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Item 8.01 Other Events.
Alder BioPharmaceuticals, Inc. (“Alder”) is filing this Current Report on Form 8-K to provide a copy of the legal opinion of Cooley LLP relating to the
legality of Alder’s common stock, par value $0.0001 per share, to be offered and sold pursuant to Alder’s Registration Statement on Form S-3 (File
No. 333-216199) and the related prospectus supplement, dated February 9, 2018, and filed with the U.S. Securities and Exchange Commission pursuant to
Rule 424 under the Securities Act.
In addition, Alder has updated certain risk factors it previously disclosed in its current and periodic reports as filed with the Securities and Exchange
Commission from time to time. A copy of the updated risk factors is attached to this Current Report on Form 8-K as Exhibit 99.1 and incorporated by
reference herein.
Forward Looking Statements
This Current Report on Form 8-K contains forward-looking statements, including, without limitation, statements relating to: the continued development and
clinical, therapeutic and commercial potential of eptinezumab; the availability of clinical trial data; and future regulatory submissions. Words such as “may,”
“will,” “should,” “could,” “would,” “expects,” “plans,” “anticipates,” “believes,” “estimates,” “projects,” “predicts,” “potential” and similar expressions
identify forward-looking statements, but the absence of these words or expressions does not necessarily mean that a statement is not forward-looking. In
addition, any statements that refer to expectations, projections or other characterizations of future events or circumstances are forward-looking statements.
The forward-looking statements in this Current Report on Form 8-K are based upon our current plans, assumptions, beliefs, expectations, estimates and
projections, and involve substantial risks and uncertainties. Actual results and the timing of events could differ materially from those anticipated in
the forward-looking statements due to these risks and uncertainties as well as other factors, which include, without limitation: risks related to the potential
failure of eptinezumab to demonstrate safety and efficacy in clinical testing; the availability of data at the expected times; the clinical, therapeutic and
commercial value of eptinezumab; risks and uncertainties related to regulatory review and approval processes and our compliance with applicable legal and
regulatory requirements; the uncertain timing and level of expenses associated with the development of eptinezumab; the sufficiency of our capital and other
resources; market competition; changes in economic and business conditions; and other factors discussed in the revised risk factors is attached to this Current
Report on Form 8-K, and our other filings with the Securities and Exchange Commission. The forward-looking statements made in this Current Report on
Form 8-K speak only as of the date of this Current Report on Form 8-K. We expressly disclaims any duty, obligation or undertaking to release publicly any
updates or revisions to any forward-looking statements contained herein to reflect any change in the our expectations with regard thereto or any change in
events, conditions or circumstances on which any such statements are based.
Item 9.01 Financial Statements and Exhibits.
(d) Exhibits.
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No.

Description

5.1

Opinion of Cooley LLP

23.1

Consent of Cooley LLP (included in Exhibit 5.1)

99.1

Updated Risk Factors

SIGNATURES
Pursuant to the requirements of the Securities Exchange Act of 1934, the Registrant has duly caused this report to be signed on its behalf by the
undersigned hereunto duly authorized.
Alder BioPharmaceuticals, Inc.
Dated: February 9, 2018
By:

/s/ James B. Bucher
James B. Bucher
Senior Vice President and General Counsel

Exhibit 5.1

February 9, 2018
Alder BioPharmaceuticals, Inc.
11804 North Creek Parkway South
Bothell, WA 98011
Ladies and Gentlemen:
We have acted as counsel to Alder BioPharmaceuticals, Inc., a Delaware corporation (the “Company”), with respect to certain matters in connection with the
sale by the selling stockholders named in the Prospectus Supplement (as defined below) of up to 7,252,680 shares (the “Common Shares”) of the Company’s
common stock, par value $0.0001 per share (the “Common Stock”), issuable upon the conversion of the Company’s outstanding shares of Class A-1 Preferred
Stock (the “Preferred Shares”), pursuant to the Registration Statement on Form S-3 (Registration Statement No. 333-216199) (the “Registration Statement”)
filed with the Securities and Exchange Commission (the “Commission”) under the Securities Act of 1933, as amended (the “Act”), on February 23, 2017, the
related prospectus dated February 23, 2017 included in the Registration Statement (the “Base Prospectus”), and the prospectus supplement relating to the
Preferred Shares filed with the Commission on February 9, 2018 pursuant to Rule 424(b) promulgated under the Act (the “Prospectus Supplement” and,
together with the Base Prospectus, the “Prospectus”).
In connection with this opinion, we have examined and relied upon (a) the Registration Statement and the Prospectus, (b) the Company’s Certificate of
Incorporation, as amended, and Bylaws, each as currently in effect and in effect at the time of the issuance of the Preferred Shares, and (c) originals, or copies
certified to our satisfaction, of such records, documents, certificates, opinions, memoranda and other instruments as in our judgment are necessary or
appropriate to enable us to render the opinion expressed below. As to certain factual matters, we have relied upon a certificate of an officer of the Company
and have not sought independently to verify such matters. We have assumed the genuineness and authenticity of all signatures on original documents; the
authenticity of all documents submitted to us as originals; the conformity to originals of all documents submitted to us as copies thereof; and the accuracy,
completeness and authenticity of certificates of public officials.
Our opinion herein is expressed solely with respect to the General Corporation Law of the State of Delaware. We express no opinion to the extent that the
laws of any other jurisdiction are applicable to the subject matter hereof and no opinion as to compliance with any federal or state securities law, rule or
regulation.
We express no opinion to the extent that, notwithstanding its current reservation of shares of Common Stock, future issuances of securities of the Company,
and/or adjustments to outstanding securities of the Company may cause the Preferred Shares to be convertible into more shares of Common Stock than the
number that remain authorized but unissued.
On the basis of the foregoing, and in reliance thereon, we are of the opinion that, the Common Shares when issued upon conversion of the Preferred Shares in
accordance with the terms of the Preferred Shares, will be validly issued, fully paid and nonassessable.
Cooley LLP 1700 Seventh Avenue Suite 1900 Seattle, WA 98101-1355
t: (206) 452-8700 f: (206) 452-8800 cooley.com

Alder BioPharmaceuticals, Inc.
February 9, 2018
Page Two
We hereby consent to the reference to our firm under the caption “Legal Matters” in the Prospectus and to the filing of this opinion as an exhibit to a Current
Report on Form 8-K to be filed with the Commission for incorporation by reference into the Registration Statement.
Sincerely,
Cooley LLP
By: /s/ Alan D. Hambelton
Alan D. Hambelton
Cooley LLP 1700 Seventh Avenue Suite 1900 Seattle, WA 98101-1355
t: (206) 452-8700 f: (206) 452-8800 cooley.com

Exhibit 99.1
RISK FACTORS
Investing in our common stock involves high degrees of significant risk. You should carefully consider the following risks, as well as other information
contained in our filings with the Securities and Exchange Commission, including our financial statements and related notes. If any of these risks actually
materializes, our operating results, financial condition and liquidity could be materially adversely affected. As a result, the trading price of our common
stock could decline, and you may lose all or part of your investment.
Risks Related to Our Need for Additional Financing and Our Financial Results
We have incurred significant losses since our inception and anticipate that we will continue to incur significant losses for the foreseeable future.
We are a clinical-stage biopharmaceutical company. We do not currently have any products approved for sale, and we continue to incur significant
research and development and general and administrative expenses. We have incurred significant operating losses in the past and expect to incur substantial
and increasing losses for the foreseeable future. For the nine months ended September 30, 2017, our net loss was $234.5 million, and as of September 30,
2017, we had an accumulated deficit of $613.2 million.
To date, we have devoted substantially all of our efforts to research and development, including clinical trials, but have not completed development or
commercialized any product candidates. We anticipate that our expenses will increase substantially as we:
•

continue the research and development of eptinezumab, ALD1910 and our other product candidates;

•

seek regulatory approvals for our product candidates that successfully complete clinical trials;

•

establish a sales, marketing and distribution infrastructure and scale-up manufacturing capabilities to commercialize eptinezumab or any of our
future product candidates if they receive regulatory approval; and

•

enhance operational, financial and information management systems and hire additional personnel, including personnel to support development
of our product candidates and, if a product candidate is approved, our commercialization efforts.

To be profitable in the future, we and any of our future collaborators must succeed in developing and eventually commercializing products with
significant market potential. This will require success in a range of activities, including advancing product candidates, completing clinical trials of product
candidates, obtaining regulatory approval for these product candidates and manufacturing, marketing and selling those products for which regulatory
approval is obtained. We are only in the preliminary stages of some of these activities. We and any of our future collaborators may not succeed in these
activities and may never generate revenues that are sufficient to be profitable in the future.
Drug development is a highly speculative undertaking and involves a substantial degree of uncertainty. We have never generated any revenues from
product sales and may never be profitable.
We have devoted substantially all of our financial resources and efforts to developing our technology platform, identifying product candidates and
conducting preclinical studies and clinical trials for our product candidates. We have not completed the development of any products and eptinezumab is our
only product candidate in the clinical stage of development. We have never generated revenues from the sale of any products.
Our ability to generate revenues and achieve profitability depends in large part on our ability, on our own or with any of our future collaborators, to
successfully complete the development of, obtain the necessary regulatory approvals for, and commercialize our product candidates. We do not anticipate
generating revenues from sales of products for several years, if at all. Our ability to generate future revenues from product sales depends on our and any of our
future collaborators’ success in:
•

completing clinical development and obtaining regulatory approval for eptinezumab;

•

entering into collaboration agreements with third parties with respect to eptinezumab, ALD1910 or our other product candidates for their
development and commercialization in the United States or in international markets, and the continued financial and other support of these third
parties under such collaboration agreements;

•

launching and commercializing eptinezumab, if approved, and successfully establishing sales, marketing and distribution infrastructure;

•

obtaining regulatory approvals for ALD1910 or any future product candidates that we discover and successfully develop;

•

establishing and maintaining supply and manufacturing relationships with third parties;

•

obtaining coverage and adequate reimbursement from third-party payors; and

•

maintaining, protecting, expanding and enforcing our intellectual property, including intellectual property we license from third parties.

Because of the numerous risks and uncertainties associated with biologic product development, we are unable to predict the timing or amount of
increased expenses and when we will be able to achieve or maintain profitability, if ever. In addition, our expenses could increase beyond expectations if we
are required by the U.S. Food and Drug Administration, or FDA, or foreign regulatory agencies, to perform studies and trials in addition to those that we
currently anticipate, or if there are any delays in our or any of our future collaborators’ clinical trials or the development of any of our product candidates. If
one or more of the product candidates that we independently develop is approved for commercial sale, we anticipate incurring significant costs associated
with commercializing such product candidates.
We will need additional funds to support our operations, and such funding may not be available to us on acceptable terms, or at all, which would force us
to delay, reduce or suspend our research and development programs and other operations or commercialization efforts.
We are primarily focused on the advancement of eptinezumab through the clinical development process to a commercial launch, as well as the
advancement of the ALD1910 program and future product candidates. The completion of the development and the potential commercialization of our
product candidates, should they receive regulatory approval, will require substantial funds.
As of September 30, 2017, we had $330.9 million in cash, cash equivalents and short-term investments, and $10.0 million in restricted cash. On
January 12, 2018, we completed the sale of 725,268 shares of our Class A-1 Preferred Stock at $137.88 per share in a private placement for gross proceeds to
Alder of approximately $100,000,000, or the Preferred Private Placement. On February 1, 2018, we completed a registered public offering of our 2.50%
Convertible Senior Notes due 2025, or the 2025 Notes, resulting in net proceeds to Alder of approximately $241,000,000, or the Convertible Note Offering.
We believe that our available cash, cash equivalents and investments as of September 30, 2017, together with the proceeds from the Preferred Private
Placement and the Convertible Note Offering, will be sufficient to achieve a U.S. commercial launch of eptinezumab, assuming regulatory approval, and meet
our projected operating requirements into 2020. However, we will need to obtain substantial additional sources of funding to develop and commercialize our
other clinical programs as currently contemplated.

Our future financing requirements will depend on many factors, some of which are beyond our control, including the following:
•

the rate of progress, recruitment and cost of our clinical trials and clinical success for eptinezumab, ALD1910 and any future
product candidates;

•

the timing of, and costs involved in, seeking and obtaining approvals from the FDA and other regulatory authorities;

•

the costs of commercialization activities if any of our product candidates, such as eptinezumab, receive regulatory approval,
including sales, marketing and distribution infrastructure;

•

the degree and rate of market acceptance of any products launched by us or any of our future collaborators;

•

repayment of the 2025 Notes, which mature on February 1, 2025, unless earlier repurchased, redeemed or converted;

•

our ability to enter into additional collaboration, licensing, commercialization or other arrangements and the terms and timing of
such arrangements; and

•

the emergence of competing technologies or other adverse market developments.

