalidated the European Union-U.S. Privacy Shield, or Privacy Shield, as a data transfer
mechanism for transferring personal information from the EEA to the United States. While the EU standard contractual clauses, or EU SCCs, remain a
valid mechanism to transfer personal information to third countries outside the EEA, the CJEU’s ruling has also imposed enhanced due diligence
obligations on data exporters and importers to ensure that the laws of the country to which the
personal information is transferred offer a level of data
protection that is essentially equivalent to the EEA. Also, the EU has issued updated EU SCCs, and the UK has issued its own standard contractual
clauses, or UK SCCs, which each are required
to be implemented. To the extent we transfer personal information from other jurisdictions to the United
States, we may not be able to implement or maintain an appropriate data transfer mechanism to continue such international transfers of data.
Additionally, the CJEU’s invalidation of the Privacy Shield, the revised EU SCCs and new UK SCCs, regulatory guidance and opinions, and other
developments relating to cross-border data transfer may require us to implement additional contractual
and technical safeguards for any personal
information transferred out of the EEA, UK, or other regions, which may increase compliance costs, lead to increased regulatory scrutiny or liability,
and may require additional contractual negotiations,
which may adversely impact our business, financial condition, and operating results.

Separate from, and in addition to, requirements under the GDPR and
UK GDPR, certification requirements for the hosting of health data will vary by
jurisdiction. To the extent we operate in various EEA countries or the UK, there might be other national healthcare regulations or regulatory
requirements with which we
will be required to comply. For example, France requires hosts of health data to obtain a prior certification with the
competent certification body.

The
interpretation and application of consumer, health-related and privacy and security laws in the United States, the EEA, and elsewhere are often
uncertain, contradictory and in flux. Any failure or perceived failure to comply with federal, state or
foreign laws or regulations, contractual or other
legal obligations related to privacy or security may result in claims, warnings, communications, requests or investigations from individuals, supervisory
authorities or other legal or regulatory
authorities in relation to our processing of personal information, and regulatory investigations or other
proceedings. It is possible that these laws may be interpreted and applied in a manner that is inconsistent with our practices. If so, this
could result in
government-imposed fines or orders requiring that we change our practices, which could adversely affect our business. In addition, these privacy
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regulations vary between states, may differ from country to country, and may vary based on whether testing is performed in the United States or in the
local country. Complying with these various
laws could cause us to incur substantial costs or require us to change our business practices and compliance
procedures in a manner adverse to our business.

Current and future legislation may increase the difficulty and cost for us to commercialize any products that we or our strategic partners develop
and
affect the prices we may obtain.

The United States and some foreign jurisdictions are considering or have enacted a number of legislative and
regulatory proposals to change healthcare
systems in ways that could affect our ability to sell any of our product candidates profitably, if such product candidates are approved for sale. Among
policy makers and payors in the United States and
elsewhere, there is significant interest in promoting changes in healthcare systems with the stated
goals of containing healthcare costs, improving quality and expanding access. In the United States, the pharmaceutical industry has been a particular
focus of these efforts and has been significantly affected by major legislative initiatives.

In March 2010, the PPACA became law in the United States.
The PPACA may affect the operational results of companies in the pharmaceutical
industry, including us, by imposing on them additional costs. For example, effective January 1, 2010, PPACA increased the minimum Medicaid drug
rebates for
pharmaceutical companies and imposed an annual fee on certain branded prescription drugs and biologics. Since the enactment of PPACA,
there have been executive, judicial and Congressional challenges to certain aspects of the PPACA, including
judicial challenges in the Fifth Circuit
Court and the United States Supreme Court. In June 2021, the United States Supreme Court held that Texas and other challengers had no legal standing
to challenge the PPACA, dismissing the case without
specifically ruling on the constitutionality of the PPACA. Accordingly, the PPACA remains in
effect in its current form. It is unclear how future litigation or healthcare measures promulgated by the Biden administration will impact our business,
financial condition and results of operations. Complying with any new legislation or changes in healthcare regulation could be time-intensive and
expensive, resulting in a material adverse effect on our business.

Other legislative changes have been proposed and adopted since the PPACA was enacted. For example, the Bipartisan Budget Act of 2018, among other
things,
amended the PPACA, effective January 1, 2019, to close the coverage gap in most Medicare drug plans. The Budget Control Act of 2011, which
calls for aggregate reductions to Medicare payments to providers of up to 2% per fiscal year, began in
2013 and, due to subsequent legislative
amendments, will remain in effect through 2032, with the exception of a temporary suspension implemented under various COVID-19 relief legislation.
The American Taxpayer
Relief Act of 2012, among other things, further reduced Medicare payments to several providers, including hospitals and cancer
treatment centers, and increased the statute of limitations period for the government to recover overpayments to providers
from three to five years. These
laws may result in additional reductions in Medicare and other healthcare funding, which could have a material adverse effect on potential customers for
our product candidates, if approved, and, accordingly, our
future financial operations. We are unable to predict the future course of federal or state health
care legislation or foreign regulations relating to the marketing, pricing and reimbursement of pharmaceutical products.

There have been U.S. Congressional inquiries, presidential executive orders, and proposed federal and state legislation designed to, among other things,
bring
more transparency to drug pricing, reduce the cost of prescription drugs under Medicare, review the relationship between pricing and manufacturer
patient programs, and reform government program reimbursement methodologies for drugs. For example,
under the American Rescue Plan Act of 2021,
effective January 1, 2024, Medicaid statutory rebates will no longer be capped at 100% of AMP (average manufacturer price). Elimination of this cap
may require pharmaceutical manufacturers to pay more
in rebates than it receives on the sale of products, which could have a material impact on our
business. Additionally, in July 2021, the Biden administration released an executive order, “Promoting Competition in the American Economy,”
with
multiple provisions aimed at prescription drugs. In response to Biden’s executive
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order, on September 9, 2021, the Department of Health and Human Services, or HHS, released a Comprehensive Plan for Addressing High Drug Prices
that outlines principles for drug pricing
reform and sets out a variety of potential legislative policies that Congress could pursue as well as potential
administrative actions HHS can take to advance these principles. As discussed above, Congress passed the Inflation Reduction Act of 2022,
which
includes prescription drug provisions that have significant implications for the pharmaceutical industry and Medicare beneficiaries, including allowing
the federal government to negotiate a maximum fair price for certain high-priced
single-source Medicare drugs, imposing penalties and excise tax for
manufacturers that fail to comply with the drug price negotiation requirements, requiring inflation rebates for all Medicare Part B and Part D drugs, with
limited exceptions,
if their drug prices increase faster than inflation, and redesigning Medicare Part D to reduce out-of-pocket prescription drug costs for
beneficiaries, among other
changes. Various industry stakeholders have initiated lawsuits against the federal government asserting that the price
negotiation provisions of the Inflation Reduction Act are unconstitutional. The impact of these judicial challenges as well as
future actions and agency
rules implemented by the government on us and the pharmaceutical industry as a whole is unclear. The implementation of cost containment measures,
including the prescription drug provisions under the Inflation Reduction Act,
as well as other healthcare reforms may prevent us from being able to
generate revenue, attain profitability, or commercialize our product candidates if approved. Complying with any new legislation and regulatory changes
could be time-intensive and
expensive, resulting in a material adverse effect on our business.

Further, many states have proposed or enacted legislation and administrative actions
that seek to indirectly or directly regulate pharmaceutical drug
pricing, such as by requiring biopharmaceutical manufacturers to publicly report proprietary pricing information or to place a maximum price ceiling on
pharmaceutical products
purchased by state agencies. For example, the FDA recently authorized the state of Florida to import certain prescription drugs
from Canada for a period of two years to help reduce drug costs, provided that Florida’s Agency for Health Care
Administration meets the requirements
set forth by the FDA. Other states may follow Florida. Additionally, a number of states are considering or have enacted state drug price transparency and
reporting laws that could substantially increase our
compliance burdens and expose us to greater liability under such state laws once we begin
commercialization after obtaining regulatory approval for any of our products candidates. We cannot be sure to what extent these and future legislative
and
regulatory efforts, whether FDA regulations, guidance or interpretations will be changed, or what the impact of such changes on the marketing
approvals of our product candidates, if any, may be. In addition, increased scrutiny by Congress of the
FDA’s approval process may significantly delay
or prevent marketing approval, as well as subject us to more stringent product labeling and post-marketing testing and other requirements. These
measures could reduce the ultimate demand for our
products, once approved, or put pressure on our product pricing. We expect that additional state and
federal healthcare reform measures will be adopted in the future, any of which could limit the amounts that federal and state governments will pay
for
healthcare products and services, which could affect the prices we may obtain for any of our product candidates for which we may obtain regulatory
approval or the frequency with which any such product candidate, if approved, is prescribed or
used.

In the EU similar political, economic and regulatory developments may affect our ability to profitably commercialize any future products. In
addition to
continuing pressure on prices and cost containment measures, legislative developments at the EU or member state level may result in significant
additional requirements or obstacles that may increase our operating costs. In international
markets, reimbursement and healthcare payment systems
vary significantly by country, and many countries have instituted price ceilings on specific products and therapies. Our future products, if any, might not
be considered medically reasonable and
necessary for a specific indication or cost-effective by third-party payors, an adequate level of reimbursement
might not be available for such products, and third-party payors’ reimbursement policies might adversely affect our or our strategic
partners’ ability to
sell any future products profitably.

Legislative and regulatory proposals have been made to expand post-approval requirements
and restrict sales and promotional activities for
pharmaceutical products. We cannot be sure whether additional legislative changes will be enacted, or whether the FDA regulations, guidance or
interpretations will be changed, or what the impact of
 

S-30



Table of Contents

such changes on the marketing approvals of our product candidates, if any, may be. In addition, increased scrutiny by the U.S. Congress of the FDA’s
approval process may significantly delay
or prevent marketing approval, as well as subject us to more stringent product labeling and post-approval
testing and other requirements.

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 elsewhere. If we or our strategic partners are slow or unable to adapt to changes in
existing requirements or the adoption of new
requirements or policies, or if we or our strategic partners are not able to maintain regulatory compliance, our product candidates may lose any
marketing approval that may have been obtained and we may
not achieve or sustain profitability, which would adversely affect our business.

Unstable or unfavorable global market and economic conditions may
have adverse consequences on our business, financial condition and stock
price.

Global credit and financial markets have experienced extreme
volatility and disruptions in the past several years, including severely diminished liquidity
and credit availability, declines in consumer confidence, declines in economic growth, increases in unemployment rates, increases in the rate of inflation
and uncertainty about economic stability. We cannot assure you that further deterioration in credit and financial markets and confidence in economic
conditions will not occur. Our business, financial condition, and stock price may be adversely
affected by any such economic downturn, volatile
business environment, or large-scale unpredictable or unstable market conditions, including a prolonged government shutdown, geopolitical events such
as the conflict between Russia and Ukraine and the
conflicts in Israel and the Gaza Strip and the broader Middle East, or a global pandemic such as the
COVID-19 pandemic.

If the current equity and credit markets deteriorate, it may make any necessary debt or equity financing more difficult, more costly and more dilutive.
Failure to secure any necessary financing in a timely manner and on favorable terms could have a material adverse effect on our growth strategy,
financial performance and stock price and could require us to delay or abandon development plans. In
addition, there is a risk that one or more of our
current service providers, manufacturers and other partners may not survive difficult economic times, which could directly affect our ability to attain our
operating goals on schedule and on budget.

Our business may become subject to economic, political, regulatory and other risks associated with international operations.

Our business is subject to risks associated with conducting business internationally. We have physical operations and personnel in Canada, the United
States,
Ireland and Singapore, and maintain offices in these four countries. In addition, some of our suppliers and collaborative and clinical trial
relationships are located outside the United States. Accordingly, our future results could be harmed by a
variety of factors, including:
 

  •   economic instability or weakness, including inflation, reduced growth, diminished credit availability, weakened
consumer confidence or
increased unemployment;

 

  •   instability in the international geopolitical environment, including as a result of the Russian invasion of
Ukraine and the conflicts in Israel
and the Gaza Strip and the broader Middle East;

 

  •   sociopolitical instability in particular foreign economies and markets;
 

  •   differing regulatory requirements for drug approvals in foreign countries;
 

  •   potentially reduced protection for intellectual property rights;
 

  •   difficulties in compliance with non-U.S. laws and regulations;
 

  •   changes in non-U.S. regulations and customs, tariffs and trade barriers,
including any changes that China may impose as a result of
political tensions between Canada and China or the United States and China;
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  •   regulatory changes and economic conditions following the UK’s withdrawal from the EU and uncertainty related
to the terms of the
withdrawal;

 

  •   changes in non-U.S. currency exchange rates and currency controls;
 

  •   trade protection measures, import or export licensing requirements or other restrictive actions by U.S. or non-U.S. governments;
 

  •   differing reimbursement regimes, including price controls;
 

  •   negative consequences from changes in tax laws;
 

  •   workforce uncertainty in countries where labor unrest is more common than in the United States;
 

  •   production shortages resulting from any events affecting raw material supply or manufacturing capabilities
outside the United States;
 

  •   business interruptions resulting from geopolitical actions, including war and terrorism, or natural disasters
including earthquakes,
typhoons, floods and fires; and

 

  •   supply and other disruptions resulting from the impact of public health epidemics, including the COVID-19 pandemic, on our strategic
partners, third-party manufacturers, suppliers and other third parties upon which we rely.

In particular, there is currently significant uncertainty about the future relationship between the United States and various other countries, most
significantly China, with respect to trade policies, treaties, tariffs, taxes, and other limitations on cross-border operations. The U.S. government has
made and continues to make significant additional changes in U.S. trade policy and may continue
to take future actions that could negatively impact
U.S. trade. For example, legislation has been introduced in Congress to limit certain U.S. biotechnology companies from using equipment or services
produced or provided by select Chinese
biotechnology companies, and others in Congress have advocated for the use of existing executive branch
authorities to limit those Chinese service providers’ ability to engage in business in the U.S. We cannot predict what actions may
ultimately be taken
with respect to trade relations between the United States and China or other countries, including countries which the U.S. government has identified as a
foreign adversary that poses national security risks to the United States,
and what products and services may be subject to such actions or what actions
may be taken by the other countries in retaliation. If we are unable to obtain or use services from existing service providers or become unable to export
or sell our
products to any of our customers or service providers, our business, liquidity, financial condition, and/or results of operations would be
materially and adversely affected.

Our business has been and may continue to be adversely affected by public health outbreaks and pandemics.

Our business has been and may in the future be adversely affected by public health outbreaks and pandemics, such as the
COVID-19 pandemic. The
COVID-19 pandemic had a broad adverse impact on the global economy across many industries and resulted in significant governmental measures
being
implemented to control the spread of the virus, including quarantines, travel restrictions and business shutdowns, as well as significant volatility in
global financial markets. In May 2023, the federal government ended the COVID-19 public health emergency, which ended a number of temporary
changes made to federally funded programs while some continue to be in effect.

If a public health outbreak, pandemic, or a resurgence of COVID-19 cases and related disruptions were to occur,
particularly in regions where we or our
strategic partners and suppliers do business, we could experience disruptions that could significantly impact our current and planned clinical trials,
preclinical research and other business activities,
including:
 

  •   disruption to and delays in preclinical research activities due to extended closure or reduced capacity of lab
facilities;
 

S-32



Table of Contents

  •   further delays or difficulties in enrolling patients in our ongoing and planned clinical trials;
 

  •   patients discontinuing their treatment or follow-up visits;
 

  •   further delays or difficulties in clinical site initiation, including limitations on access to sites, limitations
to site initiation activities that can
be carried out remotely, and limitations on the number of clinical site staff on site from time to time;

 

  •   interruption of key clinical trial activities, such as clinical trial site monitoring, due to limitations on
travel imposed or recommended by
federal or state governments, employers and others;

 

 
•   shortages, disruptions in supply, logistics or other activities related to the procurement of materials and other
supplies, which could have a

negative impact on our ability to conduct preclinical research, initiate or complete our clinical trials or commercialize our product
candidates;

 

  •   diversion of healthcare resources away from the conduct of clinical trials, including the diversion of hospitals
serving as our clinical trial
sites and hospital staff supporting the conduct of clinical trials;

 

 
•   interruption of key business activities due to illness and/or quarantine of key individuals and delays associated
with recruiting, hiring and

training new temporary or permanent replacements for such key individuals, both internally and at our third-party service providers and
strategic partners;

 

 
•   limitations in resources that would otherwise be focused on the conduct of our business or our current or planned
clinical trials or

preclinical research, including because of sickness, the desire to avoid contact with large groups of people, restrictions on travel, or
prolonged
stay-at-home or similar working arrangements;

 

  •   delays in receiving approvals from regulatory authorities to initiate our planned clinical trials;
 

 
•   changes in regulations as part of a response to public health outbreaks, pandemics, or a resurgence of COVID-19 cases and related

disruptions, which may require us to change the ways in which our clinical trials are conducted and incur unexpected costs, or require us to
discontinue clinical trials altogether;

 

  •   delays in necessary interactions with regulators (including the FDA), ethics committees and other important
agencies and contractors due
to limitations in employee resources or furlough of government or contractor personnel;

 

 
•   disruptions to our strategic partners’ operations, which could delay the development of our product
candidates in certain geographical

regions and thereby affect the timing of development and commercial milestone payments and royalties on potential future product sales
we may receive; and

 

  •   limitations on our ability to recruit any necessary preclinical research, clinical, regulatory and other
professional staff on the timeframe
required to support our research and development programs.

The impact of such disruptions would be
highly uncertain and would depend on factors such as the location, duration and severity, travel restrictions and
social distancing, business closures or disruptions, and the effectiveness of actions taken to contain and treat the disease and to
address its impact,
including on financial markets. In addition, public health outbreaks, pandemics, or a resurgence of COVID-19 cases and related disruptions could
disrupt the global financial markets,
reducing our ability to access capital, which could negatively affect our liquidity and could heighten the volatility of
the financial markets, which could adversely impact the value of our common stock.
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Our business and current and future relationships with customers and third-party payors in the United
States and elsewhere will be subject, directly
or indirectly, to applicable federal and state anti-kickback, fraud and abuse, false claims, transparency, health information privacy and security, and
other healthcare laws and regulations, which could
expose us to criminal sanctions, civil penalties, contractual damages, reputational harm,
administrative burdens, and diminished profits and future earnings.

Healthcare providers, physicians and third-party payors in the United States and elsewhere play a primary role in the recommendation and prescription
of any
product candidates for which we obtain marketing approval.

Our current and future arrangements with healthcare professionals, principal investigators,
consultants, customers, and third-party payors and other
entities may expose us to broadly applicable fraud and abuse and other healthcare laws and regulations, including the federal Anti-Kickback Statute and
the federal False Claims Act, that may
constrain the business or financial arrangements and relationships through which we conduct clinical research on
product candidates and market, sell and distribute any products for which we obtain marketing approval. In addition, we may be subject
to transparency
laws and patient privacy regulation by the federal government and by the U.S. states and foreign jurisdictions in which we conduct our business. The
applicable federal, state and foreign healthcare laws and regulations that may
affect our ability to operate include the following:
 

 

•   the federal Anti-Kickback Statute, which prohibits, among other things, persons from knowingly and willfully
soliciting, offering,
receiving or providing remuneration (including any kickback, bribe or rebate), directly or indirectly, in cash or in kind, to induce or reward
either the referral of an individual for, or the purchase, order or recommendation
of, any good or service for which payment may be made
under federal and state healthcare programs such as Medicare and Medicaid;

 

 

•   federal civil and criminal false claims laws and civil monetary penalty laws, including the federal False Claims
Act, impose criminal or
civil penalties, as applicable, against individuals or entities for knowingly presenting, or causing to be presented, to the federal government
(including the Medicare and Medicaid programs) or other third-party payor claims
for payment that are false or fraudulent or making a
false statement to avoid, decrease or conceal an obligation to pay money to the federal government;

 

 

•   HIPAA established the federal offense of health care fraud, which among other things, imposes criminal liability
for knowingly and
willfully executing, or attempting to execute, a scheme to defraud any healthcare benefit program or to obtain, by means of false or
fraudulent pretenses, representations, or promises, any of the money or property owned by, or
under the custody or control of, any
healthcare benefit program, regardless of the payor (e.g. public or private) and knowingly and willfully falsifying, concealing or covering
up by any trick or device a material fact or making any materially false
statements in connection with the delivery of or payment for
healthcare benefits, items or services relating to healthcare matters;

 

 

•   HIPAA, as amended by HITECH, and its implementing regulations, which imposes certain obligations, including
mandatory contractual
terms, with respect to safeguarding the privacy, security and transmission of individually identifiable health information without the
appropriate authorization by entities subject to the law, such as health plans, healthcare
clearinghouses and healthcare providers and their
respective business associates and their covered subcontractors;

 

 

•   the federal Open Payments program under the Physician Payments Sunshine Act, created under Section 6002 of
the PPACA and its
implementing regulations, requires applicable group purchasing organizations and manufacturers of drugs, devices, biologics and medical
supplies for which payment is available under Medicare, Medicaid or the Children’s Health
Insurance Program (with certain exceptions) to
report annually to HHS information related to “payments or other transfers of value” made in the previous year to covered recipients,
including physicians (defined to include doctors,
dentists, optometrists, podiatrists and chiropractors, other health care professionals (such
as nurse practitioners and physician assistants) and teaching hospitals, and information regarding ownership and investment interests held
by physicians (as
defined above) or their immediate family members; and
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•   analogous and similar state and foreign laws and regulations, including: state anti-kickback and false claims
laws that may apply to our
business practices (including research, distribution, sales and marketing arrangements and claims involving healthcare items or services
reimbursed by state governmental and
non-governmental third-party payors, including private insurers); state laws that require
pharmaceutical companies to comply with the pharmaceutical industry’s voluntary compliance guidelines and the
applicable compliance
guidance promulgated by the federal government; state laws that require drug manufacturers to track gifts and other remuneration and
items of value provided to healthcare professionals and entities and file reports relating to
pricing and marketing information; and state and
foreign laws that govern the privacy and security of health information in specified circumstances, many of which differ from each other in
significant ways and often are not preempted by HIPAA, thus
complicating compliance efforts.

Because of the breadth of these laws and the narrowness of any available statutory exceptions and safe
harbors, it is possible that some of our current
and future business activities could be subject to challenge under one or more of such laws.

Efforts to
ensure that our business arrangements with third parties will comply with applicable healthcare laws and regulations may involve substantial
costs. It is possible that governmental authorities will conclude that our business practices may not comply
with current or future statutes, regulations or
case law involving applicable fraud and abuse or other healthcare laws and regulations. Any failure or perceived failure by us to comply with such laws,
regulations, or case law may result in
governmental investigations or enforcement actions, litigation, claims and other proceedings, harm our reputation,
and could result in significant liability. Additionally, if our operations are found to be in violation of any of these laws or any
other governmental
regulations that may apply to us, we may be subject to significant civil, criminal and administrative penalties, including damages, fines, imprisonment,
exclusion from participation in government healthcare programs, such as
Medicare and Medicaid, additional reporting requirements and oversight if we
become subject to a corporate integrity agreement or similar agreement to resolve allegations of noncompliance with these laws and the curtailment or
restructuring of our
operations, which could have a material adverse effect on our business. If any of the physicians or other providers or entities with
whom we expect to do business, including our strategic partners, is found not to be in compliance with applicable
laws, it may be subject to criminal,
civil or administrative sanctions, including exclusions from participation in government healthcare programs, which could also materially affect our
business.

We are subject to U.S. and certain foreign export and import controls, sanctions, embargoes, anti-corruption laws, and anti-money laundering laws
and
regulations. Compliance with these legal standards could impair our ability to compete in domestic and international markets. We can face
criminal liability and other serious consequences for violations that can harm our business.

In addition to potential risks discussed above at the risk factor entitled “Our business may become subject to economic, political, regulatory and other
risks associated with international operations”, 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, the United Kingdom Bribery Act 2010, the Proceeds of Crime Act 2002, 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 partners from authorizing, promising, offering, or providing, directly
or indirectly, improper payments or anything else of value to recipients in the public or private
sector. We currently engage third parties for clinical trials
outside of the United States and we may in the future engage third parties to sell our products outside of the United States once we enter a
commercialization phase, or to obtain
necessary permits, licenses, patent registrations, and other regulatory approvals. We may have direct or indirect
interactions with officials and employees of government
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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 partners, even if we do not explicitly authorize or have actual knowledge of such activities. Any violation 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.

Third-party manufacturers may not be able to comply with U.S. export control regulations, cGMP regulations or similar regulatory requirements outside
the
United States. Our failure, or the failure of our third-party manufacturers, to comply with applicable regulations could result in a necessity to replace
current third parties, resulting in the possibility of supply delays, clinical holds on our
trials, sanctions being imposed on us, including fines, injunctions,
civil penalties, delays, suspension or withdrawal of approvals, license revocations, seizures or recalls of product candidates or medicines, operating
restrictions, and criminal
prosecutions, any of which could significantly and adversely affect supplies of our medicines and harm our business, financial
condition, results of operations and growth prospects.

Risks Related to Our Financial Position and Need for Additional Capital

We have incurred significant losses since inception and anticipate that we will continue to incur losses for the foreseeable future. We have no
products
approved for commercial sale, and, as of March 31, 2024, we have not generated any revenue or profit from product sales. We may never
achieve or sustain profitability.

We are a clinical-stage biopharmaceutical company. We have incurred significant losses since our inception. Our net loss for the year ended
December 31,
2023 was $118.7 million, while our net income for the year ended December 31, 2022 was $124.3 million, which was driven in large part
by our entry into the Original Jazz Collaboration Agreement (as defined below) and the receipt of
certain payments thereunder, and we do not anticipate
being net income positive on a regular basis for the foreseeable future. Our net loss for the three months ended March 31, 2024 was $31.7 million. As of
March 31, 2024, our
accumulated deficit was $709.1 million. We expect to continue to incur losses for the foreseeable future as we continue our
research and development of, and seek regulatory approvals for, our product candidates, prepare for and begin to
commercialize any approved product
candidates and add infrastructure, which may include personnel, to support our product development efforts. In addition, inflationary pressure could
adversely impact our financial results. The net losses and
negative cash flows incurred as of March 31, 2024, together with expected future losses, have
had, and likely will continue to have, an adverse effect on our stockholders’ deficit and working capital. The amount of future net losses will
depend, in
part, on the rate of future growth of our expenses and our ability to generate revenue.

Because of the numerous risks and uncertainties
associated with pharmaceutical product development, we are unable to accurately predict the timing or
amount of increased expenses or when, or if, we will be able to achieve profitability.

To become and remain profitable, we must succeed in developing and commercializing product candidates with significant market potential. This will
require us
to be successful in a range of challenging activities for which we are only in the preliminary stages, including developing product candidates,
obtaining regulatory approval for such product candidates, and manufacturing, marketing and selling those
product candidates for which we may obtain
regulatory approval. We may never succeed in these activities and may never generate revenue from product sales that is significant enough to achieve
profitability. Even if we achieve profitability in the
future, we may not be able to sustain profitability in subsequent periods. Our failure to become or
remain profitable would depress our market value and could impair our ability to raise capital, expand our business, develop other product
candidates, or
continue our operations. A decline in the value of our company could also cause our stockholders to lose all or part of their investment.
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Biopharmaceutical product development is a highly speculative undertaking and involves a substantial
degree of uncertainty. We have never
generated any revenue from product sales and may never be profitable.

We have devoted substantially all of
our financial resources and efforts to developing our proprietary therapeutic platforms, identifying potential product
candidates and conducting preclinical studies and clinical trials. We and our partners are still developing our product
candidates, and we have not
completed development of any products. Our revenue as of March 31, 2024 has been primarily revenue from the license of our proprietary therapeutic
platforms for the development of product candidates by others or
revenue from our strategic partners. Our ability to generate revenue and achieve
profitability depends in large part on our ability, alone or with our strategic partners, to achieve milestones and to successfully complete the development
of, obtain
the necessary regulatory approvals for, and commercialize, product candidates. We do not anticipate generating revenue from sales of products
in the near term.

We will require substantial additional funding, which may not be available to us on acceptable terms, or at all, and, if not available, may require us
to delay, scale back, or cease our product development programs or operations.

We currently have two clinical-stage lead product candidates,
zanidatamab and zanidatamab zovodotin. Our partner Jazz has been responsible for the
conduct of ongoing and future zanidatamab trials since May 2023, and is currently evaluating this product candidate in Phase 1, Phase 2, and Phase 3
clinical
trials, including certain ongoing pivotal clinical trials. Following the transfer of certain of our personnel to Jazz in May 2023, we have been
focused on the clinical development of zanidatamab zovodotin and our preclinical product candidates and
general discovery efforts. Developing
pharmaceutical products, including conducting preclinical studies and clinical trials, is expensive. In order to obtain regulatory approval, we will be
required to conduct clinical trials for each indication for
each of our product candidates. Although our collaboration agreements with Jazz and BeiGene
provide for additional future funding for zanidatamab, we will continue to require additional funding to advance and complete the development of our
other
product candidates, and such funding may not be available on acceptable terms or at all. If sufficient funds on acceptable terms are not available
when needed, or at all, we could be forced to significantly reduce operating expenses and delay, scale
back or eliminate one or more of our development
programs or our business operations.

