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The information in this preliminary prospectus is not complete and may be changed. These securities may not be sold until the registration
statement filed with the Securities and Exchange Commission is effective. This preliminary prospectus is not an offer to sell nor does it seek an
offer to buy these securities in any jurisdiction where the offer or sale is not permitted.

SUBJECT TO COMPLETION. DATED ,

Shares

Common Stock
This is an initial public offering of shares of common stock by Denali Therapeutics Inc.

Prior to this offering, there has been no public market for our common stock. It is currently estimated that the initial public offering price
will be between $ and $ per share.

We intend to apply to list our common stock on under the symbol “DNLI.”

We are an “emerging growth company” as defined under the federal securities laws and, as such, have elected to comply with certain
reduced reporting requirements for this prospectus and may elect to do so in future filings.

Investing in our common stock involves risks. See the section titled “Risk Factors” beginning on page 12 to read about factors you should
consider before buying shares of our common stock.

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

Per
Share Total
Initial public offering price $ $
Underwriting discounts(1) $ $
Proceeds to Denali Therapeutics Inc., before expenses $ $
(1) See the section titled “Underwriting” for additional information regarding compensation payable to the underwriters.
To the extent that the underwriters sell more than shares of common stock, the underwriters have the option to purchase up

to an additional shares from us at the initial public offering price less the underwriting discount.

The underwriters expect to deliver the shares against payment in New York, New York on

Goldman Sachs & Co. LLC Morgan Stanley J.P. Morgan

Prospectus dated ,
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these securities, whether or not participating in this offering, may be required to deliver a prospectus. This is in addition to a
dealer’s obligation to deliver a prospectus when acting as an underwriter and with respect to an unsold allotment or subscription.

We and the underwriters have not authorized anyone to provide you any information other than that contained in this prospectus or in
any free writing prospectus prepared by or on behalf of us or to which we have referred you. We take no responsibility for, and can provide
no assurance as to the reliability of, any other information that others may give you. We and the underwriters are not making an offer to sell
these securities in any jurisdiction where the offer or sale is not permitted. You should assume that the information appearing in this
prospectus is accurate only as of the date on the front cover of this prospectus. Our business, financial condition, results of operations and
prospects may have changed since that date.

For investors outside of the United States: we have not and the underwriters have not done anything that would permit this offering or
possession or distribution of this prospectus in any jurisdiction where action for that purpose is required, other than the United States.
Persons outside of the United States who come into possession of this prospectus must inform themselves about, and observe any
restrictions relating to, the offering of the shares of common stock and the distribution of this prospectus outside of the United States.
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PROSPECTUS SUMMARY

This summary highlights selected information contained elsewhere in this prospectus and is qualified in its entirety by the more
detailed information and financial statements included elsewhere in this prospectus. It does not contain all of the information that may be
important to you and your investment decision. You should carefully read this entire prospectus, including the matters set forth under the
sections titled “Risk Factors” and “Management’s Discussion and Analysis of Financial Condition and Results of Operations” and our
consolidated financial statements and related notes. In this prospectus, unless context requires otherwise, references to “‘we,” “us,” “our,”
“Denali,” or “the company” refer to Denali Therapeutics Inc.

Overview

We discover and develop therapeutics to defeat degeneration.

Neurodegeneration represents one of the most significant unmet medical needs of our time, with few effective therapeutic options
available for patients with Alzheimer’s disease, Parkinson’s disease, amyotrophic lateral sclerosis, or ALS, and other neurodegenerative
diseases. We believe the time is right to make a focused and ambitious effort to defeat neurodegeneration. Recent genetic insights are
revealing the underlying biology of neurodegeneration and potential drug targets while enabling better patient selection, similar to how
genetic insights have transformed the field of oncology. Identifying and selecting targets based on validated genetic drivers of
neurodegeneration is a core principle of our strategy. The second core principle of our strategy is to develop medicines that effectively
cross the blood-brain barrier, or BBB, and target the brain. We have engineered a proprietary BBB platform technology that we believe
will allow therapeutically relevant concentrations of our product candidates in the brain. The third core principle of our strategy is to
develop biomarkers that enable better patient selection and can demonstrate target and pathway engagement of our product
candidates. By executing this strategy with a team of passionately dedicated scientists and drug developers, we believe we can succeed
in a field that has shown limited progress over the past several decades.

Our Team

We have assembled a team with a deep set of scientific, clinical, business and leadership capabilities in biotechnology, and
specifically in neurodegenerative diseases, who worked together at Genentech for many years prior to the founding of Denali. Our Co-
Founder and Chief Executive Officer, Ryan J. Watts, Ph.D., is a world-leading drug developer and neuroscientist, with particular
expertise in BBB therapeutic delivery. Dr. Watts most recently led the neuroscience research team at Genentech and has led multiple
discovery teams, including programs in Alzheimer’s disease, Parkinson’s disease and ALS. Our Co-Founder and Chief Operating
Officer, Alexander O. Schuth, M.D., MBA, held various operational and leadership roles at Genentech for nearly ten years, including
leading the partnering groups for neuroscience as well as technology innovation and diagnostics. Dr. Schuth has led more than 35
partnering transactions and a clinical stage development program. Our Co-Founder and director, Marc Tessier-Lavigne, Ph.D., is a
world-leading neuroscientist, was formerly Chief Scientific Officer at Genentech and serves as President of Stanford University. Carole
Ho, M.D., our Chief Medical Officer, brings over a decade of clinical development experience, most recently as Vice President, Non-
Oncology Early Clinical Development at Genentech. Dr. Ho has overseen or contributed to more than ten IND filings and three drug
approvals. Our Chief Financial Officer, Steve E. Krognes, MBA, brings over two decades of operational and corporate finance
experience, most recently serving six years as Chief Financial Officer and member of the Executive
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Committee at Genentech. Mr. Krognes has led more than 40 strategic deals and led or contributed to several capital raising
transactions.

Our leadership team is joined by about 120 employees, approximately two-thirds of whom hold Ph.D. or M.D. degrees. Together,
they bring expertise across relevant disciplines, including neuroscience, BBB biology, genetics, oncology, immunology, translational
science, antibody engineering, chemistry and biomarker development.

To complement our internal capabilities, we have entered into arrangements with biopharmaceutical companies such as
Genentech and F-star, patient-focused data companies such as 23andMe and Patients Like Me, numerous leading academic institutions
such as Harvard University, Massachusetts General Hospital, Washington University in St. Louis, the University of California, San Diego
and Vlaams Instituut voor Biotechnologie, and foundations such as the Michael J. Fox Foundation to gain access to new product
candidates, enable and accelerate the development of our existing programs and deepen our scientific understanding of certain areas of
biology. We believe that accessing external innovation is important to our success, and we plan to remain active in accessing external
innovation through business development activities.

Our Strategy
Our strategy is guided by three overarching principles:

* Genetic Pathway Potential: We select our therapeutic targets and disease pathways based on degenogenes, which are
genes that when mutated cause, or are major risk factors for, neurodegenerative diseases.

+ Engineering Brain Delivery: We engineer our product candidates to cross the blood-brain barrier and act directly in the
brain.

+ Biomarker-Driven Development: We discover, develop and utilize biomarkers to select the right patient population and
demonstrate target engagement, pathway engagement and impact on disease progression of our product candidates.

We believe that the application of these principles will significantly increase the probability of success and will accelerate the timing
to bring effective therapeutics to patients with neurodegenerative diseases.
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Degenogenes

Since 2007, the number of genetic associations discovered in neurodegenerative diseases has grown rapidly, with more than 100
genes associated with Alzheimer’s disease, Parkinson’s disease and ALS collectively. As the cost of genome sequencing has
decreased, there has been an increase in the discovery of genetic mutations that have been linked to neurodegeneration (Figure A).
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Figure A: This figure shows the increasing number of identified degenogenes linked to Alzheimer’s disease, Parkinson’s disease and ALS from 2001 to 2017
and the declining cost of genome sequencing from 2001 to October 2015 (the latest date for which we have data). There has been a dramatic reduction in the
cost of DNA sequencing which has recently led to the discovery of numerous genetic mutations that have been linked to Alzheimer’s disease, Parkinson’s
disease and ALS.

The degenogenes directly point to important disease pathways that are disrupted in neurodegeneration and are our scientific
foundation for identifying and pursuing promising targets for drug development. We have chosen to initially focus on three such
pathways:

* Lysosomal Function: Dysfunction of the lysosomal system is associated with several neurodegenerative diseases, including
Parkinson’s disease and neurodegeneration in the context of lysosomal storage diseases, or LSDs. Degenogenes linked to
lysosomal function include LRRK2, aSyn and lysosomal enzymes, including IDS and GBA.

+ Glial Biology: Degenogenes implicate immune dysfunction in the brains of patients with Alzheimer’s disease and other
neurodegenerative diseases. These genes include TREM2 and numerous other genes that are highly expressed in inflamed
microglia, the resident immune cells of the brain. We believe the impact of immune modulation in neurodegeneration is a
promising approach to treating disease. Specifically, RIPK1, a kinase downstream of the TNF receptor pathway, is overactive
in inflamed microglia and several other cells in the brain.

+ Cellular Homeostasis: Defects in protein, RNA or metabolic homeostasis lead to the death of neurons and dysfunction of
the nervous system. This includes spreading of protein aggregates resulting in proteinopathy in Alzheimer’s and Parkinson’s
diseases. The clearance of macromolecules in the brain is particularly susceptible to imbalances that result in aggregation
and degeneration in nerve cells. Degenogenes linked to cellular homeostasis include APP, Tau and APOE.

BBB Platform Technology

Our proprietary BBB platform technology is designed to effectively transport antibodies (antibody transport vehicle, or ATV) and
enzymes (enzyme transport vehicle, or ETV) across the BBB. This technology is designed to engage specific BBB transport receptors,
which are ubiquitously expressed
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in brain capillaries and facilitate transport of proteins into the brain (Figure B). In an animal model, an antibody engineered with our ATV
technology has demonstrated over 20-fold greater brain penetration than a control antibody not enabled by this technology. This
improvement in brain exposure may enable therapeutically relevant concentrations of our ATV antibody product candidates in the brain,
making them potentially superior to traditional monoclonal antibody therapeutics.
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Figure B: Engineering brain delivery. Schematic of the ATV and ETV technologies, designed to cross the BBB through receptor-mediated transcytosis,
leveraging endogenous receptors expressed on endothelial cells in the vasculature of the brain.

Biomarkers

As part of our strategy, we are using available reagents as well as developing proprietary reagents and assays to create
biomarkers for each of our core programs. These biomarkers, which are relevant for both animal models and human trials, are critical for
patient selection, measuring target engagement, supporting dose selection and enabling decisions on progression of product candidates
to the next phase of development. We have identified target engagement biomarkers for all six of our core programs. Further, we are
developing patient selection biomarkers for these programs.

Our Programs

We have a focused yet diversified portfolio that currently consists of six core and five seed programs. Our most advanced program
targets LRRK2 for the treatment of Parkinson’s disease and has a product candidate currently in Phase 1 development. Our next most
advanced program targets RIPK1 for the treatment of Alzheimer’s disease and ALS and currently has a product candidate in IND-
enabling studies with an IND or CTA filing planned for early 2018. In addition, we have four core programs in preclinical development
that use our proprietary BBB platform technology.
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ATV: Antibody Transport Vehicle; ETV: Enzyme Transport Vehicle; DLB: Dementia with Lewy Bodies; MSA: Multiple System Atrophy; MPS II: Mucopolysaccharidosis
Type II; ALS: Amyotrophic Lateral Sclerosis.