We do not have any material committed external source of funds or other support for our development efforts. Until we can generate sufficient revenues
to finance our cash requirements, which we may never do, we expect to finance future cash needs through equity financings, debt financings, collaborations,
strategic alliances, licensing arrangements and other marketing and distribution arrangements. There are no assurances that we will be able to raise sufficient
amounts of funding on acceptable terms, or at all. If we raise additional capital through equity financings, the ownership interest of our existing stockholders
will be diluted, and the terms of these securities may include liquidation or other preferences that adversely affect our stockholders’ rights. If we raise
additional capital through debt financings, we may be subject to covenants limiting or restricting our ability to take specific actions, such as incurring
additional debt, buying or selling assets, making capital expenditures or declaring dividends. If we raise additional capital through marketing and
distribution arrangements or other collaborations, strategic alliances or licensing arrangements with third parties, we may have to relinquish certain valuable
rights to our product candidates, technologies, future revenue streams or research programs or grant licenses on terms that may not be favorable to us.
In addition, our clinical trials for eptinezumab may encounter manufacturing, enrollment or other issues that could cause our development costs to
increase more than we expect. We do not have sufficient cash to complete the clinical development of any of our product candidates and will require
additional funding in order to complete the development activities required for regulatory approval of eptinezumab, ALD1910 or any future product
candidates that we develop independently. We intend to prioritize our development efforts on eptinezumab, both in terms of funding and attention of
management and our organization. Because successful development of our product candidates is uncertain, we are unable to estimate the actual funds we will
require to complete research and development and commercialize our product candidates.
Furthermore, we may seek additional capital due to favorable market conditions or strategic considerations even if we believe we have sufficient funds
for our current or future operating plans.
A failure to raise additional funding or to effectively implement cost reductions could harm our business, results of operations and future prospects.
Our significant level of indebtedness could limit cash flow available for our operations and expose us to risks that could adversely affect our business,
financial condition and results of operations.
We incurred significant indebtedness and substantial debt service requirements as a result of our offering of the 2025 Notes in January 2018. In the
future, we may incur additional indebtedness, including secured indebtedness, in connection with financing acquisitions, strategic transactions or for other
purposes. The indenture

governing the 2025 Notes does not limit the amount of debt that we or our subsidiaries may incur. Our indebtedness increases the risk that we may be unable
to generate enough cash to pay amounts due in respect of our indebtedness, including the notes.
Our indebtedness could have important consequences to you and significant effects on our business. For example, it could:
•

make it more difficult for us to satisfy our debt obligations, including the 2025 Notes;

•

increase our vulnerability to general adverse economic and industry conditions;

•

require us to dedicate a substantial portion of our cash flow from operations to payments on our indebtedness, thereby reducing the availability
of our cash flow to fund working capital, capital expenditures and other general corporate purposes;

•

limit our flexibility in planning for, or reacting to, changes in our business, the industry in which we operate or the general economy;

•

restrict us from exploiting business opportunities;

•

heighten our vulnerability to downturns in our business, our industry or in the general economy, and restrict us from exploiting business
opportunities or making acquisitions;

•

limit management’s discretion in operating our business;

•

place us at a competitive disadvantage compared to our competitors that have less indebtedness; and

•

limit our availability to borrow additional funds for working capital, capital expenditures, acquisitions, debt service requirements, execution of
our business strategy or other general purposes.

In addition, the agreements that may govern any future indebtedness that we may incur may contain financial and other restrictive covenants that will
limit our ability to engage in activities that may be in our long-term best interests. Our failure to comply with those covenants could result in an event of
default that, if not cured or waived, could result in the acceleration of all of our debt.
We may not be able to generate sufficient cash to service the 2025 Notes and any other debt we may incur, and may be forced to take other actions to
satisfy our obligations under our debt, which may not be successful.
Our ability to make scheduled payments on or to refinance our debt obligations, including the 2025 Notes, and to fund future capital expenditures
depends on our ability to generate cash in the future and our financial condition and operating performance, which are subject to prevailing economic and
competitive conditions and to certain financial, business and other factors beyond our control. We cannot assure you that we will maintain a level of cash
flows from operating activities sufficient to permit us to pay the principal, premium, if any, and interest on (as well as any cash due upon conversion of) our
debt, including the 2025 Notes.
If our cash flows and capital resources are insufficient to fund our debt service obligations, we may be forced to adopt one or more alternatives, such as
reducing or delaying investments and capital expenditures, or to selling assets, seeking additional capital or restructuring or refinancing our debt, including
the notes. These alternative measures may not be successful and may not permit us to meet our scheduled debt service obligations. If our operating results and
available cash are insufficient to meet our debt service obligations, we could face substantial liquidity problems and might be required to dispose of material
assets or operations to meet our debt service and other obligations. We may not be able to consummate those dispositions or to obtain the proceeds that we
could realize from them, and these proceeds may not be adequate to meet any debt service obligations then due. Further, we may need to refinance all or a
portion of our debt on or before maturity, and we cannot assure you that we will be able to refinance any of our debt on commercially reasonable terms or at
all.

The accounting method for convertible debt securities that may be settled in cash, such as the 2025 Notes, could have a material effect on our reported
financial results.
Pursuant to Accounting Standards Codification Subtopic 470-20, Debt with Conversion and Other Options, which we refer to as ASC 470-20, an entity
must separately account for the liability and equity components of the convertible debt instruments (such as the notes) that may be settled entirely or
partially in cash upon conversion in a manner that reflects the issuer’s economic interest cost. The effect of ASC 470-20 on the accounting for the 2025 Notes
is that the equity component is required to be included in the additional paid-in capital section of shareholders’ equity on our consolidated balance sheet and
the value of the equity component would be treated as original issue discount for purposes of accounting for the debt component of the notes. As a result, we
will be required to record a greater amount of non-cash interest expense in current periods presented as a result of the amortization of the discounted carrying
value of the notes to their face amount over the term of the 2025 Notes. We will report greater losses in our financial statements because ASC 470-20 will
require interest to include both the current period’s amortization of the debt discount and the instrument’s coupon interest, which could adversely affect our
reported or future financial results, the market price of our common stock and the trading price of the 2025 Notes. In addition, there may be features within
the terms that are considered to be an embedded derivative and could be recorded on the balance sheet at fair value as a liability. If it is determined to be an
embedded derivative, we will be required to recognize changes in the derivative’s fair value from period to period in other income (expense) in our
statements of operations.
In addition, under certain circumstances, convertible debt instruments (such as the 2025 Notes) that may be settled entirely or partly in cash are
currently accounted for utilizing the treasury stock method, the effect of which is that the shares issuable upon conversion of the 2025 Notes are not included
in the calculation of diluted earnings per share except to the extent that the conversion value of the 2025 Notes exceeds their principal amount. Under the
treasury stock method, for diluted earnings per share purposes, the transaction is accounted for as if the number of our common stock that would be necessary
to settle such excess, if we elected to settle such excess in shares, are issued. We cannot be sure that we will be able to use the treasury stock method or the
accounting standards in the future will continue to permit the use of the treasury stock method. If we are unable to use the treasury stock method in
accounting for the shares issuable upon conversion of the 2025 Notes, then our diluted earnings per share would be adversely affected.
The conditional conversion feature of the 2025 Notes, if triggered, may adversely affect our financial condition and operating results.
In the event the conditional conversion feature of the 2025 Notes is triggered, holders of 2025 Notes will be entitled to convert the 2025 Notes at any
time during specified periods at their option. If one or more holders elect to convert their 2025 Notes, unless we elect to satisfy our conversion obligation by
delivering solely shares of our common stock (other than paying cash in lieu of delivering any fractional share), we would be required to settle a portion or all
of our conversion obligation through the payment of cash, which could adversely affect our liquidity. In addition, even if holders do not elect to convert their
2025 Notes, we could be required under applicable accounting rules to reclassify all or a portion of the outstanding principal of the 2025 Notes as a current
rather than long-term liability, which would result in a material reduction of our net working capital.
Our ability to use our net operating loss and tax credit carryforwards to offset future taxable income may be subject to certain limitations.
As of December 31, 2016, we had U.S. net operating loss carryforwards, or NOLs, of $379.9 million, for which we have recorded a full valuation
allowance, which may be used to offset future taxable income. In addition, we have U.S. research and development tax credit carryforwards of $13.1 million.
These NOLs and tax credit carryforwards expire in various years beginning in 2024, if not utilized. Utilization of the NOLs and tax credit carryforwards may
be subject to an annual limitation due to historical or future ownership change rules pursuant to Sections 382 and 383 of the Internal Revenue Code, or the
Code. We performed a section 382 ownership analysis through 2015 and determined that an ownership change occurred in 2015. Based on the analysis
performed, however, we do not believe that the Section 382 annual limitation will impact our ability to utilize the tax attributes that existed as of the date of
the ownership change in a material manner. If we have experienced an ownership change in the past or will experience an ownership change as a result of
future changes in our stock ownership, some of which changes are outside our control, the tax benefits related to the NOLs and tax credit carryforwards may
be further limited or lost.

The recently passed comprehensive tax reform legislation could adversely affect our business and financial condition.
On December 22, 2017, President Trump signed into law new tax legislation, the Tax Act, that significantly changes the Internal Revenue Code of
1986, as amended. The Tax Act, among other things, contains significant changes to corporate taxation, including reduction of the corporate tax rate from a
top marginal rate of 35% to a flat rate of 21%, limitation of the tax deduction for interest expense to 30% of adjusted earnings (except for certain small
businesses), limitation of the deduction for net operating losses to 80% of current year taxable income and elimination of net operating loss carrybacks, one
time taxation of offshore earnings at reduced rates regardless of whether they are repatriated, immediate deductions for certain new investments instead of
deductions for depreciation expense over time, and modifying or repealing many business deductions and credits. Any federal net operating loss carryovers
created in 2018 and thereafter will be carried forward indefinitely pursuant to the Tax Act. We continue to examine the impact this tax legislation may have
on our business. Notwithstanding the reduction in the corporate income tax rate, the overall impact of the Tax Act is uncertain and our business and financial
condition could be adversely affected. The impact of this Tax Act on holders of our notes or common stock is also uncertain and could be adverse. This
Current Report on Form 8-K does not discuss any such tax legislation or the manner in which it might affect us or purchasers of our notes or holders of our
common stock. We urge investors to consult with their legal and tax advisors with respect to such legislation and the potential tax consequences of investing
in our 2025 Notes and common stock.
Risks Related to Eptinezumab and Our Other Product Candidates
If eptinezumab is not successfully commercialized, our business will be harmed.
Eptinezumab is our only product candidate currently in clinical trials. We have invested a significant portion of our efforts and financial resources into
the development of eptinezumab to prevent migraines. Our ability to generate revenues from products, which we do not expect to occur for the foreseeable
future, if ever, will depend heavily on the successful development, regulatory approval and eventual commercialization of eptinezumab. The success of
eptinezumab and our other product candidates will depend on several factors, including the following:
•

successful enrollment in, and completion of, clinical trials, including our PROMISE 1, PROMISE 2 and open-label Phase 3 clinical trials and the
pharmacokinetic comparability study of our commercial supply of eptinezumab for our initial Biologics License Application, or BLA,
submission;

•

our ability to reach agreements with the FDA and other regulatory authorities on the appropriate regulatory path for approval for eptinezumab or
other product candidates;

•

receipt of approvals from the FDA and similar regulatory authorities outside the United States for eptinezumab or other product candidates;

•

establishing commercial manufacturing arrangements with third parties;

•

successfully launching sales, marketing and distribution of any product candidate that may be approved, whether alone or in collaboration with
others;

•

acceptance of any approved product by the medical community, third-party payors and patients and others involved in the reimbursement
process, such as the Centers for Medicare and Medicaid Services in the United States and the National Institute of Clinical Excellence in the
United Kingdom;

•

effectively competing with other therapies;

•

achieving a continued acceptable safety profile of the product following approval; and

•

obtaining, maintaining, enforcing and defending intellectual property rights and claims, including intellectual property we license from third
parties.

If we do not achieve one or more of these factors in a timely manner, or at all, we could experience significant delays or an inability to successfully
commercialize our product candidates, which would harm our business.
If clinical trials of eptinezumab or any of our other product candidates fail to demonstrate safety and efficacy to the satisfaction of the FDA or similar
regulatory authorities outside the United States or do not otherwise produce positive results, we may incur additional costs or experience delays in
completing, or ultimately be unable to complete, the development and commercialization of our product candidates.
Before obtaining regulatory approval for the sale of eptinezumab or any of our other product candidates, we or any of our future collaborators must
conduct extensive clinical trials to demonstrate the safety and efficacy of our product candidates in humans. Clinical trials are expensive, difficult to design
and implement, can take many years to complete and are uncertain as to outcome. A failure of one or more of such clinical trials could occur at any stage of
evaluation. The outcome of preclinical testing and early clinical trials may not be predictive of the success of later clinical trials, and interim results of a
clinical trial do not necessarily predict final results.
In some cases, we utilize novel mechanisms of action to treat diseases that have not previously been addressed by antibody therapies. We or any of our
future collaborators may experience numerous unforeseen events during, or as a result of, clinical trials that could delay or prevent our or any of our future
collaborators’ ability to receive regulatory approval or commercialize our product candidates, including the following:
•

clinical trials of our product candidates, in particular our PROMISE 1, PROMISE 2 and open-label Phase 3 clinical trials, and the
pharmacokinetic comparability study of our commercial supply of eptinezumab for our initial BLA submission, may produce negative or
inconclusive results, and we or any of our future collaborators may decide, or regulators may require us, to conduct additional clinical trials or
abandon product development programs;

•

the number of patients required for clinical trials of our product candidates may be larger than we or any of our future collaborators anticipate,
enrollment in these clinical trials may be insufficient or slower than anticipated or patients may drop out of these clinical trials at a higher rate
than anticipated;

•

the cost of clinical trials of our product candidates may be greater than anticipated;

•

third-party contractors may fail to comply with regulatory requirements or meet their contractual obligations to us or any of our future
collaborators in a timely manner, or at all;

•

we or any of our future collaborators might have to suspend or terminate clinical trials of our product candidates for various reasons, including a
finding that our product candidates have unanticipated serious side-effects or other unexpected characteristics or that the patients are being
exposed to unacceptable health risks;

•

regulators may not approve our or any of our future collaborators’ proposed clinical development plans;

•

regulators or institutional review boards may not authorize us, any of our future collaborators or our investigators to commence a clinical trial or
conduct a clinical trial at a prospective site;

•

regulators or institutional review boards may require that we, any of our future collaborators or our investigators suspend or terminate clinical
research for various reasons, including noncompliance with regulatory requirements; and

•

the supply or quality of our product candidates or other materials necessary to conduct clinical trials of our product candidates may be
insufficient or inadequate.