Our future funding requirements will depend on many factors,
including:
 

  •   the number and characteristics of other product candidates that we pursue;
 

  •   the scope, progress, timing, cost and results of research, preclinical development, and clinical trials;
 

  •   the costs, timing and outcome of seeking and obtaining FDA and non-U.S.
regulatory approvals;
 

  •   the costs associated with manufacturing our product candidates and establishing sales, marketing and distribution
capabilities;
 

 
•   our ability to maintain, expand and defend the scope of our intellectual property portfolio, including the amount
and timing of any

payments we may be required to make in connection with the licensing, filing, defense and enforcement of any patents or other intellectual
property rights;

 

  •   our ability to hire when needed additional management, scientific and medical personnel;
 

  •   the effect of competing products that may limit market penetration of our product candidates;
 

  •   our need to implement additional internal systems and infrastructure, including financial and reporting systems;
and
 

 
•   the economic and other terms, timing of and success of our existing strategic partnerships, and any
collaboration, asset monetization,

licensing, or other arrangements into which we may enter in the future, including the timing of receipt of any milestone or royalty
payments under these agreements.
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Until we can generate a sufficient amount of product revenue to finance our cash requirements, which we may
never do, we expect to finance future
cash needs primarily through a combination of public and private equity offerings, debt financings, asset monetization, strategic partnerships and grant
funding.

Raising additional capital may cause dilution to our stockholders, restrict our operations or require us to relinquish substantial rights.

To the extent that we raise additional capital through the sale of equity or convertible debt securities, our stockholders’ ownership interest will be
diluted, and the terms of these new securities may include liquidation or other preferences that adversely affect our stockholders’ rights as common
stockholders. On November 9, 2022, we entered into the Sales Agreement with Cantor to sell
shares of our common stock, subject to a maximum
aggregate dollar amount registered pursuant to an applicable prospectus supplement, from time to time, through an
“at-the-market” equity offering
program under which Cantor is acting as our sales agent. On June 16, 2023, we sold an aggregate of 3,350,000 shares of
common stock under the Sales
Agreement for net proceeds of $26.2 million, after underwriting commissions and offering expenses. In addition, on December 23, 2023, we entered in a
securities purchase agreement for a private placement with
certain institutional accredited investors affiliated with EcoR1 Capital, LLC of 5,086,521
pre-funded warrants to purchase 5,086,521 shares of our common stock for an aggregate purchase price of approximately
$50.0 million. Debt financing,
if available at all, 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 partnerships, collaborations, strategic alliances, or
licensing arrangements with third parties, we may have to relinquish valuable rights to our technologies, product candidates, or future revenue
streams,
or grant licenses on terms that are not favorable to us. We cannot assure that we will be able to obtain additional funding if and when necessary. If we
are unable to obtain adequate financing on a timely basis, we could be required to
delay, scale back or eliminate one or more of our development
programs or grant rights to develop and market product candidates that we would otherwise prefer to develop and market ourselves.

Our effective tax rate may change in the future.

We are subject to U.S. federal income taxes on our earnings and the earnings of our non-U.S. subsidiaries in a manner
that may adversely impact our
effective tax rate. For example, we may have to include additional amounts in income under the so-called “global intangible low-taxed
income” regime
or as a result of the application of “controlled foreign corporation” rules. In addition, the United States has enacted the Inflation Reduction Act, which,
among other changes, imposes a 1% excise tax on certain stock
buybacks and an alternative minimum tax on adjusted financial statement income. In
addition, our Canadian tax attributes (including net operating loss and tax credit carryforwards and deductible Scientific Research and Experimental
Development
Expenditure carryforwards) will generally not be available to offset U.S. income and may be subject to limitation.

Further, our future operations and
business structure may result in increased tax burden. For example, changes in our clinical development plans and
business or commercialization strategies may result in an increased effective tax rate. Taxation of international business operations
and intercompany
transactions, including transactions between us and non-U.S. subsidiaries, is complicated. Any changes in the U.S. or non-U.S. taxation of such
activities may increase our worldwide effective tax rate and harm our business, financial condition, and results of operations.

Risks Related to Our
Dependence on Third Parties

We depend on our collaborative relationship with Jazz to further develop and commercialize zanidatamab, and if our
relationship is not successful
or is terminated, we may be delayed in or unable to effectively develop and/or commercialize zanidatamab, which could have a material adverse
effect on our business.

In October 2022, Zymeworks BC entered into a License and Collaboration Agreement, or the Original Jazz Collaboration Agreement, with Jazz, under
which Jazz
obtained development and commercialization rights of
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zanidatamab throughout the world, but excluding certain territories already covered by Zymeworks BC’s agreement with BeiGene. Pursuant to the terms
of the agreement, we received a
$50 million upfront payment following receipt of HSR Clearance and delivery of licenses and technology transfer to
Jazz and a further payment of $325 million following Jazz’s decision to continue the collaboration after readout of the
top-line clinical data from
HERIZON-BTC-01. We were also eligible to receive additional milestone payments upon achievement of
certain regulatory and commercial milestones,
as well as tiered royalties on Jazz’s net sales of licensed products.

In April 2023, certain of our
subsidiaries entered into a Stock and Asset Purchase Agreement, or the Transfer Agreement with Jazz Pharmaceuticals,
Inc., or Jazz Inc., an affiliate of Jazz. Pursuant to the terms of the Transfer Agreement, we took a series of steps designed to
simplify, focus, and
potentially expedite the clinical development and commercialization of zanidatamab in partnership with Jazz by transferring certain assets, contracts and
employees associated with our zanidatamab development program to Jazz and
its affiliates. As part of the transactions contemplated by the Transfer
Agreement, at the consummation of the transactions contemplated by the Transfer Agreement, including the execution of the amended and restated
Original Jazz Collaboration
Agreement, or the Amended Jazz Collaboration Agreement, which occurred in May 2023, or the Closing, Zymeworks BC
and Jazz amended and restated the Original Jazz Collaboration Agreement to reflect the transfer of responsibility for the
(i) ongoing clinical trials in
certain sites in South Korea that are the responsibility of Zymeworks BC under the Original Jazz Collaboration Agreement and (ii) clinical trials for
zanidatamab, other than the studies referenced in (i),
initiated by Zymeworks BC in the Territory (as defined in the Original Jazz Collaboration
Agreement) prior to the execution of the Original Jazz Collaboration Agreement, or the Program, or as amended, the Amended Jazz Collaboration
Agreement. Under
the Amended Jazz Collaboration Agreement, the financial terms of the Original Jazz Collaboration Agreement, as previously
disclosed, are unchanged, except that the costs of the Program (including ongoing costs related to the service providers
transferred to Jazz Inc. pursuant
to the Transfer Agreement) incurred following the Closing are directly borne by Jazz instead of being incurred by us and charged back to Jazz for
reimbursement, though Zymeworks BC will remain eligible for
reimbursement of certain costs for activities where Zymeworks BC maintains
responsibility under the Amended Jazz Collaboration Agreement. Other material terms in the Amended Jazz Collaboration Agreement also remain
substantially similar to the terms
of the Original Jazz Collaboration Agreement, including commercialization, term and termination, and certain other
customary terms and conditions, including mutual representations and warranties, indemnification, and confidentiality provisions. We
cannot be certain
that our amended arrangement with Jazz will simplify, focus, or potentially expedite the clinical development and commercialization of zanidatamab in
partnership with Jazz. We continue to depend on Jazz to collaborate with us to
develop and commercialize zanidatamab in the territories covered by the
Amended Jazz Collaboration Agreement and, as a result, the eventual success or commercial viability of zanidatamab is largely beyond our control. Any
future financial returns to
us depend in large part on achievement of regulatory and commercialization milestones, plus a share of any revenue from
sales. Therefore, our success, and any associated financial returns to us and our investors, will depend in significant part on
Jazz’s performance under
the Amended Jazz Collaboration Agreement.

We are subject to a number of additional specific risks associated with our
dependence on our collaborative relationship with Jazz, including:
 

  •   adverse decisions by Jazz regarding the development and commercialization of zanidatamab;
 

  •   possible disagreements as to the timing, nature and extent of development plans, including clinical trials or
regulatory approval strategy;
 

  •   loss of significant rights if we fail to meet our obligations under the agreement;
 

  •   changes in key management personnel at Jazz; and
 

  •   possible disagreements with Jazz regarding the agreement, for example, with regard to ownership of intellectual
property rights or program
costs and reimbursement matters.
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If either we or Jazz fail to perform our respective obligations, any clinical trial, regulatory approval or
development progress could be significantly
delayed or halted, could result in costly or time-consuming litigation or arbitration and could have a material adverse effect on our business.

Decisions by Jazz to emphasize other drug candidates currently in its portfolio ahead of zanidatamab, or to add competitive agents to its portfolio could
result in a decision to terminate the agreement, in which event, among other things, we may be responsible for paying any remaining costs of ongoing or
future clinical trials. If Jazz decides to terminate the Amended Jazz Collaboration Agreement, we
may be delayed in or unable to effectively develop
and/or commercialize zanidatamab, which could have a material adverse effect on our business.

Any of
the above discussed scenarios could adversely affect the timing and extent of the development and commercialization activities related to
zanidatamab, which could materially and adversely impact our business.

Our existing strategic partnerships are important to our business, and future strategic partnerships will likely also be important to us. If we are
unable to maintain our strategic partnerships, or if these strategic partnerships are not successful, our business could be adversely affected.

We
have limited capabilities for drug development and commercialization of our product candidates, if approved. Accordingly, we have entered into
strategic partnerships with other companies that we believe can provide such capabilities, including our
collaboration and license agreements with Jazz,
BeiGene, BMS, GSK, Daiichi Sankyo, Janssen, Iconic and Merck. These relationships also have provided us with non-dilutive funding for our wholly
owned pipeline
and therapeutic platforms and we expect to receive additional funding under these strategic partnerships in the future. Our existing
strategic partnerships, and any future strategic partnerships we enter into, may pose a number of risks, including
the following:
 

  •   strategic partners have significant discretion in determining the efforts and resources that they will apply to
these partnerships;
 

  •   strategic partners may not perform their obligations as expected;
 

 
•   strategic partners may not pursue development and commercialization of any product candidates that achieve
regulatory approval or may

elect not to continue or renew development or commercialization programs based on clinical trial results, changes in the partners’ strategic
focus or available funding, or external factors, such as an acquisition,
that divert resources or create competing priorities;

 

  •   strategic partners may delay clinical trials, provide insufficient funding for a clinical trial program, stop a
clinical trial or abandon a product
candidate, repeat or conduct new clinical trials or require a new formulation of a product candidate for clinical testing;

 

 
•   strategic partners could independently develop, or develop with third parties, products that compete directly or
indirectly with our product

candidates if the strategic partners believe that competitive products are more likely to be successfully developed or can be commercialized
under terms that are more economically attractive than our product candidates;

 

  •   product candidates discovered in collaboration with us may be viewed by our strategic partners as competitive
with their own product
candidates or products, which may cause strategic partners to cease to devote resources to the commercialization of our product candidates;

 

  •   a strategic partner with marketing and distribution rights to one or more of our product candidates that achieve
regulatory approval may not
commit sufficient resources to the marketing and distribution of such product candidates;

 

 

•   disagreements with strategic partners, including disagreements over proprietary rights, contract interpretation
or the preferred course of
development, might cause delays or termination of the research, development or commercialization of product candidates, might lead to
additional responsibilities for us with respect to product candidates, or might result
in litigation or arbitration, any of which would be time-
consuming and expensive;
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•   strategic partners may not properly maintain or defend our intellectual property rights or may use our
proprietary information in such a

way as to invite litigation that could jeopardize or invalidate our intellectual property or proprietary information or expose us to potential
litigation;

 

  •   strategic partners may infringe the intellectual property rights of third parties, which may expose us to
litigation and potential liability;
 

 

•   strategic partnerships may be terminated for the convenience of the partner and, if terminated, we could be
required to raise additional
capital to pursue further development or commercialization of the applicable product candidates. For example, each of our collaboration
and license agreements with Jazz, BeiGene, BMS, GSK, Daiichi Sankyo, Janssen, Iconic
and Merck may be terminated for convenience
upon the completion of a specified notice period;

 

 
•   we may elect to enter into additional licensing or collaboration agreements to partner our product candidates in
territories we currently

retain, and in the event we grant exclusive rights to such partners, we would be precluded from potential commercialization of our product
candidates within the territories in which we have a partner; and

 

  •   strategic partners may not have the ability or the development capabilities to perform their obligations as
expected, including as a result of
the impact of a pandemic or epidemic on our strategic partners’ operations or business.

If our
strategic partnerships do not result in the successful development and commercialization of product candidates or if one of our partners terminates
its agreement with us, we may not receive any future research funding or milestone or royalty
payments under the collaboration. If we do not receive the
funding we expect under our strategic partnership agreements, our development of our therapeutic platforms and product candidates could be delayed
and we may need additional resources to
develop product candidates and our therapeutic platforms.

We face significant competition in seeking new strategic partners.

For some of our product candidates, we may in the future determine to collaborate with additional pharmaceutical and biotechnology companies for
development
and potential commercialization of therapeutic products. Our ability to reach a definitive agreement for a collaboration will depend, among
other things, upon our assessment of the strategic partner’s resources and expertise, the terms and
conditions of the proposed collaboration and the
proposed strategic partner’s evaluation of a number of factors. These factors may include the design or results of clinical trials, the likelihood of
approval by the FDA or similar regulatory
authorities outside the United States, the potential market for the subject product candidate, the costs and
complexities of manufacturing and delivering such product candidate to patients, the potential of competing products, the existence of
uncertainty with
respect to our ownership of technology, which can exist if there is a challenge to such ownership without regard to the merits of the challenge, and
industry and market conditions generally. The strategic partner may also consider
alternative product candidates or technologies for similar indications
that may be available to collaborate on and whether such a collaboration could be more attractive than the one with us for our product candidate.

Strategic partnerships are complex and time-consuming to negotiate and document. In addition, there have been a significant number of recent business
combinations among large pharmaceutical companies that have resulted in a reduced number of potential future strategic partners. If we are unable to
reach agreements with suitable strategic partners on a timely basis, on acceptable terms, or at all,
we may have to curtail the development of a product
candidate, reduce or delay one or more of our other development programs, delay potential commercialization or reduce the scope of any sales or
marketing activities, or increase our expenditures
and undertake development or commercialization activities at our own expense. If we elect to fund and
undertake development or commercialization activities on our own, we may need to obtain additional expertise and additional capital, which may not
be
available to us on acceptable terms or at all. If we fail to enter into strategic
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partnerships and do not have sufficient funds or expertise to undertake the necessary development and commercialization activities, we may not be able
to further develop our product candidates or
bring them to market or continue to develop our therapeutic platforms and our business may be materially
and adversely affected.

We rely on
third-party manufacturers to produce our product candidates and on other third parties to provide supplies and store, monitor and
transport bulk drug substance and drug product. We and our third-party partners may encounter difficulties with respect
to these activities that
could delay or impair our ability to initiate or complete our clinical trials or commercialize products.

We do not
currently own or operate any manufacturing facilities. We rely on our strategic partners to manufacture product candidates licensed to them or
work with multiple third-party contract manufacturers to produce sufficient quantities of materials
required for the manufacture of our product
candidates for preclinical testing and clinical trials, in compliance with applicable regulatory and quality standards, and intend to do so for the
commercial manufacture of our products. If we are unable
to arrange for such third-party manufacturing sources, or fail to do so on commercially
reasonable terms, we may not be able to successfully produce sufficient supply of product candidate or we may be delayed in doing so. Such failure or
substantial
delay could materially harm our business.

The manufacture of biopharmaceutical products is complex and requires significant expertise and capital
investment, including the development of
advanced manufacturing techniques and process controls. The process of manufacturing our product candidates is susceptible to product loss due to
contamination, equipment failure or improper installation or
operation of equipment, vendor or operator error, inconsistency in yields, variability in
product characteristics and difficulties in scaling the production process. Even minor deviations from normal manufacturing processes could result in
reduced
production yields, product defects and other supply disruptions. If microbial, viral or other contaminations are discovered in our product
candidates or in the third-party manufacturing facilities in which our product candidates are made, such
manufacturing facilities may need to be closed
for an extended period of time to investigate and remedy the contamination. All of our engineered antibodies are manufactured in accordance with
cGMP by utilizing cells that are stored in a cell bank.
We have one master cell bank and one working cell bank for zanidatamab (also used for
zanidatamab zovodotin) and one master cell bank for each of ZW191 and ZW171. Should any cell bank be lost in a catastrophic event, it is possible that
we could
lose part of a cell bank and have our manufacturing potentially impacted by the need to replace the cell bank. Any adverse developments
affecting manufacturing operations for our product candidates, if any are approved, may result in shipment
delays, inventory shortages, lot failures,
product withdrawals or recalls, or other interruptions in the supply of our products. We may also have to take inventory write-offs and incur other
charges and expenses for products that fail to meet
specifications, undertake costly remediation efforts or seek more costly manufacturing alternatives.

Furthermore, reliance on third-party manufacturers
entails risks to which we would not be subject if we manufactured product candidates ourselves,
including reliance on the third party for regulatory compliance and quality control and assurance, volume production, the possibility of breach of the
manufacturing agreement by the third party because of factors beyond our control (including a failure to manufacture our product candidates in
accordance with our product specifications) and the possibility of termination or nonrenewal of the
agreement by the third party at a time that is costly
or damaging to us. In addition, the FDA, EMA and other regulatory authorities require that our product candidates be manufactured according to cGMP
and similar foreign standards. Pharmaceutical
manufacturers and their subcontractors are required to register their facilities or products manufactured at
the time of submission of the marketing application and then annually thereafter with the FDA and certain state and foreign agencies. They
are also
subject to periodic unannounced inspections by the FDA, state and other foreign authorities. Any subsequent discovery of problems with a product, or a
manufacturing or laboratory facility used by us or our strategic partners, may result in
restrictions on the product or on the manufacturing or laboratory
facility, including marketed product recall, suspension of manufacturing, product seizure, or a voluntary withdrawal of the drug from the market. We
may have little to no control
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regarding the occurrence of third-party manufacturer incidents. Any failure by our third-party manufacturers to comply with cGMP or failure to scale up
manufacturing processes, including any
failure to deliver sufficient quantities of product candidates in a timely manner, could lead to a delay in, or
failure to obtain, regulatory approval of any of our product candidates.

In addition to third-party manufacturers, we rely on other third parties to store, monitor and transport bulk drug substance and drug product. If we are
unable to arrange for such third-party sources, or fail to do so on commercially reasonable terms, we may not be able to successfully supply sufficient
product candidate or we may be delayed in doing so. Such failure or substantial delay could
materially harm our business.

In addition, disruptions to ports and other shipping infrastructure, as were experienced during the COVID-19 pandemic, may result in shortages or
delays impacting the availability of materials and other supplies, which could negatively impact our manufacturers, suppliers and other third parties on
whom we rely.
While we did not suffer any direct, material negative impacts from these supply chain disruptions, we cannot be certain that we will not
be impacted by similar disruptions in the future, which could increase our costs or negatively impact our
development timelines.

We rely on third parties to monitor, support, conduct and oversee clinical trials of the product candidates that we are
developing and, in some cases,
to maintain regulatory files for those product candidates. We may not be able to obtain regulatory approval for our product candidates or
commercialize any products that may result from our development efforts if we
are not able to maintain or secure agreements with such third parties
on acceptable terms, if these third parties do not perform their services as required, or if these third parties fail to timely transfer any regulatory
information held by them to
us.

We rely on entities outside of our control, which may include academic institutions, CROs, hospitals, clinics and other third-party strategic
partners, to
monitor, support, conduct and oversee preclinical studies and clinical trials of our current and future product candidates. We also rely on third parties to
perform clinical trials on our current and future product candidates when they
reach that stage. As a result, we have less control over the timing and cost
of these studies and the ability to recruit trial subjects than if we conducted these trials with our own personnel.

If we are unable to maintain or enter into agreements with these third parties on acceptable terms, or if any such engagement is terminated prematurely,
we
may be unable to enroll patients on a timely basis or otherwise conduct our trials in the manner we anticipate. In addition, there is no guarantee that
these third parties will devote adequate time and resources to our studies or perform as required
by our contract or in accordance with regulatory
requirements, including maintenance of clinical trial information regarding our product candidates. These third parties, in turn, may face their own
constraints in obtaining the resources and
personnel needed to perform the work for which we engage them. If these third parties fail to meet expected
deadlines, fail to transfer to us any regulatory information in a timely manner, fail to adhere to protocols or fail to act in accordance
with regulatory
requirements or our agreements with them, or if they otherwise perform in a substandard manner or in a way that compromises the quality or accuracy
of their activities or the data they obtain, then clinical trials of our product
candidates may be extended or delayed with additional costs incurred, or our
data may be rejected by the FDA, EMA or other regulatory agencies.

Ultimately, we are responsible for ensuring that each of our clinical trials is conducted in accordance with the applicable protocol, legal, regulatory and
scientific standards, and our reliance on third parties does not relieve us of our regulatory responsibilities.

We and our CROs are required to comply
with GCP regulations and guidelines enforced by the FDA, the competent authorities of the member states of
the EU and comparable foreign regulatory authorities for products in clinical development. Regulatory authorities enforce these GCP
regulations
through periodic inspections of clinical trial sponsors, principal investigators and clinical trial sites. If we or any of our CROs fail to comply with
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applicable GCP regulations, the clinical data generated in our clinical trials may be deemed unreliable and our submission of marketing applications
may be delayed or the FDA may require us to
perform additional clinical trials before approving our marketing applications. Upon inspection, the FDA
could determine that any of our clinical trials fail or have failed to comply with applicable GCP regulations. In addition, our clinical trials
must be
conducted with product produced under the cGMP regulations enforced by the FDA, and our clinical trials may require a large number of test subjects.
Our failure to comply with these regulations may require us to repeat clinical trials, which
would delay the regulatory approval process and increase our
costs. Moreover, our business may be implicated if any of our CROs violates federal or state fraud and abuse or false claims laws and regulations or
healthcare privacy and security laws.

If any of our clinical trial sites terminate for any reason, we may experience the loss of follow-up information
on patients enrolled in our ongoing
clinical trials unless we are able to transfer the care of those patients to another qualified clinical trial site. Further, if our relationship with any of our
CROs is terminated, we may be unable to enter into
arrangements with alternative CROs on commercially reasonable terms, or at all.

Switching or adding CROs or other suppliers can involve substantial cost
and require extensive management time and focus. In addition, there is a
natural transition period when a new CRO or supplier commences work. As a result, delays may occur, which can materially impact our ability to meet
our desired clinical
development timelines. If we are required to seek alternative supply arrangements, the resulting delays and potential inability to find
a suitable replacement could materially and adversely impact our business.

We rely on third parties for various operational and administrative aspects of our business, including for certain cloud-based software platforms,
which
impact our financial, operational and research activities. If any of these third parties fail to provide timely, accurate and ongoing service or if
the cloud-based platforms suffer outages that we are unable to mitigate, our business may be
adversely affected.

We currently rely upon third-party consultants and contractors to provide certain operational and administrative services,
including external financial,
legal, information technology, clinical and research consultation. The failure of any of these third parties to provide accurate and timely service may
adversely impact our business operations. In addition, if such
third-party service providers were to cease operations, temporarily or permanently, face
financial distress or other business disruption, or increase their fees, or if our relationships with these providers deteriorate, we could suffer increased
costs until an equivalent provider could be found, if at all, or we could develop internal capabilities, if ever.

In addition, if we are unsuccessful in
choosing or finding high-quality partners, if we fail to negotiate cost-effective relationships with them, or if we
ineffectively manage these relationships, it could have an adverse impact on our business and financial performance.

Further, our operations depend on the continuing and efficient operation of our information technology and communications systems and infrastructure,
and
specifically on “cloud-based” platforms. These platforms are vulnerable to damage or interruption from earthquakes, vandalism, sabotage, terrorist
attacks, floods, fires, power outages, telecommunications failures, and computer viruses or
other deliberate attempts to harm the systems. The
occurrence of a natural or intentional disaster, any decision to close a facility we are using without adequate notice, or particularly an unanticipated
problem at our cloud-based virtual server
facility, could result in harmful interruptions in our service, resulting in adverse effects to our business.

Risks Related to Our Intellectual
Property

Our commercial success depends significantly on our ability to operate without infringing the patents and other proprietary rights of
third parties.

Our success will depend in part on our ability to operate without infringing the proprietary rights of third parties. Other
entities may have or obtain
patents or proprietary rights that could limit our ability to make, use, sell, offer
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for sale or import our future approved products or impair our competitive position. For example, certain patents and patent applications held by third
parties cover Fab and Fc region engineering
methods for bispecific antibodies, and antibodies having mutations in Fab heavy and light chain regions and
Fc regions to generate correctly paired bispecific antibodies. If our products or our strategic partners’ products incorporate any Fab
or Fc region
mutations covered by any claims of these patents or patents that may issue from these applications, and if licenses for them are not available on
commercially reasonable terms or at all, and we are unable to invalidate or render
unenforceable those patents, our business could be materially harmed.

We are also aware of third-party patents and patent applications containing claims
directed to compositions and methods for treating various forms of
cancer with antibodies targeting HER2, alone or in combination with other anti-cancer agents, which patents and applications could potentially be
construed to cover our product
candidates and the use thereof to treat cancer. If our products or our strategic partners’ products were found to infringe
any such patents, and if licenses for them are not available on commercially reasonable terms, or at all, and we were
unable to invalidate or render
unenforceable those patents, our business could be materially harmed. These patents may not expire before we receive marketing authorization for our
product candidates, and could delay the commercial launch of one or
more future products. There is also no assurance that there are not third-party
patents or patent applications of which we are aware, but which we do not believe are relevant to our business, which may, nonetheless, ultimately be
found to limit our
ability to make, use, sell, offer for sale or import our future approved products or impair our competitive position.

Patents that we may ultimately be
found to infringe could be issued to third parties. Third parties may have or obtain valid and enforceable patents or
proprietary rights that could block us from developing product candidates using our technology. Our failure to obtain a license to
any patent covering
any technology that we require may materially harm our business, financial condition and results of operations. Moreover, our failure to maintain a
license to any patent covering any technology that we require may also materially
harm our business, financial condition and results of operations.
Furthermore, we would be exposed to a threat of litigation.

In the pharmaceutical
industry, significant litigation and other proceedings regarding patents, patent applications, trademarks and other intellectual
property rights are commonplace. Any such lawsuits and proceedings could be costly and could affect our results of
operations and divert the attention
of our management and scientific personnel. Some of our competitors may be able to sustain the cost of such litigation and proceedings more effectively
than we can because of their substantially greater resources.
There is a risk that a court would decide that we or our strategic partners are infringing a
third party’s patents and would order us or our strategic partners to stop the activities or stop the manufacture, use, or sale of any product covered
by the
patents. In that event, we or our strategic partners may not have a viable alternative to the technology protected by the patent and may need to halt work
on the affected product candidate or cease commercialization of an approved product. In
addition, there is a risk that a court would order us or our
strategic partners to pay third-party damages or some other monetary award, depending upon the jurisdiction. An adverse outcome in any litigation or
other proceeding could subject us to
significant liabilities to third parties, potentially including treble damages and attorneys’ fees if we are found to
have willfully infringed, and we may be required to cease using the technology that is at issue or to license the technology
from third parties. We may
not be able to obtain any required licenses on commercially acceptable terms or at all. Any of these outcomes could have a material adverse effect on
our business.

If we are unable to obtain, maintain and enforce patent and trade secret protection for our product candidates and related technology, our business
could be materially harmed.

Our strategy depends on our ability to identify and seek patent protection for our discoveries. This process is
expensive and time consuming, and we
may not be able to file and prosecute all necessary or desirable patent applications at a reasonable cost or in a timely manner or in all jurisdictions where
protection may be commercially advantageous. It is
also possible that we will fail to identify patentable aspects of our research and development output
before it is too late to obtain patent protection. Moreover, in some circumstances, we may not have the right to control the preparation, filing
and
prosecution of patent applications, or to maintain the
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patents, covering technology that we have licensed from third parties. Therefore, our owned or in-licensed patents and patent applications may not be
prosecuted and enforced in a manner consistent with the best interests of our business. Our patent applications cannot be enforced against third parties
practicing the technology claimed in such applications unless, and until, patents issue from
such applications, and then only to the extent the issued
claims cover the technology. The patent applications that we own or in-license may fail to result in issued patents with claims that cover our current
and
future product candidates in the United States or in other countries.