Our lead LRRK2 product candidates, DNL201 and DNL151, are potent, selective and brain penetrant small molecule inhibitors of
LRRK2. LRRK2 regulates lysosomal genesis and function, which is impaired in Parkinson’s disease and may be restored by LRRK2
inhibition. Mutations in the LRRK2 gene are the most frequent genetic cause of Parkinson’s disease and a major driver of lysosomal
dysfunction, which contributes to the formation of Lewy body protein aggregates and neurodegeneration. DNL201 is currently in a single
and multiple ascending dose study in healthy volunteers. We expect data from this study to establish CSF exposure and target
engagement by the first half of 2018. These data, if positive, will demonstrate our ability to safely deliver therapeutically relevant
concentrations of DNL201 to the brain and achieve sufficient target engagement to drive therapeutic efficacy which will be evaluated in
future patient trials. We plan to submit an IND or CTA for DNL151 in the fourth quarter of 2017.

Our lead RIPK1 product candidate, DNL747, is a potent, selective and brain penetrant small molecule inhibitor of RIPK1 for
Alzheimer’s disease and ALS. Microglia are the resident immune cells of the brain and play a significant role in neurodegeneration.
RIPK1 activation in microglia results in production of a number of pro-inflammatory cytokines that can cause tissue damage. Pending
the results from our IND-enabling preclinical studies, we plan to submit an IND or CTA for DNL747 in early 2018 and initiate a Phase 1
clinical trial in healthy volunteers in the first half of 2018.

Our four other core programs all leverage our proprietary BBB platform technology to deliver antibody-based or enzyme-based
therapies to the brain. Our three antibody programs are against known targets including aSyn, TREM2 and a bi-specific therapeutic
agent against both BACE1 and Tau. Our BACE1 and Tau program is an example of combination therapy, which we believe holds
significant promise in developing effective therapies in neurodegenerative diseases. We believe each of these programs have
characteristics that may allow for them to be best in class. Our fourth program is an enzyme replacement therapy for MPS |l patients in
which we deliver IDS to the brain. Neurodegeneration is a hallmark of MPS Il patients that is not addressed by current enzyme
replacement therapies which fail to reach the brain.

We have development and commercialization rights to all of our core programs, and we have a broad patent portfolio supporting
our core programs.
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Risks Associated with Our Business

Our business is subject to numerous risks and uncertainties that you should consider before investing in our company. These risks
are described more fully in the section titled “Risk Factors” in this prospectus. These risks include, but are not limited to, the following:

We are in the early stages of clinical drug development and have a very limited operating history and no products approved
for commercial sale.

We have incurred significant net losses in each period since our inception and anticipate that we will continue to incur net
losses for the foreseeable future.

Drug development is a highly uncertain undertaking and involves a substantial degree of risk. We have never generated any
revenue from product sales, and we may never generate revenue or be profitable.

If we fail to obtain additional financing, we may be unable to complete the development and, if approved, commercialization
of our product candidates.

We are heavily dependent on the successful development of our BBB platform technology and the product candidates
currently in our core programs, which are in the early stages of preclinical and clinical development.

We may not be successful in our efforts to continue to create a pipeline of product candidates or to develop commercially
successful products.

We may encounter substantial delays in our clinical trials, or may not be able to conduct or complete our clinical trials on the
timelines we expect, if at all.

We have concentrated our research and development efforts on the treatment of neurodegenerative diseases, a field that has
seen limited success in drug development.

The regulatory approval processes of the FDA, EMA and comparable foreign regulatory authorities are lengthy, time
consuming and inherently unpredictable.

We face significant competition in an environment of rapid technological and scientific change, and there is a possibility that
our competitors may achieve regulatory approval before us or develop therapies that are safer or more advanced or effective
than ours.

If we are unable to obtain and maintain patent protection for any product candidates we develop and for our BBB platform
technology, our competitors could develop and commercialize products and technology similar or identical to ours.

We expect to depend on collaborations with third parties for the research, development, and commercialization of certain of
the product candidates we may develop.

Our rights to develop and commercialize our BBB platform technology and product candidates are subject, in part, to the
terms and conditions of licenses granted to us by others.

Corporate Information

We were incorporated in Delaware in 2013. Our principal executive offices are located at 151 Oyster Point Blvd., 2nd Floor, South
San Francisco, California 94080. Our telephone number is (650) 866-8548. Our website address is www.denalitherapeutics.com.
Information contained on the website is not incorporated by reference into this prospectus, and should not be considered to be part of
this prospectus.
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We use Denali Therapeutics®, the Denali Therapeutics logo, and other marks as trademarks in the United States and other
countries. This prospectus contains references to our trademarks and service marks and to those belonging to other entities. Solely for
convenience, trademarks and trade names referred to in this prospectus, including logos, artwork and other visual displays, may appear
without the ® or ™ symbols, but such references are not intended to indicate in any way that we will not assert, to the fullest extent
under applicable law, our rights or the rights of the applicable licensor to these trademarks and trade names. We do not intend our use
or display of other entities’ trade names, trademarks or service marks to imply a relationship with, or endorsement or sponsorship of us
by, any other entity.

Implications of Being an Emerging Growth Company

We are an “emerging growth company” as defined in the Jumpstart Our Business Startups Act of 2012, as amended, or JOBS Act.
We will remain an emerging growth company until the earliest to occur of: the last day of the fiscal year in which we have more than
$1.07 billion in annual revenue; the date we qualify as a “large accelerated filer,” with at least $700 million of equity securities held by
non-affiliates; the issuance, in any three-year period, by us of more than $1.0 billion in non-convertible debt securities; and the last day
of the fiscal year ending after the fifth anniversary of our initial public offering. As a result of this status, we have taken advantage of
reduced reporting requirements in this prospectus and may elect to take advantage of other reduced reporting requirements in our future
filings with the SEC. In particular, in this prospectus, we have provided only two years of audited financial statements and have not
included all of the executive compensation related information that would be required if we were not an emerging growth company. In
addition, the JOBS Act provides that an emerging growth company may take advantage of an extended transition period for complying
with new or revised accounting standards, delaying the adoption of these accounting standards until they would apply to private
companies. We have irrevocably elected not to avail ourselves of this exemption and, as a result, upon completion of this offering we will
adopt new or revised accounting standards on the relevant dates on which adoption of such standards is required for other public
companies that are not emerging growth companies.




Table of Contents

Common stock offered by us

Common stock to be outstanding after this offering
Underwriters’ option to purchase additional shares

of common stock from us

Use of proceeds

Proposed trading symbol

THE OFFERING
shares

shares (or shares if the underwriters exercise their option to
purchase additional shares in full)

shares

We estimate that the net proceeds from our issuance and sale of shares of
our common stock in this offering will be approximately $ million, assuming an
initial public offering price of $ per share, which is the midpoint of the estimated
initial public offering price range set forth on the cover page of this prospectus, and
after deducting the estimated underwriting discounts and commissions and
estimated offering expenses payable by us. If the underwriters exercise their option
to purchase additional shares in full, we estimate that our net proceeds will be
approximately $ million.

We currently anticipate that we will use the net proceeds from this offering, together
with our existing resources, through 2019 as follows: (1) to fund the costs of Phase 1
trials in healthy volunteers for each of DNL201 and DNL151 and a Phase 1b study in
LRRK2 mutation-carrying Parkinson’s disease patients, as well as preparation for a
potential future Phase 2 clinical trial; (2) to fund the costs to advance our RIPK1
program through Phase 1 and early Phase 2 clinical development, substantially
represented by the planned Phase 1 clinical trial in healthy volunteers for DNL747, a
Phase 2a clinical trial in ALS patients and a Phase 2a clinical trial in Alzheimer’s
disease patients; (3) to optimize and broaden our ATV and ETV platform
technologies and to advance our four core antibody and enzyme replacement
programs through preclinical development and IND-enabling activities; (4) if we
exercise our option to acquire all outstanding shares of F-star Gamma, to fund the
initial exercise payments; and (5) the remainder to fund seed programs, general
research and development activities, working capital and other general corporate
activities. See the section titled “Use of Proceeds” for additional information.

“DNLI”




Table of Contents

The number of shares of our common stock to be outstanding after this offering is based on the 288,674,403 shares of our
common stock (including convertible preferred stock on an as-converted basis) outstanding as of June 30, 2017, and excludes the
following:

+ 23,816,215 shares of common stock issuable upon exercise of options to purchase shares of our common stock outstanding
as of June 30, 2017, at a weighted-average exercise price of $0.65 per share;

* 1,320,000 shares of common stock issuable upon exercise of options to purchase shares of our common stock that were
granted after June 30, 2017, at a weighted-average exercise price of $2.40 per share;

. shares of common stock reserved for future issuance under our stock-based compensation plans, consisting of:

. 1,461,675 shares of common stock reserved for future issuance under our 2015 Stock Incentive Plan, as amended, or
our 2015 Plan, which shares will be added to the shares to be reserved under our 2017 Equity Incentive Plan, or our
2017 Plan;

. shares of common stock reserved for future issuance under our 2017 Plan, which will become effective in
connection with this offering, and any additional shares that become available under our 2017 Plan pursuant to
provisions thereof that automatically increase the share reserve under the plan each year, as more fully described in
the section titled “Executive Compensation—Employee Benefit and Stock Plans;” and

. shares of common stock reserved for future issuance under our 2017 Employee Stock Purchase Plan, or
ESPP, which will become effective in connection with this offering, and any additional shares that become available
under our ESPP pursuant to provisions thereof that automatically increase the share reserve under the plan each year,
as more fully described in the section titled “Executive Compensation—Employee Benefit and Stock Plans.”

Unless otherwise indicated, this prospectus reflects and assumes the following:
+ a -for- reverse stock split of our common stock and convertible preferred stock effected on ;
* no exercise of outstanding options;
* no exercise by the underwriters of their option to purchase up to an additional shares of our common stock from us;

» the conversion of all outstanding shares of our convertible preferred stock into an aggregate of 234,401,367 shares of our
common stock, which will occur immediately prior to the closing of this offering; and

» the filing and effectiveness of our amended and restated certificate of incorporation and the effectiveness of our amended
and restated bylaws, which will occur immediately prior to the closing of this offering.
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Consolidated Statements of Operations and
Comprehensive Loss Data:
Operating expenses:
Research and development
General and administrative
Total operating expenses
Loss from operations
Interest income (expense), net
Net loss
Other comprehensive income (loss)
Comprehensive loss

Net loss per share, basic and diluted (1)

Weighted-average number of shares outstanding,
basic and diluted (1)

Pro forma net loss per share, basic and diluted
(unaudited) (1)

Pro forma weighted-average common shares
outstanding, basic and diluted (unaudited) (1)

on the calculation of net

SUMMARY CONSOLIDATED FINANCIAL DATA

The following tables summarize our consolidated financial data for the periods and as of the dates indicated. We have derived the
consolidated statements of operations and comprehensive loss data for the years ended December 31, 2015 and 2016 from our audited
consolidated financial statements included elsewhere in this prospectus. The consolidated statements of operations and comprehensive
loss data for the six months ended June 30, 2016 and 2017 and the balance sheet data as of June 30, 2017 have been derived from our
unaudited interim condensed consolidated financial statements included elsewhere in this prospectus and have been prepared in
accordance with generally accepted accounting principles in the United States of America on the same basis as the annual audited
consolidated financial statements and, in the opinion of management, the unaudited data reflects all adjustments, consisting only of
normal recurring adjustments, necessary for the fair presentation of the financial information in those statements. Our historical results
are not necessarily indicative of results that may be expected in the future, and results for the six months ended June 30, 2017 are not
necessarily indicative of the results to be expected for the full year ending December 31, 2017. You should read the following summary
consolidated financial data together with our consolidated financial statements and the related notes appearing elsewhere in this
prospectus and the information in the sections titled “Selected Consolidated Financial Data” and “Management’s Discussion and
Analysis of Financial Condition and Results of Operations.”