If we or any of our future collaborators are required to conduct additional clinical trials or other testing of our product candidates beyond those
currently contemplated, if we or any of our future collaborators are unable to successfully complete clinical trials of our product candidates or other testing, if
the results of these trials or tests are not positive or are only modestly positive or if there are safety concerns, we or any of our future collaborators may:
•

be delayed in obtaining regulatory approval for our product candidates;

•

not obtain regulatory approval at all;

•

obtain regulatory approval for indications that are not as broad as intended;

•

have the product removed from the market after obtaining regulatory approval;

•

be subject to additional post-marketing testing requirements; or

•

be subject to restrictions on how the product is distributed or used.

Our product development costs will also increase if we experience delays in testing or approvals. We do not know whether any clinical trials will begin
as planned, will need to be restructured or will be completed on schedule, or at all. Significant clinical trial delays also could shorten any periods during
which we or any of our future collaborators may have the exclusive right to commercialize our product candidates or allow our competitors to bring products
to market before we or any of our future collaborators do, which would impair our or any of our future collaborators’ ability to commercialize our product
candidates and harm our business and results of operations.
The development and commercialization of biologic products is subject to extensive regulation, and we may not obtain regulatory approvals for
eptinezumab or any of our other product candidates.
The clinical development, manufacturing, labeling, packaging, storage, recordkeeping, advertising, promotion, export, import, marketing and
distribution and other possible activities relating to eptinezumab, ALD1910 and any other product candidate that we may develop in the future are subject to
extensive regulation in the United States. Biologics, like eptinezumab, require the submission of a BLA to the FDA and such product candidates are not
permitted to be marketed in the United States until approval from the FDA of a BLA for that product has been obtained. A BLA must be supported by
extensive preclinical and clinical data, as well as extensive information regarding chemistry, manufacturing and controls, or CMC, sufficient to demonstrate
the safety, purity, potency and effectiveness of the applicable product candidate to the satisfaction of the FDA. We have not submitted an application for
approval or obtained FDA approval for any product. This lack of experience may impede our ability to obtain FDA approval in a timely manner, if at all, for
eptinezumab, ALD1910 and our future product candidates.
Regulatory approval of a BLA is not guaranteed, and the approval process is an expensive and uncertain process that may take several years. The FDA
and foreign regulatory entities also have substantial discretion in the approval process. The number and types of preclinical studies and clinical trials that
will be required for BLA approval varies depending on the product candidate, the disease or the condition that the product candidate is designed to target
and the regulations applicable to any particular product candidate. Despite the time and expense associated with preclinical studies and clinical trials, failure
can occur at any stage, and we could encounter problems that require us to repeat or perform additional preclinical studies or clinical trials or generate
additional CMC data. The FDA and similar foreign authorities could delay, limit or deny approval of a product candidate for many reasons, including
because they:
•

may not deem the product candidate to be adequately safe or effective;

•

may not find the data from preclinical studies, clinical trials or CMC data to be sufficient to support a claim of safety and efficacy;

•

may not approve the manufacturing processes or facilities associated with the product candidate;

•

may conclude that the long-term stability of the formulation of the drug product for which approval is being sought has been sufficiently
demonstrated;

•

may change approval policies or adopt new regulations; or

•

may not accept a submission due to, among other reasons, the content or formatting of the submission.

To market any biologics outside of the United States, we and any of our future collaborators must comply with the numerous and varying regulatory
and compliance related requirements of other countries. Approval procedures vary among countries and can involve additional product testing and
additional administrative review periods, including obtaining reimbursement and pricing approval in select markets. The time required to obtain approval in
other countries might differ from that required to obtain FDA approval. The regulatory approval process in other countries may include all of the risks
associated with FDA approval as well as additional, presently unanticipated, risks. Regulatory approval in one country does not ensure regulatory approval
in another, but a failure or delay in obtaining regulatory approval in one country may negatively impact the regulatory process in others, including the risk
that our product candidates may not be approved for all indications requested and that such approval may be subject to limitations on the indicated uses for
which the product may be marketed.
The results of clinical trials conducted at sites outside the United States may not be accepted by the FDA and the results or clinical trials conducted at sites
inside the United States may not be accepted by international regulatory authorities.
We have conducted, and may in the future choose to conduct, our clinical trials outside the United States. Although the FDA may accept data from
clinical trials conducted outside the United States, acceptance of this data is subject to certain conditions imposed by the FDA. For example, the clinical trial
must be well-designed and conducted and performed by qualified investigators in accordance with ethical principles. The study population must also
adequately represent the U.S. population, and the data must be applicable to the U.S. population and U.S. medical practice in ways that the FDA deems
clinically meaningful. Generally, the patient population for any clinical trials conducted outside of the United States must be representative of the
population for whom we intend to label the product in the United States. In addition, while these clinical trials are subject to the applicable local laws, FDA
acceptance of the data will be dependent upon its determination that the trials also complied with all applicable U.S. laws and regulations. There can be no
assurance the FDA will accept data from trials conducted outside of the United States. If the FDA does not accept the data from our international clinical
trials, or if international regulatory authorities do not accept the data from our U.S. clinical trials, it would likely result in the need for additional trials, which
would be costly and time-consuming and could delay or permanently halt the development of a product candidate.
We face substantial competition, and others may discover, develop or commercialize products before or more successfully than we do.
The development and commercialization of new therapeutic products is highly competitive. We face competition with respect to eptinezumab and our
other current product candidates, and will face competition with respect to product candidates that we may seek to develop or commercialize in the future,
from major pharmaceutical companies, specialty pharmaceutical companies and biotechnology companies worldwide. Our ability to compete may be
affected in many cases by insurers or other third-party payors seeking to encourage the use of biosimilar products, which are expected to become available
over the coming years. Many of our competitors are large pharmaceutical companies that have a greater ability to reduce prices for their competing drugs in
an effort to maintain or gain market share and undermine the value proposition that drugs commercialized by us might otherwise be able to offer to payors.
Potential competitors also include academic institutions, government agencies and other public and private organizations that conduct research, seek
patent protection and establish collaborative arrangements for research, development, manufacturing and commercialization. Many of these competitors are
attempting to develop therapeutics for our target indications.

Currently in the United States, there are relatively few medications approved for the prevention of frequent episodic and chronic migraines, and no
approved drug procedure for prevention for frequent episodic migraine (by which we mean a healthcare provider-administered drug product falling under
medical benefit reimbursement, as opposed to pharmacy benefit reimbursement). Most of the medications used today are generics that are prescribed for
abortive treatment of migraines. Medications commonly used for prevention of frequent episodic and chronic migraine include beta blockers such as
propranolol, marketed by Wyeth, and other treatments such as topiramate, marketed by Johnson & Johnson, and sodium valproate, marketed by Divalproex.
In addition, Botox, marketed by Allergan, is approved for the prevention of chronic migraine and commonly prescribed for frequent episodic migraine. There
are also several other companies, Amgen Inc., Eli Lilly and Company, or Eli Lilly, and Teva Pharmaceuticals Industries Limited, or Teva, that are developing
calcitonin gene-related peptide, or CGRP, blocking therapies using monoclonal antibodies similar to eptinezumab designed for subcutaneous administration
by patients. Other companies may be in later stages of development than we are or may progress their product candidates through clinical trials faster than our
product candidates and, therefore, may obtain FDA or other regulatory approval for their products before we obtain approval for ours. We are aware that
Amgen, Eli Lilly and Teva have announced that they have made BLA submissions in 2017 for their competing CGRP therapies, which, if approved, would
enable them to commercialize their CGRP therapies before we are able to do so with eptinezumab.
Many of our competitors, including a number of large pharmaceutical companies that compete directly with us, have significantly greater financial
resources and expertise in research and development, manufacturing, preclinical testing, conducting clinical trials, obtaining regulatory approvals and
marketing approved products than we do. Our competitors may develop products that are more effective, safer, more convenient to administer or less costly
than any that we are developing or that would render our product candidates obsolete or non-competitive. It is possible that our competitors might receive
FDA or other regulatory approval for their products before us. Mergers and acquisitions in the pharmaceutical and biotechnology industries may result in
even more resources being concentrated among a smaller number of our competitors. Smaller or early stage companies may also prove to be significant
competitors, particularly through collaborative arrangements with large and established companies. These third parties compete with us in recruiting and
retaining qualified scientific and management personnel, establishing clinical trial sites and patient enrollment for clinical trials, as well as in acquiring
technologies complementary to, or necessary for, our programs.
Delays in the enrollment of patients in our clinical trials could increase our development costs and delay completion of the trials and delays in enrollment
of patients in any of our future collaborators’ clinical trials could delay completion of any of our future collaborators’ trials.
We may not be able to initiate or continue clinical trials for eptinezumab or any of our other product candidates if we are unable to locate and enroll a
sufficient number of eligible patients to participate in these trials as required by the FDA or other regulatory authorities. Even if we are able to enroll a
sufficient number of patients in our clinical trials, if the pace of enrollment is slower than we expect, the development costs for our product candidates may
increase and the completion of our trials may be delayed or our trials could become too expensive to complete.
We can provide no assurance that we will be able to enroll patients in any ongoing or planned clinical trial at a sufficient pace to complete the clinical
trials within our projected time frame. Completing ongoing and future migraine trials will require us to continue to activate new clinical trial sites and to
enroll patients at forecasted rates at both new and existing clinical trial sites. Our forecasts regarding the rates of clinical site activation and patient
enrollment at those sites are based on a number of assumptions, including assumptions based on experience with prior eptinezumab clinical trials. However,
there can be no assurance that those forecasts will be accurate or that we will complete our ongoing and planned eptinezumab trials on schedule. During the
initial months of our clinical trials, the number of clinical sites activated and the number of patients enrolled at each clinical site per month could be lower
than we have forecasted and, as a result, we might need to make a number of adjustments to the clinical trial plan, including increasing the number of clinical
trial sites. We can provide no assurance that those adjustments will be sufficient to enable us to complete the trials within our anticipated time frame. In
addition, we may determine it necessary to increase the target number of patients to be enrolled in a clinical trial, which could extend the time necessary to
complete such clinical trial. If we experience delays in enrollment, our ability to complete the trials could be materially adversely affected.