Moreover, the patent position of biopharmaceutical companies generally is
highly uncertain, involves complex legal and factual questions and has been
the subject of much litigation. The issuance of a patent does not ensure that it is valid or enforceable. Third parties may challenge the validity,
enforceability or scope
of our issued patents, and such patents may be narrowed, invalidated, circumvented, or deemed unenforceable. In addition,
changes in law may introduce uncertainty in the enforceability or scope of patents owned by biotechnology companies. If our
patents are narrowed,
invalidated or held unenforceable, third parties may be able to commercialize our technology or products and compete directly with us without payment
to us. There is no assurance that all potentially relevant prior art relating
to our patents and patent applications has been found, and such prior art could
potentially invalidate one or more of our patents or prevent a patent from issuing from one or more of our pending patent applications. There is also no
assurance that
there is not prior art of which we are aware, but which we do not believe affects the validity or enforceability of a claim in our patents and
patent applications, which may, nonetheless, ultimately be found to affect the validity or enforceability
of a claim.

Furthermore, even if our patents are unchallenged, they may not adequately protect our intellectual property, provide exclusivity for our
product
candidates, prevent others from designing around our claims or provide us with a competitive advantage. The legal systems of certain countries do not
favor the aggressive enforcement of patents, and the laws of other countries may not allow
us to protect our inventions with patents to the same extent as
the laws of the United States. Because patent applications in the United States and many other jurisdictions are typically not published until 18 months
after filing, or in some cases
not at all, and because publications of discoveries in scientific literature lag behind actual discoveries, we cannot be certain
that we were the first to make the inventions claimed in our issued patents or pending patent applications, or that we
were the first to file for protection
of the inventions set forth in our patents or patent applications. As a result, we may not be able to obtain or maintain protection for certain inventions.
Therefore, the issuance, validity, enforceability,
scope and commercial value of our patents in the United States and in other countries cannot be
predicted with certainty and, as a result, any patents that we own or license may not provide sufficient protection against competitors. We may not be
able to obtain or maintain patent protection from our pending patent applications, from those we may file in the future, or from those we may license
from third parties. Moreover, even if we are able to obtain patent protection, such patent
protection may be of insufficient scope to achieve our business
objectives. In addition, the issuance of a patent does not give us the right to practice the patented invention. Third parties may have blocking patents that
could prevent us from
marketing our own patented product and practicing our own patented technology.

Our patents covering one or more of our products or product
candidates could be found invalid or unenforceable if challenged.

Any of our intellectual property rights could be challenged or invalidated
despite measures we take to obtain patent and other intellectual property
protection with respect to our product candidates and proprietary technology. For example, if we were to initiate legal proceedings against a third party
to enforce a patent
covering one of our product candidates, the defendant could counterclaim that our patent is invalid and/or unenforceable. In patent
litigation in the United States and in some other jurisdictions, defendant counterclaims alleging invalidity and/or
unenforceability are commonplace.
Grounds for a validity challenge could be an alleged failure to meet any of several statutory requirements, for example, lack of novelty, obviousness or
non-enablement.
Grounds for an unenforceability assertion could be an allegation that someone connected with prosecution of the patent withheld
material information from the U.S. Patent and Trademark Office, or USPTO,
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or the applicable foreign counterpart, or made a misleading statement, during prosecution. A litigant or the USPTO itself could challenge our patents on
this basis even if we believe that we have
conducted our patent prosecution in accordance with the duty of candor and in good faith. The outcome
following such a challenge is unpredictable.

With
respect to challenges to the validity of our patents, for example, there might be invalidating prior art, of which we and the patent examiner were
unaware during prosecution. If a defendant were to prevail on a legal assertion of invalidity and/or
unenforceability, we would lose at least part, and
perhaps all, of the patent protection on a product candidate. Even if a defendant does not prevail on a legal assertion of invalidity and/or
unenforceability, our patent claims may be construed in a
manner that would limit our ability to enforce such claims against the defendant and others.
The cost of defending such a challenge, and any resulting loss of patent protection, could have a material adverse impact on one or more of our product
candidates and our business.

Enforcing our intellectual property rights against third parties may also cause such third parties to file other
counterclaims against us, which could be
costly to defend and could require us to pay substantial damages, cease the use, manufacture, or sale of certain products or enter into a license agreement
and pay royalties (which may not be possible on
commercially reasonable terms or at all). Any efforts to enforce our intellectual property rights are also
likely to be costly and may divert the efforts of our scientific and management personnel.

Our intellectual property rights will not necessarily provide us with competitive advantages.

The degree of future protection afforded by our intellectual property rights is uncertain because intellectual property rights have limitations, and may not
adequately protect our business, or permit us to maintain our competitive advantage. The following examples are illustrative:
 

  •   others may be able to make compounds that are similar to our product candidates but that are not covered by the
claims of the patents that
we or our strategic partners own or have exclusively licensed;

 

  •   others may independently develop similar or alternative technologies without infringing our intellectual property
rights;
 

  •   issued patents that we own or have exclusively licensed may not provide us with any competitive advantages, or
may be held invalid or
unenforceable, as a result of legal challenges by our competitors;

 

 
•   we may obtain patents for certain compounds many years before we obtain marketing approval for products
containing such compounds,

and because patents have a limited life, which may begin to run prior to the commercial sale of the related product, the commercial value
of our patents may be limited;

 

  •   our competitors might conduct research and development activities in countries where we do not have patent rights
and then use the
information learned from such activities to develop competitive products for sale in our major commercial markets;

 

  •   we may fail to develop additional proprietary technologies that are patentable;
 

  •   the laws of certain countries may not protect our intellectual property rights to the same extent as the laws of
the United States, or we may
fail to apply for or obtain adequate intellectual property protection in all the jurisdictions in which we operate; and

 

  •   the patents of others may have an adverse effect on our business, for example by preventing us from marketing one
or more of our product
candidates for one or more indications.

Any of the aforementioned threats to our competitive advantage could
have a material adverse effect on our business.
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We may become involved in lawsuits to protect or enforce our patents and trade secrets, which could be
expensive, time consuming and
unsuccessful.

Third parties may seek to market biosimilar versions of any approved products. Alternatively, third
parties may seek approval to market their own
products similar to or otherwise competitive with our product candidates. In these circumstances, we may need to defend or assert our patents, including
by filing lawsuits alleging patent infringement.
The outcome following legal assertions of invalidity and unenforceability is unpredictable. In any of
these types of proceedings, a court or agency with jurisdiction may find our patents invalid or unenforceable. Even if we have valid and
enforceable
patents, these patents still may not provide protection against competing products or processes sufficient to achieve our business objectives.

Even after they have issued, our patents and any patents that we license may be challenged, narrowed, invalidated or circumvented. If our patents are
invalidated or otherwise limited or will expire prior to the commercialization of our product candidates, other companies may be better able to develop
products that compete with ours, which could adversely affect our competitive business position,
business prospects and financial condition. In addition,
if the breadth or strength of protection provided by our patents and patent applications is threatened, it could dissuade companies from collaborating
with us to license, develop or
commercialize current or future product candidates.

The following are examples of litigation and other adversarial proceedings or disputes that we could
become a party to involving our patents or patents
licensed to us:
 

  •   we or our strategic partners may initiate litigation or other proceedings against third parties to enforce our
patent or trade secret rights;
 

  •   third parties may initiate litigation or other proceedings seeking to invalidate patents owned by or licensed to
us or to obtain a declaratory
judgment that their product or technology does not infringe our patents or patents licensed to us;

 

  •   third parties may initiate opposition or reexamination proceedings challenging the validity or scope of our
patent rights, requiring us or our
strategic partners and/or licensors to participate in such proceedings to defend the validity and scope of our patents;

 

  •   there may be a challenge or dispute regarding inventorship or ownership of patents or trade secrets currently
identified as being solely or
co-owned by us or by a licensor who has granted a license to us;

 

 
•   the USPTO may initiate an interference between patents or patent applications owned by or licensed to us and
those of our competitors,

requiring us or our strategic partners and/or licensors to participate in an interference proceeding to determine the priority of invention,
which could jeopardize our patent rights; or

 

  •   third parties may seek approval to market biosimilar versions of our future approved products prior to expiration
of relevant patents owned
by or licensed to us, requiring us to defend our patents, including by filing lawsuits alleging patent infringement.

These lawsuits and proceedings would be costly and could affect our results of operations and divert the attention of our managerial and scientific
personnel.
Adversaries in these proceedings may have the ability to dedicate substantially greater resources to prosecuting these legal actions than we or
our licensors can. There is a risk that a court or administrative body would decide that our patents are
invalid, unenforceable or not infringed or trade
secrets not misappropriated by a third party’s activities, or that the scope of certain issued claims must be further limited. An adverse outcome in a
litigation or proceeding involving our own
patents or trade secrets could limit our ability to assert our patents or trade secrets against these or other
competitors, affect our ability to receive royalties or other licensing consideration from our licensees, and may curtail or preclude our
ability to exclude
third parties from making, using and selling similar or competitive products. Any of these occurrences could adversely affect our competitive business
position, business prospects and financial condition.
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We may not be able to prevent, alone or with our licensors or licensees, infringement or misappropriation of
our intellectual property rights, particularly
in countries where the laws may not protect those rights as fully as in the United States. Any litigation or other proceedings to enforce our intellectual
property rights may fail, and even if
successful, may result in substantial costs and distract our management and other employees.

Furthermore, because of the substantial amount of discovery
required in connection with intellectual property litigation, there is a risk that some of our
confidential information could be compromised by disclosure during this type of litigation. There could also be public announcements of the results of
hearings, motions or other interim proceedings or developments. If securities analysts or investors perceive these results to be negative, it could have an
adverse effect on the price of our common stock.

The degree of future protection for our proprietary rights is uncertain because legal means afford only limited protection and may not adequately protect
our
rights or permit us to gain or keep our competitive advantage. For example:
 

  •   others may be able to develop a platform that is similar to, or better than, ours in a way that is not covered by
the claims of our patents;
 

  •   others may be able to make compounds that are similar to our product candidates but that are not covered by the
claims of our patents;
 

  •   we might not have been the first to make the inventions covered by patents or pending patent applications;
 

  •   we might not have been the first to file patent applications for these inventions;
 

  •   any patents that we obtain may not provide us with any competitive advantages or may ultimately be found invalid
or unenforceable; or
 

  •   we may not develop additional proprietary technologies that are patentable or that afford meaningful trade secret
protection.

Patent terms may be inadequate to protect our competitive position on our product candidates for an adequate amount
of time.

Patents have a limited lifespan. In the United States, if all maintenance fees are timely paid, the expiration of a patent is generally
20 years from its
earliest U.S. 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 biosimilars. Given the amount of time required for the development, testing and regulatory review of new product
candidates, patents
protecting such candidates might expire before or shortly after such candidates are commercialized. As a result, our owned and licensed patent portfolio
may not provide us with sufficient rights to exclude others from
commercializing products similar or identical to ours. Further, recent judicial decisions
in the U.S. raised questions regarding the award of patent term adjustment, or PTA, for patents in families where related patents have issued without
PTA.
Thus, it cannot be said with certainty how PTA will be viewed in the future and whether patent expiration dates may be impacted.

If we do not
obtain protection under the Drug Price Competition and Patent Term Restoration Act of 1984, or the Hatch-Waxman Amendments, and
similar legislation in other countries for extending the term of patents covering each of our product candidates, our
business may be materially
harmed.

Depending upon the timing, duration and conditions of FDA marketing approval of our product candidates, one or
more of our U.S. patents may be
eligible for limited patent term extension under the Hatch-Waxman Amendments. The Hatch-Waxman Amendments permit a patent term extension of
up to five years for a patent covering an approved product as compensation
for effective patent term lost during product development and the
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FDA regulatory review process. However, we may not receive an extension if we fail to apply within applicable deadlines, fail to apply prior to
expiration of relevant patents or otherwise fail to
satisfy applicable requirements. Moreover, the length of the extension could be less than we request. If
we are unable to obtain patent term extension or the term of any such extension is less than we request, the period during which we can enforce
our
patent rights for that product will be shortened and our competitors may obtain approval to market competing products sooner. As a result, our revenue
from applicable products could be reduced, possibly materially. Further, if this occurs, our
competitors may take advantage of our investment in
development and trials by referencing our clinical and preclinical data and launch their product earlier than might otherwise be the case.

If we are unable to protect the confidentiality of our proprietary information, the value of our technology and products could be adversely affected.

In addition to patent protection, we also rely on other proprietary rights, including protection of trade secrets, and other proprietary
information. For
example, we treat our confidential and proprietary computational technologies, including unpatented know-how and other proprietary information, as
trade secrets. We enter into confidentiality
agreements with our employees, consultants, strategic partners and others upon the commencement of their
relationships with us. These agreements provide that all confidential information developed by the individual or made known to the individual by
us
during the course of the individual’s relationship with us be kept confidential and not disclosed to third parties. Our agreements with employees and our
personnel policies also provide that any inventions conceived by the individual in the
course of rendering services to us shall be our exclusive property.
However, we may not obtain these agreements in all circumstances, and individuals with whom we have these agreements may not comply with their
terms. We cannot guarantee that we
have entered into such agreements with each party that has or may have had access to, or houses or hosts, our trade
secrets or proprietary information or that has been involved in the development of intellectual property. Further, despite such
agreements, such
inventions or confidential information may become disclosed or assigned to third parties. Monitoring unauthorized uses and disclosures is difficult and
we do not know whether the steps we have taken to protect our proprietary
technologies will be effective. In the event of unauthorized use or disclosure
of our trade secrets or proprietary information, these agreements, even if obtained, may not provide meaningful protection, particularly for our trade
secrets or other
confidential information. To the extent that our employees, consultants or contractors use technology or know-how owned by third
parties in their work for us, disputes may arise between us and those third
parties as to the rights in such technology or know-how or in related
inventions. To the extent that an individual who is not obligated to assign rights in intellectual property to us is rightfully an inventor
of intellectual
property, we may need to obtain an assignment or a license to that intellectual property from that individual, or a third party or from that individual’s
assignee. Such assignment or license may not be available on commercially
reasonable terms or at all.

We also seek to preserve the integrity and confidentiality of our data and trade secrets by maintaining physical security of
our premises and physical and
electronic security of our information technology systems and cloud storage sources, but such security measures may be breached, including through
cyber-hacking or cyberattacks, and we may not have adequate remedies for
any breach.

Enforcing a claim that a party illegally disclosed or misappropriated a trade secret is difficult, expensive and time-consuming and the
outcome is
unpredictable. In addition, some courts inside and outside the United States are less willing or unwilling to protect trade secrets. The disclosure of our
trade secrets would impair our competitive position and may materially harm our
business, financial condition and results of operations. Costly and
time-consuming litigation could be necessary to enforce and determine the scope of our proprietary rights, and failure to maintain trade secret protection
could adversely affect our
competitive business position. In addition, if any of our trade secrets were to be lawfully obtained or independently developed
by a competitor, we would have no right to prevent such third party, or those to whom they communicate such technology or
information, from using
that technology or information to compete with us. If any of our trade secrets were to be disclosed to or independently developed by a competitor, or if
we otherwise lose protection for our trade secrets or proprietary know-how, the value of this information may be greatly reduced and our business and
competitive
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position could be harmed. Adequate remedies may not exist in the event of unauthorized use or disclosure of our proprietary information.

As is common in the biotechnology and pharmaceutical industries, we employ individuals who were previously or concurrently employed at research
institutions
and/or other biotechnology or pharmaceutical companies, including our competitors or potential competitors. We may be subject to claims
that these employees, or we, have inadvertently or otherwise used or disclosed trade secrets or other proprietary
information of their former employers,
or that patents and applications we have filed to protect inventions of these employees, even those related to one or more of our product candidates, are
rightfully owned by their former or concurrent employer.
Litigation may be necessary to defend against these claims. Such trade secrets or other
proprietary information could be awarded to a third party, and we could be required to obtain a license from such third party to commercialize our
technology or
products. Such license may not be available on commercially reasonable terms or at all. Even if we are successful in defending against
these claims, litigation could result in substantial costs and be a distraction to management.

Obtaining and maintaining our patent protection depends on compliance with various procedural, documentary, fee payment and other
requirements imposed
by regulations and governmental patent agencies, and our patent protection could be reduced or eliminated for
noncompliance with these requirements.

Periodic maintenance fees, renewal fees, annuity fees and various other governmental fees on patents or applications will be due to the USPTO and
various
foreign patent offices at various points over the lifetime of our patents or applications. We have systems in place to remind us to pay these fees,
and we rely on our outside patent annuity service to pay these fees when due. Additionally, the USPTO
and various foreign patent offices require
compliance with a number of procedural, documentary, fee payment and other similar provisions during the patent application process. We employ
reputable law firms and other professionals to help us comply,
and in many cases an inadvertent lapse can be cured by payment of a late fee or by other
means in accordance with rules applicable to the particular jurisdiction. However, 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. If such an event
were to occur, it could have a material adverse effect on our business.

We may be subject to claims challenging the inventorship of our patents and other intellectual property.

Although we are not currently experiencing any claims challenging the inventorship or ownership of our patents, we may in the future be subject to
claims that
former employees, strategic partners or other third parties have an interest in our patents or other intellectual property as an inventor or
co-inventor. While it is our policy to require our employees and
contractors who may be involved in the conception or development of intellectual
property to execute agreements assigning such intellectual property to us, we may be unsuccessful in executing such an agreement with each party who,
in fact, conceives
or develops intellectual property that we regard as our own. For example, the assignment of intellectual property rights may not be
self-executing or the assignment agreements may be breached, or we may have inventorship disputes arise from
conflicting obligations of consultants or
others who are involved in developing our product candidates. Litigation may be necessary to defend against these and other claims challenging
inventorship. 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. 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.

Patent protection and patent prosecution for some of our
product candidates may be dependent on, and the ability to assert patents and defend them
against claims of invalidity may be maintained by, third parties.

There may be times when certain patents that relate to our product candidates or any approved products are controlled by our licensees or licensors.
Although
we may, under such arrangements, have rights to consult with our strategic partners on actions taken as well as back-up rights of prosecution
and enforcement, we have in the
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past and may in the future relinquish rights to prosecute and maintain patents and patent applications within our portfolio as well as the ability to assert
such patents against infringers.

If any current or future licensee or licensor with rights to prosecute, assert or defend patents related to our product candidates fails to appropriately
prosecute and maintain patent protection for patents covering any of our product candidates, or if patents covering any of our product candidates are
asserted against infringers or defended against claims of invalidity or unenforceability in a
manner that adversely affects such coverage, our ability to
develop and commercialize any such product candidate may be adversely affected and we may not be able to prevent competitors from making, using
and selling competing products.

Changes in patent laws or patent jurisprudence could diminish the value of patents in general, thereby impairing our ability to protect our products.

The patent positions of pharmaceutical and biotechnology companies can be highly uncertain and involve complex legal and factual questions for
which
important legal principles remain unresolved. Changes in either the patent laws or in the interpretations of patent laws in the United States and other
countries may diminish the value of our intellectual property. We cannot predict the
breadth of claims that may be allowed or found to be enforceable in
our patents, in our strategic partners’ patents or in third-party patents. Recent U.S. Supreme Court rulings have either narrowed the scope of patent
protection available in
certain circumstances or weakened the rights of patent owners in certain situations. In addition to increasing uncertainty with
regard to our ability to obtain patents in the future, this has created uncertainty with respect to the validity, scope
and value of patents, once obtained.

For our U.S. patent applications containing a priority claim after March 16, 2013, there is a greater level of
uncertainty in the patent law. In September
2011, the Leahy-Smith America Invents Act, also known as the America Invents Act, or AIA, was signed into law. The AIA includes a number of
significant changes to U.S. patent law, including provisions that
affect the way patent applications will be prosecuted and may also affect patent
litigation.

The AIA 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 an adverse effect on our business. An important change introduced by the AIA is that, as of
March 16, 2013, the United States transitioned to a “first-to-file” system for deciding which party should be granted a patent when two or more patent
applications are filed by different parties disclosing or claiming the same invention. A third party that has filed, or files a patent application in the
USPTO after March 16, 2013, but before us, could be awarded a patent covering a given
invention, even if we had made the invention before it was
made by the third party. This requires us to be cognizant of the time from invention to filing of a patent application.

Among some of the other changes introduced by the AIA are changes that limit where a patentee may file a patent infringement suit and providing
opportunities
for third parties to challenge any issued patent in the USPTO. This applies to all of our U.S. patents, even those issued before March 16,
2013. Because of a lower evidentiary standard in USPTO proceedings compared to the evidentiary standard
in U.S. federal court 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. Accordingly, a third party may attempt to use the
USPTO procedures to invalidate our patent claims that would not have been invalidated if first challenged by the third party as a defendant in
a district
court action.

Depending on decisions by the U.S. Congress, the U.S. federal courts, the USPTO or similar authorities in foreign jurisdictions,
the laws and regulations
governing patents could change in unpredictable ways that may weaken our and our licensors’ ability to obtain new patents or to enforce existing patents
we and our licensors or partners may obtain in the future. For
example, the U.S. Supreme Court held in Amgen v. Sanofi (2023) that a
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functionally claimed genus was invalid for failing to comply with the enablement requirement of the Patent Act. As such, any of our patent rights with
functional claims may be vulnerable to third
party challenges seeking to invalidate these claims for lacking enablement or adequate support in the
specification.

We may not be able to protect
our intellectual property rights throughout the world.

Filing, prosecuting and defending patents on product candidates in all countries throughout
the world would be prohibitively expensive, and our
intellectual property rights in some countries outside the United States can be less extensive than those in the United States. In addition, the laws of
some countries do not protect intellectual
property rights to the same extent as laws in the United States. Consequently, we may not be able to prevent
third parties from practicing our inventions in all countries outside the United States, or from selling or importing products made using
our inventions in
and into the United States or other jurisdictions. Competitors may use our technologies in jurisdictions where we have not obtained patent protection to
develop their own products and further, may export otherwise infringing
products to territories where we have patent protection, but enforcement is not
as strong as that in the United States. These products may compete with our current or future products, if any, and our patents or other intellectual
property rights may
not be effective or sufficient to prevent them from competing. Recent U.S. Supreme Court cases have narrowed the scope of what is
considered patentable subject matter, for example, in the areas of software and diagnostic methods involving the
association between treatment outcome
and biomarkers. This could impact our ability to patent certain aspects of our technology in the United States.

Many companies have encountered significant problems in protecting and defending intellectual property rights in jurisdictions other than the United
States.
The legal systems of certain countries do not favor the enforcement of patents, trade secrets and other intellectual property protection,
particularly those relating to biotechnology products, which could make it difficult for us to stop the
infringement of our patents or marketing of
competing products in violation of our proprietary rights generally. Proceedings to enforce our patent rights in foreign jurisdictions could result in
substantial costs and divert our efforts and attention
from other aspects of our business, could put our patents at risk of being invalidated or interpreted
narrowly and our patent applications at risk of not issuing and could provoke third parties to assert claims against us. We may not prevail in any
lawsuits
that we initiate and the damages or other remedies awarded, if any, may not be commercially meaningful. Accordingly, our efforts to enforce our
intellectual property rights around the world may be inadequate to obtain a significant
commercial advantage from the intellectual property that we
develop or license.

Additionally, the requirements for patentability may differ in certain
countries. For example, China has a heightened requirement for patentability, and
specifically requires a detailed description of medical uses of a claimed drug. In India, unlike the United States, there is no link between regulatory
approval of a
drug and its patent status. In addition to India, certain countries in Europe and developing countries, including China, have compulsory
licensing laws under which a patent owner may be compelled to grant licenses to third parties. In those
countries, we and our licensors may have limited
remedies if patents are infringed or if we or our licensors are compelled to grant a license to a third party, which could materially diminish the value of
those patents. This could limit our
potential revenue opportunities. Accordingly, our efforts to enforce intellectual property rights around the world may
be inadequate to obtain a significant commercial advantage from the intellectual property that we own or license.

Geo-political actions in the United States and in foreign countries could increase the uncertainties and costs
surrounding the prosecution or maintenance
of our patent applications or those of any current or future licensors or licensees and the maintenance, enforcement or defense of our issued patents or
those of any current or future licensors or
licensees. For example, the United States, Canadian, 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 our 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
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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 a 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 would not be able to prevent
third
parties from practicing our inventions in Russia 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.

As another example, the complexity and uncertainty of European patent laws have increased in recent
years. In Europe, a new unitary patent system was
introduced on June 1, 2023, which will significantly impact European patents, including those granted before the introduction of this system. Under the
unitary patent system, European
applications have the option, upon grant of a patent, of becoming a Unitary Patent which is subject to the jurisdiction of
the Unitary Patent Court, or UPC. As the UPC is a new court system, there is no precedent for the court, increasing the
uncertainty of any litigation.
Patents granted before the implementation of the UPC have the option of opting out of the jurisdiction of the UPC and remaining as national patents in
the UPC countries. Patents that remain under the jurisdiction of
the UPC are potentially vulnerable to a single UPC-based revocation challenge that, if
successful, could invalidate the patent in all countries who are signatories to the UPC. We cannot predict with certainty
the long-term effects of any
potential changes.

We use open source software in connection with our internal research and development programs,
which could negatively affect our ability to
develop products and subject us to litigation or other actions.

We use open source software in
connection with our internal research and development programs. The terms of many open source licenses have not
been interpreted by U.S. courts or courts outside of the U.S., and there is a risk that these licenses could be construed in a way that
could impose
unanticipated conditions or restrictions on our ability to use this software. As a result, we could be subject to lawsuits by parties claiming ownership of
what we believe to be open source software, or claiming that software we
developed using such open source software is a derivative work of open
source software and demanding the release of portions of our source code, or otherwise seeking to enforce the terms of the applicable open source
license. Litigation could be
costly for us to defend, have a negative effect on our financial condition and results of operations or require us to devote
additional research and development resources to change our platform and offerings.

If we were to combine our proprietary software with open source software in a certain manner, we could, under certain open source licenses, be required
to
release the source code of our proprietary software to the public. While we monitor our use of open source software and try to ensure that none is
used in a manner that would require us to disclose our proprietary source code or that would otherwise
breach the terms of an open source agreement,
such use could inadvertently occur, or could be claimed to have occurred, in part because open source license terms are often ambiguous. If we
inappropriately use open source software, or if the license
terms for open source software that we use change, we may be required to re-engineer our
platform, incur additional costs, discontinue the use of some or all of our platform or take other remedial actions.

In addition to risks related to license requirements, usage of open source software can lead to greater risks than use of third-party commercial
software,
because open source licensors generally do not provide warranties or assurance of title or controls on origin of the software. In addition, many of the
risks associated with usage of open source software, such as the lack of warranties or
assurances of title, cannot be eliminated, and could, if not properly
addressed, negatively affect our business. We have established processes to help alleviate these risks, including a review process for the use of open
source software, but we
cannot be sure that all of our use of open source software is in a manner that is consistent with our current policies and
procedures, or will not subject us to liability. Any of these risks could be difficult to eliminate or manage and, if not
addressed, could have an adverse
effect on our business, financial condition and results of operations.
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We will need to obtain FDA approval for any proposed product candidate names, and any failure or delay
associated with such approval may
adversely affect our business.

Any proprietary name or trademark we intend to use for our product candidates
will require approval from the FDA regardless of whether we have
secured a formal trademark registration from the USPTO. The FDA typically conducts a review of proposed product candidate names, including an
evaluation of the potential for confusion
with other product names. The FDA may also object to a product name if it believes the name inappropriately
implies certain medical claims or contributes to an overstatement of efficacy. If the FDA objects to any product candidate names we propose,
we may be
required to adopt an alternative name for our product candidates. If we adopt an alternative name, we would lose the benefit of any existing trademark
applications for such product candidate and may be required to expend significant
additional resources in an effort to identify a suitable product name
that would qualify under applicable trademark laws, not infringe the existing rights of third parties and be acceptable to the FDA. We may be unable to
build a successful brand
identity for a new trademark in a timely manner or at all, which would limit our ability to commercialize our product
candidates.

Risks Related to
Additional Legal and Compliance Matters

Our employees may engage in misconduct or other improper activities, including noncompliance with
regulatory standards and requirements,
insider trading, and noncompliance with our policies and procedures.