Year Ended December 31, Six Months Ended June 30,
2015 2016 2016 2017
(in thousands, except share and per share amounts)

$ 11,571 $ 75,702 $ 31,153 $ 37,474
5,108 11,731 5,572 6,838
16,679 87,433 36,725 44,312
(16,679) (87,433) (36,725) (44,312)
(109) 781 38 858
(16,788) (86,652) (36,687) (43,454)
— (373) 16 (4)
$  (16,788) $ (87,025) $  (36,671) $ (43,458)
$ (1.40) $ (3.37) $ (1.69) $ (1.16)
12,025,514 25,698,880 21,742,166 37,380,492
$ (0.44) $ (0.16)

195,696,975 271,781,859

(1) See the consolidated statements of operations and Note 12 to our consolidated financial statements, and the condensed
consolidated statements of operations and Note 8 to our unaudited condensed consolidated financial statements, for further details
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loss per share, basic and diluted, and the weighted-average number of shares used in the computation of the per share amounts
and unaudited pro forma information.

As of June 30, 2017

Pro Forma
Pro As
Actual Forma (1) Adjusted (2)
(in thousands)
(unaudited)
Consolidated Balance Sheet Data:
Cash, cash equivalents and marketable securities $ 212,839 $ 212,839 $
Working capital (3) 178,531 178,531
Total assets 231,379 231,379
Total liabilities 18,055 18,055
Convertible preferred stock 348,673 —
Accumulated deficit (146,966) (146,966)
Total stockholders’ equity (deficit) (135,349) 213,324

(1) The pro forma balance sheet data in the table above reflects the conversion of our outstanding shares of our convertible preferred
stock into 234,401,367 shares of our common stock, which will occur immediately prior to the closing of this offering and the filing
and effectiveness of our amended and restated certificate of incorporation.

(2) The pro forma as adjusted balance sheet data in the table above reflects the pro forma adjustments described in footnote
(1) above plus the sale and issuance by us of shares of our common stock in this offering, based upon the assumed initial public
offering price of $ per share, which is the midpoint of the estimated offering price range set forth on the cover page of this
prospectus, after deducting the estimated underwriting discounts and commissions and estimated offering expenses payable by
us. A $1.00 increase (decrease) in the assumed initial public offering price of $ per share would increase (decrease) the pro
forma as adjusted amount of each of cash, cash equivalents and marketable securities, working capital, total assets and total
stockholders’ equity (deficit) by approximately $ million, assuming that the number of shares offered by us, as set forth on the
cover page of this prospectus, remains the same and after deducting estimated underwriting discounts and commissions and
estimated offering expenses payable by us. An increase (decrease) of one million shares in the number of shares offered by us
would increase (decrease) each of cash, cash equivalents and marketable securities, working capital, total assets and
stockholders’ equity (deficit) by approximately $ million, assuming the assumed initial public offering price of $ per share
remains the same, and after deducting estimated underwriting discounts and commissions and estimated offering expenses
payable by us. The pro forma as adjusted information discussed above is illustrative only and will be adjusted based on the actual
public offering price and other terms of this offering determined at pricing.

(3) We define working capital as current assets less current liabilities. See our condensed consolidated financial statements for further
details regarding our current assets and current liabilities.
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RISK FACTORS

Investing in our common stock involves a high degree of risk. You should carefully consider the risks described below, as well as the
other information in this prospectus, including our financial statements and the related notes and the section titled “Management’s Discussion
and Analysis of Financial Condition and Results of Operations” in this prospectus, before deciding whether to invest in our common stock.
The occurrence of any of the events or developments described below could harm our business, financial condition, results of operations and
growth prospects. In such an event, the market price of our common stock could decline and you may lose all or part of your investment.
Additional risks and uncertainties not presently known to us or that we currently deem immaterial also may impair our business operations.

Risks Related to Our Business, Financial Condition and Capital Requirements

We are in the early stages of clinical drug development and have a very limited operating history and no products approved for
commercial sale, which may make it difficult to evaluate our current business and predict our future success and viability.

We are an early clinical-stage biopharmaceutical company with a limited operating history, focused on developing therapeutics for
neurodegenerative diseases, including Alzheimer’s disease, Parkinson’s disease and amyotrophic lateral sclerosis, or ALS. We commenced
operations in May 2015, have no products approved for commercial sale and have not generated any revenue. Drug development is a highly
uncertain undertaking and involves a substantial degree of risk. We have only recently begun a Phase 1 clinical trial for our most advanced
product candidate, DNL201, which is in our LRRK2 core program, and have not initiated clinical trials for any of our other current product
candidates. To date, we have not initiated or completed a pivotal clinical trial, obtained marketing approval for any product candidates,
manufactured a commercial scale product, or arranged for a third party to do so on our behalf, or conducted sales and marketing activities
necessary for successful product commercialization. Our short operating history as a company makes any assessment of our future success
and viability subject to significant uncertainty. We will encounter risks and difficulties frequently experienced by early-stage biopharmaceutical
companies in rapidly evolving fields, and we have not yet demonstrated an ability to successfully overcome such risks and difficulties. If we
do not address these risks and difficulties successfully, our business will suffer.

We have incurred significant net losses in each period since our inception and anticipate that we will continue to incur net losses
for the foreseeable future.

We have incurred net losses in each reporting period since our inception, including net losses of $86.7 million and $16.8 million for the
years ended December 31, 2016 and 2015, respectively, and $43.5 million for the six months ended June 30, 2017. As of June 30, 2017, we
had an accumulated deficit of $147.0 million.

We have invested significant financial resources in research and development activities, including for our preclinical and clinical product
candidates and our blood-brain barrier, or BBB, platform technology. We do not expect to generate revenue from product sales for several
years, if at all. The amount of our future net losses will depend, in part, on the level of our future expenditures and our ability to generate
revenue. Moreover, our net losses may fluctuate significantly from quarter to quarter and year to year, such that a period-to-period
comparison of our results of operations may not be a good indication of our future performance.

We expect to continue to incur significant expenses and increasingly higher operating losses for the foreseeable future. We anticipate
that our expenses will increase substantially if and as we:
+ continue our research and discovery activities;
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continue the development of our BBB platform technology;
progress our current and any future product candidates through preclinical and clinical development;
initiate and conduct additional preclinical, clinical or other studies for our product candidates;

work with our contract manufacturers to scale up the manufacturing processes for our product candidates or, in the future,
establish and operate a manufacturing facility;

change or add additional contract manufacturers or suppliers;

seek regulatory approvals and marketing authorizations for our product candidates;

establish sales, marketing and distribution infrastructure to commercialize any products for which we obtain approval;
acquire or in-license product candidates, intellectual property and technologies;

make milestone, royalty or other payments due under any license or collaboration agreements;

obtain, maintain, protect and enforce our intellectual property portfolio, including intellectual property obtained through license
agreements;

attract, hire and retain qualified personnel;

provide additional internal infrastructure to support our continued research and development operations and any planned
commercialization efforts in the future;

experience any delays or encounter other issues related to our operations;
meet the requirements and demands of being a public company; and

defend against any product liability claims or other lawsuits related to our products.

Our prior losses and expected future losses have had and will continue to have an adverse effect on our stockholders’ equity and
working capital. In any particular quarter or quarters, our operating results could be below the expectations of securities analysts or investors,
which could cause our stock price to decline.

Drug development is a highly uncertain undertaking and involves a substantial degree of risk. We have never generated any
revenue from product sales, and we may never generate revenue or be profitable.

We have no products approved for commercial sale and have not generated any revenue from product sales. We do not anticipate
generating any revenue from product sales until after we have successfully completed clinical development and received regulatory approval
for the commercial sale of a product candidate, if ever.

Our ability to generate revenue and achieve profitability depends significantly on many factors, including:

successfully completing research and preclinical and clinical development of our product candidates;

obtaining regulatory approvals and marketing authorizations for product candidates for which we successfully complete clinical
development and clinical trials;

developing a sustainable and scalable manufacturing process for our product candidates, including those that utilize our BBB
platform technology, as well as establishing and
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maintaining commercially viable supply relationships with third parties that can provide adequate products and services to support
clinical activities and commercial demand of our product candidates;

» identifying, assessing, acquiring and/or developing new product candidates;
* negotiating favorable terms in any collaboration, licensing or other arrangements into which we may enter;

» launching and successfully commercializing product candidates for which we obtain regulatory and marketing approval, either by
collaborating with a partner or, if launched independently, by establishing a sales, marketing and distribution infrastructure;

» obtaining and maintaining an adequate price for our product candidates, both in the United States and in foreign countries where
our products are commercialized;

+ obtaining adequate reimbursement for our product candidates from payors;
+ obtaining market acceptance of our product candidates as viable treatment options;
* addressing any competing technological and market developments;

* maintaining, protecting, expanding and enforcing our portfolio of intellectual property rights, including patents, trade secrets and
know-how; and

« attracting, hiring and retaining qualified personnel.

Because of the numerous risks and uncertainties associated with drug development, we are unable to predict the timing or amount of
our expenses, or when we will be able to generate any meaningful revenue or achieve or maintain profitability, if ever. In addition, our
expenses could increase beyond our current expectations if we are required by the U.S. Food and Drug Administration, or FDA, or foreign
regulatory agencies, to perform studies in addition to those that we currently anticipate, or if there are any delays in any of our or our future
collaborators’ clinical trials or the development of any of our product candidates. Even if one or more of our product candidates is approved
for commercial sale, we anticipate incurring significant costs associated with commercializing any approved product candidate and ongoing
compliance efforts.

Even if we are able to generate revenue from the sale of any approved products, we may not become profitable and may need to
obtain additional funding to continue operations. Revenue from the sale of any product candidate for which regulatory approval is obtained
will be dependent, in part, upon the size of the markets in the territories for which we gain regulatory approval, the accepted price for the
product, the ability to get reimbursement at any price and whether we own the commercial rights for that territory. If the number of
addressable patients is not as significant as we anticipate, the indication approved by regulatory authorities is narrower than we expect, or
the reasonably accepted population for treatment is narrowed by competition, physician choice or treatment guidelines, we may not generate
significant revenue from sales of such products, even if approved. Even if we do achieve profitability, we may not be able to sustain or
increase profitability on a quarterly or annual basis.

Our failure to become and remain profitable would decrease the value of our company and could impair our ability to raise capital,
expand our business, maintain our research and development efforts, diversify our pipeline of product candidates or continue our operations
and cause a decline in the value of our common stock, all or any of which may adversely affect our viability.

If we fail to obtain additional financing, we may be unable to complete the development and, if approved, commercialization of our
product candidates.

Our operations have required substantial amounts of cash since inception. To date, we have financed our operations primarily through
the sale of equity securities. We are currently advancing one
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product candidate, DNL201, through clinical development and have several other product candidates in preclinical development, as well as
early-stage research projects. Developing our product candidates is expensive, and we expect to continue to spend substantial amounts as
we fund our early-stage research projects, continue preclinical development of our seed programs and, in particular, advance our core
programs through preclinical development and clinical trials. Even if we are successful in developing our product candidates, obtaining
regulatory approvals and launching and commercializing any product candidate will require substantial additional funding beyond the net
proceeds of this offering.

As of June 30, 2017, we had $212.8 million in cash, cash equivalents and marketable securities. We estimate that our net proceeds
from this offering will be approximately $ million, assuming an initial public offering price of $ per share, which is the midpoint of the
estimated offering price range set forth on the cover page of this prospectus, after deducting the estimated underwriting discounts and
commissions and estimated offering expenses payable by us. We believe that our existing cash, cash equivalents and marketable securities
will be sufficient to fund our projected operations through at least the next 12 months. Our estimate as to how long we expect our existing
cash, cash equivalents and marketable securities to be available to fund our operations is based on assumptions that may be proved
inaccurate, and we could use our available capital resources sooner than we currently expect. In addition, changing circumstances may
cause us to increase our spending significantly faster than we currently anticipate, and we may need to spend more money than currently
expected because of circumstances beyond our control. We may need to raise additional funds sooner than we anticipate if we choose to
expand more rapidly than we presently anticipate.