If serious adverse events, or SAEs, are identified during the development of eptinezumab or any of our product candidates, we or any of our future
collaborators may need to abandon development of that product candidate.
Our most advanced product candidate, eptinezumab, is still in clinical development and its risk of failure is high. It is impossible to predict when or if
eptinezumab or any of our existing or future product candidates will prove effective and safe enough to receive regulatory approval.
With respect to eptinezumab, the observed SAEs to date include, among others, inguinal hernia, kidney infection, transient ischemic attack, which is a
precursor to stroke, conversion disorder, which is a mental health condition in which a person has blindness, paralysis, or other nervous system symptoms that
cannot be explained by medical evaluation, chest pain, shortness of breath and wound infection. The relevant clinical investigators concluded that all
observed SAEs to date were found to be unrelated to eptinezumab. We have observed some injection-site reactions, or ISRs, in Phase 1 clinical trials of
subcutaneous and intramuscular injections of eptinezumab. Additional studies or requirements from the FDA for future studies may be necessary to address
these ISRs.
There can be no assurance that our ongoing or planned trials for eptinezumab will not fail due to safety issues. In such an event, we might need to
abandon development of eptinezumab.
We rely on third parties to conduct and support our clinical trials, and those third parties may not perform satisfactorily, including failing to meet
deadlines for the completion of such trials.
We do not independently conduct clinical trials for our product candidates. We rely on third parties, such as contract research organizations, or CROs,
clinical data management organizations, medical institutions and clinical investigators, to perform this function. Our reliance on these third parties for
clinical development activities reduces our control over these activities but does not relieve us of our responsibilities. Furthermore, some of the sites for our
clinical trials are outside the United States. The performance of these sites may be adversely affected by various issues, including less advanced medical
infrastructure, lack of familiarity with conducting clinical trials in accordance with U.S. standards, insufficient training of personnel, communication
difficulties or change in local regulations. We remain responsible for ensuring that each of our clinical trials is conducted in accordance with the general
investigational plan and protocols for the study. Moreover, the FDA requires us to comply with standards, commonly referred to as Good Clinical Practices,
or GCP, for conducting, recording and reporting the results of clinical trials to assure that data and reported results are credible and accurate and that the
rights, integrity and confidentiality of patients in clinical trials are protected. Furthermore, these third parties may also have relationships with other entities,
including our competitors. If these third parties do not successfully carry out their contractual duties, meet expected deadlines or conduct our clinical trials in
accordance with regulatory requirements or our stated protocols, we will not be able to obtain, or may be delayed in obtaining, regulatory approvals for our
product candidates and will not be able to, or may be delayed in our efforts to, successfully commercialize our products.
We also rely on other third parties to store and distribute supplies for our clinical trials. Any performance failure on the part of our existing or future
distributors could delay clinical development or regulatory approval of our product candidates or commercialization of our products, producing additional
losses and depriving us of potential product revenues.
The manufacture of our product candidates is complex and we may encounter difficulties in production. If we or any of our third-party contract
manufacturing organizations, or CMOs, encounter such difficulties, our ability to provide supply of our product candidates for clinical trials or our
products for patients, if approved, could be delayed or stopped.
The process of manufacturing our products is complex, highly-regulated and subject to multiple risks. The manufacture of biologics involves complex
processes, including developing cells or cell systems to produce the biologic, growing large quantities of such cells and harvesting and purifying the
biologic produced by them. As a result, the cost to manufacture biologics is generally far higher than traditional small molecule chemical compounds, and
the biologics manufacturing process is less reliable and is difficult to reproduce. Manufacturing biologics, such as eptinezumab and other product candidates,
is highly susceptible to product loss due to contamination, equipment failure, 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 or other contaminations are discovered in our product candidates or in
the 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. We utilize third-party CMOs to produce eptinezumab using our proprietary yeast production technology.
The manufacturing facilities in which our product candidates are made could be adversely affected by equipment failures, labor shortages, natural
disasters, power failures and numerous other factors. There are risks associated with scaling-up manufacturing to commercial scale including, among others,
cost overruns, potential problems with process scale-up, process reproducibility, stability issues, lot consistency and timely availability of raw materials.
Even if we or any of our future collaborators obtain regulatory approval for any of our product candidates, there is no assurance that manufacturers will be
able to manufacture the approved product to specifications acceptable to the FDA or other regulatory authorities, to produce it in sufficient quantities to meet
the requirements for the potential launch of the product or to meet potential future demand. If our or any of our future collaborators’ manufacturers are unable
to produce sufficient quantities of an approved product for commercialization, commercialization efforts would be impaired, which would have an adverse
effect on our business, financial condition, results of operations and growth prospects.
We currently rely on a single CMO to manufacture and provide us with clinical supplies of eptinezumab. We have entered into agreements with two
other CMOs in anticipation of larger scale commercial production, and will use eptinezumab produced by these CMOs in future clinical studies. We expect
to enter into agreements with additional CMOs in the future. Scaling up a biologic manufacturing process is a difficult and uncertain task, and we may not be
successful in transferring our production system or a manufacturer may not have the necessary capabilities to complete the implementation and development
process. If we are unable to adequately validate or scale-up the manufacturing process for eptinezumab with a manufacturer, we will need to transfer to
another manufacturer and complete the manufacturing validation process, which can be lengthy. If we are able to adequately validate and scale-up the
manufacturing process for eptinezumab or other product candidates with a manufacturer, we will still need to negotiate with such manufacturer an agreement
for commercial supply and it is not certain we will be able to come to agreement on terms acceptable to us.
Our yeast-based production system used for the manufacture of eptinezumab is a non-traditional antibody production platform and as we or any of our
future collaborators produce product in commercial quantities, we or any such collaborators may experience unforeseen safety or other manufacturing issues
which would adversely affect the commercialization of eptinezumab or any of our future product candidates.
We rely on third-party CMOs to manufacture and supply eptinezumab. If one of our suppliers or manufacturers fails to perform adequately or fulfill our
needs, we may be required to incur significant costs and devote significant efforts to find new suppliers or manufacturers and may also face delays in the
development and commercialization of our product candidates.
We currently do not own manufacturing facilities for clinical-scale manufacturing of our product candidates and we rely upon third-party CMOs to
manufacture and supply drug product for our clinical trials. The manufacture of pharmaceutical products in compliance with the FDA’s current good
manufacturing practices, or cGMP, requires significant expertise and capital investment, including the development of advanced manufacturing techniques
and process controls. Manufacturers of pharmaceutical products often encounter difficulties in production, including difficulties with production costs and
yields, quality control, including stability of the product candidate and quality assurance testing, shortages of qualified personnel, as well as compliance
with strictly enforced cGMP requirements, other federal and state regulatory requirements and foreign regulations. If our manufacturers were to encounter any
of these difficulties or otherwise fail to comply with their obligations to us or under applicable regulations, our ability to provide study drugs in our clinical
trials would be jeopardized. Any delay or interruption in the supply of clinical trial materials could delay the completion of our clinical trials, increase the
costs associated with maintaining our clinical trial programs and, depending upon the period of delay, require us to commence new trials at significant
additional expense or terminate the trials completely.

All manufacturers of our product candidates must comply with cGMP requirements enforced by the FDA through its facilities inspection program.
These requirements include, among other things, quality control, quality assurance and the maintenance of records and documentation. Manufacturers of our
product candidates may be unable to comply with these cGMP requirements and with other FDA, state and foreign regulatory requirements. The FDA or
similar foreign regulatory agencies may also implement new standards at any time, or change their interpretation and enforcement of existing standards for
manufacture, packaging or testing of products. We have little control over our manufacturers’ compliance with these regulations and standards. A failure to
comply with these requirements may result in fines and civil penalties, suspension of production, suspension or delay in product approval, product seizure or
recall or withdrawal of product approval. If the safety of any product supplied is compromised due to our manufacturers’ failure to adhere to applicable laws
or for other reasons, we may not be able to obtain regulatory approval for or successfully commercialize our products and we may be held liable for any
injuries sustained as a result. Any of these factors could cause a delay of clinical trials, regulatory submissions, approvals or commercialization of our product
candidates, entail higher costs or impair our reputation.
We currently rely on Ajinomoto Althea, Inc. to manufacture and provide us with clinical supplies of eptinezumab. We have entered into agreements
with other manufacturers for larger scale production in anticipation of commercialization, and will use eptinezumab produced by these CMOs in future
clinical studies. We expect to enter into agreements with additional CMOs in the future. Our current agreements do not, and our future agreements may not,
provide for an entire supply of the drug product necessary for all anticipated clinical trials or for full-scale commercialization. If we and our suppliers cannot
agree to the terms and conditions for provision of the drug product necessary for our clinical and commercial supply needs, or if a manufacturer terminates
their agreement in response to a breach by us or otherwise becomes unable to fulfill its supply obligations, our clinical trials and commercialization efforts
could be delayed until a qualified alternative supplier is identified, the manufacturing process is qualified and validated and we have agreed on the terms and
conditions for such alternative supplier to supply product for us, which would have an adverse impact on our business and prospects.
Eptinezumab is a biologic and therefore requires complex production processes. Transferring the production process to a new manufacturer would be
particularly difficult, time-consuming and expensive and may not yield comparable product. Although alternative sources of supply exist, the number of
third-party suppliers with the necessary manufacturing and regulatory expertise and facilities necessary to manufacture eptinezumab and any other product
candidates we may develop is limited, and may be expensive and take a significant amount of time to arrange for alternative suppliers. New suppliers of any
product candidate would be required to qualify under applicable regulatory requirements. Obtaining the necessary FDA approvals or other qualifications
under applicable regulatory requirements could result in a significant interruption of supply and could require the new manufacturer to bear significant
additional costs which may be passed on to us. Our CMC activities supporting our planned BLA submission for eptinezumab include a pharmacokinetic
comparability study in 2018 to ensure commercial readiness of supply upon launch.
Even if eptinezumab or any of our other product candidates receive regulatory approval, they may fail to achieve the degree of market acceptance by
physicians, patients, healthcare payors and others in the medical community necessary for commercial success.
If eptinezumab or any of our other product candidates receive regulatory approval, they may nonetheless fail to gain sufficient market acceptance by
physicians, patients, healthcare payors and others in the medical community. The degree of market acceptance of our product candidates, if approved for
commercial sale, will depend on a number of factors, including the following:
•

the efficacy and potential advantages compared to alternative treatments;

•

the prevalence and severity of any side-effects;

•

the price we or any of our future collaborators charge for our products;

•

the availability of third-party coverage and adequate reimbursement;

•

the convenience and ease of administration compared to alternative treatments;

•

the willingness of the target patient population to try new therapies and of physicians to prescribe these new therapies; and

•

the size and effectiveness of our sales, marketing and distribution support.

If our product candidates are approved and do not achieve an adequate level of acceptance, we may not generate significant product revenues and we
may not become profitable on a sustained basis.
We currently have no sales or distribution personnel or infrastructure and only limited marketing capabilities. If we are unable to develop a sales,
marketing and distribution infrastructure on our own or through collaborations or other marketing arrangements, we will not be successful in
commercializing eptinezumab or any of our future products.
We do not currently have sales or distribution capabilities and have no experience as an organization in the sale, marketing and distribution of
therapeutic products. To achieve commercial success for any approved product, we must either develop a sales and marketing organization or outsource these
functions to third parties. Assuming regulatory approval, we plan to focus our initial commercialization efforts on high-prescribing neurologists and
headache centers in the United States employing a specialty sales force that we plan to establish. To maximize the potential commercial opportunity of
eptinezumab while we focus on the U.S. specialty market, we may explore strategic arrangements that provide additional capabilities and infrastructure while
improving access for physicians and patients.
There are risks involved with both establishing our own sales and marketing capabilities and entering into arrangements with third parties to perform
these services. For example, recruiting and training a sales force is expensive and time-consuming and could delay any product launch. If the commercial
launch of a product for which we recruit a sales force and establish marketing capabilities is delayed or does not occur for any reason, we would have
prematurely or unnecessarily incurred these commercialization expenses. This may be costly, and our investment would be lost if we do not have another
product to sell in the same specialty market. We also may not be successful entering into arrangements with third parties to sell and market our product
candidates or may be unable to do so on terms that are favorable to us. We likely will have little control over such third parties, and any of them may fail to
devote the necessary resources and attention to sell and market our products effectively and could damage our reputation. If we do not establish sales and
marketing capabilities successfully, either on our own or in collaboration with third parties, we will not be successful in commercializing eptinezumab or any
other product candidates.
If we are able to commercialize eptinezumab or any other product candidates, the products may become subject to unfavorable pricing regulations or
third-party reimbursement practices, thereby harming our business.
The regulations that govern pricing and reimbursement for new therapeutic products vary widely from country to country. Some countries require
approval of the sale price of a product before it can be marketed. In many countries, the pricing review period begins after marketing or product licensing
approval is granted. In some foreign markets, prescription pharmaceutical pricing remains subject to continuing governmental control even after initial
approval is granted. As a result, we or any of our future collaborators might obtain regulatory approval for a product in a particular country, but then be
subject to price regulations that delay commercial launch of the product and negatively impact the revenues we are able to generate from the sale of the
product in that country. Adverse pricing limitations may hinder our ability to recoup our investment in our products, even if our product candidates obtain
regulatory approval.
Our and any of our future collaborators’ ability to commercialize any product candidates successfully also will depend in significant part on the extent
to which coverage and adequate reimbursement for these products and related treatments becomes available from government health administration
authorities, private health insurers and other third-party payors. Third-party payors decide which medications they will cover and establish reimbursement
levels. A primary focus in the U.S. healthcare industry and elsewhere is cost containment. Increasingly, third-party payors are requiring that companies
provide them with predetermined discounts from list prices and are challenging the prices charged for medical products. We cannot be sure that coverage will
be available for any product that we

or any of our future collaborators commercialize and, if coverage is available, what the level of reimbursement will be. Further, one payor’s determination to
provide coverage for a product does not assure that other payors will also provide coverage for the product. Adequate third-party reimbursement may not be
available to enable us to maintain price levels sufficient to realize an appropriate return on our investment in product development.
Reimbursement may impact the demand for, or the price of, any product for which we or any of our future collaborators obtain approval. Obtaining
coverage and adequate reimbursement for our products may be particularly difficult because of the higher prices often associated with products administered
under the supervision of a physician. If reimbursement is not available or is available only to limited levels, we or any of our future collaborators may not be
able to successfully commercialize any product that has been approved.
There may be significant delays in obtaining reimbursement for newly approved products, and coverage may be more limited than the purposes for
which the product is approved by the FDA or regulatory authorities in other countries. Moreover, eligibility for reimbursement does not imply that any
product will be paid for in all cases or at a rate that covers our or any of our future collaborators’ costs, including research, development, manufacture, sale
and distribution. Interim payments for new products, if applicable, may also not be sufficient to cover our or any of our future collaborators’ costs and may
not be made permanent. Payment rates may vary according to the use of the product and the clinical setting in which it is used, may be based on payments
allowed for lower cost products that are already reimbursed and may be incorporated into existing payments for other services. Net prices for products may be
reduced by mandatory discounts or rebates required by government healthcare programs or private payors and by any future relaxation of laws that presently
restrict imports of products from countries where they may be sold at lower prices than in the United States. Private third-party payors often rely upon
Medicare coverage policy and payment limitations in setting their own reimbursement policies. Our or any of our future collaborators’ inability to promptly
obtain coverage and profitable payment rates from both government funded and private payors for newly developed products could have a material adverse
effect on our operating results, our ability to raise capital needed to commercialize products and our overall financial condition.
Product liability lawsuits against us could cause us to incur substantial liabilities and to limit commercialization of any products that we may develop.
We face an inherent risk of product liability exposure related to the testing of our product candidates in human clinical trials and will face an even
greater risk if we commercially sell any products that we may develop. If we cannot successfully defend ourselves against claims that our product candidates
or products caused injuries, we will incur substantial liabilities. Regardless of merit or eventual outcome, liability claims may result in:
•

decreased demand for any product candidates or products that we or any of our future collaborators may develop;

•

injury to our reputation and significant negative media attention;

•

withdrawal of patients from clinical trials or cancellation of trials;

•

significant costs to defend the related litigation;

•

substantial monetary awards;

•

loss of revenues; and

•

the inability to commercialize any products that we may develop.