We are exposed to the risk of employee
fraud or other misconduct. Misconduct by employees could include intentional failures to comply with FDA
regulations, to provide accurate information to the FDA, to comply with federal and state health care fraud and abuse laws and regulations, to
report
financial information or data accurately or to disclose unauthorized activities to us. In particular, sales, marketing and business arrangements in the
health care industry are subject to extensive laws and regulations intended to prevent
fraud, misconduct, kickbacks, self-dealing and other abusive
practices. These laws and regulations may restrict or prohibit a wide range of pricing, discounting, marketing and promotion, sales commission,
customer incentive programs and other
business arrangements. Employee misconduct could also involve the improper use of information obtained in the
course of clinical trials, which could result in regulatory sanctions and serious harm to our reputation. We have adopted a Code of Conduct
and Business
Ethics, but it is not always possible to identify and deter employee misconduct, and the precautions we take to detect and prevent this activity may not
be effective in controlling unknown or unmanaged risks or losses or in protecting
us from governmental investigations or other actions or lawsuits
stemming from a failure to comply with these laws or regulations. If any such actions are instituted against us, and we are not successful in defending
ourselves or asserting our
rights, those actions could have a significant impact on our business, including the imposition of significant fines or other
sanctions. In addition, employees may become subject of allegations of gender discrimination and other misconduct that are
not in compliance with our
policies and procedures, which, regardless of the ultimate outcome, may result in adverse publicity that could materially harm our brand, reputation and
business.

If we or our contractors or agents market products in a manner that violates healthcare fraud and abuse laws, or if we violate government price
reporting laws and transparency laws, we may be subject to civil or criminal penalties.

In addition to FDA restrictions on the marketing of
pharmaceutical products, federal and state healthcare laws restrict certain business practices in the
biopharmaceutical industry. Although we currently do not have any products on the market, we may be subject, and if our product candidates are
approved and we begin commercialization will be subject, to additional healthcare laws and regulations enforced by the federal government and by
authorities in the states and foreign jurisdictions in which we conduct our business. These state and
federal healthcare laws, commonly referred to as
“fraud and abuse” laws, have been applied to restrict certain marketing practices in the pharmaceutical industry, and include anti-kickback, false claims,
data privacy and security and
transparency statutes and regulations.

Federal false claims laws prohibit, among other things, any person from knowingly presenting, or causing to be
presented, a false claim for payment to
the federal government or knowingly making, or causing to be made, a
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false statement to get a false claim paid. The federal healthcare program anti-kickback statute prohibits, among other things, knowingly and willfully
offering, paying, soliciting or receiving
remuneration to induce, or in return for, purchasing, leasing, ordering or arranging for the purchase, lease or
order of any healthcare item or service reimbursable under Medicare, Medicaid or other federally financed healthcare programs. Most
states also have
statutes or regulations similar to the federal anti-kickback law and federal false claims laws, which may apply to items such as pharmaceutical products
and services reimbursed by private insurers. Administrative, civil and criminal
sanctions may be imposed under these federal and state laws.

The federal civil monetary penalties statute imposes penalties against any person or entity
who, among other things, is determined to have presented or
caused to be presented a claim to a federal health program that the person knows or should know is for an item or service that was not provided as
claimed or is false or fraudulent.

HIPAA created new federal criminal statutes that prohibit knowingly and willfully executing, or attempting to execute, a scheme to defraud or obtain, by
means
of false or fraudulent pretenses, representations, or promises, any of the money or property owned by, or under the custody or control of, any
healthcare benefit program, including private third-party payors, and knowingly and willfully falsifying,
concealing or covering up a material fact or
making any materially false, fictitious or fraudulent statement in connection with the delivery of, or payment for, healthcare benefits, items or services.

In addition, we may be subject to data privacy and security regulation by both the federal government and the states in which we conduct our business.
HIPAA,
as amended by HITECH, and its implementing regulations, imposes certain requirements relating to the privacy, security and transmission of
individually identifiable health information. Among other things, HITECH makes HIPAA’s security standards
directly applicable to business associates-
independent contractors or agents of covered entities that receive or obtain protected health information in connection with providing a service on behalf
of a covered entity. HITECH also created four new
tiers of civil monetary penalties, and newly empowered state attorneys general with the authority to
enforce HIPAA. In January 2013, the Office for Civil Rights of the U.S. Department of Health and Human Services issued the Final Omnibus Rule
under
HIPAA pursuant to HITECH that makes significant changes to the privacy, security and breach notification requirements and penalties. The Final
Omnibus Rule generally took effect in September 2013 and enhances certain privacy and security
protections, and strengthens the government’s ability
to enforce HIPAA. The Final Omnibus Rule also enhanced requirements for both covered entities and business associates regarding notification of
breaches of unsecured protected health
information. In addition, state laws govern the privacy and security of health information in certain
circumstances, many of which differ from each other in significant ways. These state laws may not have the same effect and often are not preempted
by
HIPAA, thus complicating compliance efforts.

Additionally, the PPACA also included the federal Physician Payments Sunshine Act, which requires
applicable group purchasing organizations and
manufacturers of drugs, devices, biologics and medical supplies for which payment is available under Medicare, Medicaid or the Children’s Health
Insurance Program (with certain exceptions) to report
annually information related to certain payments or other transfers of value made in the previous
year to covered recipients, including physicians, as defined by law, and teaching hospitals and, effective for data reported in 2022, expanded to
include
nurse practitioners, physician assistants, clinical nurse specialists, certified registered nurse anesthetists and anesthesiologist assistants, and certified
nurse-midwives, including certain ownership and investment interests held by
physicians or their immediate family members. Failure to comply with the
required reporting requirements could subject applicable reporting entities such as manufacturers to substantial civil monetary penalties.

Also, many states have similar healthcare statutes or regulations that apply to items and services reimbursed under Medicaid and other state programs,
or, in
several states, apply regardless of the payor. Certain states require pharmaceutical companies to implement a comprehensive compliance program
that includes a limit or outright ban on expenditures for, or payments to, individual medical or health
professionals and/or require pharmaceutical
companies to track and report gifts and other payments made to physicians and other healthcare providers.
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If our operations are found to be in violation of any of the healthcare laws or regulations described above
or any other laws that apply to us, we may be
subject to penalties, including potentially significant criminal, civil or administrative penalties, damages, fines, disgorgement, individual imprisonment,
exclusion of products from reimbursement under
government programs, contractual damages, reputational harm, administrative burdens, diminished
profits and future earnings or the curtailment or restructuring of our operations, any of which could adversely affect our ability to operate our
business
and our results of operations. To the extent that any of our products will be sold in a foreign country, we may be subject to similar foreign laws and
regulations, which may include, for instance, applicable post-marketing requirements,
including safety surveillance, fraud and abuse laws, and
implementation of corporate compliance programs and reporting of payments or transfers of value to healthcare professionals.

If we do not comply with laws regulating the protection of the environment and health and human safety, our business could be adversely affected.

Our research and development involves, and may in the future involve, the use of potentially hazardous materials and chemicals. Our operations may
produce hazardous waste products. Although we believe that our safety procedures for handling and disposing of these materials comply with the
standards mandated by local, state and federal laws and regulations, the risk of accidental contamination
or injury from these materials cannot be
eliminated. If an accident occurs, we could be held liable for resulting damages, which could be substantial. We are also subject to numerous
environmental, health and workplace safety laws and regulations
and fire and building codes, including those governing laboratory procedures, exposure
to blood-borne pathogens, use and storage of flammable agents and the handling of biohazardous materials. Although we maintain workers’
compensation
insurance as prescribed by certain jurisdictions in which we operate to cover us for costs and expenses we may incur due to injuries to our
employees resulting from the use of these materials, this insurance may not provide adequate coverage against
potential liabilities. We do not maintain
insurance for environmental liability or toxic tort claims that may be asserted against us. Additional federal, state and local laws and regulations
affecting our operations may be adopted in the future. We
may incur substantial costs to comply with, and substantial fines or penalties if we violate, any
of these laws or regulations.

We may be subject
to certain costs and inefficiencies as a result of our 2022 Redomicile Transactions.

As a result of the Redomicile Transactions, we became a
Delaware corporation on October 13, 2022 following the completion of an arrangement under
the BCBCA. Pursuant to the agreements governing the Redomicile Transactions, we agreed to use reasonable efforts to take certain corporate steps and
actions, as may be necessary or desirable, to effect and implement certain post-arrangement transactions, including the internal reorganization of certain
subsidiaries, or the Post-Arrangement Transactions. Following the entry into the Original Jazz
Collaboration Agreement subsequent to the Redomicile
Transactions, we determined that completing the Post-Arrangement Transactions as originally contemplated would result in negative tax consequences.
As a result, we do not currently intend to
complete the Post-Arrangement Transactions. While we expect to manage any tax and operational
inefficiencies that may result under our current organizational structure, and we may pursue additional internal reorganizations in the future, certain tax
and operational inefficiencies may persist notwithstanding our management and/or additional reorganization that could adversely affect our business,
financial condition and results of operations.

In addition, we incurred a number of non-recurring costs associated with the Redomicile Transactions, including legal
fees, accountants’ fees, proxy
solicitor fees, filing fees, mailing expenses and financial printing expenses. The completion of the Redomicile Transactions and the associated
reorganization of our corporate structure may result in additional
and unforeseen expenses in the future. While it is expected that benefits of the
Redomicile Transactions will offset these transaction costs over time, this net benefit may not be achieved in the short-term or at all. These combined
factors could
adversely affect our business and overall financial condition. The success of the Redomicile Transactions will depend, in part, on our
ability to realize the anticipated benefits associated with the Redomicile Transactions and associated
reorganization of our corporate structure, and we
may not be able to realize such benefits on a timely basis or at all.
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Risks Related to Employee Matters and Managing Growth

Our future success depends on our ability to retain key executives and to attract, retain and motivate qualified personnel.

We are highly dependent on key members of our senior management team, including Kenneth Galbraith, the Chair of our board of directors, President,
Chief
Executive Officer and interim Chief Financial Officer, Paul Moore, our Chief Scientific Officer, Jeffrey Smith, our Chief Medical Officer, and
other key members of our senior management, scientific and clinical teams. Although we have entered into
employment agreements with our executive
officers, each of them may terminate their employment with us at any time. The loss of the services of our key senior managers and employees could
impede the achievement of our research, development and
commercialization objectives and seriously harm our ability to successfully implement our
business strategy.

Retention and any future recruitment of
qualified scientific, technical, clinical, manufacturing and sales and marketing personnel will also be critical to
our success. In connection with the transactions contemplated by the Transfer Agreement in May 2023, certain of our clinical
operations personnel and
other personnel with later-stage development experience were transferred to Jazz. If we are successful in advancing the development of zanidatamab
zovodotin and our preclinical candidates, we will need to evaluate any
organizational hiring needs. In addition, we will need to effectively manage our
managerial, operational, financial, development and other resources in order to successfully pursue our research, development and commercialization
efforts for our
existing and future product candidates. Furthermore, replacing key senior managers and employees may be difficult and may take an
extended period of time because of the limited talent pool in our industry due to the breadth of skills and experience
required to successfully develop,
gain regulatory approval of and commercialize products. Intense competition for attracting key skill-sets and the impact of inflationary pressure on
wages may limit our ability to attract, retain and motivate key
personnel on acceptable terms. 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, to assist us in formulating our research and development and commercialization strategy. Our consultants and advisors may be employed by
employers other than us and may have commitments under consulting or advisory contracts with other
entities that may limit their availability. If we are
unable to continue to attract and retain high quality personnel, our ability to pursue our business strategy will be limited.

As we advance our development and commercialization plans and strategies, we may need to grow or modify our organization, and we may
experience
difficulty in managing such change, which could disrupt our operations.

As of March 31, 2024, we had 275 full-time employees. As we advance
our development and commercialization plans and strategies in the future, we
anticipate that we may need to expand or modify our employee base. Additionally, as our product candidates enter and advance through preclinical
studies and any clinical
trials, we may need to expand our development, manufacturing, regulatory sales and marketing capabilities or contract with
other organizations to provide these capabilities for us. We believe the need for future expansion in these areas will
increase as our product candidates
reach later stages of preclinical and clinical development. Future growth would impose significant added responsibilities on members of management,
including the need to identify, recruit, maintain, motivate and
integrate additional employees. Also, our management may need to divert a
disproportionate amount of their attention away from our day-to-day activities and devote a
substantial amount of time to managing any necessary
growth activities. We may not be able to effectively manage an expansion of our operations, which may result in weaknesses in our infrastructure, give
rise to operational errors, loss of business
opportunities, loss of employees and reduced productivity amongst remaining employees. Any growth could
require significant capital expenditures and may divert financial resources from other projects, such as the development of existing and
additional
product candidates. If our management is unable to effectively manage any needed growth, our expenses may increase more than expected, our ability to
generate or grow revenue could be reduced and we may not be able to implement our
business strategy. Our future financial performance and our ability
to commercialize our product candidates and compete effectively with others in our industry will depend on our ability to effectively manage any future
growth.
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Risks Related to Our Common Stock

Our stock price is likely to be volatile and the market price of our common stock may drop below the price paid by stockholders.

Investors should consider an investment in our common stock as risky and invest only if they can withstand a significant loss and wide fluctuations in
the
market value of their investment. Investors may be unable to sell their common stock at or above the price they paid for such stock due to
fluctuations in the market price of our common stock arising from changes in our operating performance or
prospects. Some of the factors that may
cause the market price of our common stock to fluctuate or decrease include:
 

  •   results and timing of our clinical trials and clinical trials of our competitors’ products;
 

  •   failure or discontinuation of any of our development programs;
 

  •   the success of our partnerships, including our and Jazz’s ability and efforts to collaborate to develop and
commercialize zanidatamab in the
territories covered by the Amended Jazz Collaboration Agreement;

 

  •   our ability to achieve milestones and receive associated milestone payments pursuant to the terms of our
collaboration agreements;
 

  •   issues in manufacturing our product candidates or future approved products;
 

  •   regulatory developments or enforcement in the United States and foreign countries with respect to our product
candidates or our
competitors’ products;

 

  •   competition from existing products or new products that may emerge;
 

  •   developments or disputes concerning patents or other proprietary rights;
 

  •   introduction of technological innovations or new commercial products by us or our competitors;
 

  •   announcements by us, our strategic partners or our competitors of significant acquisitions, strategic
partnerships, joint ventures, or capital
commitments;

 

  •   changes in estimates or recommendations by securities analysts that cover our common stock;
 

  •   fluctuations in the valuation of companies in the biotechnology industry or otherwise perceived by investors to
be comparable to us;
 

  •   additional instances of stockholder activism, including unsolicited takeover proposals or proxy contests;
 

  •   claims or litigation related to our stockholder rights plan;
 

  •   public concern over our product candidates or any future approved products;
 

  •   litigation;
 

  •   future sales of our common stock;
 

  •   stock price and volume fluctuations attributable to inconsistent trading volume levels of our common stock;
 

  •   additions or departures of key personnel;
 

  •   our ability to execute on our key strategic priorities;
 

  •   changes in the structure of health care payment systems in the United States or other countries;
 

  •   failure of any of our product candidates, if approved, to achieve commercial success;
 

  •   economic and other external factors or other disasters or crises, including pandemics;
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  •   period-to-period fluctuations in
our financial condition and results of operations, including the timing of receipt of any milestone or other
payments under commercialization or licensing agreements;

 

  •   general market conditions and market conditions for biopharmaceutical stocks;
 

  •   potential disagreements or disputes with certain of our stockholders;
 

  •   overall fluctuations in U.S. equity markets; and
 

  •   other factors that may be unanticipated or out of our control.

In addition, the stock market in general, and the stock of biopharmaceutical companies in particular, have experienced extreme price and volume
fluctuations
that have often been unrelated or disproportionate to the operating performance of the relevant companies, which has resulted in increased
volatility and decreased stock prices for many companies notwithstanding the lack of a fundamental change in
their underlying business models or
prospects. Broad market and industry factors, including potentially worsening economic conditions and other adverse effects or developments, may
negatively affect the market price of our common stock, regardless
of our actual operating performance. The realization of any of the above risks or any
of a broad range of other risks, including those described in this “Risk Factors” section, could have a material adverse effect on the market price of
our
common stock.

An active trading market for our common stock may not be sustained.

Our common stock was first listed on the New York Stock Exchange in connection with the completion of the Redomicile Transactions on October 13,
2022. In
December 2022, we moved our listing to The Nasdaq Stock Market LLC, or Nasdaq. If an active market for our common stock does not
continue, it may be difficult for our stockholders to sell their stock without depressing the market price for the
common stock or sell their common stock
at or above the prices at which they acquired their common stock or sell their common stock at the time they would like to sell. Any inactive trading
market for our common stock may also impair our ability to
raise capital to continue to fund our operations by selling common stock and may impair
our ability to acquire other companies or technologies by using our common stock as consideration.

We may fail to meet the continued listing requirements of Nasdaq. If Nasdaq delists our shares of common stock from trading on its exchange, we could
face
significant material adverse consequences, including:
 

  •   significant impairment of the liquidity for our common stock, which may substantially decrease the market price
of our common stock;
 

  •   a limited availability of market quotations for our securities;
 

  •   a determination that our common stock qualifies as a “penny stock” which will require brokers trading
in our common stock to adhere to
more stringent rules and possibly resulting in a reduced level of trading activity in the secondary trading market for our common stock;

 

  •   a limited amount of news and analyst coverage for our company; and
 

  •   a decreased ability to issue additional securities or obtain additional financing in the future.

Substantial future sales of our common stock, or the perception that these sales could occur, may cause the price of our common
stock to drop
significantly, even if our business is performing well.

A large volume of sales of our common stock could decrease the prevailing
market price of our common stock and could impair our ability to raise
additional capital through the sale of equity securities in the future. Even if a substantial number of sales of our common stock does not occur, the mere
perception of the
possibility of these sales could depress the market price of our common stock and have a negative effect on our ability to raise capital
in the future.
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Our management team has broad discretion to use the net proceeds from our financing activities as well
as funds received pursuant to our strategic
collaborations, and its investment of these proceeds may not yield a favorable return. They may invest the proceeds in ways with which our
stockholders disagree.

Our management team has broad discretion in the application of the proceeds we receive from our financing activities and from our strategic
collaborations,
including proceeds received from our strategic collaboration with Jazz and pursuant to any “at-the-market” equity offering programs we
may use from time to
time, and we could spend or invest the proceeds in ways with which our stockholders disagree. Accordingly, stockholders will
need to rely on our management team’s judgment with respect to the use of these proceeds. However, the failure by
management to apply these funds
effectively could negatively affect our ability to operate and grow our business.

We cannot specify with certainty all of
the particular uses for the net proceeds to be received from our fundraising efforts or for the funds received from
time to time pursuant to our strategic collaborations. In addition, the amount, allocation and timing of our actual expenditures will
depend upon
numerous factors, including additional milestone payments received from our strategic partnerships and royalties received on sale of any future
approved product. Accordingly, we will have broad discretion in using these proceeds. Until
the net proceeds are used, they may be placed in
investments that do not produce significant income or that may lose value.

We do not anticipate
paying cash dividends for the foreseeable future, and accordingly, stockholders must rely on stock appreciation for any return
on their investment.

We have never paid any dividends on our common stock. We currently intend to retain our future earnings, if any, to fund the development and growth
of our
business and do not anticipate that we will declare or pay any cash dividends on our common stock in the foreseeable future. As a result, capital
appreciation, if any, of our common stock will be the sole source of gain on investment in our common
stock for the foreseeable future. Investors
seeking cash dividends should not invest in our common stock.

Any future determination to pay dividends will
be at the discretion of our board of directors and will depend upon many factors, including our results of
operations, financial position, capital requirements, distributable reserves, credit terms, general economic conditions and other factors as
our board of
directors may deem relevant from time to time. Consequently, future dividends payable to investors are not guaranteed.

Our principal
stockholders, in aggregate, could exert substantial influence over us which could delay or prevent a change in corporate control or
result in the entrenchment of management or the board of directors.

Our principal stockholders, being our stockholders that beneficially own 5% or more of our common stock, together with their affiliates and related
persons, in
aggregate, beneficially own approximately 42.5% of our outstanding common stock as of March 31, 2024. Our current directors and
executive officers beneficially own, in the aggregate, approximately 1.3% of our outstanding common stock as of
March 31, 2024. Our principal
stockholders, if acting together (with or without our directors and executive officers), may have the ability to exert substantial influence over the
outcome of matters submitted to our stockholders for approval,
including the election and removal of directors and any merger or sale of all or
substantially all of our assets. In addition, our principal stockholders, if acting together (with or without our directors and executive officers), may have
the
ability to exert substantial influence over the management and affairs of our company. Accordingly, this concentration of ownership could harm the
market price of our common stock by:
 

  •   delaying, deferring, or preventing a change in control;
 

  •   entrenching our management or the board of directors;
 

  •   impeding a merger, takeover, or other business combination involving us; or
 

  •   discouraging a potential acquirer from making a tender offer or otherwise attempting to obtain control of us.
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If we fail to maintain an effective system of internal control over financial reporting, we may not be
able to accurately report our financial results or
prevent fraud. As a result, stockholders could lose confidence in our financial and other public reporting, which would harm our business and the
trading price of our common stock.

Under the Sarbanes-Oxley Act of 2002, we are required to establish and maintain effective internal control over financial reporting and adequate
disclosure
controls and procedures. Effective internal control over financial reporting is necessary for us to provide reliable financial reports and,
together with adequate disclosure controls and procedures, are designed to prevent fraud. Even if our
management concludes that our internal control
over financial reporting is effective, our independent registered public accounting firm may conclude that there are material weaknesses with respect to
our internal controls or the level at which our
internal controls are documented, designed, implemented or reviewed. Undetected material weaknesses in
our internal controls could lead to financial statement restatements and require us to incur the expense of remediation.

If, during the evaluation and testing process of our internal controls, we identify one or more material weaknesses in our internal control over financial
reporting, we will be unable to assert that our internal control over financial reporting is effective. We cannot assure you that there will not be material
weaknesses in our internal controls over financial reporting in the future. If we are unable
to conclude that our internal control over financial reporting is
effective, or if our independent registered public accounting firm determines we have a material weakness in our internal control over financial
reporting, we could lose investor
confidence in the accuracy and completeness of our financial reports, the market price of our common stock could
decline, and we could be subject to sanctions or investigations by the SEC or other regulatory authorities. Failure to remedy any
material weakness in
our internal control over financial reporting, or to implement or maintain other effective control systems required of public companies, could also restrict
our future access to the capital markets. Furthermore, if we cannot
provide reliable financial reports or prevent fraud, including as a result of remote
working by our employees, our business and results of operations would likely be materially and adversely affected.

Holders of our Exchangeable Shares are subject to additional risks.

Pursuant to the Redomicile Transactions, certain holders of common shares of our predecessor company exchanged their common shares for
Exchangeable Shares in
the capital of our subsidiary ExchangeCo. Exchangeable Shares are exchangeable at the option of the holder for shares of our
common stock.

Exchangeable
Shares are subject to additional risks, including:
 

  •   The Exchangeable Shares are not and will not be listed on any stock exchange. There is no market through which
the Exchangeable Shares
may be sold, and holders may not be able to sell their Exchangeable Shares.

 

 

•   Holders of Exchangeable Shares who request an exchange may not receive shares of our common stock until a period
of time after the
applicable request is received. During this period, the market price of our common stock may increase or decrease. Any such increase or
decrease would affect the value of the consideration to be received by such a holder of
Exchangeable Shares upon a subsequent sale of
shares of our common stock received in the exchange.

 

  •   Exchangeable Shares may be subject to different tax consequences under Canadian law depending on whether the
exchangeable shares are
disposed of in a redemption or an acquisition by one of our subsidiaries, and such transaction may not be within the control of the holder.

 

  •   The tax treatment of Exchangeable Shares for non-Canadian tax purposes,
including U.S. federal income tax purposes, is uncertain.
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Delaware law and provisions in our amended and restated certificate of incorporation and amended and
restated bylaws might delay, discourage or
prevent a change in control of Zymeworks or changes in our management, thereby depressing the market price of our common stock.

Our amended and restated certificate of incorporation and amended and restated bylaws contain provisions that may make the acquisition of Zymeworks
more
difficult or delay or prevent changes in control of its management. Among other things, these provisions:
 

  •   authorize our board of directors to issue shares of preferred stock and determine the price and other terms of
those shares, including
preferences and voting rights, without stockholder approval;

 

 
•   permit only the board of directors to establish the number of directors and fill vacancies and newly created
directorships on the board,

provided that the board of directors’ ability to increase the size of the board and fill vacancies and newly created directorships will be
subject to the restrictions in our amended and restated certificate of
incorporation and amended and restated bylaws;

 

  •   establish that members of our board of directors serve in one of three staggered terms of three years each;
 

  •   provide that our directors may only be removed by the affirmative vote of at least 66 2/3% of the voting power of
the shares cast on such
proposal;

 

  •   permit stockholders to only take actions at a duly called annual or special meeting and not by written consent;
 

  •   require that stockholders give advance notice to nominate directors or submit proposals for consideration at
stockholder meetings;
 

  •   not provide for cumulative voting rights in the election of directors;
 

 
•   provide that special meetings of Zymeworks’ stockholders may be called only by the board of directors, the
chairperson of the board of

directors, Zymeworks’ chief executive officer, president or the secretary upon request from holders of no less than 20% of our outstanding
voting stock, subject to the limitations and requirements set forth in our
amended and restated bylaws; and

 

  •   require a super-majority vote of stockholders to amend some of the provisions described above.

In addition, because we are incorporated in Delaware, we are governed by the provisions of Section 203 of the Delaware General
Corporation Law, or
the DGCL, which generally prohibits a Delaware corporation from engaging in any of a broad range of business combinations with any “interested
stockholder” for a period of three years following the date on which the
stockholder became an “interested stockholder” unless certain conditions are
met.

These provisions, alone or together, could delay, discourage
or prevent a transaction involving a change in control of Zymeworks. These provisions
could also discourage proxy contests and make it more difficult for stockholders to elect directors of their choosing and to cause Zymeworks to take
other
corporate actions they desire, any of which, under certain circumstances, could limit the opportunity for our stockholders to receive a premium for
their shares of common stock, and could also affect the price that some investors are willing to pay
for our common stock.

Our amended and restated bylaws designate a state or federal court located within the State of Delaware as the exclusive
forum for substantially all
disputes between Zymeworks and its stockholders, and also provide that the federal district courts are the exclusive forum for resolving any
complaint asserting a cause of action arising under the Securities Act, each of
which could limit our stockholders’ ability to choose the judicial
forum for disputes with Zymeworks or its directors, officers, stockholders or employees.

Our amended and restated bylaws provide that, unless we consent in writing to the selection of an alternative forum, the sole and exclusive forum for
(1) any derivative action or proceeding brought on our behalf, (2) any
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action asserting a claim of breach of a fiduciary duty owed by any of our directors, stockholders, officers or other employees to Zymeworks or our
stockholders, (3) any action arising
pursuant to any provision of the DGCL, our amended and restated certificate of incorporation or our amended and
restated bylaws or (4) any other action asserting a claim that is governed by the internal affairs doctrine shall be the Court of
Chancery of the State of
Delaware (or, if the Court of Chancery does not have jurisdiction, another State court in Delaware or the federal district court for the District of
Delaware), except for any claim as to which such court determines that
there is an indispensable party not subject to the jurisdiction of such court (and
the indispensable party does not consent to the personal jurisdiction of such court within ten days following such determination), which is vested in the
exclusive
jurisdiction of a court or forum other than such court or for which such court does not have subject matter jurisdiction. This provision does not
apply to any action brought to enforce a duty or liability created by the Exchange Act and the rules
and regulations thereunder.

Section 22 of the Securities Act establishes concurrent jurisdiction for federal and state courts over Securities Act
claims. Accordingly, both state and
federal courts have jurisdiction to hear such claims. To prevent having to litigate claims in multiple jurisdictions and the threat of inconsistent or
contrary rulings by different courts, among other
considerations, our amended and restated bylaws provides that, unless we consent in writing to the
selection of an alternative forum, the federal district courts of the United States will be the sole and exclusive forum for resolving any complaint
asserting a cause of action arising under the Securities Act.

Any person or entity purchasing or otherwise acquiring or holding or owning (or continuing
to hold or own) any interest in any of our securities shall be
deemed to have notice of and consented to the foregoing bylaw provisions. Although we believe these exclusive forum provisions benefit us by
providing increased consistency in the
application of Delaware law and federal securities laws in the types of lawsuits to which each applies, the
exclusive forum provisions may limit a stockholder’s ability to bring a claim in a judicial forum of its choosing for disputes with us
or our current or
former directors, officers, stockholders or other employees, which may discourage such lawsuits against us and our current and former directors,
officers, stockholders and other employees. Our stockholders will not be deemed to
have waived its compliance with the federal securities laws and the
rules and regulations thereunder as a result of our exclusive forum provisions.

The
enforceability of similar exclusive forum provisions in other companies’ organizational documents have been challenged in legal proceedings, and,
while certain courts have determined these provisions are enforceable, it is possible that a court
of law could rule that these types of provisions are
inapplicable or unenforceable if they are challenged in a proceeding or otherwise. If a court were to find either exclusive forum provision contained in
our amended and restated bylaws to be
inapplicable or unenforceable in an action, we may incur significant additional costs associated with resolving
such action in other jurisdictions, which could harm our financial condition and results of operations.

General Risk Factors

We are at risk of securities
class action litigation.