We will require additional capital for the further development and, if approved, commercialization of our product candidates. Additional
capital may not be available when we need it, on terms acceptable to us or at all. We have no committed source of additional capital. If
adequate capital is not available to us on a timely basis, we may be required to significantly delay, scale back or discontinue our research
and development programs or the commercialization of any product candidates, if approved, or be unable to continue or expand our
operations or otherwise capitalize on our business opportunities, as desired, which could materially affect our business, financial condition
and results of operations and cause the price of our common stock to decline.

Due to the significant resources required for the development of our programs, and depending on our ability to access capital, we
must prioritize development of certain product candidates. Moreover, we may expend our limited resources on programs that do
not yield a successful product candidate and fail to capitalize on product candidates or indications that may be more profitable or
for which there is a greater likelihood of success.

Our current total portfolio consists of 11 programs. We designate certain programs as core programs and others as seed programs.
Together, these programs require significant capital investment. We currently have six core programs which are at various stages of
preclinical and early clinical development, and our seed programs are in the research, discovery and preclinical stages of development. We
seek to maintain a process of prioritization and resource allocation to maintain an optimal balance between aggressively advancing lead
programs and ensuring replenishment of our portfolio. We regularly review the designation of each program as core or seed, and terminate
those programs which do not meet our development criteria, which we have done with three programs in the past two years.

Due to the significant resources required for the development of our programs, we must focus our programs on specific diseases and
disease pathways and decide which product candidates to pursue and advance and the amount of resources to allocate to each. Our
decisions concerning the allocation
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of research, development, collaboration, management and financial resources toward particular product candidates or therapeutic areas may
not lead to the development of any viable commercial product and may divert resources away from better opportunities. Similarly, our
potential decisions to delay, terminate or collaborate with third parties in respect of certain programs may subsequently also prove to be
suboptimal and could cause us to miss valuable opportunities. If we make incorrect determinations regarding the viability or market potential
of any of our programs or product candidates or misread trends in the biopharmaceutical industry, in particular for neurodegenerative
diseases, our business, financial condition and results of operations could be materially adversely affected. As a result, we may fail to
capitalize on viable commercial products or profitable market opportunities, be required to forego or delay pursuit of opportunities with other
product candidates or other diseases and disease pathways that may later prove to have greater commercial potential than those we choose
to pursue, or relinquish valuable rights to such product candidates through collaboration, licensing or other royalty arrangements in cases in
which it would have been advantageous for us to invest additional resources to retain sole development and commercialization rights. We
regularly review the designation of each program as core or seed, and terminate those programs which do not meet our development criteria.

Risks Related to the Discovery, Development and Commercialization of Our Product Candidates

Research and development of biopharmaceutical products is inherently risky. We are heavily dependent on the successful
development of our BBB platform technology and the product candidates currently in our core programs, which are in the early
stages of preclinical and clinical development. We cannot give any assurance that any of our product candidates will receive
regulatory, including marketing, approval, which is necessary before they can be commercialized.

We are at an early stage of development of the product candidates currently in our programs and are further developing our BBB
platform technology. To date, we have invested substantially all of our efforts and financial resources to identify, acquire intellectual property
for, and develop our BBB platform technology and our programs, including conducting preclinical studies and early-stage clinical trials in our
core programs, and providing general and administrative support for these operations. Our future success is dependent on our ability to
successfully develop, obtain regulatory approval for, and then successfully commercialize our product candidates, and we may fail to do so
for many reasons, including the following:

« our product candidates may not successfully complete preclinical studies or clinical trials;
» our platform technology to deliver large molecule therapeutics across the BBB may not be clinically viable;

» aproduct candidate may on further study be shown to have harmful side effects or other characteristics that indicate it is unlikely
to be effective or otherwise does not meet applicable regulatory criteria;

» our competitors may develop therapeutics that render our product candidates obsolete or less attractive;

» our competitors may develop platform technologies to deliver large molecule therapeutics across the BBB that render our platform
technology obsolete or less attractive;

+ the product candidates and BBB platform technology that we develop may not be sufficiently covered by intellectual property for
which we hold exclusive rights;

» the product candidates and BBB platform technology that we develop may be covered by third parties’ patents or other intellectual
property or exclusive rights;
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« the market for a product candidate may change so that the continued development of that product candidate is no longer
reasonable or commercially attractive;

+ aproduct candidate may not be capable of being produced in commercial quantities at an acceptable cost, or at all;

« if a product candidate obtains regulatory approval, we may be unable to establish sales and marketing capabilities, or successfully
market such approved product candidate, to gain market acceptance; and

+ aproduct candidate may not be accepted as safe and effective by patients, the medical community or third-party payors, if
applicable.

If any of these events occur, we may be forced to abandon our development efforts for a program or programs, which would have a
material adverse effect on our business and could potentially cause us to cease operations.

We may not be successful in our efforts to further develop our BBB platform technology and current product candidates. We are not
permitted to market or promote any of our product candidates before we receive regulatory approval from the FDA or comparable foreign
regulatory authorities, and we may never receive such regulatory approval for any of our product candidates. Each of our product candidates
is in the early stages of development and will require significant additional clinical development, management of preclinical, clinical, and
manufacturing activities, regulatory approval, adequate manufacturing supply, a commercial organization, and significant marketing efforts
before we generate any revenue from product sales, if at all.

We have never completed a clinical development program. In the past two years, we have discontinued the development of three
programs prior to completion of preclinical development because we did not believe they met our criteria for potential clinical success. We
currently have one product candidate, DNL201, in a Phase 1 clinical trial in healthy volunteers in the United States. None of our product
candidates have advanced into late-stage development or a pivotal clinical trial and it may be years before any such trial is initiated, if at all.
Further, we cannot be certain that any of our product candidates will be successful in clinical trials. For instance, in 2016, we initiated a
Phase 1 clinical trial in a former RIPK1 inhibitor product candidate, DNL104, which we subsequently discontinued based on liver test
abnormalities in some clinical trial healthy volunteer participants. We may in the future advance product candidates into clinical trials and
terminate such trials prior to their completion.

If any of our product candidates successfully complete clinical trials, we generally plan to seek regulatory approval to market our
product candidates in the United States, the European Union, or EU, and in additional foreign countries where we believe there is a viable
commercial opportunity. We have never commenced, compiled or submitted an application seeking regulatory approval to market any
product candidate. We may never receive regulatory approval to market any product candidates even if such product candidates successfully
complete clinical trials, which would adversely affect our viability. To obtain regulatory approval in countries outside the United States, we
must comply with numerous and varying regulatory requirements of such other countries regarding safety, efficacy, chemistry, manufacturing
and controls, clinical trials, commercial sales, pricing, and distribution of our product candidates. We may also rely on our collaborators or
partners to conduct the required activities to support an application for regulatory approval, and to seek approval, for one or more of our
product candidates. We cannot be sure that our collaborators or partners will conduct these activities or do so within the timeframe we desire.
Even if we (or our collaborators or partners) are successful in obtaining approval in one jurisdiction, we cannot ensure that we will obtain
approval in any other jurisdictions. If we are unable to obtain approval for our product candidates in multiple jurisdictions, our revenue and
results of operations could be negatively affected.
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Even if we receive regulatory approval to market any of our product candidates, whether for the treatment of neurodegenerative
diseases or other diseases, we cannot assure you that any such product candidate will be successfully commercialized, widely accepted in
the marketplace or more effective than other commercially available alternatives.

Investment in biopharmaceutical product development involves significant risk that any product candidate will fail to demonstrate
adequate efficacy or an acceptable safety profile, gain regulatory approval, and become commercially viable. We cannot provide any
assurance that we will be able to successfully advance any of our product candidates through the development process or, if approved,
successfully commercialize any of our product candidates.

We may not be successful in our efforts to continue to create a pipeline of product candidates or to develop commercially
successful products. If we fail to successfully identify and develop additional product candidates, our commercial opportunity may
be limited.

One of our strategies is to identify and pursue clinical development of additional product candidates. We currently have five seed
programs, all of which are in the research, discovery and preclinical stages of development. Identifying, developing, obtaining regulatory
approval and commercializing additional product candidates for the treatment of neurodegenerative diseases will require substantial
additional funding beyond the net proceeds of this offering and is prone to the risks of failure inherent in drug development. We cannot
provide you any assurance that we will be able to successfully identify or acquire additional product candidates, advance any of these
additional product candidates through the development process, successfully commercialize any such additional product candidates, if
approved, or assemble sufficient resources to identify, acquire, develop or, if approved, commercialize additional product candidates. If we
are unable to successfully identify, acquire, develop and commercialize additional product candidates, our commercial opportunity may be
limited.

We have concentrated our research and development efforts on the treatment of neurodegenerative diseases, a field that has seen
limited success in drug development. Further, our product candidates are based on new approaches and novel technology, which
makes it difficult to predict the time and cost of product candidate development and subsequently obtaining regulatory approval.

We have focused our research and development efforts on addressing neurodegenerative diseases. Collectively, efforts by
biopharmaceutical companies in the field of neurodegenerative diseases have seen limited successes in drug development. There are few
effective therapeutic options available for patients with Alzheimer’s disease, Parkinson’s disease, ALS and other neurodegenerative
diseases. Our future success is highly dependent on the successful development of our BBB platform technology and our product candidates
for treating neurodegenerative diseases. Developing and, if approved, commercializing our product candidates for treatment of
neurodegenerative diseases subjects us to a number of challenges, including engineering product candidates to cross the BBB to enable
optimal concentration of the therapeutic in the brain and obtaining regulatory approval from the FDA and other regulatory authorities who
have only a limited set of precedents to rely on.

Our approach to the treatment of neurodegenerative diseases aims to identify and select targets with a genetic link to
neurodegenerative diseases, identify and develop molecules that engage the intended target, identify and develop biomarkers to select the
right patient population and demonstrate target engagement, pathway engagement and impact on disease progression of our molecules, and
engineer our molecules to cross the BBB and act directly in the brain. This strategy may not prove to be successful. We cannot be sure that
our approach will yield satisfactory therapeutic products that are safe and effective, scalable, or profitable.
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Moreover, public perception of drug safety issues, including adoption of new therapeutics or novel approaches to treatment, may
adversely influence the willingness of subjects to participate in clinical trials, or if approved, of physicians to subscribe to novel treatments.

We may encounter substantial delays in our clinical trials, or may not be able to conduct or complete our clinical trials on the
timelines we expect, if at all.