We currently have $20 million in product liability insurance coverage for our clinical trials, which may not be adequate to cover all liabilities that we
may incur. Insurance coverage is increasingly expensive. We may not be able to maintain insurance coverage at a reasonable cost or in an amount adequate
to satisfy any liability that may arise.

Marketing approval of our product candidates in international markets will subject us to additional costs and a variety of risks associated with
international operations.
We intend to pursue marketing approvals for our product candidates in international markets directly or with partners and will be subject to additional
costs and additional risks related to international operations, including:
•

different regulatory requirements for drug approvals in foreign countries;

•

reduced protection for intellectual property rights;

•

unexpected changes in tariffs, trade barriers and regulatory requirements;

•

economic weakness, including inflation or political instability in particular foreign economies and markets;

•

compliance with tax, employment, immigration and labor laws for employees living or traveling abroad;

•

foreign taxes, including withholding of payroll taxes;

•

foreign currency fluctuations, which could result in increased operating expenses and reduced revenues, and other obligations incident to doing
business in another country;

•

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 abroad;

•

the impact of the vote by the United Kingdom decided by referendum to leave the European Union (commonly referred to as “Brexit”); and

•

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

We may expend our limited resources to pursue a particular product candidate or disease and fail to capitalize on product candidates or diseases that may
be more profitable or for which there is a greater likelihood of success.
Because we have limited financial and managerial resources, we focus our research programs and product candidates for a specific disease. As a result,
we may forego or delay pursuit of opportunities with other product candidates or other diseases that may later prove to have greater commercial potential.
Our resource allocation decisions may cause us to fail to capitalize on viable commercial products or profitable market opportunities. Our spending on
current and future research and development programs and product candidates for specific diseases may not yield any commercially viable products.
If we do not accurately evaluate the commercial potential for a particular product candidate in the right disease, we may relinquish valuable rights to
that product candidate through collaboration, licensing or other royalty arrangements in cases in which it would have been advantageous for us to retain sole
development and commercialization rights.
We may not be successful in our efforts to use and enhance our proprietary antibody platform to create a pipeline of product candidates and develop
commercially successful products.
We have used our proprietary antibody platform for the selection of monoclonal antibodies to create eptinezumab, ALD1910 and other future product
candidates that we are currently evaluating. We are at an early stage of development and our platform has not yet, and may never, lead to approved or
commercially successful products. Even if we are successful in continuing to build our pipeline, the future product candidates that we evaluate may not be
suitable for clinical development, including as a result of their harmful side-effects, limited

efficacy or other characteristics that make it unlikely such product candidates will receive regulatory approval or achieve commercial success. If we do not
successfully develop and commercialize product candidates using our proprietary antibody platform, we may not be able to obtain product or collaboration
revenues in future periods, which would harm our business and prospects.
If any future collaborations for the development and commercialization of product candidates are not successful, our business may be harmed.
We may choose to enter into collaboration agreements with third parties with respect to our product candidates, including eptinezumab, for their
development and commercialization in the United States or in international markets. We will have limited control over the amount and timing of resources
that any of our future collaborators dedicate to the development or commercialization of our product candidates. Our ability to generate revenues from these
arrangements will depend in part on any such collaborators’ abilities to successfully perform the functions assigned to them in these arrangements.
Collaborations involving our product candidates are subject to numerous risks, which may include the following:
•

collaborators may have significant discretion in determining the efforts and resources that they will apply to collaborations;

•

collaborators may not pursue development and commercialization of our product candidates or may elect not to continue or renew development
or commercialization programs based on clinical trial results, changes in their strategic focus due to the acquisition of competitive products,
availability of funding or other external factors, such as a business combination that diverts resources or creates competing priorities;

•

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

•

collaborators could independently develop, or develop with third parties, products that compete directly or indirectly with our products or
product candidates;

•

a collaborator with marketing and distribution rights to one or more products may not commit sufficient resources to their marketing and
distribution;

•

collaborators may not properly maintain or defend our intellectual property rights or may use our intellectual property or proprietary information
in a way that gives rise to actual or threatened litigation that could jeopardize or invalidate our intellectual property or proprietary information
or expose us to potential liability;

•

disputes may arise between us and a collaborator that cause the delay or termination of the research, development or commercialization of our
product candidates or that result in costly litigation or arbitration that diverts management attention and resources;

•

collaborations may be terminated and, if terminated, may result in a need for additional capital to pursue further development or
commercialization of the applicable product candidates; and

•

collaborators may own or co-own intellectual property covering our products that results from our collaborating with them, and in such cases, we
would not have the exclusive right to commercialize such intellectual property.

Any termination or disruption of any future collaboration could result in delayed development of product candidates, increased cost to develop
product candidates or termination of development of a product candidate.

We may engage in future acquisitions that increase our capital requirements, dilute our stockholders, cause us to incur debt or assume contingent
liabilities and subject us to other risks.
We may evaluate various strategic transactions, including licensing or acquiring complementary products, technologies or businesses. Any potential
acquisitions may entail numerous risks, including increased operating expenses and cash requirements, assimilation of operations and products, retention of
key employees, diversion of our management’s attention and uncertainties in our ability to maintain key business relationships of the acquired entities. In
addition, if we undertake acquisitions, we may issue dilutive securities, assume or incur debt obligations, incur large one-time expenses and acquire
intangible assets that could result in significant future amortization expense. Moreover, we may not be able to locate suitable acquisition opportunities and
this inability could impair our ability to grow or obtain access to technology or products that may be important to the development of our business.
Risks Related to Government Regulation
The regulatory approval process is expensive, time consuming and uncertain and may prevent us or our any of our future collaboration partners from
obtaining approvals for the commercialization of some or all of our product candidates.
Among other things, the research, testing, manufacturing, labeling, approval, selling, import, export, marketing and distribution of drug products are
subject to extensive regulation by the FDA and other regulatory authorities in the United States and other countries, which regulations differ from country to
country. Neither we nor any future collaboration partner is permitted to market our product candidates in the United States until we receive approval of a
BLA from the FDA. We have not submitted an application or received marketing approval for any of our product candidates. Obtaining approval of BLA can
be a lengthy, expensive and uncertain process. In addition, failure to comply with FDA and other applicable U.S. and foreign regulatory requirements may
subject us to administrative or judicially imposed sanctions, including the following:
•

warning letters;

•

civil or criminal penalties and fines;

•

injunctions;

•

suspension or withdrawal of regulatory approval;

•

suspension of any ongoing clinical trials;

•

voluntary or mandatory product recalls and publicity requirements;

•

refusal to accept or approve applications for marketing approval of new drugs or biologics or supplements to approved applications filed by us;

•

restrictions on operations, including costly new manufacturing requirements; or

•

seizure or detention of our products or import bans.

Prior to receiving approval to commercialize any of our product candidates in the United States or abroad, we and any of our future collaboration
partners must demonstrate with substantial evidence from well-controlled clinical trials, and to the satisfaction of the FDA and other regulatory authorities
abroad, that such product candidates are safe and effective for their intended uses. Results from preclinical studies and clinical trials can be interpreted in
different ways. Even if we and any of our future collaboration partners believe the preclinical or clinical data for our product candidates are promising, such
data may not be sufficient to support approval by the FDA and other regulatory authorities. Administering any of our product candidates to humans may
produce undesirable side-effects, which could interrupt, delay or cause suspension of clinical trials of our product candidates and result in the FDA or other
regulatory authorities denying approval of our product candidates for any or all targeted indications.

Regulatory approval of BLA is not guaranteed, and the approval process is expensive and may take several years. The FDA also has substantial
discretion in the approval process. Despite the time and expense exerted, failure can occur at any stage, and we could encounter problems that cause us to
abandon or repeat clinical trials, or perform additional preclinical studies and clinical trials. The number of preclinical studies and clinical trials that will be
required for FDA approval varies depending on the product candidate, the disease or condition that the product candidate is designed to address and the
regulations applicable to any particular product candidate.
The FDA can delay, limit or deny approval of a product candidate for many reasons, including, but not limited to, the following:
•

a product candidate may not be deemed safe or effective;

•

FDA officials may not find the data from preclinical studies and clinical trials sufficient;

•

the FDA might not approve our or our third-party manufacturers’ processes or facilities; or

•

the FDA may change its approval policies or adopt new regulations.

If any of our product candidates fails to demonstrate safety and efficacy in clinical trials or does not gain regulatory approval, our business will be
harmed.
Even if we receive regulatory approval for a product candidate, we will be subject to ongoing regulatory obligations and continued regulatory review,
which may result in significant additional expense and subject us to penalties if we fail to comply with applicable regulatory requirements.
Once regulatory approval has been granted, the approved product and its manufacturer are subject to continual review by the FDA and/or non-U.S.
regulatory authorities. Any regulatory approval that we or any of our future collaboration partners receive for our product candidates may be subject to
limitations on the indicated uses for which the product may be marketed or contain requirements for potentially costly post-marketing follow-up trials to
monitor the safety and efficacy of the product. In addition, if the FDA and/or non-U.S. regulatory authorities approve any of our product candidates, we will
be subject to extensive and ongoing regulatory requirements by the FDA and other regulatory authorities with regard to the labeling, packaging, adverse
event reporting, storage, advertising, promotion and recordkeeping, among other things, for our products. In addition, manufacturers of our drug products are
required to comply with cGMP regulations, which include requirements related to quality control and quality assurance as well as the corresponding
maintenance of records and documentation. Furthermore, regulatory authorities must approve these manufacturing facilities before they can be used to
manufacture our drug products, and these facilities are subject to continual review and periodic inspections by the FDA and other regulatory authorities for
compliance with cGMP regulations. If we or a third party discover previously unknown problems with a product, such as adverse events of unanticipated
severity or frequency, or problems with the facility where the product is manufactured, a regulatory authority may impose restrictions on that product, the
manufacturer or us, including requiring withdrawal of the product from the market or suspension of manufacturing. If we, our product candidates or the
manufacturing facilities for our product candidates fail to comply with regulatory requirements of the FDA and/or other non-U.S. regulatory authorities, we
could be subject to administrative or judicially imposed sanctions, including the following:
•

warning letters;

•

civil or criminal penalties and fines;

•

injunctions;

•

suspension or withdrawal of regulatory approval;

•

suspension of any ongoing clinical trials;

•

voluntary or mandatory product recalls and publicity requirements;

•

refusal to approve pending applications for marketing approval of new drugs or supplements to approved applications filed by us;

•

restrictions on operations, including costly new manufacturing requirements; or

•

seizure or detention of our products or import bans.