Securities class action litigation has often been brought against companies following a decline in the market price of
their securities. This risk is
especially relevant for us because biotechnology companies have experienced significant stock price volatility in recent years. If we face such litigation,
it could result in substantial costs and a diversion of
management’s attention and resources, which could materially harm our business.

If securities or industry analysts do not publish research or
publish inaccurate or unfavorable research about our business, our stock price and
trading volume could decline.

The trading market for our common
stock will depend on the research and reports that securities or industry analysts publish about us or our business.
We do not have any control over these analysts. We cannot assure that analysts will cover us or provide accurate or favorable
coverage. If one or more of
the analysts who cover us
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downgrade our stock or change their opinion of our common stock negatively, our stock price would likely decline. If one or more of these analysts
cease coverage of our company or fail to
regularly publish reports on us, we could lose visibility in the financial markets, which could cause our stock
price or trading volume to decline. Moreover, the research and reports that analysts publish may suggest a price for our common stock
that does not fully
or accurately reflect the true value of our company. Furthermore, even if such analyst publications are favorable, these reports could have negative
consequences for us.

The increasing focus on environmental, social, and governance, or ESG, initiatives could impact our business and reputation.

There has been increasing public focus by investors, environmental activists, the media and governmental and nongovernmental organizations on a
variety of
environmental, social, and governance and other sustainability matters, such as climate change and diversity, equity, and inclusion. A variety
of organizations measure the performance of companies on such ESG topics, and the results of these
assessments are widely publicized. If we are not
effective in addressing environmental, social, and governance matters affecting our business, or setting and meeting relevant sustainability goals, our
reputation may suffer. In addition, even if we
are effective at addressing such concerns, we may experience increased costs related to execution and
monitoring, which could have an adverse impact on our business.

In addition, emphasis on environmental, social and other sustainability matters has resulted and may result in the adoption of new laws and regulations,
including new reporting requirements with the SEC and applicable Canadian securities regulators. If additional rules regarding ESG matters are adopted
or if investors continue to increase their focus on ESG matters, we could incur substantially
higher costs in our efforts to comply and cannot be certain
that our efforts will be viewed as adequate.
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CAUTIONARY NOTE REGARDING FORWARD-LOOKING STATEMENTS

This prospectus supplement and the accompanying base shelf prospectus, including the documents incorporated by reference herein or therein, contain
“forward-looking statements” or information within the meaning of applicable securities legislation, including Section 27A of the Securities Act, and
Section 21E of the Exchange Act. Forward-looking statements include statements
that may relate to our plans, objectives, goals, strategies, future
events, future revenue or performance, capital expenditures, financing needs and other information that is not historical information. Forward-looking
statements can often be
identified by the use of terminology such as “subject to,” “believe,” “anticipate,” “plan,” “expect,” “intend,” “estimate,”
“project,” “may,” “will,”
“should,” “would,” “could,” “can,” the negatives thereof, variations thereon and similar expressions, or by discussions of
strategy. In addition, any statements or information that refer to expectations,
beliefs, plans, projections, objectives, performance or other
characterizations of future events or circumstances, including any underlying assumptions, are forward-looking. In particular, these forward-looking
statements in this prospectus
supplement, the accompanying base shelf prospectus and the documents incorporated by reference herein and therein
include, but are not limited to, statements about:
 

  •   the size of our addressable markets and our ability to commercialize product candidates;
 

  •   the achievement of advances in and expansion of our therapeutic platforms and antibody engineering expertise;
 

  •   the likelihood of product candidate development and clinical trial progression, initiation or success; and
 

  •   our ability to predict and manage government regulation.

All forward-looking statements, including, without limitation, those related to our examination of historical operating trends, are based upon our current
expectations and various assumptions. Certain assumptions made in preparing the forward-looking statements include:
 

  •   our ability to manage our growth effectively;
 

  •   the absence of material adverse changes in our industry or the global economy;
 

  •   our ability to understand and predict trends in our industry and markets;
 

  •   our ability to enter into and maintain good business relationships with our strategic partners;
 

  •   our ability to comply with current and future regulatory standards;
 

  •   our ability to protect our intellectual property rights;
 

  •   our continued compliance with third-party license terms and the
non-infringement of third-party intellectual property rights;
 

  •   our ability to manage and integrate any acquisitions we may pursue;
 

  •   our ability to retain key personnel; and
 

  •   our ability to raise sufficient debt or equity financing to support our continued growth.

We believe there is a reasonable basis for our expectations and beliefs, but they are inherently uncertain. We may not realize our expectations, and our
beliefs may not prove correct. Actual results could differ materially from those described or implied by such forward-looking statements. The following
uncertainties and factors, among others (including those referred to in the section titled
“Risk Factors” in this prospectus supplement, the accompanying
base shelf prospectus and in our Quarterly Report on Form 10-Q for the quarter ended March 31, 2024), could affect future
performance and cause
actual results to differ materially from those matters expressed in or implied by forward-looking statements:
 

  •   our or our partners’ ability to obtain regulatory approval for product candidates without significant
delays;
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  •   the predictive value of our current or planned clinical trials;
 

  •   delays with respect to the development and commercialization of our product candidates, which may cause increased
costs or delay receipt
of product revenue;

 

  •   our or any of our partners’ ability to enroll subjects in clinical trials and thereby complete trials on a
timely basis;
 

  •   the design or our execution of clinical trials may not support regulatory approval, including where clinical
trials are conducted outside the
United States;

 

  •   our ability to achieve milestones and receive associated milestone payments pursuant to the terms of our
collaboration agreements,
including the Amended Jazz Collaboration Agreement;

 

  •   the extent to which our business may be adversely affected by pandemics or other health crises;
 

 
•   global economic and political conditions, including as a result of the Russian invasion of Ukraine and the
conflicts in Israel and the Gaza

Strip and the broader Middle East, as well as social and political unrest in the locations where our clinical trials are held, and the related
impact on our business and the markets generally;

 

  •   unanticipated tax consequences in connection with the Redomicile Transactions;
 

  •   the Fast Track and Breakthrough Therapy designations for any of our product candidates may not expedite
regulatory review or approval;
 

  •   the FDA may not accept data from trials we conduct outside the United States;
 

  •   disruptions at the FDA and other government agencies caused by funding shortages or global health concerns;
 

  •   our discretion to discontinue or reprioritize the development of any of our product candidates;
 

  •   the potential for our product candidates to have undesirable side effects;
 

  •   no regulatory agency has made a determination that any of our product candidates are safe or effective for use by
the general public or for
any indication;

 

  •   our ability to face significant competition, including biosimilar products;
 

  •   the likelihood of broad market acceptance of our product candidates;
 

  •   our ability to obtain Orphan Drug Designation or exclusivity for some or all of our product candidates;
 

  •   our ability to commercialize products outside of the United States;
 

  •   the outcome of reimbursement decisions by third-party payors relating to our products;
 

  •   our expectations with respect to the market opportunities for any product that we or our strategic partners
develop;
 

  •   our ability to pursue product candidates that may be profitable or have a high likelihood of success;
 

  •   our ability to use and expand our therapeutic platforms to build a pipeline of product candidates;
 

  •   our ability to meet the requirements of ongoing regulatory review;
 

  •   the threat of product liability lawsuits against us or any of our strategic partners;
 

  •   changes in product candidate manufacturing or formulation that may result in additional costs or delay;
 

  •   the potential disruption of our business and dilution of our shareholdings associated with acquisitions and joint
ventures;
 

  •   the potential for foreign governments to impose strict price controls;
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  •   the risk of security breaches and incidents or data loss, which could compromise sensitive business or health
information;
 

  •   current and future legislation that may increase the difficulty and cost of commercializing our product
candidates;
 

  •   economic, political, regulatory and other risks associated with international operations;
 

  •   our exposure to legal and reputational penalties as a result of any of our current and future relationships with
various third parties;
 

  •   our ability to comply with export control and import laws and regulations;
 

  •   our history of significant losses since inception;
 

  •   our ability to generate revenue from product sales and achieve profitability;
 

  •   our requirement for substantial additional funding;
 

  •   the potential dilution to our stockholders associated with future financings;
 

  •   restrictions on our ability to seek financing, which may be imposed by future debt;
 

  •   unstable market and economic conditions;
 

  •   currency fluctuations and changes in foreign currency exchange rates;
 

  •   our ability to maintain existing and future strategic partnerships;
 

  •   our ability to realize the anticipated benefits of our strategic partnerships;
 

  •   our ability to secure future strategic partners;
 

  •   our reliance on third-party manufacturers to produce our product candidate supplies and on other third parties to
monitor and transport bulk
drug substance and drug product;

 

  •   our reliance on third parties to oversee clinical trials of our product candidates and, in some cases, maintain
regulatory files for those
product candidates;

 

  •   risks related to the manufacture of product candidates and difficulties in production;
 

  •   our reliance on third parties for various operational and administrative aspects of our business including our
reliance on third parties’
cloud-based software platforms;

 

  •   our reliance on the performance of independent clinical investigators and CROs;
 

  •   our ability to operate without infringing the patents and other proprietary rights of third parties;
 

  •   our ability to obtain and enforce patent protection for our product candidates and related technology;
 

  •   our patents could be found invalid or unenforceable if challenged;
 

  •   our intellectual property rights may not necessarily provide us with competitive advantages;
 

  •   we may become involved in expensive and time-consuming patent lawsuits;
 

  •   the risk that the duration of our patents will not adequately protect our competitive position;
 

  •   our ability to obtain protection under the Hatch-Waxman Amendments and similar foreign legislation;
 

  •   we may be unable to protect the confidentiality of our proprietary information;
 

  •   our ability to comply with procedural and administrative requirements relating to our patents;
 

  •   the risk of claims challenging the inventorship of our patents and other intellectual property;
 

  •   our intellectual property rights for some of our product candidates are dependent on the abilities of third
parties to assert and defend such
rights;
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  •   patent reform legislation and court decisions can diminish the value of patents in general, thereby impairing our
ability to protect our
products;

 

  •   we may not be able to protect our intellectual property rights throughout the world;
 

  •   we will require FDA approval for any proposed product candidate names and any failure or delay associated with
such approval may
adversely affect our business;

 

  •   the risk of employee misconduct including noncompliance with regulatory standards and insider trading;
 

  •   our ability to market our products in a manner that does not violate the law and subject us to civil or criminal
penalties;
 

  •   if we do not comply with laws regulating the protection of the environment and health and human safety, our
business could be adversely
affected;

 

  •   our ability to retain key executives and attract and retain qualified personnel;
 

  •   our ability to manage any organizational growth;
 

  •   our exposure to potential securities class action litigation; and
 

  •   if securities or industry analysts do not publish research or publish inaccurate or unfavorable research about
our business, our share price
and trading volume could decline.

Consequently, forward-looking statements should be regarded solely as
our current plans, estimates and beliefs. You should not place undue reliance on
forward-looking statements. We cannot guarantee future results, events, levels of activity, performance or achievements. We do not undertake and
specifically decline
any obligation to update, republish or revise forward-looking statements to reflect future events or circumstances or to reflect the
occurrences of unanticipated events, except as required by law. Our Risk Factors are not guarantees that no such
conditions exist as of the date of this
prospectus supplement and should not be interpreted as an affirmative statement that such risks or conditions have not materialized, in whole or in part.

In addition, statements that “we believe” and similar statements reflect our beliefs and opinions on the relevant subject. These statements are
based upon
information available to us as of the date of this prospectus supplement, and although we believe such information forms a reasonable basis for such
statements, such information may be limited or incomplete, and our statements should not
be read to indicate that we have conducted a thorough inquiry
into, or review of, all potentially available relevant information. These statements are inherently uncertain and investors are cautioned not to unduly rely
upon these statements.
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USE OF PROCEEDS

We will not receive any proceeds from the issuance of our shares of common stock in exchange for Exchangeable Shares.
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DESCRIPTION OF CAPITAL STOCK

The description of our capital stock is incorporated by reference to Exhibit 
4.1 to our Annual Report on Form 10-K for the fiscal year ended
December 31, 2023, filed with
the SEC on March 6, 2024.
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PLAN OF DISTRIBUTION

The shares of our common stock issuable to holders of Exchangeable Shares may be issued using various legal mechanisms described in greater detail in
the
section titled “Description of Exchangeable Shares and Related Agreements” in our proxy statement/prospectus dated
September 2, 2022, which we
filed with the SEC on September 2, 2022 and which is incorporated herein by reference. No broker, dealer or underwriter has been engaged in
connection with soliciting such exchange, and no commission or other
compensation will be paid to any person in connection with solicitation of such
exchange.
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CERTAIN MATERIAL U.S. FEDERAL INCOME TAX CONSIDERATIONS

The following discussion is a general summary of certain material U.S. federal income tax consequences of the ownership and disposition of shares of
our common stock acquired in exchange for Exchangeable Shares in this offering. It is not a comprehensive discussion of all tax considerations that may
be relevant to a particular holder’s decision to acquire shares of our common stock,
including U.S. federal estate, gift and alternative minimum tax
considerations, the Medicare contribution tax imposed on certain net investment income, the special accounting rules under Section 451(b) of the U.S.
Internal Revenue Code of 1986,
as amended, or the Code, and U.S. state and local or non-U.S. tax considerations, and is limited to holders that hold
shares of our common stock as capital assets for U.S. federal income tax purposes
(generally, property held for investment) and that acquire shares of
our common stock in exchange for Exchangeable Shares.

Further, the following
discussion is based on the Code and the U.S. Treasury Regulations promogulated thereunder, including administrative and judicial
interpretations thereof, as of the date of this prospectus supplement. These authorities may be replaced, revoked or
modified, possibly with retroactive
effect, and subject to differing interpretations so as to result in U.S. federal income tax consequences different from those discussed herein. Holders
should consult their own tax advisors regarding the tax
consequences of owning and disposing of shares of our common stock.

The term “U.S. Holder” means a beneficial owner of shares of our common
stock that is, for U.S. federal income tax purposes:
 

  •   an individual who is a citizen or resident of the United States;
 

  •   a corporation (or any other entity treated as a corporation for U.S. federal income tax purposes) created or
organized in or under the laws of
the United States, any state thereof, or the District of Columbia;

 

  •   an estate, the income of which is subject to U.S. federal income taxation regardless of its source; or
 

  •   a trust if it (a) is subject to the primary supervision of a court within the United States and one or more
U.S. persons have the authority to
control all substantial decisions of the trust or (b) has a valid election in effect to be treated as a U.S. person.

The term “Non-U.S. Holder” means a beneficial owner of shares of our common stock that is, for U.S. federal
income tax purposes, not a U.S. Holder or
a partnership or pass-through entity (including any entity or arrangement treated as a partnership or other flow-through entity and the equity holders
therein).

This summary does not describe all of the U.S. federal income tax consequences applicable to a U.S. Holder if such U.S. Holder is subject to special
treatment
under U.S. federal income tax laws, including if such U.S. Holder is:
 

  •   a dealer in securities or currencies;
 

  •   banks, broker dealers or other financial institutions;
 

  •   a regulated investment company;
 

  •   a real estate investment trust;
 

  •   an insurance company;
 

  •   a tax-exempt organization (including a private foundation);
 

  •   a pension plan;
 

  •   a cooperative;
 

  •   a governmental organization;
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  •   a person holding shares of our common stock as part of a hedging, integrated or conversion transaction, a
constructive sale or a straddle;
 

  •   a trader in securities that has elected the
mark-to-market method of accounting for its securities;
 

  •   a person who owns, directly, indirectly or constructively, 5% or more of our total combined voting power or
value;
 

  •   a partnership or other pass-through entity for U.S. federal income tax purposes or its partner in or member of
such entity;
 

  •   certain former U.S. citizens or long-term residents;
 

  •   a person whose “functional currency” is not the U.S. dollar; or
 

  •   a person that received shares of our common stock pursuant to the exercise of any employee stock option or
otherwise as compensation.

If a partnership (or any other entity or arrangement treated as a partnership for U.S. federal income tax
purposes) holds shares of our common stock, the
tax treatment of a partner will generally depend on the status of the partner and the activities of the partnership. Partners of a partnership holding shares
of our common stock should consult their
own tax advisors regarding the tax consequences applicable to their particular circumstances.

All holders should consult their own tax advisors
regarding the tax consequences applicable to their particular circumstances of purchasing,
owing and disposing of shares of our common stock.

U.S.
Federal Income Tax Considerations of the Exchange of Exchangeable Shares for Shares of Common Stock

The U.S. federal income tax characterization
of the Exchangeable Shares for U.S. tax purposes is uncertain. If the Exchangeable Shares are treated as
shares of our common stock for U.S. tax purposes, an exchange of Exchangeable Shares for shares of our common stock should not be a taxable
event
for U.S. federal income tax purposes, in which case holders should not recognize any gain or loss for U.S. income tax purposes upon the exchange and,
upon exercise, the holding period of an exchangeable share should carry over to the shares of
common stock received. Similarly, the tax basis of an
exchangeable share should carry over to the shares of common stock received upon exercise. However, if the Exchangeable Shares are not treated as
shares of our common stock for U.S. tax purposes,
the tax treatment of an exchange could vary, and the tax treatment described in the sections titled “—
U.S. Federal Income Tax Considerations Applicable to the Ownership of Our Shares of Common Stock—U.S. Holders—Gain on
Disposition of Our
Common Stock” and “—U.S. Federal Income Tax Considerations Applicable to the Ownership of Our Shares of Common Stock— Non-U.S. Holders—
Gain on Disposition of Our
Common Stock” could apply. Holders of Exchangeable Shares should consult their own tax advisors regarding the U.S.
federal income tax consequences applicable to the tax treatment of the Exchangeable Shares and the exercise of Exchangeable
Shares for shares of our
common stock for U.S. federal income tax purposes.

U.S. Federal Income Tax Considerations Applicable to the Ownership of Our
Shares of Common Stock

U.S. Holders

Distributions

We do not currently
anticipate declaring or paying cash dividends on our common stock in the foreseeable future. However, if we do make distributions
on our common stock, those payments will constitute dividends for U.S. federal income tax purposes to the extent paid
from our current or accumulated
earnings and profits, as determined under U.S. federal income tax principles. To the extent those distributions exceed both our current and our
accumulated earnings and profits, the excess will constitute a return of
capital and will first reduce a U.S.
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Holder’s basis in our common stock, but not below zero, and then will be treated as gain from the sale of stock as described in the section titled “—U.S.
Federal Income Tax
Considerations Applicable to the Ownership of Our Shares of Common Stock—U.S. Holders—Gain on Disposition of Our
Common Stock.” Dividends paid to non-corporate U.S. Holders who meet certain
requirements are generally eligible for a preferential U.S. federal
income tax rate if certain holding period requirements are met.

Corporate stockholders
that are U.S. Holders may be eligible for the dividends received deduction, or DRD, on distributions constituting dividends for
U.S. federal income tax purposes. No assurance can be given that we will have sufficient earnings and profits (as
determined under U.S. federal income
tax principles) to cause any distributions to be eligible for a DRD. In addition, a DRD is available only if certain holding periods and other taxable
income requirements are satisfied.

Gain on Disposition of Our Common Stock

Upon a sale or other taxable disposition of our common stock, U.S. Holders generally will recognize capital gain or loss in an amount equal to the
difference
between the amount realized and such U.S. Holder’s adjusted tax basis in the common stock. Capital gain or loss will constitute long-term
capital gain or loss if the U.S. Holder’s holding period for the common stock exceeds one year. The
deductibility of capital losses is subject to certain
limitations. U.S. Holders who recognize losses with respect to a disposition of our common stock should consult their own tax advisors regarding the tax
treatment of such losses.

Information Reporting and Backup Withholding

Information reporting requirements generally will apply to payments of dividends (including constructive dividends) on the common stock and to the
proceeds of
a sale or other disposition of common stock paid by us to a U.S. Holder unless such U.S. Holder is an exempt recipient, such as certain
corporations. Backup withholding will apply to payments made to a U.S. Holder if such U.S. Holder fails to
provide its taxpayer identification number,
or certification of exempt status, or if otherwise fails to comply with applicable requirements to establish an exemption.

Backup withholding is not an additional tax. Rather, any amounts withheld under the backup withholding rules may be allowed as a refund or a credit
against
your U.S. federal income tax liability, if any, provided the required information is timely furnished to the IRS. U.S. Holders should consult their
own tax advisors regarding their qualification for exemption from information reporting and backup
withholding and the procedure for obtaining such
exemption.

Non-U.S. Holders

Distributions

We do not currently
anticipate declaring or paying cash dividends on our common stock in the foreseeable future. However, if we make distributions on
our common stock (including constructive distributions, but not including certain distributions of stock or rights to
acquire our common stock), those
payments will constitute dividends for U.S. federal income tax purposes to the extent paid from our current or accumulated earnings and profits, as
determined under U.S. federal income tax principles. To the extent
those distributions exceed our current and accumulated earnings and profits, the
excess will constitute a return of capital and will first reduce Non-U.S. Holder’s basis in our common stock, but
not below zero, and then will be treated
as gain from the sale of stock as described in the section titled “—U.S. Federal Income Tax Considerations Applicable to the Ownership of Our Shares
of Common Stock— Non-U.S. Holders—Gain on Disposition of Our Common Stock.”

Subject to the discussions below regarding
effectively connected income, backup withholding and Foreign Account Tax Compliance Act, or FATCA,
withholding, any dividend paid to Non-U.S. Holders generally will be
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subject to U.S. federal withholding tax either at a rate of 30% of the gross amount of the dividend or such lower rate as may be specified by an
applicable income tax treaty between the United
States and a Non-U.S. Holder’s country of residence. In order to receive a reduced treaty rate,
a Non-U.S. Holder must provide us or the
applicable paying agent with an IRS Form W-8BEN or W-8BEN-E or other appropriate version of IRS
Form W-8 certifying qualification for the reduced rate. Under applicable Treasury Regulations, we may withhold up to 30% of the gross amount of the
entire distribution even if the amount constituting a
dividend, as described above, is less than the gross amount. Non-U.S. Holders may obtain a refund
of any excess amounts withheld by filing an appropriate claim for refund with the IRS. If Non-U.S. Holders hold our common stock through a financial
institution or other agent acting on Non-U.S. Holder’s behalf, such Non-U.S. Holders will be required to provide appropriate documentation to the
agent, which then will be required to provide certification to us or our paying agent, either directly or through other
intermediaries. Special certification
and other requirements apply to certain Non-U.S. Holders that are pass-through entities rather than corporations or individuals.

Dividends received by a Non-U.S. Holder that are treated as effectively connected with Non-U.S. Holder’s conduct of a U.S. trade or business (and, if
required by an applicable income tax treaty, that are attributable to a permanent establishment or fixed base maintained by a Non-U.S. Holder in the
United States) are generally exempt from the 30% U.S. federal withholding tax, subject to the discussions below regarding backup withholding and
FATCA withholding. In order to obtain
this exemption, a Non-U.S. Holder must provide us with a properly executed IRS Form W-8ECI or other
applicable IRS
Form W-8 or a successor form properly certifying such exemption. Such effectively connected dividends, although not subject to U.S.
federal withholding tax, generally are taxed at the U.S. federal
income tax rates applicable to U.S. persons, net of certain deductions and credits. In
addition, if Non-U.S. Holder is a corporate non-U.S. Holder,
dividends such Non-U.S. Holder receives that are effectively connected
with Non-U.S. Holder’s conduct of a U.S. trade or business may also be
subject to a branch profits tax at a rate of 30% or such lower rate as may be
specified by an applicable income tax treaty between the United States and Non-U.S. Holder’s country of residence. Non-U.S. Holders should consult
their own tax advisors regarding the tax consequences of the ownership and disposition of our common stock, including the application of any
applicable tax treaties that may
provide for different rules.

Gain on Disposition of Our Common Stock

Subject to the discussions below regarding backup withholding and FATCA withholding, Non-U.S. Holders
generally will not be required to pay U.S.
federal income tax on any gain realized upon the sale or other disposition of our common stock unless:
 

  •   the gain is effectively connected with a Non-U.S. Holder’s
conduct of a U.S. trade or business (and, if an applicable income tax treaty so
provides, the gain is attributable to a permanent establishment or fixed base maintained by a Non-U.S. Holder in the
United States);

 

  •   Non-U.S. Holder is an individual who is present in the United States
for a period or periods aggregating 183 days or more during the
calendar year in which the sale or disposition occurs and certain other conditions are met; or

 

 
•   Our common stock constitutes a United States real property interest by reason of Parent’s status as a
“United States real property holding

corporation,” or a USRPHC, for U.S. federal income tax purposes at any time within the shorter of the five-year period
preceding Non-U.S. Holder’s
disposition of, or holding period for, our common stock.

We believe that we are not currently and will not become a USRPHC for U.S.
federal income tax purposes, and the remainder of this discussion so
assumes. However, because the determination of whether we are a USRPHC depends on the fair market value of our U.S. real property interests relative
to the fair market value of our
U.S. and worldwide real property interests plus our other assets used or held for use in a trade or business, there can be no
assurance that we will not become a USRPHC in the future. Even if we become a USRPHC, however, as long
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as our common stock is regularly traded on an established securities market, a Non-U.S. Holder’s common stock will be treated as U.S. real
property
interests only if a Non-U.S. Holder actually (directly or indirectly) or constructively holds more than five percent of our regularly traded common stock
at any time during the shorter of
the five-year period preceding Non-U.S. Holder’s disposition of, or holding period for, our common stock.

Non-U.S. Holders described in the first bullet above generally will be required to pay tax on the gain derived
from the sale (net of certain deductions and
credits) at U.S. federal income tax rates applicable to U.S. persons, and a corporate Non-U.S. Holder described in the first bullet above also may be
subject to the branch profits tax at a 30% rate, or such lower rate as may be specified by an applicable income tax treaty. Non-U.S. Holders described in
the second bullet above will be subject to
tax at 30% (or such lower rate specified by an applicable income tax treaty) on the gain derived from the sale,
which gain may be offset by U.S. source capital losses for the year, provided
a Non-U.S. Holder has timely filed U.S. federal income tax returns with
respect to such losses. Non-U.S. Holders should consult their tax advisors
regarding any applicable income tax or other treaties that may provide for
different rules.

Backup Withholding and Information
Reporting

Generally, we must report annually to the IRS the amount of dividends paid to a Non-U.S. Holder,
the name and address of such Non-U.S. holder, and
the amount of tax withheld, if any. A similar report will be sent to the Non-U.S. Holder. Pursuant to
applicable income tax treaties or other agreements,
the IRS may make these reports available to tax authorities in the Non-U.S. Holder’s country of residence.

Payments of dividends on or of proceeds from the disposition of our common stock made to Non-U.S. Holders may be
subject to backup withholding at
the applicable statutory rate unless a Non-U.S. Holder establishes an exemption, for example, by properly certifying Non-U.S. holder’s non-U.S. status
on a properly completed IRS
Form W-8BEN or W-8BEN-E or another appropriate version of IRS
Form W-8. Notwithstanding the foregoing, backup
withholding and information reporting may apply if either we or our paying agent has actual knowledge, or reason to know, that a Non-U.S. Holder is a
U.S. person.

Backup withholding is not an additional tax; rather, the U.S. federal income
tax liability of persons subject to backup withholding will be reduced by the
amount of tax withheld. If withholding results in an overpayment of taxes, a refund or credit may generally be obtained from the IRS, provided that the
required
information is furnished to the IRS in a timely manner.

Additional Withholding Requirements under the Foreign Account Tax Compliance
Act

FATCA, including sections 1471 through 1474 of the Code and the Treasury Regulations and other official IRS guidance issued thereunder, generally
imposes a U.S. federal withholding tax of 30% on dividends (including constructive dividends) on, and, subject to the proposed regulations discussed
below, the gross proceeds from a sale or other disposition of, our common stock, paid to a
“foreign financial institution” (as specially defined under
these rules), unless such institution enters into an agreement with the U.S. government to, among other things, withhold on certain payments and to
collect and provide to the U.S.
tax authorities substantial information regarding the U.S. account holders of such institution (which includes certain
equity and debt holders of such institution, as well as certain account holders that
are non-U.S. entities with U.S. owners) or otherwise establishes an
exemption. FATCA also generally imposes a U.S. federal withholding tax of 30% on dividends (including constructive dividends) on,
and the gross
proceeds from a sale or other disposition of, our common stock paid to a “non-financial foreign entity” (as specially defined under these rules) unless
such entity provides the withholding agent with a certification
identifying the substantial direct and indirect U.S. owners of the entity, certifies that it
does not have any substantial U.S. owners, or otherwise establishes an exemption.