Clinical testing is expensive, time consuming, and subject to uncertainty. We cannot guarantee that any clinical trials will be conducted
as planned or completed on schedule, if at all. We cannot be sure that submission of an investigational new drug application, or IND, or a
clinical trial application, or CTA, will result in the FDA or European Medicines Agency, or EMA, as applicable, allowing clinical trials to begin in
a timely manner, if at all. Moreover, even if these trials begin, issues may arise that could suspend or terminate such clinical trials. A failure of
one or more clinical trials can occur at any stage of testing, and our future clinical trials may not be successful. Events that may prevent
successful or timely initiation or completion of clinical trials include:

inability to generate sufficient preclinical, toxicology, or other in vivo or in vitro data to support the initiation or continuation of
clinical trials;

delays in confirming target engagement, patient selection or other relevant biomarkers to be utilized in preclinical and clinical
product candidate development;

delays in reaching a consensus with regulatory agencies on study design;

delays in reaching agreement on acceptable terms with prospective contract research organizations, or CROS, and clinical trial
sites, the terms of which can be subject to extensive negotiation and may vary significantly among different CROs and clinical trial
sites;

delays in identifying, recruiting and training suitable clinical investigators;
delays in obtaining required Institutional Review Board, or IRB, approval at each clinical trial site;

imposition of a temporary or permanent clinical hold by regulatory agencies for a number of reasons, including after review of an
IND or amendment, CTA or amendment, or equivalent application or amendment; as a result of a new safety finding that presents
unreasonable risk to clinical trial participants; a negative finding from an inspection of our clinical trial operations or study sites;
developments on trials conducted by competitors for related technology that raises FDA or EMA concerns about risk to patients of
the technology broadly; or if the FDA or EMA finds that the investigational protocol or plan is clearly deficient to meet its stated
objectives;

delays in identifying, recruiting and enrolling suitable patients to participate in our clinical trials, and delays caused by patients
withdrawing from clinical trials or failing to return for post-treatment follow-up;

difficulty collaborating with patient groups and investigators;
failure by our CROs, other third parties, or us to adhere to clinical trial requirements;

failure to perform in accordance with the FDA’s or any other regulatory authority’s current good clinical practices, or cGCPs,
requirements, or applicable EMA or other regulatory guidelines in other countries;

occurrence of adverse events associated with the product candidate that are viewed to outweigh its potential benefits;
changes in regulatory requirements and guidance that require amending or submitting new clinical protocols;
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+ changes in the standard of care on which a clinical development plan was based, which may require new or additional trials;
» the cost of clinical trials of our product candidates being greater than we anticipate;

» clinical trials of our product candidates producing negative or inconclusive results, which may result in our deciding, or regulators
requiring us, to conduct additional clinical trials or abandon product development programs;

» transfer of manufacturing processes from our academic collaborators to larger-scale facilities operated by a contract
manufacturing organization, or CMO, or by us, and delays or failure by our CMOs or us to make any necessary changes to such
manufacturing process; and

» delays in manufacturing, testing, releasing, validating, or importing/exporting sufficient stable quantities of our product candidates
for use in clinical trials or the inability to do any of the foregoing.

Any inability to successfully initiate or complete clinical trials could result in additional costs to us or impair our ability to generate
revenue. In addition, if we make manufacturing or formulation changes to our product candidates, we may be required to or we may elect to
conduct additional studies to bridge our modified product candidates to earlier versions. Clinical trial delays could also shorten any periods
during which our products have patent protection and may allow our competitors to bring products to market before we do, which could
impair our ability to successfully commercialize our product candidates and may harm our business and results of operations.

We could also encounter delays if a clinical trial is suspended or terminated by us, by the data safety monitoring board for such trial or
by the FDA, EMA or any other regulatory authority, or if the IRBs of the institutions in which such trials are being conducted suspend or
terminate the participation of their clinical investigators and sites subject to their review. Such authorities may suspend or terminate a clinical
trial due to a number of factors, including failure to conduct the clinical trial in accordance with regulatory requirements or our clinical
protocols, inspection of the clinical trial operations or trial site by the FDA, EMA or other regulatory authorities resulting in the imposition of a
clinical hold, unforeseen safety issues or adverse side effects, failure to demonstrate a benefit from using a product candidate, changes in
governmental regulations or administrative actions or lack of adequate funding to continue the clinical trial.

Our most advanced product candidate, DNL201, which is currently in a Phase 1 clinical trial in healthy volunteers in the United States,
is subject to a partial clinical hold instituted by the FDA due to histological findings observed in our preclinical studies. This partial clinical hold
relates to the FDA's decision to impose an exposure cap in our Phase 1 healthy volunteer clinical trial. The partial clinical hold prohibits
evaluation of DNL201 above a specific dose cap level. The FDA may re-evaluate the exposure cap for this trial, and may potentially raise it,
based on the safety and tolerability data generated by the trial as well as data supporting the monitorability of the effects of the trial. We
cannot assure you that the FDA will deem our response to be a complete response or that it will determine to lift or change the exposure cap
imposed, and ultimately lift this partial clinical hold. Any inability to continue or complete our clinical trial of DNL201, as a result of the partial
clinical hold or otherwise, will delay our clinical development plans for DNL201, may require us to incur additional clinical development costs
and could impair our ability to ultimately obtain FDA approval for DNL201. We cannot assure you that DNL201 or our other product
candidates will not be subject to new, partial or full clinical holds in the future.

We may in the future advance product candidates into clinical trials and terminate such trials prior to their completion, such as we did
for DNL104, which could adversely affect our business.
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Delays in the completion of any clinical trial of our product candidates will increase our costs, slow down our product candidate
development and approval process and delay or potentially jeopardize our ability to commence product sales and generate revenue. In
addition, many of the factors that cause, or lead to, a delay in the commencement or completion of clinical trials may also ultimately lead to
the denial of regulatory approval of our product candidates.

We may encounter difficulties enrolling patients in our clinical trials, and our clinical development activities could thereby be
delayed or otherwise adversely affected.

The timely completion of clinical trials in accordance with their protocols depends, among other things, on our ability to enroll a
sufficient number of patients who remain in the trial until its conclusion. We may experience difficulties in patient enrollment in our clinical
trials for a variety of reasons, including:

» the size and nature of the patient population;

» the patient eligibility criteria defined in the protocol, including biomarker-driven identification and/or certain highly-specific criteria
related to stage of disease progression, which may limit the patient populations eligible for our clinical trials to a greater extent
than competing clinical trials for the same indication that do not have biomarker-driven patient eligibility criteria;

» the size of the study population required for analysis of the trial’s primary endpoints;

» the proximity of patients to a trial site;

» the design of the trial;

» our ability to recruit clinical trial investigators with the appropriate competencies and experience;

» competing clinical trials for similar therapies or targeting patient populations meeting our patient eligibility criteria;

« clinicians’ and patients’ perceptions as to the potential advantages and side effects of the product candidate being studied in
relation to other available therapies and product candidates;

* our ability to obtain and maintain patient consents; and

+ the risk that patients enrolled in clinical trials will not complete such trials, for any reason.

Our clinical trials may fail to demonstrate substantial evidence of the safety and efficacy of our product candidates, which would
prevent, delay or limit the scope of regulatory approval and commercialization.

Before obtaining regulatory approvals for the commercial sale of any of our product candidates, we must demonstrate through lengthy,
complex and expensive preclinical studies and clinical trials that our product candidates are both safe and effective for use in each target
indication. For those product candidates that are subject to regulation as biological drug products, we will need to demonstrate that they are
safe, pure, and potent for use in their target indications. Each product candidate must demonstrate an adequate risk versus benefit profile in
its intended patient population and for its intended use.

Clinical testing is expensive and can take many years to complete, and its outcome is inherently uncertain. Failure can occur at any
time during the clinical trial process. The results of preclinical studies of our product candidates may not be predictive of the results of early-
stage or later-stage
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clinical trials, and results of early clinical trials of our product candidates may not be predictive of the results of later-stage clinical trials. The
results of clinical trials in one set of patients or disease indications may not be predictive of those obtained in another. In some instances,
there can be significant variability in safety or efficacy results between different clinical trials of the same product candidate due to numerous
factors, including changes in trial procedures set forth in protocols, differences in the size and type of the patient populations, changes in and
adherence to the dosing regimen and other clinical trial protocols and the rate of dropout among clinical trial participants. Product candidates
in later stages of clinical trials may fail to show the desired safety and efficacy profile despite having progressed through preclinical studies
and initial clinical trials. A number of companies in the biopharmaceutical industry have suffered significant setbacks in advanced clinical
trials due to lack of efficacy or unacceptable safety issues, notwithstanding promising results in earlier trials. This is particularly true in
neurodegenerative diseases, where failure rates historically have been higher than in many other disease areas. Most product candidates
that begin clinical trials are never approved by regulatory authorities for commercialization.

We have limited experience in designing clinical trials and may be unable to design and execute a clinical trial to support marketing
approval. We cannot be certain that our current clinical trials or any other future clinical trials will be successful. Additionally, any safety
concerns observed in any one of our clinical trials in our targeted indications could limit the prospects for regulatory approval of our product
candidates in those and other indications, which could have a material adverse effect on our business, financial condition and results of
operations.

In addition, even if such clinical trials are successfully completed, we cannot guarantee that the FDA or foreign regulatory authorities
will interpret the results as we do, and more trials could be required before we submit our product candidates for approval. To the extent that
the results of the trials are not satisfactory to the FDA or foreign regulatory authorities for support of a marketing application, we may be
required to expend significant resources, which may not be available to us, to conduct additional trials in support of potential approval of our
product candidates. Even if regulatory approval is secured for any of our product candidates, the terms of such approval may limit the scope
and use of our product candidate, which may also limit its commercial potential.

We face significant competition in an environment of rapid technological and scientific change, and there is a possibility that our
competitors may achieve regulatory approval before us or develop therapies that are safer or more advanced or effective than
ours, which may negatively impact our ability to successfully market or commercialize any product candidates we may develop
and ultimately harm our financial condition.

The development and commercialization of new drug products is highly competitive. Moreover, the neurodegenerative field is
characterized by strong and increasing competition, and a strong emphasis on intellectual property. We may face competition with respect to
any product candidates that we seek to develop or commercialize in the future from major pharmaceutical companies, specialty
pharmaceutical companies, and biotechnology companies worldwide. Potential competitors also include academic institutions, government
agencies, and other public and private research organizations that conduct research, seek patent protection, and establish collaborative
arrangements for research, development, manufacturing, and commercialization.

There are a number of large pharmaceutical and biotechnology companies that are currently pursuing the development of products for
the treatment of the neurodegenerative disease indications for which we have research programs, including Alzheimer’s disease, Parkinson’s
disease and ALS. Companies that we are aware are developing therapeutics in the neurodegenerative disease area include large companies
with significant financial resources, such as AbbVie, AstraZeneca, Biogen, Celgene, Eli Lilly, GlaxoSmithKline, Johnson & Johnson, Novartis,
Pfizer, Roche, Sanofi and Takeda.
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In addition to competition from other companies targeting neurodegenerative indications, any products we may develop may also face
competition from other types of therapies, such as gene-editing therapies.

Many of our current or potential competitors, either alone or with their strategic partners, 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. 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 competitors also
compete with us in recruiting and retaining qualified scientific and management personnel and establishing clinical trial sites and patient
registration for clinical trials, as well as in acquiring technologies complementary to, or necessary for, our programs. Our commercial
opportunity could be reduced or eliminated if our competitors develop and commercialize products that are safer, more effective, have fewer
or less severe side effects, are more convenient, or are less expensive than any products that we may develop. Furthermore, currently
approved products could be discovered to have application for treatment of neurodegenerative disease indications, which could give such
products significant regulatory and market timing advantages over any of our product candidates. Our competitors also may obtain FDA,
EMA or other regulatory approval for their products more rapidly than we may obtain approval for ours and may obtain orphan product
exclusivity from the FDA for indications our product candidates are targeting, which could result in our competitors establishing a strong
market position before we are able to enter the market. Additionally, products or technologies developed by our competitors may render our
potential product candidates uneconomical or obsolete, and we may not be successful in marketing any product candidates we may develop
against competitors.

In addition, we could face litigation or other proceedings with respect to the scope, ownership, validity and/or enforceability of our
patents relating to our competitors’ products and our competitors may allege that our products infringe, misappropriate or otherwise violate
their intellectual property. The availability of our competitors’ products could limit the demand, and the price we are able to charge, for any
products that we may develop and commercialize. See “Risks Related to Our Intellectual Property.”

The manufacture of our product candidates, particularly those that utilize our BBB platform technology, is complex and we may
encounter difficulties in production. If we or any of our third-party manufacturers encounter such difficulties, or fail to meet
rigorously enforced regulatory standards, our ability to provide supply of our product candidates for clinical trials or our products
for patients, if approved, could be delayed or stopped, or we may be unable to maintain a commercially viable cost structure.