The regulatory requirements and policies may change and additional government regulations may be enacted for which we may also be required to
comply. 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 in other countries. If we are not able to maintain regulatory compliance, we may not be permitted to market our future products and our
business may suffer.
Failure to obtain regulatory approvals in foreign jurisdictions will prevent us from marketing our products in these jurisdictions.
We or a future collaboration partner may market eptinezumab and any future products in international markets. In order to market our future products
in the European Economic Area, or EEA, and many other foreign jurisdictions, we must obtain separate regulatory approvals. Specifically, in the EEA,
medicinal products can only be commercialized after obtaining a Marketing Authorization, or MA.
Before granting the MA, the European Medicines Agency, or EMA, or the competent authorities of the member states of the EEA make an assessment
of the risk-benefit balance of the product on the basis of scientific criteria concerning its quality, safety and efficacy.
We have had limited interactions with foreign regulatory authorities, and the approval procedures vary among countries and can involve additional
clinical testing, and the time required to obtain approval may differ from that required to obtain FDA approval. Clinical trials conducted in one country may
not be accepted by regulatory authorities in other countries. Approval by the FDA does not ensure approval by regulatory authorities in other countries, and
approval by one or more foreign regulatory authorities does not ensure approval by regulatory authorities in other foreign countries or by the FDA. However,
a failure or delay in obtaining regulatory approval in one country may have a negative effect on the regulatory process in others. The foreign regulatory
approval process may include all of the risks associated with obtaining FDA approval. We may not obtain foreign regulatory approvals on a timely basis, if at
all. We may not be able to file for regulatory approvals and even if we file we may not receive necessary approvals to commercialize our products in any
market.
Healthcare reform measures could hinder or prevent our product candidates’ commercial success.
In the United States, there have been and we expect there will continue to be a number of legislative and regulatory changes to the healthcare system in
ways that could affect our future revenues and profitability and the future revenues and profitability of our potential customers. Federal and state lawmakers
regularly propose and, at times, enact legislation that would result in significant changes to the healthcare system, some of which are intended to contain or
reduce the costs of medical products and services, improve quality of care, and expand access to coverage. For example, one of the most significant
healthcare reform measures in decades, the Patient Protection and Affordable Care Act, as amended by the Health Care and Education Reconciliation Act,
collectively, the ACA, was enacted in 2010. The ACA contains a number of provisions, including those governing enrollment in federal healthcare programs,
reimbursement changes and fraud and abuse measures. However, in January 2017, President Trump signed an Executive Order directing federal agencies with
authorities and responsibilities under the ACA to waive, defer, grant exemptions from, or delay the implementation of any provision of the ACA that would
impose a fiscal or regulatory burden on states, individuals, healthcare providers, health insurers, or manufacturers of

pharmaceuticals or medical devices. In Congress, the U.S. House of Representatives passed ACA replacement legislation known as the American Health Care
Act of 2017 in May 2017, which was not introduced in the Senate. More recently, the Senate Republicans have proposed multiple bills to repeal and replace
portions of the ACA. Although none of these measures have been enacted, Congress may consider other legislation to repeal or replace certain elements of
the ACA. On October 12, 2017, President Trump signed another Executive Order directing certain federal agencies to propose regulations or guidelines to
permit small businesses to form association health plans, expand the availability of short-term, limited duration insurance, and expand the use of health
reimbursement arrangements, which may circumvent some of the requirements for health insurance mandated by the ACA. We cannot know how efforts to
repeal and replace the ACA or any future healthcare reform legislation will impact our business.
In addition, other legislative changes have been proposed and adopted since the ACA was enacted. For example, the Budget Control Act of 2011,
among other things, created the Joint Select Committee on Deficit Reduction to recommend proposals in spending reductions to Congress. The Joint Select
Committee did not achieve a targeted deficit reduction of at least $1.2 trillion for the years 2013 through 2021, which triggered the legislation’s automatic
reduction to several government programs, including aggregate reductions to Medicare payments to providers of up to 2% per fiscal year that went into effect
on April 1, 2013, following passage of the Bipartisan Budget Act of 2015, and will remain in effect through 2025 unless additional Congressional action is
taken. On January 2, 2013, President Obama signed into law the American Taxpayer Relief Act of 2012, or the ATRA, which, among other things, further
reduced Medicare payments to several providers, including hospitals, and increased the statute of limitations period for the government to recover
overpayments to providers from three to five years.
There have been and likely will continue to be legislative and regulatory proposals at the federal and state levels directed at containing or lowering the
cost of health care. For example, there has been increasing legislative and enforcement interest in the United States with respect to specialty drug pricing
practices. Specifically, there have been several recent U.S. Congressional inquiries and proposed bills designed to, among other things, bring more
transparency to drug pricing, review the relationship between pricing and manufacturer patient programs, and reform government program reimbursement
methodologies for drugs. We cannot predict the initiatives that may be adopted in the future or their full impact. The continuing efforts of the government,
insurance companies, managed care organizations and other payors of healthcare services to contain or reduce costs of health care may adversely affect:
•

our ability to set a price we believe is fair for our products;

•

our ability to generate revenues and achieve or maintain profitability; and

•

the availability of capital for our business.

Furthermore, changes in regulatory requirements and guidance may occur and we may need to amend clinical trial protocols to reflect these changes.
Amendments may require us to resubmit our clinical trial protocols to Institutional Review Boards for reexamination, which may impact the costs, timing or
successful completion of a clinical trial. Data from clinical trials may receive greater scrutiny with respect to safety, which may make the FDA or other
regulatory authorities more likely to terminate or suspend clinical trials before completion, or require longer or additional clinical trials that may result in
substantial additional expense and a delay or failure in obtaining approval or approval for a more limited indication than originally sought.
Given the serious public health risks of high profile adverse safety events with certain drug products, the FDA may require, as a condition of approval,
costly risk evaluation and mitigation strategies, which may include safety surveillance, restricted distribution and use, patient education, enhanced labeling,
special packaging or labeling, expedited reporting of certain adverse events, preapproval of promotional materials and restrictions on direct-to-consumer
advertising.
If we fail to comply with healthcare laws, we could face substantial penalties and our business, operations and financial condition could be adversely
affected.

Even though we do not and will not control referrals of healthcare services or bill directly to Medicare, Medicaid or other third-party payors, certain
federal and state healthcare laws and regulations, including those pertaining to fraud and abuse and patients’ rights, are and will be applicable to our
business. We could be subject to healthcare regulation by both the federal government and the states in which we conduct our business. The healthcare laws
and regulations that may affect our ability to operate include, without limitation:
•

the federal Anti-Kickback Statute, which prohibits, among other things, any person or entity from knowingly and willfully offering, soliciting,
receiving or providing remuneration, directly or indirectly, in exchange for or to induce 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 healthcare programs, such as the Medicare and
Medicaid programs;

•

federal false claims laws, including the federal civil False Claims Act, which prohibit, among other things, individuals or entities from knowingly
presenting, or causing to be presented, claims for payment that are false or fraudulent, or knowingly making false statements to avoid, decrease,
or conceal an obligation to pay money to the federal government;

•

the federal Health Insurance Portability and Accountability Act of 1996, or HIPAA, which imposes criminal and civil liability for, among other
things, executing a scheme to defraud any healthcare benefit program or making false statements relating to healthcare matters;

•

the federal Physician Payments Sunshine Act under the ACA, which requires certain manufacturers of drugs, devices, biologics and medical
supplies for which payment is available under Medicare, Medicaid, or the Children’s Health Insurance Program to annually report to the U.S.
Department of Health and Human Services’ Centers for Medicare & Medicaid Services, or CMS, information related to payments and other
transfers of value provided to physicians and teaching hospitals and physician ownership and investment interests;

•

HIPAA, as amended by the Health Information Technology for Economic and Clinical Health Act, which imposes requirements on certain types
of entities and individuals regarding the conduct of certain electronic healthcare transactions and the security and privacy of protected health
information; and

•

state law equivalents of each of the above federal laws, such as anti-kickback and false claims laws which may apply to items or services
reimbursed by any third-party payor, including commercial insurers; state laws that require pharmaceutical companies to comply with the
pharmaceutical industry’s voluntary compliance guidelines and the relevant compliance guidance promulgated by the federal government; state
laws that require drug manufacturers to report information related to payments and other transfers of value to other healthcare providers and
healthcare entities, or marketing expenditures; and state and foreign laws governing the privacy and security of health information in some
circumstances, many of which differ from each other in significant ways and often are not preempted by HIPAA, thus complicating compliance
efforts.

The ACA, among other things, amends the intent requirement of the federal Anti-Kickback Statute and criminal healthcare fraud statutes. A person or
entity no longer needs to have actual knowledge of this statute or specific intent to violate it in order to commit a violation. In addition, the ACA provides
that the government may assert that a claim including items or services resulting from a violation of the federal Anti-Kickback Statute constitutes a false or
fraudulent claim for purposes of the False Claims Act.
If our operations are found to be in violation of any of the laws described above or any other governmental regulations that apply to us, we may be
subject to penalties, including administrative, civil and criminal penalties, damages, fines, disgorgement, individual imprisonment, exclusion from
participation in federal healthcare programs, integrity obligations, contractual damages, reputational harm, diminished profits and future earnings, and the
curtailment or restructuring of our operations, which could adversely affect our ability to operate our business and our financial results. Any action against us
for violation of these laws, even if we successfully defend against it, could cause us to incur significant legal expenses and divert our management’s attention
from the operation of our business. Moreover, achieving and sustaining compliance with applicable federal and state privacy, security and fraud laws may
prove costly.

Risks Related to Intellectual Property
If we fail to comply with our obligations in our intellectual property licenses with third parties, we could lose license rights that are important to our
business.
We are a party to intellectual property license agreements with third parties. For example, we have a non-exclusive, royalty bearing license with Teva
Pharmaceuticals International GmbH, or Teva GmbH, for its CGRP patent portfolio to develop, manufacture and commercialize eptinezumab in the
United States and worldwide, excluding Japan and Korea. We also have a third-party royalty free license associated with the Keck Graduate Institute for our
yeast-based proprietary manufacturing technology. We may enter into additional license agreements in the future. Our existing license agreements impose,
and we expect that our future license agreements will impose, various diligence, royalty payment, milestone payment, insurance and other obligations on us.
If we fail to comply with these obligations or our other obligations in our license agreements, our licensors may have the right to terminate these agreements,
in which event we may not be able to develop and market any product or use any platform technology that is covered by these agreements. Termination of
these licenses or reduction or elimination of our licensed rights may result in our having to negotiate new or reinstated licenses with less favorable terms or
our not having sufficient intellectual property rights to operate our business. The occurrence of such events could materially harm our business.
Our ability to successfully commercialize our products may be impaired if we are unable to obtain and maintain effective intellectual property rights for
our proprietary antibody platform and product candidates.
Our success depends in large part on our and our licensors’ ability to obtain and maintain patent and other intellectual property protection in the
United States and in other countries with respect to our proprietary antibody platform and products. In some circumstances, we may not have the right to
control the preparation, filing and prosecution of patent applications, or to maintain the patents or enforce the patents, covering technology or products that
we license from third parties. Therefore, we cannot be certain that these patents and applications will be prosecuted and enforced in a manner consistent with
the best interests of our business. In addition, if third parties who license patents to us fail to maintain such patents, or lose rights to those patents, the rights
we have licensed may be reduced or eliminated. Because certain intellectual property rights are shared between us and any of our future collaborators, it is
possible that disputes may arise related to the distribution of those rights.
We have sought to protect our proprietary position by filing patent applications in the United States and abroad related to our novel technologies and
products that are important to our business. 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. 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. The standards that the United States Patent and Trademark Office, or USPTO, uses to
grant patents are not always applied predictably or uniformly and can change. Consequently, we cannot be certain as to whether pending patent applications
will be allowed; and if allowed, we cannot be certain as to the type and extent of patent claims that will be issued to us in the future. Our existing patents and
any future patents we obtain may not be sufficiently broad to prevent others from using our technologies or from developing competing products and
technologies.
The patent position of biotechnology and pharmaceutical companies generally is highly uncertain and involves complex legal and factual questions
for which legal principles remain unresolved. In recent years, patent rights have been the subject of significant litigation. As a result, the issuance, scope,
validity, enforceability and commercial value of our and our licensors’ patent rights are highly uncertain. Our and our licensors’ pending and future patent
applications may not result in patents being issued which protect our technology or products or which effectively prevent others from commercializing
competitive technologies and products. Changes in either the patent laws or interpretation of the patent laws in the United States and other countries may
diminish the value of our patents or narrow the scope of our patent protection. The laws of foreign countries may not protect our rights to the same extent as
the laws of the United States. Publications of discoveries in the scientific literature often lag behind the actual discoveries, and patent applications in the
United States and other jurisdictions are typically not published

until 18 months after filing, or in some cases not at all. Therefore, we cannot be certain that we or our licensors were the first to make the inventions claimed
in our owned and licensed patents or pending patent applications, or that we or our licensors were the first to file for patent protection of such inventions.
In March 2013, the United States converted to a first-to-file patent system under the recently enacted America Invents Act. With this change, the United
States patent system was brought into closer conformity with the patent systems of other countries, the vast majority of which operate as first-to-file patent
systems. Under the former system, and assuming the other requirements for patentability were met, the first to invent was entitled to the patent. A number of
our patents and patent applications are subject to the first-to-invent system because they originated prior to the March 2013 cutoff. Under the new United
States system, and outside the United States, the first to file a patent application is entitled to the patent, with certain exceptions. A number of our patents and
patent applications are subject to the new first-to-file system in the United States because they originated after the March 2013 cutoff. The full effect of these
changes remains unclear as the USPTO endeavors to implement various regulations concerning the new system. Furthermore, the courts have yet to address
the vast majority of these provisions and the applicability of the America Invents Act and new regulations on specific patents discussed herein have not been
determined and would need to be reviewed. We may become involved in opposition, interference, post-grant or derivation proceedings challenging our
patent rights or the patent rights of others, and the outcome of any proceedings are highly uncertain. An adverse determination in any such proceeding could
reduce the scope of, or invalidate, our patent rights, allow third parties to commercialize our technology or products and compete directly with us, without
payment to us, or result in our inability to manufacture or commercialize products without infringing third-party patent rights. Even if our owned and
licensed patent applications issue as patents, they may not issue in a form that will provide us with any meaningful protection, prevent competitors from
competing with us or otherwise provide us with any competitive advantage. Our competitors may be able to circumvent our owned or licensed patents by
developing similar or alternative technologies or products in a non-infringing manner. The issuance of a patent is not conclusive as to its scope, validity or
enforceability, and our owned and licensed patents may be challenged in the courts or patent offices in the United States and abroad. Such challenges may
result in patent claims being narrowed, invalidated or held unenforceable, which could limit our ability to stop or prevent us from stopping others from using
or commercializing similar or identical technology and products, or limit the duration of the patent protection of our technology and products. Given the
amount of time required for the development, testing and regulatory review of future 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 or otherwise provide us with a competitive advantage.
We may become involved in lawsuits to protect or enforce our patents, which could be expensive, time consuming and unsuccessful.
Competitors may infringe our patents. To counter infringement or unauthorized use, we may be required to file infringement claims, which can be
expensive and time-consuming. In addition, in an infringement proceeding, a court may decide that a patent of ours is invalid or unenforceable, or may refuse
to stop the other party from using the technology at issue on the grounds that our patents do not cover the technology in question. The standards that courts
use to interpret patents are not always applied predictably or uniformly and can change, particularly as new technologies develop. As a result, we cannot
predict with certainty how much protection, if any, will be given to our patents if we attempt to enforce them and they are challenged in court. An adverse
result in any litigation proceeding could put one or more of our patents at risk of being invalidated or interpreted narrowly. Inequitable conduct is frequently
raised as a defense during intellectual property litigation. It is believed that all parties involved in the prosecution of our patent applications have complied
with their duties of disclosure in the course of prosecuting our patent applications, however, it is possible that legal claims to the contrary could be asserted if
we were engaged in intellectual property litigation, and the results of any such legal claims are uncertain due to the inherent uncertainty of litigation. If a
court determines that any party involved in the prosecution of our patents failed to comply with their duty of disclosure, the subject patent would be
unenforceable. 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.