The withholding obligations under FATCA generally apply to dividends (including constructive dividends) on our common stock and to the payment of
gross
proceeds of a sale or other disposition of our common stock.
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However, the U.S. Treasury Department has issued proposed regulations that, if finalized in their present form, would eliminate FATCA withholding on
gross proceeds of the sale or other
disposition of our common stock (but not on payments of dividends). The preamble of such proposed regulations
states that they may be relied upon by taxpayers until final regulations are issued or until such proposed regulations are rescinded. The
withholding tax
will apply regardless of whether the payment otherwise would be exempt from withholding tax, including under the exemptions described in the section
titled “—U.S. Federal Income Tax Considerations Applicable to the
Ownership of Our Shares of Common Stock— Non-U.S. Holders—Distributions.”
Under certain circumstances, Non-U.S. Holders might be eligible for refunds
or credits of such taxes. An intergovernmental agreement between the
United States and Non-U.S. Holder’s country of residence may modify the requirements described in this section. Each Non-U.S. Holder should consult
with its own tax advisors regarding the application of FATCA withholding to ownership and disposition of our common stock.

THE PRECEDING DISCUSSION OF U.S. FEDERAL INCOME TAX CONSIDERATIONS IS FOR GENERAL INFORMATION ONLY. IT IS NOT
TAX ADVICE TO HOLDERS OF OUR COMMON STOCK IN
THEIR PARTICULAR CIRCUMSTANCES. ALL HOLDERS SHOULD CONSULT
THEIR OWN TAX ADVISORS REGARDING THE PARTICULAR U.S. FEDERAL, STATE AND LOCAL AND NON-U.S. TAX
CONSIDERATIONS OF OWNING AND DISPOSING
OF OUR COMMON STOCK, INCLUDING THE CONSEQUENCES OF ANY PROPOSED
CHANGE IN APPLICABLE LAWS.
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CERTAIN CANADIAN INCOME TAX CONSIDERATIONS

The following is, as of the date of this prospectus supplement, a summary of the principal Canadian federal income tax considerations under the Income
Tax
Act (Canada) and the regulations thereunder, or, collectively, the Tax Act, generally applicable to ownership and disposition of shares of our
common stock.

This summary applies only to a person who is a beneficial owner of shares of our common stock, and who, for the purposes of the Tax Act, and at all
relevant
times, deals at arm’s length with us, is not affiliated with us, and who acquires and holds shares of our common stock as capital property, or a
Holder. Generally, shares of our common stock will be considered to be capital property to a Holder
thereof provided that the Holder does not acquire or
hold shares of our common stock in the course of carrying on a business of trading or dealing in securities or as part of one or more transactions
considered to be an adventure or concern in the
nature of trade. The shares of our common stock are not “Canadian securities” for the purpose of the
irrevocable election under subsection 39(4) of the Tax Act to treat all “Canadian securities,” as defined in the Tax Act, owned
by a Holder as capital
property, and therefore such election will not apply to shares of our common stock. Holders who do not hold shares of our common stock as capital
property should consult their own tax advisors regarding their particular
circumstances.

This summary is not applicable to a Holder: (i) if our company is or will be a “foreign affiliate,” within the meaning of
the Tax Act, of such Holder or of
anther corporation resident in Canada that does not deal at arm’s length with the Holder for purposes of the Tax Act; (ii) that is a “financial institution”
for the purposes of the mark-to-market rules under the Tax Act, (iii) an interest in which is a “tax shelter” or a “tax shelter investment” as defined in the
Tax Act,
(iv) that is a “specified financial institution” as defined in the Tax Act, (v) who has made a “functional currency” reporting election under
section 261 of the Tax Act to report the Holder’s “Canadian tax
results” (as these terms are defined in the Tax Act) in a currency other than the Canadian
currency, (vi) that has entered or will enter into a “derivative forward agreement” or “synthetic disposition arrangement” (as
these terms are defined in
the Tax Act) with respect to shares of our common stock, (vii) a Holder that is exempt from tax under the Tax Act, (viii) that does not deal at arm’s
length with a corporation in respect of which our company
is at any relevant time a “foreign affiliate” for purposes of the “foreign affiliate dumping”
rules in section 212.3 of the Tax Act, or (ix) a Holder that is otherwise of special status or in special circumstances. Any such
Holder should consult its
own tax advisor with respect to the income tax considerations applicable to it in respect of acquiring, holding and disposing of shares of our common
stock.

This summary is based on the assumption that our company will not be a resident of Canada for purposes of the Tax Act.

This summary is based on the facts set out in this prospectus supplement, the current provisions of the Tax Act and our understanding of the current
published
administrative policies and assessing practices of the Canada Revenue Agency, or the CRA, published in writing by the CRA prior to the date
hereof. This summary takes into account all proposed amendments to the Tax Act that have been publicly and
officially announced by or on behalf of
the Minister of Finance (Canada), prior to the date hereof, or the Proposed Amendments, and assumes that such Proposed Amendments will be enacted
in the form proposed, although no assurance can be given that
the Proposed Amendments will be enacted in their current form or at all. Except for the
Proposed Amendments, this summary does not take into account or anticipate any other changes in law or any changes in the CRA’s administrative
policies and
assessing practices, whether by judicial, governmental or legislative action or decision, nor does it take into account other federal or any
provincial, territorial or foreign tax legislation or considerations, which may differ from the Canadian
federal income tax considerations described
herein. The provisions of provincial income tax legislation vary from province to province in Canada and in some cases differ from the Tax Act.
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This summary is of a general nature only and is not intended to be, nor should it be construed to be,
legal or tax advice to any particular
Holder, and no representations with respect to the income tax considerations applicable to any particular Holder are made. This summary is
not exhaustive of all Canadian federal income tax considerations. This
summary does not address the deductibility of interest on any funds
borrowed by a Holder to purchase common shares of our stock. The relevant tax considerations applicable to the acquiring, holding and
disposing of shares of our common stock may
vary according to the status of the purchaser, the jurisdiction in which the purchaser resides or
carries on business and the purchaser’s own particular circumstances. Accordingly, readers are urged to consult their own tax advisors about
the
specific tax consequences to them of acquiring, holding and disposing of shares of our common stock.

For purposes of the Tax Act, all amounts relating
to the acquisition, holding or disposition of shares of our common stock (including dividends, adjusted
cost base and proceeds of disposition) must generally be expressed in Canadian dollars. Amounts denominated in any other currency must be
converted
into Canadian dollars generally based on the relevant exchange rate as determined in accordance with the Tax Act. The amount of dividends required to
be included in the income of, and capital gains or capital losses realized by a Resident
Holder (as defined below) may be affected by fluctuations in the
Canadian/U.S. dollar exchange rate.

Holders Resident in Canada

The following portion of this summary is generally applicable to a Holder who, for the purposes of the Tax Act and any applicable income tax treaty or
convention, is resident or deemed to be resident in Canada at all relevant times, which we refer to as a Resident Holder.

Dividends on Shares of
Our Common Stock

A Resident Holder will be required to include in computing such Resident Holder’s income for a taxation year the amount of
any dividends including
amounts deducted for United States withholding tax, if any, received on shares of our common stock. Dividends received on shares of our common
stock by a Resident Holder who is an individual will not be subject to the gross-up and dividend tax credit rules in the Tax Act normally applicable to
taxable dividends received from “taxable Canadian corporations” as defined in the Tax Act. A Resident Holder that is a
corporation will be required to
include dividends received on shares of our common stock in computing its income and will generally not be entitled to deduct the amount of such
dividends in computing its taxable income.

To the extent that United States withholding tax is payable by a Resident Holder in respect of any dividends received on shares of our common stock,
the
Resident Holder may be eligible for a foreign tax credit or deduction under the Tax Act to the extent and under the circumstances described in the
Tax Act. Resident Holders should consult their own tax advisors regarding the availability of a
foreign tax credit or deduction in their particular
circumstances.

Disposition of Shares of Our Common Stock

A disposition or deemed disposition of shares of our common stock by a Resident Holder (including on a purchase of shares of our common stock for
cancellation
by our company) will generally result in a capital gain (or capital loss) to the extent that the proceeds of disposition, net of any reasonable
costs of the disposition, exceed (or are less than) the adjusted cost base to the Resident Holder of such
shares of our common stock immediately before
the disposition. The adjusted cost base to a Resident Holder of a share of our common stock will be determined by averaging the cost of that share of our
common stock with the adjusted cost base
(determined immediately before the acquisition of the share of our common stock) of all other shares of our
common stock held as capital property at that time by the Resident Holder. The tax treatment of capital gains and capital losses is discussed
in greater
detail in the section titled “—Taxation of Capital Gains and Capital Losses.”
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Taxation of Capital Gains and Capital Losses

Generally, one-half of any capital gain, or a taxable capital gain, realized by a Resident Holder must be included in
the Resident Holder’s income for the
taxation year in which the disposition occurs. Subject to and in accordance with the provisions of the Tax Act, one-half of any capital loss incurred by a
Resident
Holder, or an allowable capital loss, must generally be deducted from taxable capital gains realized by the Resident Holder in the taxation year
in which the disposition occurs. Allowable capital losses in excess of taxable capital gains for the
taxation year of disposition generally may be carried
back and deducted in any of the three preceding taxation years or carried forward and deducted in any subsequent year against taxable capital gains
realized in such taxation years, in the
circumstances and to the extent provided in the Tax Act.

The 2024 Canadian federal budget, introduced in Parliament on April 16, 2024, or Budget
2024, proposes to require a Resident Holder that is a
corporation, individual, or trust to include two-thirds of the amount of any capital gain realized on or after June 25, 2024 in computing their income
for
the taxation year of disposition. Under Budget 2024 proposals, two-thirds of capital losses will be deductible against capital gains that are included in
income at the
two-thirds inclusion rate such that a capital loss will offset an equivalent capital gain regardless of the inclusion rate. The proposed
increased capital gains inclusion rate for individuals would generally
only apply to the portion of capital gains realized in a taxation year in excess of
C$250,000. Resident Holders are advised to consult their personal tax advisors with regard to the Budget 2024.

Capital gains realized and taxable dividends received (or deemed to be received) by a Resident Holder who is an individual or a trust, other than certain
specified trusts, may give rise to minimum tax under the Tax Act. Resident Holders should consult their own advisors with respect to the application of
minimum tax. Proposed Amendments released on August 4, 2023 propose to make significant
amendments to the alternative minimum tax for taxation
years beginning after December 31, 2023, and further Proposed Amendments to the alternative minimum tax have been proposed in Budget 2024. Such
Holders should consult their own tax advisors
in this regard.

United States tax, if any, levied on any gain realized on a disposition of shares of our common stock may be eligible for a foreign tax
credit under the
Tax Act to the extent and under the circumstances described in the Tax Act. Resident Holders should consult their own tax advisors with respect to the
availability of a foreign tax credit, having regard to their own particular
circumstances.

Offshore Investment Fund Property Rules

The Tax Act contains provisions, or the OIF Rules, which, in certain circumstances, may require a Resident Holder to include an amount in income in
each
taxation year in respect of the acquisition and holding of shares of our common stock if (1) the value of such shares of our common may
reasonably be considered to be derived, directly or indirectly, primarily from portfolio investments in:
(i) shares of the capital stock of one or more
corporations, (ii) indebtedness or annuities, (iii) interests in one or more corporations, trusts, partnerships, organizations, funds or entities,
(iv) commodities, (v) real estate,
(vi) Canadian or foreign resource properties, (vii) currency of a country other than Canada, (viii) rights or options to
acquire or dispose of any of the foregoing, or (ix) any combination of the foregoing, or the Investment
Assets, and (2) it may reasonably be concluded
that one of the main reasons for the Resident Holder acquiring, holding or having shares of our common stock was to derive a benefit from portfolio
investments in Investment Assets in such a manner
that the taxes, if any, on the income, profits and gains from the Investment Assets for any particular
year are significantly less than the tax that would have been applicable under Part I of the Tax Act if the income, profits and gains had been
earned
directly by the Resident Holder.

In making this determination, the OIF Rules provide that regard must be had to all of the circumstances,
including (i) the nature, organization and
operation of any non-resident entity, including our company, and the form of, and the terms and conditions governing, the Resident Holder’s interest in,
or
connection with, any such
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non-resident entity, (ii) the extent to which any income, profit and gains that may reasonably be considered to be earned or accrued, whether directly
or
indirectly, for the benefit of any such non-resident entity, including our company, are subject to an income or profits tax that is significantly less than the
income tax that would be applicable to such
income, profits and gains if they were earned directly by the Resident Holder, and (iii) the extent to which
any income, profits and gains of any such non-resident entity, including our company, for any
fiscal period are distributed in that or the immediately
following fiscal period.

If applicable, the OIF Rules can result in a Resident Holder being
required to include in its income for each taxation year in which such Resident Holder
owns shares of our common stock the amount, if any, by which (i) the total of all amounts each of which is the product obtained when the Resident
Holder’s “designated cost” (as defined in the Tax Act) of shares of our common stock at the end of a month in the year is multiplied by 1/12 of the
aggregate of the prescribed rate of interest for the period including that month plus
two percentage points exceeds (ii) the Resident Holder’s income for
the year (other than a capital gain) in respect of shares of our common stock determined without reference to the OIF Rules. Any amount required to be
included in
computing a Resident Holder’s income under these provisions will be added to the adjusted cost base and the designated cost of shares of
our common stock to the Resident Holder.

The CRA has taken the position that the term “portfolio investment” should be given a broad interpretation. If the term “portfolio
investment” should be
given a broad interpretation, and even if the value of the shares of our common stock may reasonably be considered to be derived, directly or indirectly,
primarily from portfolio investments in Investment Assets, the OIF
Rules will apply only if it is reasonable to conclude that one of the main reasons for
a Resident Holder acquiring, holding or having shares of our common stock was to derive, either directly or indirectly, a benefit from Investment Assets
in such a
manner that the taxes, if any, on the income, profits and gains from such Investment Assets for any particular year are significantly less than
the tax that would have been applicable under Part I of the Tax Act if the income, profits and gains had
been earned directly by the Resident Holder.

The OIF Rules are complex and their application will potentially depend, in part, on the reasons for a
Resident Holder acquiring, holding or having
shares of our common stock. Resident Holders are urged to consult their own tax advisors regarding the application and consequences of the OIF Rules
in their own particular circumstances.

Additional Refundable Tax

A Resident Holder that
is throughout the relevant taxation year a “Canadian controlled private corporation” (as defined in the Tax Act) or, at any time in
a relevant taxation year, a “substantive CCPC” (as defined in Bill
C-59, An Act to implement certain provisions of the fall economic statement tabled in
Parliament on November 21, 2023 and certain provisions of the budget tabled in
Parliament on March 28, 2023) may be liable to pay an additional tax
(refundable in certain circumstances) on its “aggregate investment income” (as defined in the Tax Act) which is defined to include an
amount in respect
of taxable capital gains and certain dividends and deemed dividends.

Foreign Property Information Reporting

A Resident Holder who is a “specified Canadian entity” (as defined in the Tax Act) for a taxation year or a fiscal period and whose total “cost
amount”
of “specified foreign property” (each as defined in the Tax Act), including shares of our common stock, at any time in the year or fiscal period exceeds
C$100,000 will be required to file an information return with the CRA for
the taxation year or fiscal period disclosing certain prescribed information in
respect of such property. Subject to certain exceptions, a taxpayer resident in Canada will be a “specified Canadian entity,” as will certain partnerships.
Penalties may apply where a Resident Holder fails to file the required information return in respect of such Resident Holder’s “specified foreign
property” (as defined in the Tax Act) on a timely basis in accordance with the Tax Act.
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The foreign property reporting rules in the Tax Act are complex and this summary does not purport to address
all circumstances in which reporting may
be required by a Resident Holder. Resident Holders should consult their own tax advisors regarding compliance with these rules.

Non-Residents of Canada

The following portion of this summary is applicable to a Holder who: (i) has not been, is not, and will not be resident or deemed to be resident in
Canada
for purposes of the Tax Act or any applicable tax treaty or convention; and (ii) does not and will not use or hold, and is not and will not be
deemed to use or hold, shares of our common stock in connection with, or in the course of, carrying
on a business in Canada, which we refer to as a
Non-Resident Holder. Special rules, which are not discussed in this summary, may apply to a Non-Resident Holder that is
an insurer carrying on
business in Canada and elsewhere or is an “authorized foreign bank” (as defined in the Tax Act). Such Non-Resident Holders should consult their own
tax advisors.

Dividends on Shares of Our Common Stock

Dividends
paid in respect of shares of our common stock to a Non-Resident Holder will not be subject to Canadian withholding tax or other income tax
under the Tax Act.

Disposition of Shares of Our Common Stock

A Non-Resident Holder who disposes or is deemed to dispose of shares of our common stock will not be subject to Canadian income tax in respect of
any capital gain realized on the disposition unless such shares of our
common stock constitute “taxable Canadian property” of the Non-Resident Holder
for the purposes of the Tax Act and no exemption is available under an applicable income tax treaty or convention
between Canada and the jurisdiction
in which the Non-Resident Holder is resident.

Provided the shares of our
common stock are listed on a “designated stock exchange”, as defined in the Tax Act (which currently includes Nasdaq), at
the time of disposition, shares of our common stock generally will not constitute taxable Canadian property of a Non-Resident Holder at that time,
unless at any time during the 60 month period immediately preceding the disposition the following two conditions are met concurrently: (i) one or any
combination of the Non-Resident Holder, persons with whom the Non-Resident Holder did not deal at arm’s length or partnerships in which the
Non-Resident Holder or such non-arm’s length person holds a membership interest (either directly or indirectly through one or more partnerships),
owned 25% or more
of the issued shares of any class of the capital stock of our company; and (ii) more than 50% of the fair market value of the shares
of our common stock was derived directly or indirectly from one or any combination of real or immovable
property situated in Canada, “Canadian
resource properties” (as defined in the Tax Act), “timber resource properties” (as defined in the Tax Act) or an option, an interest or, for civil law, a right
in such property, whether or
not such property exists. Notwithstanding the foregoing, a share of our common stock may otherwise be deemed to be
taxable Canadian property to a Non-Resident Holder for purposes of the Tax Act in certain
circumstances.

If the common shares are, or are deemed to be, taxable Canadian property of a Non-Resident Holder
and any capital gain that would be realized on the
disposition thereof is not exempt from tax under the Tax Act or pursuant to an applicable income tax treaty or convention, the income tax consequences
described above under “Holders Resident in
Canada – Disposition of Shares of Our Common Stock” and “Holders Resident in Canada – Taxation of
Capital Gains and Capital Losses” will generally apply to the Non-Resident
Holder.

Eligibility for Investment

Subject to the
provisions of any particular plan, based on the provisions of the Tax Act on the date hereof, the shares of our common stock, if issued on
the date hereof, would be at the time of acquisition “qualified investments” under the Tax Act for
trusts governed by registered retirement savings plans,
or RRSPs, registered
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retirement income funds, or RRIFs, deferred profit sharing plans, registered education savings plans, or RESPs, registered disability savings plans, or
RDSPs,
tax-free savings accounts, or TFSAs, and first home savings accounts, or FHSAs; collectively, RRSPs, RRIFs, RESPs, RDSPs, TFSAs, and
FHSAs are referred to as Registered Plans, provided that at the time of
acquisition the shares of our common stock are listed on a “designated stock
exchange” for the purposes of the Tax Act (which currently includes the Nasdaq) or our company is otherwise a “public corporation” (other than a
“mortgage investment corporation”) within the meaning of the Tax Act.

Notwithstanding the foregoing, the annuitant, holder or subscriber, as
applicable, of a Registered Plan will be subject to a penalty tax in respect of the
shares of our common stock held by a trust governed by such Registered Plan if such shares of our common are a “prohibited investment” for such
Registered
Plan for the purposes of the Tax Act. The shares of our common stock will not be a prohibited investment for a Registered Plan, provided
that the annuitant, holder or subscriber of such a Registered Plan, as the case may be: (1) deals at
arm’s length with us for purposes of the Tax Act, and
(ii) does not have a “significant interest” (within the meaning of the Tax Act for the purposes of the prohibited investment rules) in us. In addition, the
shares of our
common stock will not be a prohibited investment if the shares of our common stock are “excluded property” (as defined in the Tax Act for
the purposes of the prohibited investment rules) for a Registered Plan. Resident Holders who intend
to hold shares of our common stock in a Registered
Plan should consult their own tax advisors with respect to the application of the prohibited investment rules.
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LEGAL MATTERS

The validity of the shares offered hereby will be passed upon for us by Wilson Sonsini Goodrich & Rosati, Professional Corporation, Palo Alto,
California.

EXPERTS

The consolidated financial statements of Zymeworks Inc.as of December 31, 2023 and 2022, and for each of the years in the three-year period ended
December 31, 2023, and management’s assessment of the effectiveness of internal control over financial reporting as of December 31, 2023 included in
the Annual Report on Form 10-K have been
incorporated by reference in this prospectus supplement in reliance upon the reports of KPMG LLP,
independent registered public accounting firm, incorporated by reference herein, and upon the authority of said firm as experts in accounting and
auditing.
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WHERE YOU CAN FIND MORE INFORMATION

We file annual, quarterly and current reports, proxy statements and other information with the SEC. Our SEC filings are available to the public over the
Internet at the SEC’s website at www.sec.gov. Copies of certain information filed by us with the SEC are also available on our website at
www.zymeworks.com. References to our website in this prospectus supplement, the accompanying
base shelf prospectus and the documents incorporated
by reference herein or therein are inactive textual references only, and the information found on our internet website is not incorporated by reference
into, and should not be considered part of,
this prospectus supplement, the accompanying base shelf prospectus or the documents incorporated by
reference herein or therein. Investors should not rely on any such information in deciding whether to invest in our common stock.

This prospectus supplement and accompanying base shelf prospectus do not contain all of the information in the registration statement. You should
review the
information and exhibits in the registration statement for further information on us and our consolidated subsidiaries and the securities that
we are offering. Forms of any indenture or other documents establishing the terms of the offered
securities are filed as exhibits to the registration
statement of which this prospectus supplement forms a part or under cover of a Current Report on Form 8-K and incorporated in this prospectus
supplement by
reference. Statements in this prospectus supplement and accompanying base shelf prospectus about these documents are summaries and
each statement is qualified in all respects by reference to the document to which it refers. You should read the
actual documents for a more complete
description of the relevant matters.

INCORPORATION OF CERTAIN
DOCUMENTS BY REFERENCE

The SEC allows us to incorporate by reference much of the information that we file with the SEC, which means that we can
disclose important
information to you by referring you to those publicly available documents. The information that we incorporate by reference in this prospectus
supplement is considered to be part of this prospectus supplement. Because we are
incorporating by reference future filings with the SEC, this
prospectus supplement is continually updated and those future filings may modify or supersede some of the information included or incorporated by
reference in this prospectus supplement.
This means that you must look at all of the SEC filings that we incorporate by reference to determine if any of
the statements in this prospectus supplement or in any document previously incorporated by reference have been modified or superseded.
This
prospectus supplement incorporates by reference the documents listed below and any future filings we make with the SEC under Sections 13(a), 13(c),
14 or 15(d) of the Exchange Act (in each case, other than those documents or the portions of
those documents furnished pursuant to Items 2.02 or 7.01
of any Current Report on Form 8-K and, except as may be noted in any such Form 8-K, exhibits filed on such form
that are related to such information),
until the offering of the securities under the registration statement of which this prospectus supplement forms a part is terminated or completed:
 

  •   our Annual Report on Form
10-K for the year ended December 31, 2023, filed with the SEC on March 6, 2024;
 

  •   our Quarterly Report on Form
10-Q for the quarter ended March 31, 2024, filed with the SEC on May 2, 2024;
 

 
•   our Current Reports on Form 8-K filed with the SEC on January
 
4, 2024 (excluding information furnished under Item 2.02 and portions

of Exhibit 99.1 described in such report as being furnished and not filed), January 5,
2024, February 
8, 2024, February 
22, 2024, March 
28, 2024, April 
1, 2024, and April 4, 2024;

 

  •   the description of our common stock contained in Amendment No. 
1 to the Registration Statement on Form 8-A relating thereto, filed with
the SEC on
June 12, 2023, including any amendment or report filed for the purpose of updating such description; and
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  •   all other documents filed by us with the SEC under Sections 13(a), 13(c), 14 or 15(d) of the Exchange Act after
December 31, 2023, but
before the date of this prospectus supplement.

You may request a copy of these filings, at no cost, by
writing or telephoning us at the following address and telephone number:

Zymeworks Inc.
108 Patriot Drive, Suite A

Middletown, Delaware 19709
Attn:
Investor Relations
Phone: (302) 274-8744
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PROSPECTUS
 

ZYMEWORKS INC.

Common Stock
Preferred
Stock
Debt Securities

Depositary Shares
Warrants

Subscription
Rights
Purchase Contracts

Units

We may issue securities from time
to time in one or more offerings, in amounts, at prices and on terms determined at the time of offering. This
prospectus describes the general terms of these securities and the general manner in which these securities will be offered. We will
provide the specific
terms of these securities in supplements to this prospectus, which will also describe the specific manner in which these securities will be offered and
may also supplement, update or amend information contained in this
prospectus. You should read this prospectus and any applicable prospectus
supplement before you invest.

The securities may be sold directly to you,
through agents or through underwriters and dealers. If agents, underwriters or dealers are used to sell the
securities, we will name them and describe their compensation in a prospectus supplement. The price to the public of those securities and the
net
proceeds we expect to receive from that sale will also be set forth in a prospectus supplement.

Our common stock is listed on the Nasdaq Global
Select Market under the symbol “ZYME.” Each prospectus supplement will indicate whether the
securities offered thereby will be listed on any securities exchange.
 

 

Investing in our securities involves risks. Please carefully read the information under the headings “Risk Factors”
beginning on page 4 of this
prospectus and “Item 1A – Risk Factors” of our most recent report on Form 10-K or 10-Q that is incorporated by reference in this prospectus
before you invest in our securities.

Neither the Securities and Exchange Commission nor any state securities commission has approved or disapproved of these securities or passed
upon the
adequacy or accuracy of this prospectus. Any representation to the contrary is a criminal offense.
 

 

The date of
this prospectus is May 2, 2024.
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ABOUT THIS PROSPECTUS

This prospectus is part of a registration statement that we filed with the Securities and Exchange Commission, or the SEC, as a “well-known seasoned
issuer” as defined in Rule 405 under the Securities Act of 1933, as amended, or the Securities Act, using a “shelf” registration process. Under this shelf
registration process, we may from time to time sell any combination of the
securities described in this prospectus in one or more offerings.

This prospectus provides you with a general description of the securities that may be
offered. Each time we sell securities, we will provide one or more
prospectus supplements that will contain specific information about the terms of the offering. The prospectus supplement may also add, update or
change information contained in this
prospectus. Before you invest in our securities, you should read both this prospectus and any applicable prospectus
supplement together with the additional information described in the sections titled “Where You Can Find More Information”
and “Incorporation by
Reference.”

We have not authorized anyone to provide you with information that is different from that contained, or
incorporated by reference, in this prospectus,
any applicable prospectus supplement or in any related free writing prospectus. We take no responsibility for, and can provide no assurance as to the
reliability of, any other information that others
may give you. This prospectus and any applicable prospectus supplement or any related free writing
prospectus do not constitute an offer to sell or the solicitation of an offer to buy any securities other than the securities described in the
applicable
prospectus supplement or an offer to sell or the solicitation of an offer to buy such securities in any circumstances in which such offer or solicitation is
unlawful. You should assume that the information appearing in this prospectus,
any prospectus supplement, the documents incorporated by reference
and any related free writing prospectus is accurate only as of their respective dates. Our business, financial condition, results of operations and prospects
may have changed
materially since those dates.
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PROSPECTUS SUMMARY

This summary highlights selected information that is presented in greater detail elsewhere, or incorporated by reference, in this prospectus. It does
not
contain all of the information that may be important to you and your investment decision. Before investing in our securities, you should
carefully read this entire prospectus, including the matters set forth in the section titled “Risk
Factors” and the financial statements and related
notes and other information that we incorporate by reference herein, including our Annual Report on Form 10-K and our Quarterly Reports on
Form 10-Q. Unless the context indicates otherwise,
references in this prospectus to “Zymeworks Inc.,” “we,” “our” and “us” refer, collectively, to
Zymeworks Inc., a Delaware corporation, and its subsidiaries taken as a whole.

Company Overview

Zymeworks is a clinical-stage
biotechnology company developing a diverse pipeline of novel, multifunctional biotherapeutics to improve the
standard of care for difficult-to-treat diseases. Zymeworks’ complementary therapeutic platforms and fully integrated drug development
engine
provide the flexibility and compatibility to precisely engineer and develop highly differentiated antibody-based therapeutic candidates.

Corporate Information

Effective October 13, 2022,
we became a Delaware corporation, following receipt of necessary shareholder, stock exchange, and court approvals.
Zymeworks Inc. was incorporated under the laws of the State of Delaware in June 2022. Our principal executive offices are located at
108 Patriot
Drive, Suite A, Middletown, Delaware 19709, and our telephone number is (302) 274-8744. Our predecessor, now named Zymeworks BC Inc.,
was originally incorporated on September 8, 2003 under the Canada Business Corporations Act
under the name “Zymeworks Inc.” On October 22,
2003, our predecessor was registered as an extra-provincial company under the Company Act (British Columbia), the predecessor to the Business
Corporations Act (British Columbia), or the
BCBCA. Our predecessor continued to British Columbia under the BCBCA on May 2, 2017.