The processes involved in manufacturing our drug and biological product candidates, particularly those that utilize our BBB platform
technology, are complex, expensive, highly-regulated and subject to multiple risks. Additionally, 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 a biologic 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
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.
Further, as product candidates are developed through preclinical studies to late-stage clinical trials towards approval and commercialization,
it is common that various aspects of the development
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program, such as manufacturing methods, are altered along the way in an effort to optimize processes and results. Such changes carry the
risk that they will not achieve these intended objectives, and any of these changes could cause our product candidates to perform differently
and affect the results of planned clinical trials or other future clinical trials.

In order to conduct clinical trials of our product candidates, or supply commercial products, if approved, we will need to manufacture
them in small and large quantities. Our manufacturing partners may be unable to successfully increase the manufacturing capacity for any of
our product candidates in a timely or cost-effective manner, or at all. In addition, quality issues may arise during scale-up activities. If our
manufacturing partners are unable to successfully scale up the manufacture of our product candidates in sufficient quality and quantity, the
development, testing and clinical trials of that product candidate may be delayed or become infeasible, and regulatory approval or
commercial launch of any resulting product may be delayed or not obtained, which could significantly harm our business. The same risks
would apply to our internal manufacturing facilities, should we in the future decide to build internal manufacturing capacity. In addition,
building internal manufacturing capacity would carry significant risks in terms of being able to plan, design and execute on a complex project
to build manufacturing facilities in a timely and cost-efficient manner.

In addition, the manufacturing process for any products that we may develop is subject to FDA, EMA and foreign regulatory authority
approval processes, and continuous oversight, and we will need to contract with manufacturers who can meet all applicable FDA, EMA and
foreign regulatory authority requirements, including complying with current Good Manufacturing Practices, or cGMPs, on an ongoing basis. If
we or our third-party manufacturers are unable to reliably produce products to specifications acceptable to the FDA, EMA or other regulatory
authorities, we may not obtain or maintain the approvals we need to commercialize such products. Even if we obtain regulatory approval for
any of our product candidates, there is no assurance that either we or our CMOs will be able to manufacture the approved product to
specifications acceptable to the FDA, EMA 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. Any of these challenges could delay completion of clinical trials,
require bridging clinical trials or the repetition of one or more clinical trials, increase clinical trial costs, delay approval of our product
candidate, impair commercialization efforts, increase our cost of goods, and have an adverse effect on our business, financial condition,
results of operations and growth prospects.

If, in the future, we are unable to establish sales and marketing capabilities or enter into agreements with third parties to sell and
market any product candidates we may develop, we may not be successful in commercializing those product candidates if and
when they are approved.

We do not have a sales or marketing infrastructure and have no experience in the sale, marketing, or distribution of pharmaceutical
products. To achieve commercial success for any approved product for which we retain sales and marketing responsibilities, we must either
develop a sales and marketing organization or outsource these functions to third parties. In the future, we may choose to build a focused
sales, marketing, and commercial support infrastructure to sell, or participate in sales activities with our collaborators for, some of our product
candidates if and when they are approved.

There are risks involved with both establishing our own commercial capabilities and entering into arrangements with third parties to
perform these services. For example, recruiting and training a sales force or reimbursement specialists is expensive and time consuming and
could delay any product launch. If the commercial launch of a product candidate for which we recruit a sales force and establish marketing
and other commercialization capabilities is delayed or does not occur for any reason, we would have prematurely or unnecessarily incurred
these commercialization expenses. This may be
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costly, and our investment would be lost if we cannot retain or reposition our commercialization personnel.

Factors that may inhibit our efforts to commercialize any approved product on our own include:

» our inability to recruit and retain adequate numbers of effective sales, marketing, reimbursement, customer service, medical
affairs, and other support personnel;

» the inability of sales personnel to obtain access to physicians or persuade adequate numbers of physicians to prescribe any future
approved products;

+ the inability of reimbursement professionals to negotiate arrangements for formulary access, reimbursement, and other
acceptance by payors;

+ the inability to price our products at a sufficient price point to ensure an adequate and attractive level of profitability;
» restricted or closed distribution channels that make it difficult to distribute our products to segments of the patient population;

+ the lack of complementary products to be offered by sales personnel, which may put us at a competitive disadvantage relative to
companies with more extensive product lines; and

» unforeseen costs and expenses associated with creating an independent commercialization organization.

If we enter into arrangements with third parties to perform sales, marketing, commercial support, and distribution services, our product
revenue or the profitability of product revenue may be lower than if we were to market and sell any products we may develop ourselves. In
addition, we may not be successful in entering into arrangements with third parties to commercialize our product candidates or may be
unable to do so on terms that are favorable to us. We may 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. If we do not establish commercialization capabilities
successfully, either on our own or in collaboration with third parties, we will not be successful in commercializing our product candidates if
approved.

Even if any product candidates we develop receive marketing 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.

The commercial success of any of our product candidates will depend upon its degree of market acceptance by physicians, patients,
third-party payors, and others in the medical community. Even if any product candidates we may develop receive marketing 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 any product candidates we may develop, if approved for commercial sale, will depend on a number of
factors, including:

» the efficacy and safety of such product candidates as demonstrated in pivotal clinical trials and published in peer-reviewed
journals;

» the potential and perceived advantages compared to alternative treatments;

+ the ability to offer our products for sale at competitive prices;

+ the ability to offer appropriate patient access programs, such as co-pay assistance;
+ the extent to which physicians recommend our products to their patients;

« convenience and ease of dosing and administration compared to alternative treatments;
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» the clinical indications for which the product candidate is approved by FDA, EMA or other regulatory agencies;

» product labeling or product insert requirements of the FDA, EMA or other comparable foreign regulatory authorities, including any
limitations, contraindications or warnings contained in a product’s approved labeling;

» restrictions on how the product is distributed;

» the timing of market introduction of competitive products;

*  publicity concerning our products or competing products and treatments;
» the strength of marketing and distribution support;

» sufficient third-party coverage or reimbursement; and

» the prevalence and severity of any side effects.

If any product candidates we develop do not achieve an adequate level of acceptance, we may not generate significant product
revenue, and we may not become profitable.

Even if we are able to commercialize any product candidates, such products may become subject to unfavorable pricing
regulations, third-party reimbursement practices, or healthcare reform initiatives, which would harm our business.

The regulations that govern marketing approvals, pricing, and reimbursement for new drugs vary widely from country to country. In the
United States, recently enacted legislation may significantly change the approval requirements in ways that could involve additional costs and
cause delays in obtaining approvals. Some countries require approval of the sale price of a drug before it can be marketed. In many
countries, the pricing review period begins after marketing or product licensing approval is granted. In some foreign markets, prescription
pharmaceutical pricing remains subject to continuing governmental control even after initial approval is granted. As a result, we might obtain
marketing approval for a product in a particular country, but then be subject to price regulations that delay our commercial launch of the
product, possibly for lengthy time periods, and negatively impact the revenue 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 one or more product candidates, even if any product
candidates we may develop obtain marketing approval.

Our ability to successfully commercialize any products that we may develop also will depend in part on the extent to which
reimbursement for these products and related treatments will be available from government health administration authorities, private health
insurers, and other organizations. Government authorities and third-party payors, such as private health insurers and health maintenance
organizations, decide which medications they will pay for and establish reimbursement levels. A primary trend in the U.S. healthcare industry
and elsewhere is cost containment. Government authorities and third-party payors have attempted to control costs by limiting coverage and
the amount of reimbursement for particular medications. Government authorities currently impose mandatory discounts for certain patient
groups, such as Medicare, Medicaid and Veterans Affairs, or VA, hospitals, and may seek to increase such discounts at any time. Future
regulation may negatively impact the price of our products, if approved. Increasingly, third-party payors are requiring that drug companies
provide them with predetermined discounts from list prices and are challenging the prices charged for medical products. We cannot be sure
that reimbursement will be available for any product candidate that we commercialize and, if reimbursement is available, the level of
reimbursement. Reimbursement may impact the demand for, or the price of, any product candidate for which we obtain marketing approval.
In order to get reimbursement, physicians may need to show that patients have

26



Table of Contents

superior treatment outcomes with our products compared to standard of care drugs, including lower-priced generic versions of standard of
care drugs. If reimbursement is not available or is available only to limited levels, we may not be able to successfully commercialize any
product candidate for which we obtain marketing approval. In the United States, no uniform policy of coverage and reimbursement for
products exists among third-party payors and coverage and reimbursement levels for products can differ significantly from payor to payor. As
a result, the coverage determination process is often a time consuming and costly process that may require us to provide scientific and
clinical support for the use of our products to each payor separately, with no assurance that coverage and adequate reimbursement will be
applied consistently or obtained in the first instance.

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

If any of our product candidates that are small molecules obtain regulatory approval, additional competitors could enter the market
with generic versions of such drugs, which may result in a material decline in sales of affected products.

Under the Drug Price Competition and Patent Term Restoration Act of 1984, or the Hatch-Waxman Act, a pharmaceutical manufacturer
may file an abbreviated new drug application, or ANDA, seeking approval of a generic copy of an approved, small molecule innovator
product. Under the Hatch-Waxman Act, a manufacturer may also submit a new drug application, or NDA, under section 505(b)(2) that
references the FDA's prior approval of the small molecule innovator product. A 505(b)(2) NDA product may be for a new or improved version
of the original innovator product. The Hatch-Waxman Act also provides for certain periods of regulatory exclusivity, which preclude FDA
approval (or in some circumstances, FDA filing and reviewing) of an ANDA or 505(b)(2) NDA. These include, subject to certain exceptions,
the period during which an FDA-approved drug is subject to orphan drug exclusivity. In addition to the benefits of regulatory exclusivity, an
innovator NDA holder may have patents claiming the active ingredient, product formulation or an approved use of the drug, which would be
listed with the product in the FDA publication, “Approved Drug Products with Therapeutic Equivalence Evaluations,” known as the “Orange
Book.” If there are patents listed in the Orange Book, a generic or 505(b)(2) applicant that seeks to market its product before expiration of the
patents must include in the ANDA a “Paragraph IV certification,” challenging the validity or enforceability of, or claiming non-infringement of,
the listed patent or patents. Notice of the certification must be given to the innovator, too, and if within 45 days of receiving notice the
innovator sues to protect its patents, approval of the ANDA is stayed for 30 months, or as lengthened or shortened by the court.

Accordingly, if any of our small molecule product candidates are approved, competitors could file ANDAs for generic versions of our
small molecule drug products or 505(b)(2) NDAs that reference our
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small molecule drug products, respectively. If there are patents listed for our small molecule drug products in the Orange Book, those ANDAs
and 505(b)(2) NDAs would be required to include a certification as to each listed patent indicating whether the ANDA applicant does or does
not intend to challenge the patent. We cannot predict which, if any, patents in our current portfolio or patents we may obtain in the future will
be eligible for listing in the Orange Book, how any generic competitor would address such patents, whether we would sue on any such
patents, or the outcome of any such suit.

We may not be successful in securing or maintaining proprietary patent protection for products and technologies we develop or license.
Moreover, if any of our owned or in-licensed patents that are listed in the Orange Book are successfully challenged by way of a Paragraph IV
certification and subsequent litigation, the affected product could immediately face generic competition and its sales would likely decline
rapidly and materially. Should sales decline, we may have to write off a portion or all of the intangible assets associated with the affected
product and our results of operations and cash flows could be materially and adversely affected. See “Risks Related to Our Intellectual
Property.”

Our biologic, or large molecule, product candidates for which we intend to seek approval may face competition sooner than
anticipated.