Third parties may initiate legal proceedings alleging that we are infringing their intellectual property rights, the outcome of which would be uncertain and
could harm our business.
Third parties may assert infringement claims against us, or other parties we have agreed to indemnify, based on existing patents or patents that may be
granted in the future. We are aware of third-party patents and patent applications containing granted claims relating to CGRP antibodies and the therapeutic
use of CGRP antibodies to treat conditions including migraine. Furthermore, since patent applications are published some time after filing, and because
applications can take several years to issue, there may be additional currently pending third party patent applications that are unknown to us, which may later
result in issued patents.
We may initiate litigation or other legal proceedings with respect to patents held by others. For example, in July 2014, we and Eli Lilly each filed an
opposition to a European patent issued to Teva GmbH requesting that such patent be revoked in its entirety. In an oral proceeding held in Munich, Germany
on November 18, 2016, the Opposition Division, or OD, of the European Patent Office, or EPO, issued a ruling revoking all claims in the patent relating to
CGRP antagonist antibodies and maintaining but narrowing claims relating to the use of CGRP antagonist antibodies in human therapy to the prevention or
treatment of headache such as migraine and cluster headache. The written decision consistent with the oral ruling was issued in February 2017. We
subsequently initiated an appeal of the decision. On January 5, 2018, we entered into a Settlement and License Agreement with Teva GmbH pursuant to
which we received a non-exclusive license to Teva GmbH’s CGRP patent portfolio to develop, manufacture and commercialize eptinezumab in the United
States and worldwide, excluding Japan and Korea, and agreed to withdraw our appeal.
Because of the inevitable uncertainty in intellectual property legal proceedings, any such proceedings, if initiated, may not ultimately be resolved in
our favor regardless of our perception of the merits. If we lose such a proceeding, or are found to infringe a third party’s intellectual property rights in any
jurisdiction, we may not be to engage in commercialization and related activities for a product candidate for its intended use in such jurisdiction without
obtaining a license from such third party. However, we may not be able to obtain any required license on commercially reasonable terms or at all. Even if we
are able to obtain a license, it may be non-exclusive, thereby giving our competitors access to the same technologies licensed to us. We could be forced,
including by court order, to cease commercializing the infringing technology or product. In addition, in any such proceeding or litigation, we could be found
liable for monetary damages, including in the United States treble damages if we are found to have willfully infringed a patent, and attorneys’ fees. A finding
of infringement could prevent us from commercializing our product candidates or force us to cease some of our business operations.
We may be unable to protect the confidentiality of our trade secrets, thus harming our business and competitive position.
In addition to our patented technology and products, we rely upon trade secrets, including unpatented know-how, technology and other proprietary
information to develop and maintain our competitive position, which we seek to protect, in part, by confidentiality agreements with our employees,
collaborators and consultants. We also have agreements with our employees and selected consultants that obligate them to assign their inventions to us.
However, it is possible that technology relevant to our business will be independently developed by a person that is not a party to such an agreement.
Furthermore, if the employees, consultants or collaborators that are parties to these agreements breach or violate the terms of these agreements, we may not
have adequate remedies for any such breach or violation, and we could lose our trade secrets through such breaches or violations. Furthermore, our trade
secrets could be disclosed, misappropriated or otherwise become known or be independently discovered by our competitors. Our trade secrets can be lost
through their inadvertent or advertent disclosure to others. In addition, intellectual property laws in foreign countries may not protect our intellectual
property to the same extent as the laws of the United States. If our trade secrets are disclosed or misappropriated, it would harm our ability to protect our rights
and harm our business.
We may be subject to claims that our employees have wrongfully used or disclosed intellectual property of their former employers. Intellectual property
litigation or proceedings could cause us to spend substantial resources and distract our personnel from their normal responsibilities.

Many of our employees were previously employed at universities or other biotechnology or pharmaceutical companies, including our competitors or
potential competitors. Although we try to ensure that our employees do not use the proprietary information or know-how of others in their work for us, we
may be subject to claims that we or these employees have used or disclosed intellectual property, including trade secrets or other proprietary information, of
any such employee’s former employer. Litigation may be necessary to defend against these claims. If we fail in defending any such claims, in addition to
paying monetary damages, we may lose valuable intellectual property rights or personnel. Even if we are successful in defending against such claims,
litigation or other legal proceedings relating to intellectual property claims may cause us to incur significant expenses, and could distract our technical and
management personnel from their normal responsibilities. In addition, there could be public announcements of the results of hearings, motions or other
interim proceedings or developments and if securities analysts or investors perceive these results to be negative, it could have a substantial adverse effect on
the price of our common stock. Such litigation or proceedings could substantially increase our operating losses and reduce our resources available for
development activities. We may not have sufficient financial or other resources to adequately conduct such litigation or proceedings. Some of our
competitors may be able to sustain the costs of such litigation or proceedings more effectively than we can because of their substantially greater financial
resources. Uncertainties resulting from the initiation and continuation of patent litigation or other intellectual property related proceedings could impair our
ability to compete in the marketplace.
Risks Related to Our Operations and Personnel
Our future success depends on our ability to retain our executive officers and other key employees and to attract, retain and motivate qualified personnel.
We are highly dependent on our executive officers and other key employees. The employment of our executive officers and other key employees is
typically at-will and our executive officers and other key employees may terminate their employment with us at any time. The loss of the services of any of
our executive officers or other key employees could impede the achievement of our research, development and commercialization objectives.
Recruiting and retaining other qualified scientific, clinical, manufacturing and sales and marketing personnel is critical to our success. We may not be
able to attract and retain critical personnel on acceptable terms given the competition among numerous pharmaceutical and biotechnology companies for
similar personnel. We also experience competition for the hiring of scientific and clinical personnel from universities and research institutions. In addition,
we rely on consultants and advisors, including scientific and clinical advisors, to assist us in formulating our research and development and
commercialization strategy. Our consultants and advisors may be employed by third parties and have commitments under consulting or advisory contracts
with other entities that may limit their availability to us.
We expect to expand our development, regulatory affairs, sales and marketing and other capabilities, and as a result, we may encounter difficulties in
managing our growth, which could disrupt our operations.
Over the next several years, if any of our product candidates receive marketing approval, we expect to experience significant growth in the number of
our employees and the scope of our operations, particularly in the areas of drug development, regulatory affairs, sales and marketing and other functional
areas, including finance, accounting and legal. For example, if eptinezumab is approved, we plan to build a specialty sales force targeting high-prescribing
neurologists and headache centers in the United States. To manage our anticipated future growth, we must continue to implement and improve our
managerial, operational and financial systems, expand our facilities and continue to recruit and train additional qualified personnel. Due to our limited
financial resources and the limited experience of our management team in managing a company with such anticipated growth, we may not be able to
effectively manage the expansion of our operations or recruit and train additional qualified personnel. The physical expansion of our operations may lead to
significant costs and may divert our management and business development resources. Any inability to manage growth could delay the execution of our
business plans or disrupt our operations.
If we fail to comply with environmental, health and safety laws and regulations, we could become subject to fines or penalties or incur costs that could
harm our business.

We are subject to numerous environmental, health and safety laws and regulations, including those governing laboratory procedures and the handling,
use, storage, treatment and disposal of hazardous materials and wastes. Our operations involve the use of hazardous and flammable materials, including
chemicals and biological materials. Our operations also produce hazardous waste products. We generally contract with third parties for the disposal of these
materials and wastes. We cannot eliminate the risk of contamination or injury from these materials. In the event of contamination or injury resulting from our
use of hazardous materials, we could be held liable for any resulting damages, and any liability could exceed our resources. We also could incur significant
costs associated with civil or criminal fines and penalties.
Although we maintain workers’ compensation insurance to cover us for costs and expenses we may incur due to injuries to our employees resulting
from the use of hazardous materials, this insurance may not provide adequate coverage against potential liabilities. We do not maintain insurance for
environmental liability or toxic tort claims that may be asserted against us in connection with our storage or disposal of biological, hazardous materials.
In addition, we may be required to incur substantial costs to comply with current or future environmental, health and safety laws and regulations. These
current or future laws and regulations may divert resources away from our research, development or production efforts. Failure to comply with these laws and
regulations also may result in substantial fines, penalties or other sanctions.
Business disruptions could harm our future revenues and financial condition and increase our costs and expenses.
Our operations could be subject to earthquakes, power shortages, telecommunications failures, floods, hurricanes, fires, extreme weather conditions,
medical epidemics and other natural or manmade disasters or business interruptions. The occurrence of any of these business disruptions could harm our
operations and financial condition and increase our costs and expenses. Our corporate headquarters is located in Washington and certain clinical sites for our
product candidates, operations of our existing and future partners and suppliers are or will be located in Washington near major earthquake faults. The
ultimate impact on us, our significant partners, suppliers and our general infrastructure of being located near major earthquake faults and being consolidated
in certain geographical areas is unknown, but our operations and financial condition could suffer in the event of a major earthquake or other natural or
manmade disaster.
Our internal computer systems, or those of our CROs or other contractors or consultants, may fail or suffer security breaches, which could result in a
material disruption of our drug development programs.
Despite the implementation of security measures, our internal computer systems and those of our CROs and other contractors and consultants are
vulnerable to damage from computer viruses, unauthorized access, natural disasters, terrorism, war and telecommunication and electrical failures. While we
have not experienced any such system failure, accident or security breach to date, if such an event were to occur and cause interruptions in our operations, it
could result in a material disruption of our drug development programs. For example, the loss of clinical trial data from completed or ongoing clinical trials
for any of our product candidates could result in delays in our regulatory approval efforts and significantly increase our costs to recover or reproduce the data.
To the extent that any disruption or security breach were to result in a loss of or damage to our data or applications, or inappropriate disclosure of
confidential or proprietary information, we could incur liability and the further development of our product candidates could be delayed.
Risks Related to Ownership of Our Common Stock and Our 2025 Notes
Our operating results may fluctuate significantly, which makes our future operating results difficult to predict and could cause our operating results to fall
below expectations or our guidance.
Our quarterly and annual operating results have fluctuated in the past and may fluctuate significantly in the future, which makes it difficult for us to
predict our future operating results. From time to time, we may enter into collaboration agreements with other companies that include development funding
and significant upfront and milestone payments, and amounts earned from collaboration agreements may be an important source of our revenues.
Accordingly, our revenues, if any, will depend on development funding and the achievement of

development and clinical milestones under any of our future collaboration arrangements, as well as any potential future license agreements and sales of our
products, if approved. These upfront and milestone payments may vary significantly from period to period and any such variance could cause a significant
fluctuation in our operating results from one period to the next.
Our operating results may fluctuate due to a variety of other factors, many of which are outside of our control and may be difficult to predict, including
the following:
•

the timing and cost of, and level of investment in, research and development activities relating to our product candidates, which may change
from time to time;

•

the cost of manufacturing our product candidates, which may vary depending on the quantity of production and the terms of our agreements with
manufacturers;

•

expenditures that we will or may incur to acquire or develop additional product candidates and technologies;

•

the level of demand for our product candidates, should they receive approval, which may vary significantly;

•

future accounting pronouncements or changes in our accounting policies;

•

the timing and success or failure of clinical trials for our product candidates or competing product candidates, or any other change in the
competitive landscape of our industry, including consolidation among our competitors or partners; and

•

the risk/benefit profile, cost and reimbursement policies with respect to our products candidates, if approved, and existing and potential future
drugs that compete with our product candidates.