The Securities That May Be Offered

We may offer or sell common stock, preferred stock, depositary shares, debt securities, warrants, subscription rights, purchase contracts and units in
one or
more offerings and in any combination. Each time securities are offered with this prospectus, we will provide a prospectus supplement that
will describe the specific amounts, prices and terms of the securities being offered and the net proceeds we
expect to receive from that sale.

The securities may be sold to or through underwriters, dealers or agents or directly to purchasers or as otherwise set
forth in the section titled “Plan
of Distribution.” Each prospectus supplement will set forth the names of any underwriters, dealers, agents or other entities involved in the sale of
securities described in that prospectus supplement and
any applicable fee, commission or discount arrangements with them.

Common Stock

We may offer shares of our common stock, par value $0.00001 per share, either alone or underlying other registered securities convertible into our
common
stock. Holders of common stock are entitled to receive dividends declared by our board of directors out of funds legally available for the
payment of dividends, subject to rights, if any, of preferred stockholders. We have not paid dividends in the
past and have no current plans to pay
dividends. Each holder of common stock is entitled to one vote per share. The holders of common stock have no preemptive rights.
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Preferred Stock

Our board of directors has the authority, subject to limitations prescribed by Delaware law, to issue preferred stock in one or more series, to
establish from
time to time the number of shares to be included in each series, and to fix the designation, powers, preferences and rights of the
shares of each series and any of its qualifications, limitations or restrictions, in each case without further vote or
action by our stockholders. Each
series of preferred stock offered by us will be more fully described in the particular prospectus supplement that will accompany this prospectus,
including redemption provisions, rights in the event of our
liquidation, dissolution or winding up, voting rights and rights to convert into common
stock.

Depositary Shares

We may offer depositary shares evidenced by depositary receipts, with each depositary share representing a fractional interest in a share of a
particular
series of preferred stock issued and deposited with a depositary to be designated by us. Each series of depositary shares or depositary
receipts offered by us will be more fully described in the particular prospectus supplement that will accompany
this prospectus, including
redemption provisions, rights in the event of our liquidation, dissolution or winding up, voting rights and rights to convert into common stock.

Debt Securities

We may issue
secured or unsecured obligations in the form of one or more series of senior or subordinated debt. The senior debt securities and the
subordinated debt securities are together referred to in this prospectus as the “debt securities.” The
subordinated debt securities generally will be
entitled to payment only after payment of our senior debt. Senior debt generally includes all debt for money borrowed by us, except debt that is
stated in the instrument governing the terms of that debt
to be not senior to, or to have the same rank in right of payment as, or to be expressly
junior to, the subordinated debt securities. We may offer debt securities that are convertible into shares of our common stock or other securities.

The debt securities will be issued under an indenture between us and a trustee to be identified in an accompanying prospectus supplement. We have
summarized
the general features of the debt securities to be governed by the indenture in this prospectus and the form of indenture has been filed as
an exhibit to the registration statement of which this prospectus forms a part. We encourage you to read the
indenture.

Warrants

We may
offer warrants for the purchase of common stock, preferred stock, debt securities or depositary shares. We may offer warrants
independently or together with other securities.

Subscription Rights

We may offer
subscription rights to purchase our common stock, preferred stock, debt securities, depositary shares, warrants or units consisting of
some or all of these securities. These subscription rights may be offered independently or together with any other
security offered hereby and may
or may not be transferable by the stockholder receiving the subscription rights in such offering.

Purchase Contracts

We may offer
purchase contracts, including contracts obligating holders or us to purchase from the other a specific or variable number of securities
at a future date or dates.
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Units

We may offer units comprised of one or more of the other classes of securities described in this prospectus in any combination. Each unit will be
issued so
that the holder of the unit is also the holder of each security included in the unit.
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RISK FACTORS

An investment in our securities involves a high degree of risk. The prospectus supplement applicable to each offering of our securities will contain a
discussion of the risks applicable to an investment in our securities. Prior to making a decision about investing in our securities, you should carefully
consider the specific risk factors discussed in the section of the applicable prospectus
supplement titled “Risk Factors,” together with all of the other
information contained or incorporated by reference in the prospectus supplement or appearing or incorporated by reference in this prospectus. You
should also consider the
risks, uncertainties and assumptions discussed under “Part I—Item 1A—Risk Factors” of our most recent Annual Report on
Form 10-K and in “Part II—Item 1A—Risk Factors” in our most
recent Quarterly Report on Form 10-Q filed subsequent to such Form 10-K that are
incorporated herein by reference, as may be amended, supplemented or superseded from time to time by other reports we file with the SEC in the future.
The risks
and uncertainties we have described are not the only ones we face. Additional risks and uncertainties not presently known to us or that we
currently deem immaterial may also affect our operations. Our Risk Factors are not guarantees that no such
conditions exist as of the date of this
prospectus and should not be interpreted as an affirmative statement that such risks or conditions have not materialized, in whole or in part.
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FORWARD-LOOKING
STATEMENTS

This prospectus, each prospectus supplement and the information incorporated by reference in this prospectus and each prospectus
supplement contain
certain statements that constitute “forward-looking statements” within the meaning of Section 27A of the Securities Act and Section 21E of the
Securities Exchange Act of 1934, as amended, or the Exchange Act.
The words “believe,” “may,” “will,” “estimate,” “continue,” “anticipate,” “intend,”
“expect,” “could,” “would,” “project,”
“plan,” “potentially,” “likely,” and similar expressions and variations thereof are intended to identify forward-
looking statements, but are not the exclusive means of identifying such statements. Those statements
appear in this prospectus, any accompanying
prospectus supplement and the documents incorporated herein and therein by reference, particularly in the sections titled “Risk Factors” and
“Management’s Discussion and Analysis of
Financial Condition and Results of Operations” and include statements regarding the intent, belief or current
expectations of our management that are subject to known and unknown risks, uncertainties and assumptions. You are cautioned that any
such forward-
looking statements are not guarantees of future performance and involve risks and uncertainties, and that actual results may differ materially from those
projected in the forward-looking statements as a result of various factors.

Because forward-looking statements are inherently subject to risks and uncertainties, some of which cannot be predicted or quantified, you should not
rely
upon forward-looking statements as predictions of future events. The events and circumstances reflected in the forward-looking statements may not
be achieved or occur and actual results could differ materially from those projected in the
forward-looking statements. Except as required by applicable
law, including the securities laws of the United States and the rules and regulations of the SEC, we do not plan to publicly update or revise any forward-
looking statements contained
herein after we distribute this prospectus, whether as a result of any new information, future events or otherwise.

In addition, statements that “we
believe” and similar statements reflect our beliefs and opinions on the relevant subject. These statements are based upon
information available to us as of the date of this prospectus, and although we believe such information forms a reasonable
basis for such statements,
such information may be limited or incomplete, and our statements should not be read to indicate that we have conducted a thorough inquiry into, or
review of, all potentially available relevant information. These
statements are inherently uncertain and investors are cautioned not to unduly rely upon
these statements.

This prospectus and the documents incorporated
by reference in this prospectus may contain market data that we obtain from industry sources. These
sources do not guarantee the accuracy or completeness of the information. Although we believe that our industry sources are reliable, we do not
independently verify the information. The market data may include projections that are based on a number of other projections. While we believe these
assumptions to be reasonable and sound as of the date of this prospectus, actual results may differ
from the projections.

USE OF PROCEEDS

We will retain broad discretion over the use of the net proceeds to us from the sale of our securities under this prospectus. Specific information about the
use of proceeds from the specific issuance of any securities will be set forth in the applicable prospectus supplement.

DESCRIPTION OF CAPITAL STOCK

The description of our capital stock is incorporated by reference to Exhibit 
4.1 to our Annual Report on Form 10-K for the fiscal year ended
December 31, 2023, filed with the
SEC on March 6, 2024.
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DESCRIPTION OF DEBT SECURITIES

The following description, together with the additional information we include in any applicable prospectus supplement, summarizes certain general
terms and
provisions of the debt securities that we may offer under this prospectus. When we offer to sell a particular series of debt securities, we will
describe the specific terms of the series in a supplement to this prospectus. We will also indicate in
the supplement to what extent the general terms and
provisions described in this prospectus apply to a particular series of debt securities.

We may issue
debt securities either separately or together with, or upon the conversion or exercise of or in exchange for, other securities described in
this prospectus. Debt securities may be our senior, senior subordinated or subordinated obligations and,
unless otherwise specified in a supplement to
this prospectus, the debt securities will be our direct, unsecured obligations and may be issued in one or more series.

The debt securities will be issued under an indenture between us and a trustee to be identified in an accompanying prospectus supplement. We have
summarized
material provisions of the debt securities and select portions of the indenture below. The indenture will be qualified under the Trust
Indenture Act of 1939, as amended, or the Trust Indenture Act. The summary is not complete and is subject to, and
qualified in its entirety by reference
to, all of the provisions of the indenture applicable to a particular series of debt securities. The form of the indenture has been filed as an exhibit to the
registration statement of which this prospectus
forms a part and you should read the indenture for provisions that may be important to you. Supplemental
indentures and forms of debt securities containing the terms of the debt securities being offered will be filed as exhibits to the registration
statement of
which this prospectus is a part or will be incorporated by reference from reports that we file with the SEC, as applicable. Capitalized terms used in the
summary and not defined herein have the meanings specified in the indenture.
Unless the context requires otherwise, whenever we refer to an indenture,
we also are referring to any supplemental indentures or forms of debt securities that specify the terms of a particular series of debt securities.

General

The terms of each series of debt securities will
be established by or pursuant to a resolution of our board of directors and set forth or determined in the
manner provided in a resolution of our board of directors, in an officer’s certificate or by a supplemental indenture. The particular
terms of each series of
debt securities will be described in a prospectus supplement relating to such series (including any pricing supplement or term sheet).

We can issue an unlimited amount of debt securities under the indenture that may be in one or more series with the same or various maturities, at par, at
a
premium, or at a discount. We will set forth in a prospectus supplement (including any pricing supplement or term sheet) relating to any series of debt
securities being offered the aggregate principal amount and the terms of the debt securities,
including, if applicable:
 

  •   the title and ranking of the debt securities (including the terms of any subordination provisions);
 

  •   the price or prices (expressed as a percentage of the principal amount) at which we will sell the debt
securities, which may be sold at a
discount below their stated principal amount;

 

  •   any limit upon the aggregate principal amount of the debt securities;
 

  •   the date or dates on which the principal of the securities of the series is payable;
 

 

•   the rate or rates (which may be fixed or variable) per annum or the method used to determine the rate or rates
(including any commodity,
commodity index, stock exchange index or financial index) at which the debt securities will bear interest, the date or dates from which
interest will accrue, the date or dates on which interest will commence and be payable
and any regular record date for the interest payable
on any interest payment date;

 

  •   the right, if any, to defer payment of interest and the maximum length of any such deferral period;
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•   the place or places where principal of, and interest, if any, on the debt securities will be payable (and the
method of such payment), where

the securities of such series may be surrendered for registration of transfer or exchange, and where notices and demands to us in respect of
the debt securities may be delivered;

 

  •   the period or periods within which, the price or prices at which, and the terms and conditions upon which, we may
redeem the debt
securities;

 

 
•   any obligation we have to repurchase the debt securities pursuant to any sinking fund or analogous provisions or
at the option of a holder

of debt securities and the period or periods within which, the price or prices at which and the terms and conditions upon which securities of
the series shall be repurchased, in whole or in part, pursuant to such
obligation;

 

 

•   the provisions relating to conversion or exchange of any debt securities of the series into our common stock or
other securities and the
terms and conditions upon which such debt securities will be so convertible or exchangeable, including the conversion or exchange price,
as applicable, or how it will be calculated and may be adjusted, any mandatory or
optional (at our option or the holders’ option) conversion
or exchange features, the applicable conversion or exchange period and the manner of settlement for any conversion or exchange;

 

  •   the denominations in which the debt securities will be issued, if other than denominations of $1,000, and any
integral multiple thereof;
 

  •   whether the debt securities will be issued in the form of certificated debt securities or global debt securities;
 

  •   the portion of principal amount of the debt securities payable upon declaration of acceleration of the maturity
date, if other than the
principal amount;

 

  •   the currency of denomination of the debt securities, which may be United States dollars or any foreign currency,
and if such currency of
denomination is a composite currency, the agency or organization, if any, responsible for overseeing such composite currency;

 

 
•   the designation of the currency, currencies or currency units in which payment of principal of, premium and
interest on the debt securities

will be made and, if other than that or those in which the debt securities are denominated, the manner in which the exchange rate with
respect to these payments will be determined;

 

 
•   the manner in which the amounts of payment of principal or premium or interest, if any, on the debt securities
will be determined, if these

amounts may be determined by reference to an index based on a currency or currencies or by reference to a commodity, commodity index,
stock exchange index or financial index;

 

  •   any provisions relating to any security provided for the debt securities;
 

 
•   any addition to, deletion of, or change in the covenants or Events of Default described in this prospectus or in
the indenture with respect to

the debt securities and any change in the acceleration provisions described in this prospectus or in the indenture with respect to the debt
securities;

 

  •   any depositaries, interest rate calculation agents, exchange rate calculation agents or other agents with respect
to the debt securities;
 

 
•   any other terms of the debt securities, which may supplement, modify or delete any provision of the indenture as
it applies to that series,

including any terms that may be required under applicable law or regulations or advisable in connection with the marketing of the
securities; and

 

  •   whether any of our direct or indirect subsidiaries will guarantee the debt securities of that series, including
the terms of subordination, if
any, of such guarantees.
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We may issue debt securities that provide for an amount less than their stated principal amount to be due
and payable upon declaration of acceleration of
their maturity pursuant to the terms of the indenture. We will provide you with information on the federal income tax considerations and other special
considerations applicable to any of these debt
securities in the applicable prospectus supplement.

If we denominate the purchase price of any of the debt securities in a foreign currency or currencies
or a foreign currency unit or units, or if the principal
of and any premium and interest on any series of debt securities is payable in a foreign currency or currencies or a foreign currency unit or units, we will
provide you with information on the
restrictions, elections, general tax considerations, specific terms and other information with respect to that issue of
debt securities and such foreign currency or currencies or foreign currency unit or units in the applicable prospectus
supplement.

Transfer and Exchange

Each debt
security will be represented by either one or more global securities registered in the name of a clearing agency registered under the Exchange
Act, which we refer to as the depositary, or a nominee of the depositary (we will refer to any debt
security represented by a global debt security as a
“book-entry debt security”), or a certificate issued in definitive registered form (we will refer to any debt security represented by a certificated security
as a “certificated debt
security”) as set forth in the applicable prospectus supplement. Except as set forth under the heading titled “—Global Debt
Securities and Book-Entry System” below, book-entry debt securities will not be issuable in certificated
form.

Certificated Debt Securities

You may transfer or exchange certificated debt securities at any office we maintain for this purpose in accordance with the terms of the indenture. No
service
charge will be made for any transfer or exchange of certificated debt securities, but we may require payment of a sum sufficient to cover any tax
or other governmental charge payable in connection with a transfer or exchange.

You may effect the transfer of certificated debt securities and the right to receive the principal of, premium and interest on certificated debt securities
only by surrendering the certificate representing those certificated debt securities and either reissuance by us or the trustee of the certificate to the new
holder or the issuance by us or the trustee of a new certificate to the new holder.

Global Debt Securities and Book-Entry System

Each global debt security representing book-entry debt securities will be deposited with, or on behalf of, the depositary, and registered in the name of the
depositary or a nominee of the depositary.

Covenants

We will set forth in the applicable prospectus supplement any restrictive covenants applicable to any issue or series of debt securities.

No Protection in the Event of a Change of Control

Unless
we state otherwise in the applicable prospectus supplement, the debt securities will not contain any provisions which may provide holders of the
debt securities protection in the event we have a change in control or in the event of a highly
leveraged transaction (whether or not such transaction
results in a change in control) which could adversely affect holders of debt securities.
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Consolidation, Merger and Sale of Assets

We may not consolidate with or merge with or into, or convey, transfer or lease all or substantially all of our properties and assets to any person, which
we
refer to as a successor person, unless:
 

  •   we are the surviving corporation or the successor person (if other than us) is a corporation organized and
validly existing under the laws of
any U.S. domestic jurisdiction and expressly assumes our obligations on the debt securities and under the indenture; and

 

  •   immediately after giving effect to the transaction, no Default or Event of Default (as defined below), shall have
occurred and be
continuing.

Notwithstanding the above, any of our subsidiaries may consolidate with, merge into or transfer all or part
of its properties to us.

Events of Default

“Event of Default” means with respect to any series of debt securities, any of the following:
 

 
•   default in the payment of any interest upon any debt security of that series when it becomes due and payable, and
continuance of such

default for a period of 30 days (unless the entire amount of the payment is deposited by us with the trustee or with a paying agent prior to
the expiration of the 30-day period);

 

  •   default in the payment of principal of any security of that series at its maturity;
 

 

•   default in the performance or breach of any other covenant or warranty by us in the indenture (other than a
covenant or warranty that has
been included in the indenture solely for the benefit of a series of debt securities other than that series), which default continues uncured
for a period of 60 days after we receive written notice from the trustee, or
we and the trustee receive written notice from the holders of not
less than 25% in principal amount of the outstanding debt securities of that series as provided in the indenture;

 

  •   certain voluntary or involuntary events of bankruptcy, insolvency or reorganization of us; and
 

  •   any other Event of Default provided with respect to debt securities of that series that is described in the
applicable prospectus supplement.

No Event of Default with respect to a particular series of debt securities (except as to certain
events of bankruptcy, insolvency or reorganization)
necessarily constitutes an Event of Default with respect to any other series of debt securities. The occurrence of certain Events of Default or an
acceleration under the indenture may constitute an
event of default under certain indebtedness of ours or our subsidiaries outstanding from time to time.

We will provide the trustee written notice of any
Default or Event of Default within 30 days of becoming aware of the occurrence of such Default or
Event of Default, which notice will describe in reasonable detail the status of such Default or Event of Default and what action we are taking or
propose
to take in respect thereof.

If an Event of Default with respect to debt securities of any series at the time outstanding occurs and is continuing
(except an Event of Default resulting
from certain events of bankruptcy, insolvency, or reorganization as described below), then the trustee or the holders of not less than 25% in principal
amount of the outstanding debt securities of that series
may, by a notice in writing to us (and to the trustee if given by the holders), declare to be due and
payable immediately the principal of (or, if the debt securities of that series are discount securities, that portion of the principal amount as
may be
specified in the terms of that series) and accrued and unpaid interest, if any, on all debt securities of that series. In the case of an Event of Default
resulting from certain events of bankruptcy, insolvency or reorganization, the principal
(or such specified amount) of and accrued and
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unpaid interest, if any, on all outstanding debt securities will become and be immediately due and payable without any declaration or other act on the
part of the trustee or any holder of
outstanding debt securities. At any time after a declaration of acceleration with respect to debt securities of any series
has been made, but before a judgment or decree for payment of the money due has been obtained by the trustee, the holders of a
majority in principal
amount of the outstanding debt securities of that series may rescind and annul the acceleration if all Events of Default, other than the non-payment of
accelerated principal and interest, if any, with respect to debt securities
of that series, have been cured or waived as provided in the indenture. We refer
you to the prospectus supplement relating to any series of debt securities that are discount securities for the particular provisions relating to acceleration
of a
portion of the principal amount of such discount securities upon the occurrence of an Event of Default.

The indenture will provide that the trustee may
refuse to perform any duty or exercise any of its rights or powers under the indenture unless the trustee
receives indemnity satisfactory to it against any cost, liability or expense which might be incurred by it in performing such duty or
exercising such right
or power. Subject to certain rights of the trustee, the holders of a majority in principal amount of the outstanding debt securities of any series will have
the right to direct the time, method and place of conducting any
proceeding for any remedy available to the trustee or exercising any trust or power
conferred on the trustee with respect to the debt securities of that series.

No holder of any debt security of any series will have any right to institute any proceeding, judicial or otherwise, with respect to the indenture or for the
appointment of a receiver or trustee, or for any remedy under the indenture, unless:
 

  •   that holder has previously given to the trustee written notice of a continuing Event of Default with respect to
debt securities of that series;
and

 

 

•   the holders of not less than 25% in principal amount of the outstanding debt securities of that series have made
written request, and offered
indemnity or security satisfactory to the trustee, to the trustee to institute the proceeding as trustee, and the trustee has not received from
the holders of not less than a majority in principal amount of the
outstanding debt securities of that series a direction inconsistent with that
request and has failed to institute the proceeding within 60 days.

Notwithstanding any other provision in the indenture, the holder of any debt security will have an absolute and unconditional right to receive payment of
the
principal of, premium and any interest on that debt security on or after the due dates expressed in that debt security and to institute suit for the
enforcement of payment.

The indenture requires us, within 120 days after the end of our fiscal year, to furnish to the trustee a statement as to compliance with the indenture. If a
Default or Event of Default occurs and is continuing with respect to the securities of any series and if it is known to a responsible officer of the trustee,
the trustee shall send to each securityholder of the securities of that series notice of a
Default or Event of Default within 90 days after it occurs or, if
later, after a responsible officer of the trustee has knowledge of such Default or Event of Default. The indenture will provide that the trustee may
withhold notice to the holders of
debt securities of any series of any Default or Event of Default (except in payment on any debt securities of that series)
with respect to debt securities of that series if the trustee determines in good faith that withholding notice is in the
interest of the holders of those debt
securities.

Modification and Waiver

We and the trustee may modify, amend or supplement the indenture or the debt securities of any series without the consent of any holder of any debt
security:
 

  •   to cure any ambiguity, defect or inconsistency;
 

  •   to comply with covenants in the indenture described above under the heading “—Consolidation, Merger and
Sale of Assets”;
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  •   to provide for uncertificated securities in addition to or in place of certificated securities;
 

  •   to add guarantees with respect to debt securities of any series or secure debt securities of any series;
 

  •   to surrender any of our rights or powers under the indenture;
 

  •   to add covenants or events of default for the benefit of the holders of debt securities of any series;
 

  •   to comply with the applicable procedures of the applicable depositary;
 

  •   to make any change that does not adversely affect the rights of any holder of debt securities;
 

  •   to provide for the issuance of, and establish the form and terms and conditions of debt securities of, any series
as permitted by the
indenture;

 

  •   to effect the appointment of a successor trustee with respect to the debt securities of any series and to add to
or change any of the
provisions of the indenture to provide for or facilitate administration by more than one trustee; or

 

  •   to comply with requirements of the SEC in order to effect or maintain the qualification of the indenture under
the Trust Indenture Act.

We may also modify and amend the indenture with the consent of the holders of at least a majority in principal
amount of the outstanding debt securities
of each series affected by the modifications or amendments. We may not make any modification or amendment without the consent of the holders of
each affected debt security then outstanding if that amendment
will:
 

  •   reduce the amount of debt securities whose holders must consent to an amendment, supplement or waiver;
 

  •   reduce the rate of or extend the time for payment of interest (including default interest) on any debt security;
 

  •   reduce the principal of, or premium on, or change the fixed maturity of any debt security, or reduce the amount
of, or postpone the date
fixed for, the payment of any sinking fund or analogous obligation with respect to any series of debt securities;

 

  •   reduce the principal amount of discount securities payable upon acceleration of maturity;
 

 
•   waive a default in the payment of the principal of, premium or interest on any debt security (except a rescission
of acceleration of the debt

securities of any series by the holders of at least a majority in aggregate principal amount of the then outstanding debt securities of that
series and a waiver of the payment default that resulted from such
acceleration);

 

  •   make the principal of or premium or interest on any debt security payable in currency other than that stated in
the debt security;
 

 
•   make any change to certain provisions of the indenture relating to, among other things, the right of holders of
debt securities to receive

payment of the principal of, premium and interest on those debt securities and to institute suit for the enforcement of any such payment and
to waivers or amendments; or

 

  •   waive a redemption payment with respect to any debt security.

Except for certain specified provisions, the holders of at least a majority in principal amount of the outstanding debt securities of any series may on
behalf
of the holders of all debt securities of that series waive our compliance with provisions of the indenture. The holders of a majority in principal
amount of the outstanding debt securities of any series may on behalf of the holders of all the debt
securities of such series waive any past default under
the indenture with respect to that series and its consequences, except a default in the payment of the principal of, premium or any interest on any debt
security of that series; provided,
however, that the holders of a
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majority in principal amount of the outstanding debt securities of any series may rescind an acceleration and its consequences, including any related
payment default that resulted from the
acceleration.

Defeasance of Debt Securities and Certain Covenants in Certain Circumstances

Legal Defeasance

The indenture
will provide that, unless otherwise provided by the terms of the applicable series of debt securities, we may be discharged from any and
all obligations in respect of the debt securities of any series (subject to certain exceptions). We will be so
discharged upon the irrevocable deposit with
the trustee, in trust, of money and/or U.S. government obligations or, in the case of debt securities denominated in a single currency other than U.S.
dollars, government obligations of the government
that issued or caused to be issued such currency, that, through the payment of interest and principal in
accordance with their terms, will provide money or U.S. government obligations in an amount sufficient in the opinion of a nationally recognized
firm
of independent public accountants or investment bank to pay and discharge each installment of principal, premium and interest on and any mandatory
sinking fund payments in respect of the debt securities of that series on the stated maturity of
those payments in accordance with the terms of the
indenture and those debt securities.

This discharge may occur only if, among other things, we have
delivered to the trustee an opinion of counsel stating that we have received from, or there
has been published by, the United States Internal Revenue Service a ruling or, since the date of execution of the indenture, there has been a change in the
applicable United States federal income tax law, in either case to the effect that, and based thereon such opinion shall confirm that, the holders of the
debt securities of that series will not recognize income, gain or loss for United States
federal income tax purposes as a result of the deposit, defeasance
and discharge and will be subject to United States federal income tax on the same amounts and in the same manner and at the same times as would have
been the case if the deposit,
defeasance and discharge had not occurred.

Defeasance of Certain Covenants

The indenture will provide that, unless otherwise provided by the terms of the applicable series of debt securities, upon compliance with certain
conditions:
 

 
•   we may omit to comply with the covenant described under the heading “—Consolidation, Merger and Sale of
Assets” and certain other

covenants set forth in the indenture, as well as any additional covenants which may be set forth in the applicable prospectus supplement;
and

 

  •   any omission to comply with those covenants will not constitute a Default or an Event of Default with respect to
the debt securities of that
series.

We refer to this as covenant defeasance. The conditions include:
 

 

•   depositing with the trustee money and/or U.S. government obligations or, in the case of debt securities
denominated in a single currency
other than U.S. dollars, government obligations of the government that issued or caused to be issued such currency, that, through the
payment of interest and principal in accordance with their terms, will provide
money in an amount sufficient in the opinion of a nationally
recognized firm of independent public accountants or investment bank to pay and discharge each installment of principal of, premium and
interest on and any mandatory sinking fund payments
in respect of the debt securities of that series on the stated maturity of those
payments in accordance with the terms of the indenture and those debt securities;

 

  •   such deposit will not result in a breach or violation of, or constitute a default under the indenture or any
other agreement to which we are a
party;

 

  •   no Default or Event of Default with respect to the applicable series of debt securities shall have occurred or is
continuing on the date of
such deposit; and
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•   delivering to the trustee an opinion of counsel to the effect that we have received from, or there has been
published by, the United States
Internal Revenue Service a ruling or, since the date of execution of the indenture, there has been a change in the applicable United States
federal income tax law, in either case to the effect that, and based thereon
such opinion shall confirm that, the holders of the debt securities
of that series will not recognize income, gain or loss for United States federal income tax purposes as a result of the deposit and related
covenant defeasance and will be subject
to United States federal income tax on the same amounts and in the same manner and at the same
times as would have been the case if the deposit and related covenant defeasance had not occurred.

No Personal Liability of Directors, Officers, Employees or Stockholders

None of our past, present or future directors, officers, employees or stockholders, as such, will have any liability for any of our obligations under the
debt
securities or the indenture or for any claim based on, or in respect or by reason of, such obligations or their creation. By accepting a debt security,
each holder waives and releases all such liability. This waiver and release is part of the
consideration for the issue of the debt securities. However, this
waiver and release may not be effective to waive liabilities under U.S. federal securities laws, and it is the view of the SEC that such a waiver is against
public policy.

Governing Law

The indenture and the debt securities,
including any claim or controversy arising out of or relating to the indenture or the securities, will be governed by
the laws of the State of New York.

The indenture will provide that we, the trustee and the holders of the debt securities (by their acceptance of the debt securities) irrevocably waive, to the
fullest extent permitted by applicable law, any and all right to trial by jury in any legal proceeding arising out of or relating to the indenture, the debt
securities or the transactions contemplated thereby.