Even if we are successful in achieving regulatory approval to commercialize a product candidate faster than our competitors, our large
molecule product candidates may face competition from biosimilar products. In the United States, our large molecule product candidates are
regulated by the FDA as biologic products and we intend to seek approval for these product candidates pursuant to the biologics license
application, or BLA, pathway. The Biologics Price Competition and Innovation Act of 2009, or BPCIA, created an abbreviated pathway for the
approval of biosimilar and interchangeable biologic products. The abbreviated regulatory pathway establishes legal authority for the FDA to
review and approve biosimilar biologics, including the possible designation of a biosimilar as “interchangeable” based on its similarity to an
existing brand product. Under the BPCIA, an application for a biosimilar product cannot be approved by the FDA until 12 years after the
original branded product was approved under a BLA. The law is complex and is still being interpreted and implemented by the FDA. As a
result, its ultimate impact, implementation, and meaning are subject to uncertainty. While it is uncertain when such processes intended to
implement BPCIA may be fully adopted by the FDA, any such processes could have a material adverse effect on the future commercial
prospects for our large molecule product candidates.

We believe that any of our large molecule product candidates approved as a biologic product under a BLA should qualify for the 12-
year period of exclusivity. However, there is a risk that this exclusivity could be shortened due to congressional action or otherwise, or that
the FDA will not consider our product candidates to be reference products for competing products, potentially creating the opportunity for
generic competition sooner than anticipated. Moreover, the extent to which a biosimilar product, once approved, will be substituted for any
one of our reference products in a way that is similar to traditional generic substitution for non-biologic products is not yet clear, and will
depend on a number of marketplace and regulatory factors that are still developing. In addition, a competitor could decide to forego the
biosimilar approval path and submit a full BLA after completing its own preclinical studies and clinical trials. In such cases, any exclusivity to
which we may be eligible under the BPCIA would not prevent the competitor from marketing its product as soon as it is approved.

In Europe, the European Commission has granted marketing authorizations for several biosimilar products pursuant to a set of general
and product class-specific guidelines for biosimilar approvals issued over the past few years. In Europe, a competitor may reference data
supporting approval of an innovative biological product, but will not be able to get it on the market until 10 years after the time of
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approval of the innovative product. This 10-year marketing exclusivity period will be extended to 11 years if, during the first eight of those 10
years, the marketing authorization holder obtains an approval for one or more new therapeutic indications that bring significant clinical
benefits compared with existing therapies. In addition, companies may be developing biosimilar products in other countries that could
compete with our products, if approved.

If competitors are able to obtain marketing approval for biosimilars referencing our large molecule product candidates, if approved, such
products may become subject to competition from such biosimilars, with the attendant competitive pressure and potential adverse
consequences. Such competitive products may be able to immediately compete with us in each indication for which our product candidates
may have received approval.

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

We face an inherent risk of product liability as a result of the clinical testing of our product candidates and will face an even greater risk
when and if we commercialize any products. For example, we may be sued if our product candidates cause or are perceived to cause injury
or are found to be otherwise unsuitable during clinical testing, manufacturing, marketing or sale. Any such product liability claims may include
allegations of defects in manufacturing, defects in design, a failure to warn of dangers inherent in the product, negligence, strict liability or a
breach of warranties. Claims could also be asserted under state consumer protection acts. If we cannot successfully defend ourselves
against product liability claims, we may incur substantial liabilities or be required to limit testing and commercialization of our product
candidates. Even successful defense would require significant financial and management resources. Regardless of the merits or eventual
outcome, liability claims may result in:

» decreased or interrupted demand for our products;

* injury to our reputation;

» withdrawal of clinical trial participants and inability to continue clinical trials;
+ initiation of investigations by regulators;

» costs to defend the related litigation;

« adiversion of management’s time and our resources;

* substantial monetary awards to trial participants or patients;

» product recalls, withdrawals or labeling, marketing or promotional restrictions;
* loss of revenue;

» exhaustion of any available insurance and our capital resources;

+ the inability to commercialize any product candidate; and

» adecline in our share price.

Our inability to obtain sufficient product liability insurance at an acceptable cost to protect against potential product liability claims could
prevent or inhibit the commercialization of products we develop, alone or with collaborators. Our insurance policies may have various
exclusions, and we may be subject to a product liability claim for which we have no coverage. We may have to pay any amounts awarded by
a court or negotiated in a settlement that exceed our coverage limitations or that are not covered by our insurance, and we may not have, or
be able to obtain, sufficient capital to pay such amounts. Even if our agreements with any future corporate collaborators entitle us to
indemnification against losses, such indemnification may not be available or adequate should any claim arise.
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Risks Related to Regulatory Approval and Other Legal Compliance Matters

The regulatory approval processes of the FDA, EMA and comparable foreign regulatory authorities are lengthy, time consuming,
and inherently unpredictable. If we are ultimately unable to obtain regulatory approval for our product candidates, we will be
unable to generate product revenue and our business will be substantially harmed.

The time required to obtain approval by the FDA, EMA and comparable foreign regulatory authorities is unpredictable, typically takes
many years following the commencement of clinical trials, and depends upon numerous factors, including the type, complexity and novelty of
the product candidates involved. In addition, approval policies, regulations, or the type and amount of clinical data necessary to gain approval
may change during the course of a product candidate’s clinical development and may vary among jurisdictions, which may cause delays in
the approval or the decision not to approve an application. Regulatory authorities have substantial discretion in the approval process and
may refuse to accept any application or may decide that our data are insufficient for approval and require additional preclinical, clinical or
other studies. Moreover, the FDA, EMA or other regulatory authorities may fail to approve companion diagnostics that we contemplate using
with our therapeutic product candidates. We have not submitted for, or obtained regulatory approval for any product candidate, and it is
possible that none of our existing product candidates or any product candidates we may seek to develop in the future will ever obtain
regulatory approval.

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

» the FDA, EMA or comparable foreign regulatory authorities may disagree with the design, implementation or results of our clinical
trials;

+ the FDA, EMA or comparable foreign regulatory authorities may determine that our product candidates are not safe and effective,
only moderately effective or have undesirable or unintended side effects, toxicities or other characteristics that preclude our
obtaining marketing approval or prevent or limit commercial use;

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

* we may be unable to demonstrate to the FDA or comparable foreign regulatory authorities that a product candidate’s risk-benefit
ratio when compared to the standard of care is acceptable;

» the FDA, EMA or comparable foreign regulatory authorities may disagree with our interpretation of data from preclinical studies or
clinical trials;

+ the data collected from clinical trials of our product candidates may not be sufficient to support the submission of an NDA, BLA, or
other submission or to obtain regulatory approval in the United States or elsewhere;

* we may be unable to demonstrate to the FDA, EMA or comparable foreign regulatory authorities that a product candidate’s risk-
benefit ratio for its proposed indication is acceptable;

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

+ the approval policies or regulations of the FDA, EMA or comparable foreign regulatory authorities may significantly change in a
manner rendering our clinical data insufficient for approval.
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This lengthy approval process, as well as the unpredictability of the results of clinical trials, may result in our failing to obtain regulatory
approval to market any of our product candidates, which would significantly harm our business, results of operations, and prospects.

Our product candidates may cause undesirable side effects or have other properties that could halt their clinical development,
prevent their regulatory approval, limit their commercial potential, or result in significant negative consequences.

Adverse events or other undesirable side effects caused by our product candidates could cause us or regulatory authorities to interrupt,
delay, or halt clinical trials and could result in a more restrictive label or the delay or denial of regulatory approval by the FDA, EMA or other
comparable foreign regulatory authorities.

Our most advanced product candidate, DNL201, is currently our only clinical stage product candidate. In June 2017, we initiated a
Phase 1 clinical trial of DNL201 in healthy volunteers in the United States and, to date, it has been well tolerated. However, adverse events
and other side effects may result from higher dosing, repeated dosing and/or longer-term exposure to DNL201 and could lead to delays
and/or termination of the development of this product candidate.

In 2016, we initiated a Phase 1 clinical trial in a former RIPK1 inhibitor product candidate, DNL104, which we subsequently
discontinued based on liver test abnormalities in some clinical trial healthy volunteer participants.

Drug-related side effects could affect patient recruitment, the ability of enrolled patients to complete the study, and/or result in potential
product liability claims. We are required to maintain product liability insurance pursuant to certain of our license agreements. We may not be
able to maintain insurance coverage at a reasonable cost or in sufficient amounts to protect us against losses due to liability. A successful
product liability claim or series of claims brought against us could cause our stock price to decline and, if judgments exceed our insurance
coverage, could adversely affect our results of operations and business. In addition, regardless of merit or eventual outcome, product liability
claims may result in impairment of our business reputation, withdrawal of clinical trial participants, costs due to related litigation, distraction of
management’s attention from our primary business, initiation of investigations by regulators, substantial monetary awards to patients or other
claimants, the inability to commercialize our product candidates, and decreased demand for our product candidates, if approved for
commercial sale.

Additionally, if one or more of our product candidates receives marketing approval, and we or others later identify undesirable side
effects or adverse events caused by such products, a number of potentially significant negative consequences could result, including but not
limited to:

* regulatory authorities may withdraw approvals of such product;
* regulatory authorities may require additional warnings on the label;
* we may be required to change the way the product is administered or conduct additional clinical trials or post-approval studies;

* we may be required to create a Risk Evaluation and Mitigation Strategy plan, which could include a medication guide outlining the
risks of such side effects for distribution to patients, a communication plan for healthcare providers, and/or other elements to
assure safe use;

» we could be sued and held liable for harm caused to patients; and
* our reputation may suffer.
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Any of these events could prevent us from achieving or maintaining market acceptance of the particular product candidate, if approved,
and could significantly harm our business, results of operations, and prospects.

We may in the future conduct clinical trials for our product candidates outside the United States, and the FDA, EMA and applicable
foreign regulatory authorities may not accept data from such trials.

We may in the future choose to conduct one or more of our clinical trials outside the United States, including in Europe. The
acceptance of study data from clinical trials conducted outside the United States or another jurisdiction by the FDA, EMA or applicable
foreign regulatory authority may be subject to certain conditions. In cases where data from foreign clinical trials are intended to serve as the
basis for marketing approval in the United States, the FDA will generally not approve the application on the basis of foreign data alone unless
(i) the data are applicable to the United States population and United States medical practice; and (ii) the trials were performed by clinical
investigators of recognized competence and pursuant to cGCP regulations. Additionally, the FDA's clinical trial requirements, including
sufficient size of patient populations and statistical powering, must be met. Many foreign regulatory bodies have similar approval
requirements. In addition, such foreign trials would be subject to the applicable local laws of the foreign jurisdictions where the trials are
conducted. There can be no assurance that the FDA, EMA or any applicable foreign regulatory authority will accept data from trials
conducted outside of the United States or the applicable jurisdiction. If the FDA, EMA or any applicable foreign regulatory authority does not
accept such data, it would result in the need for additional trials, which would be costly and time-consuming and delay aspects of our
business plan, and which may result in our product candidates not receiving approval or clearance for commercialization in the applicable
jurisdiction.

Obtaining and maintaining regulatory approval of our product candidates in one jurisdiction does not mean that we will be
successful in obtaining regulatory approval of our product candidates in other jurisdictions.

Obtaining and maintaining regulatory approval of our product candidates in one jurisdiction does not guarantee that we will be able to
obtain or maintain regulatory approval in any other jurisdiction, but a failure or delay in obtaining regulatory approval in one jurisdiction may
have a negative effect on the regulatory approval process in others. For example, even if the FDA or EMA grants marketing approval of a
product candidate, comparable regulatory authorities in foreign jurisdictions must also approve the manufacturing, marketing and promotion
of the product candidate in those countries. Approval procedures vary among jurisdictions and can involve requirements and administrative
review periods different from those in the United States, including additional preclinical studies or clinical trials as clinical trials conducted in
one jurisdiction may not be accepted by regulatory authorities in other jurisdictions. In many jurisdictions outside the United States, a product
candidate must be approved for reimbursement before it can be approved for sale in that jurisdiction. In some cases, the price that we intend
to charge for our products is also subject to approval.