The cumulative effects of these factors could result in large fluctuations and unpredictability in our quarterly and annual operating results. As a result,
comparing our operating results on a period-to-period basis may not be meaningful. Investors should not rely on our past results as an indication of our future
performance. This variability and unpredictability could also result in our failing to meet the expectations of industry or financial analysts or investors for
any period. If our operating results fall below the expectations of analysts or investors or below any forecasts we may provide to the market, or if the forecasts
we provide to the market are below the expectations of analysts or investors, the price of our common stock could decline substantially. Such a stock price
decline could occur even when we have met any previously publicly stated operating results guidance we may provide.
Our stock price may be volatile, and purchasers of our common stock could incur substantial losses. Volatility in the market price and trading volume of
our common stock could adversely impact the trading price of the 2025 Notes.
Our stock price has fluctuated in the past and is likely to be volatile in the future. Since January 1, 2015, the reported sale price of our common stock
has fluctuated between $8.60 and $54.90 per share. For example, on June 26, 2017 prior to our announcement of our PROMISE 1 data, the closing price of
our common stock was $18.70 per share. Following the announcement of our PROMISE 1 data, the closing price of our common stock on June 27, 2017 was
$13.48, and since that date the reported sale price of our common stock has been as low as $8.60 per share.
The stock market in general and the market for biotechnology companies in particular have experienced extreme volatility that has often been
unrelated to the operating performance of particular companies. As a result of this volatility, investors may experience losses on their investment in our
common stock. The market price for our common stock may be influenced by many factors, including the following:
•

the success of competitive products or technologies;

•

results of clinical trials of our product candidates or those of our competitors;

•

regulatory or legal developments in the United States and other countries, especially changes in laws or regulations applicable to our product
candidates;

•

introductions and announcements of future product candidates by us, any of our future collaborators, or our competitors, and the timing of these
introductions or announcements;

•

actions taken by regulatory agencies with respect to our product candidates, clinical trials, manufacturing process or sales and marketing terms;

•

variations in our financial results or those of companies that are perceived to be similar to us;

•

the success of our efforts to discover, acquire or in-license additional products or product candidates;

•

developments concerning our future collaborations, including but not limited to those with our sources of manufacturing supply and our future
collaborators;

•

manufacturing disruptions;

•

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

•

developments or disputes concerning patents or other proprietary rights, including litigation matters and our ability to obtain patent protection
for our product candidates;

•

our ability or inability to raise additional capital and the terms on which we raise it;

•

the recruitment or departure of key personnel;

•

changes in the structure of healthcare payment systems;

•

market conditions in the pharmaceutical and biotechnology sectors;

•

actual or anticipated changes in earnings estimates or changes in stock market analyst recommendations regarding our common stock, other
comparable companies or our industry generally;

•

trading volume of our common stock;

•

sales of our common stock by us or our stockholders;

•

changes in our board of directors or key personnel;

•

the expiration of contractual lock-up agreements;

•

changes in our capital structure, such as future issuances of debt or equity securities;

•

short sales, hedging and other derivative transactions involving our capital stock;

•

general economic, industry and market conditions in the United States and abroad, including, for example, the impact of Brexit or similar events
on global financial markets;

•

other events or factors, including those resulting from war, incidents of terrorism or responses to these events; and

•

the other risks described in this “Risk Factors” section.

These broad market and industry factors may seriously harm the market price of our common stock, regardless of our operating performance. In the past,
following periods of volatility in the market, securities class-action litigation has often been instituted against companies. Such litigation, if instituted
against us, could result in substantial costs and diversion of management’s attention and resources, which could harm our business.
A decrease in the market price of our common stock would likely adversely impact the trading price of the 2025 Notes. The market price of our
common stock could also be affected by possible sales of our common stock by investors who view the 2025 Notes as a more attractive means of equity
participation in us and by hedging or arbitrage trading activity that we expect to develop involving our common stock. This trading activity could, in turn,
affect the trading price of the 2025 Notes.
Substantial future sales of shares of our common stock could cause the market price of our common stock and the trading price of the 2025 Notes to
decline. This could cause the market price of our common stock and trading price of the 2025 Notes to drop significantly, even if our business is doing
well.
Sales of a substantial number of shares of our common stock into the public market could occur at any time. We may issue shares of our common stock
or equity securities senior to our common stock in the future for a number of reasons, including to finance our operations and business strategy, to adjust our
ratio of debt-to-equity, to satisfy our obligations upon the exercise of options, or for other reasons. These sales, or the perception in the market that the
holders of a large number of shares intend to sell shares, could reduce the market price of our common stock, could impair our ability to raise capital through
the sale of additional equity securities and could adversely affect the trading price of the 2025 Notes. We are unable to predict the effect that such sales may
have on the prevailing market price of our common stock or trading price of the 2025 Notes.

A substantial number of shares of our common stock is reserved for issuance upon conversion of shares of our Class A-1 Convertible Preferred Stock
and the 2025 Notes. In addition, as of September 30, 2017, we had options outstanding that, if fully exercised, would result in the issuance of 6,957,227
shares of common stock. As of September 30, 2017, there were also 1,958,564 shares of common stock reserved for future issuance under our 2014 Equity
Incentive Plan and 1,249,093 shares of common stock reserved for issuance under our 2014 Employee Stock Purchase Plan. The authorized number of shares
under both such benefit plans are subject to automatic annual increases in the number of shares of common stock reserved for future issuance on January 1 of
each year through 2024. All of the shares of common stock issuable pursuant to our equity compensation plans have been registered for public resale under
the Securities Act of 1933, as amended, or the Securities Act. Accordingly, these shares will be able to be freely sold in the public market upon issuance as
permitted by any applicable vesting requirements and the restrictions of Rule 144 under the Securities Act in the case of our affiliates.
The existence of the 2025 Notes may encourage short selling by market participants because the conversion of the 2025 Notes could be used to satisfy
short positions, or anticipated conversion of the 2025 Notes into shares of our common stock could depress the price of our common stock.
Moreover, as of September 30, 2017, holders of an aggregate of up to approximately 3.7 million shares of our common stock have rights, subject to
some conditions, to require us to file registration statements covering their shares or to include their shares in registration statements that we may file for
ourselves or other stockholders.
In addition, in connection with our January 2018 issuance of non-voting Class A-1 Convertible Preferred Stock to certain institutional and other
accredited investors affiliated with or managed by Redmile Group, LLC, collectively, Redmile, we entered into a registration rights agreement with Redmile.
Under the registration rights agreement, we filed a prospectus supplement under our current registration statement on Form S-3 (SEC File No. 333-216199),
and are required to file, if needed, one or more additional registration statements, as permissible and necessary, for the resale of the shares of our common
stock issued or issuable upon conversion of the Class A-1 Convertible Preferred Stock and a warrant to purchase an aggregate of 75,000 shares of Class A-1
Convertible Preferred Stock that we may be required to issue to Redmile.
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 depends, in part, 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. If one or more of the analysts who cover us downgrade our stock or publish inaccurate or
unfavorable research about our business, our stock price would likely decline. In addition, if our operating results fail to meet the forecast of analysts, our
stock price would likely decline. If one or more of these analysts cease coverage of our company or fail to publish reports on us regularly, demand for our
stock could decrease, which might cause our stock price and trading volume to decline.
Complying with the laws and regulations affecting public companies has increased and will increase our costs and the demands on management and could
harm our operating results.
As a public company, we are incurring significant legal, accounting and other expenses that we did not incur as a private company. In addition, the
Sarbanes-Oxley Act of 2002, or the Sarbanes-Oxley Act, and rules subsequently implemented by the SEC and Nasdaq impose numerous requirements on
public companies, including requiring changes in corporate governance practices. Also, the Exchange Act requires, among other things, that we file annual,
quarterly and current reports with respect to our business and operating results. Our management and other personnel need to devote a substantial amount of
time to compliance with these laws and regulations. These burdens may increase as new legislation is passed and implemented, including any new
requirements that the Dodd-Frank Wall Street Reform and Consumer Protection Act of 2010 may impose on public companies. These requirements have
increased and will continue to increase our legal, accounting, and financial compliance costs and have made and will continue to make some activities more
time consuming and costly. We expect these rules and regulations may make it difficult and expensive for us to obtain director and officer liability insurance,
and in the

future, we may be required to accept reduced policy limits and coverage or to incur substantial costs to maintain the same or similar coverage. These rules and
regulations could also make it more difficult for us to attract and retain qualified persons to serve on our board of directors or our board committees or as
executive officers.
The Sarbanes-Oxley Act requires, among other things, that we assess the effectiveness of our internal control over financial reporting annually and the
effectiveness of our disclosure controls and procedures quarterly. Section 404 of the Sarbanes-Oxley Act, or Section 404, requires us to perform system and
process evaluation and testing of our internal control over financial reporting to allow management to report on, and our independent registered public
accounting firm potentially to attest to, the effectiveness of our internal control over financial reporting. Our compliance with applicable provisions of
Section 404 subjects us to substantial accounting expense and to expend significant management time on compliance-related issues. If we are not able to
comply with the requirements of Section 404 applicable to us in a timely manner, or if we or our independent registered public accounting firm identifies
deficiencies in our internal control over financial reporting that are deemed to be material weaknesses, the market price of our stock could decline and we
could be subject to sanctions or investigations by the SEC or other regulatory authorities, which would require additional financial and management
resources.
Furthermore, investor perceptions of our company may suffer if deficiencies are found, and this could cause a decline in the market price of our stock.
Irrespective of compliance with Section 404, any failure of our internal control over financial reporting could have a material adverse effect on our stated
operating results and harm our reputation. If we are unable to implement these requirements effectively or efficiently, it could harm our operations, financial
reporting, or financial results and could result in an adverse opinion on our internal control over financial reporting from our independent registered public
accounting firm.
Provisions in our corporate charter documents could make an acquisition of us more difficult and may prevent attempts by our stockholders to replace or
remove our current management.
Provisions in our corporate charter and our bylaws may discourage, delay or prevent a merger, acquisition or other change in control of us that
stockholders may consider favorable, including transactions in which stockholders might otherwise receive a premium for their shares. These provisions
could also limit the price that investors might be willing to pay in the future for shares of our common stock, thereby depressing the market price of our
common stock. In addition, these provisions may frustrate or prevent any attempts by our stockholders to replace or remove our current management by
making it more difficult for stockholders to replace members of our board of directors. Because our board of directors is responsible for appointing the
members of our management team, these provisions could in turn affect any attempt by our stockholders to replace current members of our management team.
Among others, these provisions include the following:
•

our board of directors is divided into three classes with staggered three-year terms which may delay or prevent a change of our management or a
change in control;

•

our board of directors has the right to elect directors to fill a vacancy created by the expansion of the board of directors or the resignation, death
or removal of a director, which prevents stockholders from being able to fill vacancies on our board of directors;

•

our stockholders may not act by written consent or call special stockholders’ meetings; as a result, a holder, or holders, controlling a majority of
our capital stock would not be able to take certain actions other than at annual stockholders’ meetings or special stockholders’ meetings called
by the board of directors, the chairman of the board or the chief executive officer;

•

our certificate of incorporation does not provide for cumulative voting in the election of directors, which limits the ability of minority
stockholders to elect director candidates;

•

stockholders must provide advance notice and additional disclosures in order to nominate individuals for election to the board of directors or to
propose matters that can be acted upon at a stockholders’ meeting, which may discourage or deter a potential acquiror from conducting a
solicitation of proxies to elect the acquiror’s own slate of directors or otherwise attempting to obtain control of our company; and

•

our board of directors may issue, without stockholder approval, shares of undesignated preferred stock; the ability to issue undesignated
preferred stock makes it possible for our board of directors to issue preferred stock with voting or other rights or preferences that could impede
the success of any attempt to acquire us.

The fundamental change repurchase feature of the 2025 Notes may delay or prevent an otherwise beneficial attempt to take over our company.
The terms of the 2025 Notes require us to repurchase the 2025 Notes in the event of a fundamental change. A takeover of our company would trigger an
option of the holders of the notes to require us to repurchase the 2025 Notes. This may have the effect of delaying or preventing a takeover of our company
that would otherwise be beneficial to our investors.
Provisions under Delaware law and Washington law could make an acquisition of our company more difficult, limit attempts by our stockholders to
replace or remove our current management and limit the market price of our common stock.
In addition to provisions in our corporate charter and our bylaws, because we are incorporated in Delaware, we are governed by the provisions of
Section 203 of the Delaware General Corporation Law, which generally prohibits a Delaware corporation from engaging in any of a broad range of business
combinations with any holder of at least 15% of our capital stock for a period of three years following the date on which the stockholder became a 15%
stockholder. Likewise, because our principal executive offices are located in Washington, the anti-takeover provisions of the Washington Business
Corporation Act may apply to us under certain circumstances now or in the future. These provisions prohibit a “target corporation” from engaging in any of a
broad range of business combinations with any stockholder constituting an “acquiring person” for a period of five years following the date on which the
stockholder became an “acquiring person.”