The indenture will provide that any legal suit, action or proceeding arising out of or based upon the indenture or the transactions contemplated thereby
may
be instituted in the federal courts of the United States of America located in the City of New York or the courts of the State of New York in each
case located in the City of New York, and we, the trustee and the holder of the debt securities (by
their acceptance of the debt securities) irrevocably
submit to the non-exclusive jurisdiction of such courts in any such suit, action or proceeding. The indenture will further provide that service of any
process, summons, notice or document by mail
(to the extent allowed under any applicable statute or rule of court) to such party’s address set forth in the
indenture will be effective service of process for any suit, action or other proceeding brought in any such court. The indenture will
further provide that
we, the trustee and the holders of the debt securities (by their acceptance of the debt securities) irrevocably and unconditionally waive any objection to
the laying of venue of any suit, action or other proceeding in the courts
specified above and irrevocably and unconditionally waive and agree not to
plead or claim any such suit, action or other proceeding has been brought in an inconvenient forum.
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DESCRIPTION OF DEPOSITARY SHARES

General

We may offer depositary shares representing a
fractional interest in a share of a particular series of preferred stock. Unless otherwise provided in the
prospectus supplement, each owner of a depositary share will be entitled, in proportion to the applicable fractional interest in a share of
preferred stock
represented by the depositary share, to all the rights and preferences of the preferred stock represented by the depositary share. Those rights include
dividend, voting, redemption, conversion and liquidation rights.

The shares of preferred stock underlying the depositary shares will be deposited with a bank or trust company selected by us to act as depositary under a
deposit agreement between us, the depositary and the holders of the depositary receipts. The depositary will be the transfer agent, registrar and dividend
disbursing agent for the depositary shares.

The depositary shares will be evidenced by depositary receipts issued pursuant to the deposit agreement. Holders of depositary receipts agree to be
bound by
the deposit agreement, which requires holders to take certain actions such as filing proof of residence and paying certain charges.

The summary of terms
of the depositary shares contained in this prospectus is not complete. You should refer to the form of the deposit agreement, our
certificate of incorporation and the certificate of designation for the applicable series of preferred stock that are,
or will be, filed with the SEC.

Dividends and Other Distributions

The depositary will distribute all cash dividends or other cash distributions, if any, received in respect of the preferred stock underlying the depositary
shares to the record holders of depositary shares in proportion to the numbers of depositary shares owned by those holders on the relevant record date.
The relevant record date for depositary shares will be the same date as the record date for the
underlying preferred stock.

If there is a distribution other than in cash, the depositary will distribute property (including securities) received by it
to the record holders of depositary
shares, unless the depositary determines that it is not feasible to make the distribution. If this occurs, the depositary may, with our approval, adopt
another method for the distribution, including selling the
property and distributing the net proceeds from the sale to the holders.

Liquidation Preference

If a series of preferred stock underlying the depositary shares has a liquidation preference, in the event of the voluntary or involuntary liquidation,
dissolution or winding up of us, holders of depositary shares will be entitled to receive the fraction of the liquidation preference accorded each share of
the applicable series of preferred stock, as set forth in the applicable prospectus
supplement.

Withdrawal of Stock

Unless the related
depositary shares have been previously called for redemption, upon surrender of the depositary receipts at the office of the depositary,
the holder of the depositary shares will be entitled to delivery, at the office of the depositary to or upon his
or her order, of the number of whole shares of
the preferred stock and any money or other property represented by the depositary shares. If the depositary receipts delivered by the holder evidence a
number of depositary shares in excess of the
number of depositary shares representing the number of whole shares of preferred stock to be withdrawn,
the depositary will deliver to the holder at the same time a new depositary receipt evidencing the excess number of depositary shares. In no
event will
the depositary deliver
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fractional shares of preferred stock upon surrender of depositary receipts. Holders of preferred stock thus withdrawn may not thereafter deposit those
shares under the deposit agreement or
receive depositary receipts evidencing depositary shares therefor.

Redemption of Depositary Shares

Whenever we redeem shares of preferred stock held by the depositary, the depositary will redeem as of the same redemption date the number of
depositary shares
representing shares of the preferred stock so redeemed, so long as we have paid in full to the depositary the redemption price of the
preferred stock to be redeemed plus an amount equal to any accumulated and unpaid dividends on the preferred stock
to the date fixed for redemption.
The redemption price per depositary share will be equal to the redemption price and any other amounts per share payable on the preferred stock
multiplied by the fraction of a share of preferred stock represented by
one depositary share. If less than all the depositary shares are to be redeemed, the
depositary shares to be redeemed will be selected by lot or pro rata or by any other equitable method as may be determined by the depositary.

After the date fixed for redemption, depositary shares called for redemption will no longer be deemed to be outstanding and all rights of the holders of
depositary shares will cease, except the right to receive the monies payable upon redemption and any money or other property to which the holders of
the depositary shares were entitled upon redemption upon surrender to the depositary of the
depositary receipts evidencing the depositary shares.

Voting the Preferred Stock

Upon receipt of notice of any meeting at which the holders of the preferred stock are entitled to vote, the depositary will mail the information contained
in
the notice of meeting to the record holders of the depositary receipts relating to that preferred stock. The record date for the depositary receipts
relating to the preferred stock will be the same date as the record date for the preferred stock.
Each record holder of the depositary shares on the record
date will be entitled to instruct the depositary as to the exercise of the voting rights pertaining to the number of shares of preferred stock represented by
that holder’s depositary
shares. The depositary will endeavor, insofar as practicable, to vote the number of shares of preferred stock represented by the
depositary shares in accordance with those instructions, and we will agree to take all action that may be deemed
necessary by the depositary in order to
enable the depositary to do so. The depositary will not vote any shares of preferred stock except to the extent that it receives specific instructions from
the holders of depositary shares representing that
number of shares of preferred stock.

Charges of the Depositary

We will pay all transfer and other taxes and governmental charges arising solely from the existence of the depositary arrangements. We will pay charges
of the
depositary in connection with the initial deposit of the preferred stock and any redemption of the preferred stock. Holders of depositary receipts
will pay transfer, income and other taxes and governmental charges and such other charges (including
those in connection with the receipt and
distribution of dividends, the sale or exercise of rights, the withdrawal of the preferred stock and the transferring, splitting or grouping of depositary
receipts) as are expressly provided in the deposit
agreement to be for their accounts. If these charges have not been paid by the holders of depositary
receipts, the depositary may refuse to transfer depositary shares, withhold dividends and distributions and sell the depositary shares evidenced by
the
depositary receipt.

Amendment and Termination of the Deposit Agreement

The form of depositary receipt evidencing the depositary shares and any provision of the deposit agreement may be amended by agreement between us
and the
depositary. However, any amendment that materially and adversely alters the rights of the holders of depositary shares, other than fee changes,
will not be effective unless
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the amendment has been approved by the holders of a majority of the outstanding depositary shares. The deposit agreement may be terminated by the
depositary or us only if:
 

  •   all outstanding depositary shares have been redeemed; or
 

  •   there has been a final distribution of the preferred stock in connection with our dissolution and such
distribution has been made to all the
holders of depositary shares.

Resignation and Removal of Depositary

The depositary may resign at any time by delivering to us notice of its election to do so, and we may remove the depositary at any time. Any resignation
or
removal of the depositary will take effect upon our appointment of a successor depositary and its acceptance of such appointment. The successor
depositary must be appointed within 60 days after delivery of the notice of resignation or removal and
must be a bank or trust company having its
principal office in the United States and having the requisite combined capital and surplus as set forth in the applicable agreement.

Notices

The depositary will forward to holders of
depositary receipts all notices, reports and other communications, including proxy solicitation materials
received from us, that are delivered to the depositary and that we are required to furnish to the holders of the preferred stock. In addition,
the depositary
will make available for inspection by holders of depositary receipts at the principal office of the depositary, and at such other places as it may from time
to time deem advisable, any reports and communications we deliver to the
depositary as the holder of preferred stock.

Limitation of Liability

Neither we nor the depositary will be liable if either is prevented or delayed by law or any circumstance beyond its control in performing its obligations.
Our
obligations and those of the depositary will be limited to performance in good faith of our and its duties thereunder. We and the depositary will not
be obligated to prosecute or defend any legal proceeding in respect of any depositary shares or
preferred stock unless satisfactory indemnity is furnished.
We and the depositary may rely upon written advice of counsel or accountants, on information provided by persons presenting preferred stock for
deposit, holders of depositary receipts or
other persons believed to be competent to give such information and on documents believed to be genuine and
to have been signed or presented by the proper party or parties.
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DESCRIPTION OF WARRANTS

We may offer warrants to purchase debt securities, preferred stock, depositary shares or common stock. We may offer warrants separately or together
with one
or more additional warrants, debt securities, preferred stock, depositary shares or common stock, or any combination of those securities in the
form of units, as described in the applicable prospectus supplement. If we issue warrants as part of a
unit, the applicable prospectus supplement will
specify whether those warrants may be separated from the other securities in the unit prior to the expiration date of the warrants. The applicable
prospectus supplement will also describe the following
terms of any warrants:
 

  •   the specific designation and aggregate number of, and the offering price at which we will issue, the warrants;
 

  •   the currency or currency units in which the offering price, if any, and the exercise price are payable;
 

  •   the date on which the right to exercise the warrants will begin and the date on which that right will expire or,
if you may not continuously
exercise the warrants throughout that period, the specific date or dates on which you may exercise the warrants;

 

  •   whether the warrants are to be sold separately or with other securities as parts of units;
 

  •   whether the warrants will be issued in definitive or global form or in any combination of these forms, although,
in any case, the form of a
warrant included in a unit will correspond to the form of the unit and of any security included in that unit;

 

  •   any applicable material U.S. federal income tax consequences;
 

  •   the identity of the warrant agent for the warrants and of any other depositaries, execution or paying agents,
transfer agents, registrars or
other agents;

 

  •   the proposed listing, if any, of the warrants or any securities purchasable upon exercise of the warrants on any
securities exchange;
 

  •   the designation and terms of any equity securities purchasable upon exercise of the warrants;
 

  •   the designation, aggregate principal amount, currency, and terms of any debt securities that may be purchased
upon exercise of the
warrants;

 

  •   if applicable, the designation and terms of the debt securities, preferred stock, depositary shares or common
stock with which the warrants
are issued and the number of warrants issued with each security;

 

  •   if applicable, the date from and after which any warrants issued as part of a unit and the related debt
securities, preferred stock, depositary
shares or common stock will be separately transferable;

 

  •   the number of shares of preferred stock, the number of depositary shares or the number of shares of common stock
purchasable upon
exercise of a warrant and the price at which those shares may be purchased;

 

  •   if applicable, the minimum or maximum amount of the warrants that may be exercised at any one time;
 

  •   information with respect to book-entry procedures, if any;
 

  •   the antidilution provisions, and other provisions for changes to or adjustment in the exercise price, of the
warrants, if any;
 

  •   any redemption or call provisions; and
 

  •   any additional terms of the warrants, including terms, procedures and limitations relating to the exchange or
exercise of the warrants.
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DESCRIPTION OF SUBSCRIPTION RIGHTS

We may offer subscription rights to purchase our common stock, preferred stock, debt securities, depositary shares, warrants or units consisting of some
or
all of these securities. These subscription rights may be offered independently or together with any other security offered hereby and may or may not
be transferable by the stockholder receiving the subscription rights in such offering. In
connection with any offering of subscription rights, we may enter
into a standby arrangement with one or more underwriters or other purchasers pursuant to which the underwriters or other purchasers may be required to
purchase any securities
remaining unsubscribed for after such offering.

The prospectus supplement relating to any subscription rights we offer, if any, will, to the extent
applicable, include specific terms relating to the
offering, including some or all of the following:
 

  •   the price, if any, for the subscription rights;
 

  •   the exercise price payable for our common stock, preferred stock, debt securities, depositary shares, warrants or
units consisting of some or
all of these securities upon the exercise of the subscription rights;

 

  •   the number of subscription rights to be issued to each stockholder;
 

  •   the number and terms of our common stock, preferred stock, debt securities, depositary shares, warrants or units
consisting of some or all
of these securities, which may be purchased per each subscription right;

 

  •   the extent to which the subscription rights are transferable;
 

  •   any other terms of the subscription rights, including the terms, procedures and limitations relating to the
exchange and exercise of the
subscription rights;

 

  •   the date on which the right to exercise the subscription rights shall commence, and the date on which the
subscription rights shall expire;
 

  •   the extent to which the subscription rights may include an over-subscription privilege with respect to
unsubscribed securities or an over-
allotment privilege to the extent the securities are fully subscribed; and

 

  •   if applicable, the material terms of any standby underwriting or purchase arrangement which may be entered into
by us in connection with
the offering of subscription rights.

The descriptions of the subscription rights in this prospectus and in any
prospectus supplement are summaries of the material provisions of the
applicable subscription right agreements. These descriptions do not restate those subscription right agreements in their entirety and may not contain all
the information that you
may find useful. We urge you to read the applicable subscription right agreements because they, and not the summaries, define
your rights as holders of the subscription rights. For more information, please review the forms of the relevant
subscription right agreements, which will
be filed with the SEC promptly after the offering of subscription rights and will be available as described in the section titled “Where You Can Find
More Information.”
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DESCRIPTION OF PURCHASE CONTRACTS

The following description summarizes the general features of the purchase contracts that we may offer under this prospectus. Although the features we
have
summarized below will generally apply to any future purchase contracts we may offer under this prospectus, we will describe the particular terms
of any purchase contracts that we may offer in more detail in the applicable prospectus supplement. The
specific terms of any purchase contracts may
differ from the description provided below as a result of negotiations with third parties in connection with the issuance of those purchase contracts, as
well as for other reasons. Because the terms of
any purchase contracts we offer under a prospectus supplement may differ from the terms we describe
below, you should rely solely on information in the applicable prospectus supplement if that summary is different from the summary in this
prospectus.

We will incorporate by reference into the registration statement of which this prospectus is a part the form of any purchase contract that we
may offer
under this prospectus before the sale of the related purchase contract. We urge you to read any applicable prospectus supplement related to specific
purchase contracts being offered, as well as the complete instruments that contain the
terms of the securities that are subject to those purchase contracts.
Certain of those instruments, or forms of those instruments, have been filed as exhibits to the registration statement of which this prospectus is a part,
and supplements to those
instruments or forms may be incorporated by reference into the registration statement of which this prospectus is a part from
reports we file with the SEC.

We may offer purchase contracts, including contracts obligating holders to purchase from us, and for us to sell to holders, a specific or variable number
of
our securities at a future date or dates. Alternatively, the purchase contracts may obligate us to purchase from holders, and obligate holders to sell to
us, a specific or varying number of our securities.

If we offer any purchase contracts, certain terms of that series of purchase contracts will be described in the applicable prospectus supplement,
including,
without limitation, the following:
 

  •   the price of the securities or other property subject to the purchase contracts (which may be determined by
reference to a specific formula
described in the purchase contracts);

 

  •   whether the purchase contracts are issued separately, or as a part of units each consisting of a purchase
contract and one or more of our
other securities, including U.S. Treasury securities, securing the holder’s obligations under the purchase contract;

 

  •   any requirement for us to make periodic payments to holders or vice versa, and whether the payments are unsecured
or pre-funded;
 

  •   any provisions relating to any security provided for the purchase contracts;
 

  •   whether the purchase contracts obligate the holder or us to purchase or sell, or both purchase and sell, the
securities subject to purchase
under the purchase contract, and the nature and amount of each of those securities, or the method of determining those amounts;

 

  •   whether the purchase contracts are to be prepaid or not;
 

  •   whether the purchase contracts are to be settled by delivery, or by reference or linkage to the value,
performance or level of the securities
subject to purchase under the purchase contract;

 

  •   any acceleration, cancellation, termination or other provisions relating to the settlement of the purchase
contracts;
 

  •   a discussion of certain U.S. federal income tax considerations applicable to the purchase contracts;
 

  •   whether the purchase contracts will be issued in fully registered or global form; and
 

  •   any other terms of the purchase contracts and any securities subject to such purchase contracts.
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DESCRIPTION OF UNITS

We may offer units comprising two or more securities described in this prospectus in any combination. For example, we might issue units consisting of a
combination of debt securities and warrants to purchase common stock. The following description sets forth certain general terms and provisions of the
units that we may offer pursuant to this prospectus. The particular terms of the units and the
extent, if any, to which the general terms and provisions
may apply to the units so offered will be described in the applicable prospectus supplement.

Each unit will be issued so that the holder of the unit also is the holder of each security included in the unit. Thus, the unit will have the rights and
obligations of a holder of each included security. Units will be issued pursuant to the terms of a unit agreement, which may provide that the securities
included in the unit may not be held or transferred separately at any time or at any time before
a specified date. A copy of the forms of the unit
agreement and the unit certificate relating to any particular issue of units will be filed with the SEC each time we issue units, and you should read those
documents for provisions that may be
important to you. For more information on how you can obtain copies of the forms of the unit agreement and the
related unit certificate, see the section titled “Where You Can Find More Information.”

The prospectus supplement relating to any particular issuance of units will describe the terms of those units, including, to the extent applicable, the
following:
 

  •   the designation and terms of the units and the securities comprising the units, including whether and under what
circumstances those
securities may be held or transferred separately;

 

  •   any provision for the issuance, payment, settlement, transfer or exchange of the units or of the securities
comprising the units; and
 

  •   whether the units will be issued in fully registered or global form.
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PLAN OF DISTRIBUTION

We may sell securities:
 

  •   through underwriters;
 

  •   through dealers;
 

  •   through agents;
 

  •   directly to purchasers; or
 

  •   through a combination of any of these methods of sale.

In addition, we may issue the securities as a dividend or distribution or in a subscription rights offering to our existing securityholders.

We may directly solicit offers to purchase securities or agents may be designated to solicit such offers. We will, in the prospectus supplement relating to
such offering, name any agent that could be viewed as an underwriter under the Securities Act and describe any commissions that we must pay. Any
such agent will be acting on a best efforts basis for the period of its appointment or, if indicated in
the applicable prospectus supplement, on a firm
commitment basis. This prospectus may be used in connection with any offering of our securities through any of these methods or other methods
described in the applicable prospectus supplement.

The distribution of the securities may be effected from time to time in one or more transactions:
 

  •   at a fixed price or prices that may be changed from time to time;
 

  •   at market prices prevailing at the time of sale;
 

  •   at prices related to such prevailing market prices; or
 

  •   at negotiated prices.

Each prospectus supplement will describe the method of distribution of the securities and any applicable restrictions.

The prospectus supplement with respect to the securities of a particular series will describe the terms of the offering of the securities, including the
following:
 

  •   the name of the agent or any underwriters;
 

  •   the public offering or purchase price;
 

  •   if applicable, the names of any selling securityholders;
 

  •   any discounts and commissions to be allowed or paid to the agent or underwriters;
 

  •   all other items constituting underwriting compensation;
 

  •   any discounts and commissions to be allowed or paid to dealers; and
 

  •   any exchanges on which the securities will be listed.

If any underwriters or agents are utilized in the sale of the securities in respect of which this prospectus is delivered, we will enter into an underwriting
agreement or other agreement with them at the time of sale to them, and we will set forth in the prospectus supplement relating to such offering the
names of the underwriters or agents and the terms of the related agreement with them.
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If a dealer is utilized in the sale of the securities in respect of which the prospectus is delivered, we
will sell such securities to the dealer, as principal.
The dealer may then resell such securities to the public at varying prices to be determined by such dealer at the time of resale.

If we offer securities in a subscription rights offering to our existing securityholders, we may enter into a standby underwriting agreement with dealers,
acting as standby underwriters. We may pay the standby underwriters a commitment fee for the securities they commit to purchase on a standby basis. If
we do not enter into a standby underwriting arrangement, we may retain a dealer-manager to manage
a subscription rights offering for us.

Agents, underwriters, dealers and other persons may be entitled under agreements that they may enter into with us
to indemnification by us against
certain civil liabilities, including liabilities under the Securities Act.

If so indicated in the applicable prospectus
supplement, we will authorize underwriters or other persons acting as our agents to solicit offers by certain
institutions to purchase securities from us pursuant to delayed delivery contracts providing for payment and delivery on the date stated in
the prospectus
supplement. Each contract will be for an amount not less than, and the aggregate amount of securities sold pursuant to such contracts shall not be less
nor more than, the respective amounts stated in the prospectus supplement.
Institutions with whom the contracts, when authorized, may be made include
commercial and savings banks, insurance companies, pension funds, investment companies, educational and charitable institutions and other
institutions, but shall in all cases
be subject to our approval. Delayed delivery contracts will not be subject to any conditions except that:
 

  •   the purchase by an institution of the securities covered under that contract shall not at the time of delivery be
prohibited under the laws of
the jurisdiction to which that institution is subject; and

 

  •   if the securities are also being sold to underwriters acting as principals for their own account, the
underwriters shall have purchased such
securities not sold for delayed delivery.

The underwriters and other persons acting as agents
will not have any responsibility in respect of the validity or performance of delayed delivery
contracts.

Certain agents, underwriters and dealers, and
their associates and affiliates may be customers of, have borrowing relationships with, engage in other
transactions with, and/or perform services, including investment banking services, for us or one or more of our respective affiliates in the
ordinary
course of business.

In order to facilitate the offering of the securities, any underwriters may engage in transactions that stabilize, maintain
or otherwise affect the price of the
securities or any other securities the prices of which may be used to determine payments on such securities. Specifically, any underwriters may over-
allot in connection with the offering, creating a short
position for their own accounts. In addition, to cover over-allotments or to stabilize the price of the
securities or of any such other securities, the underwriters may bid for, and purchase, the securities or any such other securities in the open
market.
Finally, in any offering of the securities through a syndicate of underwriters, the underwriting syndicate may reclaim selling concessions allowed to an
underwriter or a dealer for distributing the securities in the offering if the syndicate
repurchases previously distributed securities in transactions to cover
syndicate short positions, in stabilization transactions or otherwise. Any of these activities may stabilize or maintain the market price of the securities
above independent
market levels. Any such underwriters are not required to engage in these activities and may end any of these activities at any time.

Under
Rule 15c6-1 of the Exchange Act, trades in the secondary market generally are required to settle in two business days, unless the parties to any
such trade expressly agree otherwise. The applicable prospectus supplement may provide that the
original issue date for your securities may be more
than two scheduled business days after the trade date for your securities. Accordingly, in such a case, if you wish to trade securities on any date prior to
the third business day before the
original issue date for your securities, you will be required, by virtue of the fact that your securities initially are
expected to settle in more than three scheduled business days after the trade date for your securities, to make alternative
settlement arrangements to
prevent a failed settlement.
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The securities may be new issues of securities and may have no established trading market. The securities
may or may not be listed on a national
securities exchange. We can make no assurance as to the liquidity of or the existence of trading markets for any of the securities.

LEGAL MATTERS

The validity of the securities offered hereby will be passed upon for us by Wilson Sonsini Goodrich & Rosati, Professional Corporation, Palo Alto,
California. Additional legal matters may be passed on for us, or any underwriters, dealers or agents, by counsel that we will name in the applicable
prospectus supplement.

EXPERTS

The
consolidated financial statements of Zymeworks Inc.as of December 31, 2023 and 2022, and for each of the years in the three-year period ended
December 31, 2023, and management’s assessment of the effectiveness of internal control over
financial reporting as of December 31, 2023 included in
the Annual Report on Form 10-K have been incorporated by reference in this prospectus in reliance upon the reports of KPMG LLP, independent
registered public accounting firm, incorporated
by reference herein, and upon the authority of said firm as experts in accounting and auditing.

WHERE YOU
CAN FIND MORE INFORMATION

We file annual, quarterly and current reports, proxy statements and other information with the SEC. Our SEC filings are
available to the public over the
Internet at the SEC’s website at www.sec.gov. Copies of certain information filed by us with the SEC are also available on our website at
www.zymeworks.com. Information accessible on or through our
website is not a part of this prospectus.

This prospectus and any prospectus supplement is part of a registration statement that we filed with the SEC
and do not contain all of the information in
the registration statement. You should review the information and exhibits in the registration statement for further information on us and our
consolidated subsidiaries and the securities that we are
offering. Forms of any indenture or other documents establishing the terms of the offered
securities are filed as exhibits to the registration statement of which this prospectus forms a part or under cover of a Current Report on Form 8-K and
incorporated in this prospectus by reference. Statements in this prospectus or any prospectus supplement about these documents are summaries and each
statement is qualified in all respects by reference to the document to which it refers. You should
read the actual documents for a more complete
description of the relevant matters.
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INCORPORATION BY REFERENCE

The SEC allows us to incorporate by reference much of the information that we file with the SEC, which means that we can disclose important
information to you
by referring you to those publicly available documents. The information that we incorporate by reference in this prospectus is
considered to be part of this prospectus. Because we are incorporating by reference future filings with the SEC, this
prospectus is continually updated
and those future filings may modify or supersede some of the information included or incorporated by reference in this prospectus. This means that you
must look at all of the SEC filings that we incorporate by
reference to determine if any of the statements in this prospectus or in any document
previously incorporated by reference have been modified or superseded. This prospectus incorporates by reference the documents listed below and any
future filings
we make with the SEC under Sections 13(a), 13(c), 14 or 15(d) of the Exchange Act (in each case, other than those documents or the
portions of those documents furnished pursuant to Items 2.02 or 7.01 of any Current Report on Form 8-K and,
except as may be noted in any such
Form 8-K, exhibits filed on such form that are related to such information), until the offering of the securities under the registration statement of which
this prospectus forms a part is terminated or
completed:
 

  •   our Annual Report on Form
10-K for the year ended December 31, 2023, filed with the SEC on March 6, 2024;
 

  •   our Quarterly Report on Form 10-Q
for the quarter ended March 31, 2024, filed with the SEC on May 2, 2024;
 

 
•   our Current Reports on Form 8-K filed with the SEC on January 4,
2024 (excluding information furnished under Item 2.02 and portions of

Exhibit 99.1 described in such report as being furnished and not filed), 
January 5, 2024, 
February 
8, 2024, February 22, 2024, 
March 28,
2024, 
April 
1, 2024, and April 4, 2024;

 

  •   the description of our common stock contained in Amendment No. 1 to the Registration Statement on 
Form 8-A relating thereto, filed with
the SEC on June 12, 2023, including any amendment or report filed for the purpose of updating such
description.

You may request a copy of these filings, at no cost, by writing or telephoning us at the following address and telephone
number:

Zymeworks Inc.
108
Patriot Drive, Suite A

Middletown, Delaware 19709
Attn: Investor Relations

(302)
274-8744
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Exhibit 107

CALCULATION OF FILING FEE TABLES(1)

424(b)(5)
(Form Type)

ZYMEWORKS INC.
(Exact Name of
Registrant as Specified in its Charter)

Table 1: Newly Registered and Carry Forward Securities
 

                         

    
Security

Type  

Security
Class
Title  

Fee
Calculation

or Carry
Forward

Rule  
Amount

Registered  

Proposed
Maximum
Offering
Price Per

Unit  

Maximum
Aggregate Offering

Price  
Fee

 Rate  

Amount of
 Registration 

Fee  

Carry
Forward

Form
Type  

Carry Forward File
Number  

Carry Forward Initial
Effective Date  

Filing Fee
Previously

Paid In
Connection

with
Unsold

Securities
to be

Carried
Forward

 

Newly Registered Securities
                         

Fees to
Be Paid                         

 

Carry Forward Securities
                         

Carry
Forward

Securities  Equity 

Common Stock,
$0.00001 par

value per share  415(a)(6)  570,637   $2,930,221 (2)     POSASR 333-259970-01 October 1, 2021 $322.91 (3)
                   

    Total Offering Amounts     $2,930,221     —         
                   

    Total Fees Previously Paid         —         
                   

    Total Fee Offsets         —         
                   

    Net Fee Due            —            
 
(1) These “Calculation of Filing Fee Tables” shall be deemed to update the “Calculation of Filing
Fee Tables” table in the registrant’s Registration

Statement on Form S-3ASR (File No. 333-279073), which was filed on May 2, 2024. The prospectus to which this Exhibit is attached is a final
prospectus for the related offering.

(2) On March 7, 2023, the registrant filed Post-Effective Amendment No. 2 and Post-Effective Amendment
No. 3 to the Registration Statement on
Form S-3 (File No. 333-259970-01) (the “Prior Registration
Statement”). Pursuant to Rule 415(a)(6) under the Securities Act, the securities
registered herein include 570,637 shares of common stock previously registered by the registrant on the Prior Registration Statement and which
remain unsold.

(3) In connection with the registration of such unsold securities in the Prior Registration Statement, a
registration fee of $322.91 was paid. Such fee
will continue to be applied to such unsold securities. Accordingly, there is no additional registration fee due in connection with the filing of this
prospectus supplement.