Obtaining foreign regulatory approvals and compliance with foreign regulatory requirements could result in significant delays, difficulties
and costs for us and could delay or prevent the introduction of our products in certain countries. If we or any partner we work with fail to
comply with the regulatory requirements in international markets or fail to receive applicable marketing approvals, our target market will be
reduced and our ability to realize the full market potential of our product candidates will be harmed.
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Even if we obtain regulatory approval for a product candidate, our products will remain subject to extensive regulatory scrutiny.

If any of our product candidates are approved, they will be subject to ongoing regulatory requirements for manufacturing, labeling,
packaging, storage, advertising, promotion, sampling, record-keeping, conduct of post-marketing studies, and submission of safety, efficacy,
and other post-market information, including both federal and state requirements in the United States and requirements of comparable
foreign regulatory authorities.

Manufacturers and manufacturers’ facilities are required to comply with extensive requirements imposed by the FDA, EMA and
comparable foreign regulatory authorities, including ensuring that quality control and manufacturing procedures conform to cGMP
regulations. As such, we and our contract manufacturers will be subject to continual review and inspections to assess compliance with cGMP
and adherence to commitments made in any NDA, BLA or marketing authorization application, or MAA. Accordingly, we and others with
whom we work must continue to expend time, money, and effort in all areas of regulatory compliance, including manufacturing, production
and quality control.

Any regulatory approvals that we receive for our product candidates will be subject to limitations on the approved indicated uses for
which the product may be marketed and promoted or to the conditions of approval (including the requirement to implement a Risk Evaluation
and Mitigation Strategy), or contain requirements for potentially costly post-marketing testing. We will be required to report certain adverse
reactions and production problems, if any, to the FDA, EMA and comparable foreign regulatory authorities. Any new legislation addressing
drug safety issues could result in delays in product development or commercialization, or increased costs to assure compliance. The FDA
and other agencies, including the Department of Justice, closely regulate and monitor the post-approval marketing and promotion of products
to ensure that they are manufactured, marketed and distributed only for the approved indications and in accordance with the provisions of the
approved labeling. We will have to comply with requirements concerning advertising and promotion for our products. Promotional
communications with respect to prescription drugs are subject to a variety of legal and regulatory restrictions and must be consistent with the
information in the product’'s approved label. As such, we may not promote our products for indications or uses for which they do not have
approval. The holder of an approved NDA, BLA, or MAA must submit new or supplemental applications and obtain approval for certain
changes to the approved product, product labeling, or manufacturing process. We could also be asked to conduct post-marketing clinical
trials to verify the safety and efficacy of our products in general or in specific patient subsets. If original marketing approval was obtained via
the accelerated approval pathway, we could be required to conduct a successful post-marketing clinical trial to confirm clinical benefit for our
products. An unsuccessful post-marketing study or failure to complete such a study could result in the withdrawal of marketing approval.

If a regulatory agency discovers 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, or disagrees with the promotion, marketing or labeling of a
product, such regulatory agency may impose restrictions on that product or us, including requiring withdrawal of the product from the market.
If we fail to comply with applicable regulatory requirements, a regulatory agency or enforcement authority may, among other things:

* issue warning letters that would result in adverse publicity;

* impose civil or criminal penalties;

* suspend or withdraw regulatory approvals;

* suspend any of our ongoing clinical trials;

» refuse to approve pending applications or supplements to approved applications submitted by us;
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* impose restrictions on our operations, including closing our contract manufacturers’ facilities;
* seize or detain products; or

* require a product recall.

Any government investigation of alleged violations of law could require us to expend significant time and resources in response, and
could generate negative publicity. Any failure to comply with ongoing regulatory requirements may significantly and adversely affect our
ability to commercialize and generate revenue from our products. If regulatory sanctions are applied or if regulatory approval is withdrawn,
the value of our company and our operating results will be adversely affected.

We plan to seek orphan drug designation for some product candidates, but we may be unable to obtain such designations or to
maintain the benefits associated with orphan drug status, including market exclusivity, which may cause our revenue, if any, to be
reduced.

Under the Orphan Drug Act, the FDA may grant orphan designation to a drug or biologic intended to treat a rare disease or condition,
defined as a disease or condition with a patient population of fewer than 200,000 in the United States, or a patient population greater than
200,000 in the United States when there is no reasonable expectation that the cost of developing and making available the drug or biologic in
the United States will be recovered from sales in the United States for that drug or biologic. Orphan drug designation must be requested
before submitting an NDA or BLA. In the United States, orphan drug designation entitles a party to financial incentives such as opportunities
for grant funding towards clinical trial costs, tax advantages, and user-fee waivers. After the FDA grants orphan drug designation, the generic
identity of the drug and its potential orphan use are disclosed publicly by the FDA. Orphan drug designation does not convey any advantage
in, or shorten the duration of, the regulatory review and approval process. We plan to seek orphan drug designations for some product
candidates and may be unable to obtain such designations.

If a product that has orphan drug designation subsequently receives the first FDA approval for a particular active ingredient for the
disease for which it has such designation, the product is entitled to orphan product exclusivity, which means that the FDA may not approve
any other NDA or BLA applications to market the same drug or biologic for the same indication for seven years, except in limited
circumstances such as a showing of clinical superiority to the product with orphan exclusivity or if FDA finds that the holder of the orphan
exclusivity has not shown that it can assure the availability of sufficient quantities of the orphan product to meet the needs of patients with the
disease or condition for which the drug was designated. As a result, even if one of our product candidates receives orphan exclusivity, the
FDA can still approve other drugs that have a different active ingredient for use in treating the same indication or disease. Furthermore, the
FDA can waive orphan exclusivity if we are unable to manufacture sufficient supply of our product.

Healthcare legislative measures aimed at reducing healthcare costs may have a material adverse effect on our business and
results of operations.

Third-party payors, whether domestic or foreign, or governmental or commercial, are developing increasingly sophisticated methods of
controlling healthcare costs. In both the United States and certain foreign jurisdictions, there have been a number of legislative and
regulatory changes to the health care system that could impact our ability to sell our products profitably. In particular, in 2010, the Affordable
Care Act, or ACA, was enacted, which, among other things, subjected biologic products to potential competition by lower-cost biosimilars,
addressed a new methodology by which rebates owed by manufacturers under the Medicaid Drug Rebate Program are calculated for drugs
that are inhaled, infused, instilled, implanted or injected, increased the minimum Medicaid rebates owed by most manufacturers under the
Medicaid Drug Rebate Program, extended the Medicaid Drug Rebate
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Program to utilization of prescriptions of individuals enrolled in Medicaid managed care organizations, subjected manufacturers to new
annual fees and taxes for certain branded prescription drugs, and provided incentives to programs that increase the federal government’s
comparative effectiveness research. Recent changes in the U.S. administration could lead to repeal of or changes in some or all of the ACA,
and complying with any new legislation or reversing changes implemented under the ACA could be time-intensive and expensive, resulting in
a material adverse effect on our business. Until the ACA is fully implemented or there is more certainty concerning the future of the ACA, it
will be difficult to predict its full impact and influence on our business.

In addition, other legislative changes have been proposed and adopted in the United States since the ACA was enacted. In
August 2011, the Budget Control Act of 2011, among other things, created measures for spending reductions by Congress. A Joint Select
Committee on Deficit Reduction, tasked with recommending a targeted deficit reduction of at least $1.2 trillion for the years 2013 through
2021, was unable to reach required goals, thereby triggering the legislation’s automatic reduction to several government programs. This
includes aggregate reductions of Medicare payments to providers of 2% per fiscal year, which went into effect in 2013, and will remain in
effect through 2025 unless additional Congressional action is taken. The American Taxpayer Relief Act of 2012 further reduced Medicare
payments to several providers, including hospitals and cancer treatment centers, and increased the statute of limitations period for the
government to recover overpayments to providers from three to five years.

There have been, and likely will continue to be, legislative and regulatory proposals at the foreign, federal and state levels directed at
containing or lowering the cost of healthcare. We cannot predict the initiatives that may be adopted in the future. The continuing efforts of the
government, insurance companies, managed care organizations and other payors of healthcare services to contain or reduce costs of
healthcare and/or impose price controls may adversely affect:

» the demand for our product candidates, if we obtain regulatory approval;

« our ability to receive or set a price that we believe is fair for our products;

» our ability to generate revenue and achieve or maintain profitability;

+ the level of taxes that we are required to pay; and

+ the availability of capital.

We expect that the ACA, as well as other healthcare reform measures that may be adopted in the future, may result in additional

reductions in Medicare and other healthcare funding, more rigorous coverage criteria, lower reimbursement, and new payment
methodologies. This could lower the price that we receive for any approved product. Any denial in coverage or reduction in reimbursement

from Medicare or other government-funded programs may result in a similar denial or reduction in payments from private payors, which may
prevent us from being able to generate sufficient revenue, attain profitability or commercialize our product candidates, if approved.

Our employees, independent contractors, consultants, commercial partners and vendors may engage in misconduct or other
improper activities, including noncompliance with regulatory standards and requirements.

We are exposed to the risk of fraud, misconduct or other illegal activity by our employees, independent contractors, consultants,
commercial partners and vendors. Misconduct by these parties could include intentional, reckless and negligent conduct that fails to: comply
with the laws of the FDA, EMA and other comparable foreign regulatory authorities; provide true, complete and accurate information to the
FDA, EMA and other comparable foreign regulatory authorities; comply with
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manufacturing standards we have established; comply with healthcare fraud and abuse laws in the United States and similar foreign
fraudulent misconduct laws; or report financial information or data accurately or to disclose unauthorized activities to us. If we obtain FDA
approval of any of our product candidates and begin commercializing those products in the United States, our potential exposure under such
laws will increase significantly, and our costs associated with compliance with such laws are also likely to increase. In particular, research,
sales, marketing, education and other business arrangements in the healthcare industry are subject to extensive laws designed to prevent
fraud, kickbacks, self-dealing and other abusive practices. These laws and regulations may restrict or prohibit a wide range of pricing,
discounting, educating, marketing and promotion, sales and commission, certain customer incentive programs and other business
arrangements generally. Activities subject to these laws also involve the improper use of information obtained in the course of patient
recruitment for clinical trials, which could result in regulatory sanctions and cause serious harm to our reputation. We have adopted a code of
business conduct and ethics, but it is not always possible to identify and deter misconduct by employees and third parties, and the
precautions we take to detect and prevent this activity may not be effective in controlling unknown or unmanaged risks or losses or in
protecting us from governmental investigations or other actions or lawsuits stemming from a failure to be in compliance with such laws. If any
such actions are instituted against us, and we are not successful in defending ourselves or asserting our rights, those actions could have a
significant impact on our business, including the imposition of significant fines or other sanctions.

If we fail to comply with healthcare laws, we could face substantial penalties and our business, operations and financial conditions
could be adversely affected.

If we obtain FDA approval for any of our product candidates and begin commercializing those products in the United States, our
operations will be subject to various federal and state fraud and abuse laws. The laws that may impact our operations include:

» the federal Anti-Kickback Statute, which prohibits, among other things, persons from knowingly and willfully soliciting, receiving,
offering or paying any remuneration (including any kickback, bribe, or rebate), directly or indirectly, overtly or covertly, in cash or in
kind, to induce, or in return for, either the referral of an individual, or the purchase, lease, order or recommendation of any good,
facility, item or service for which payment may be made, in whole or in part, under a federal healthcare program, such as the
Medicare and Medicaid programs. A person or entity does not need to have actual knowledge of the statute or specific intent to
violate it in order to have committed a violation. In addition, 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;

« federal civil and criminal false claims laws and civil monetary penalty laws, including the False Claims Act, which impose criminal
and civil penalties, including through civil “qui tam” or “whistleblower” actions, against individuals or entities from knowingly
presenting, or causing to be presented, claims for payment or approval from Medicare, Medicaid, or other third-party payors that
are false or fraudulent or knowingly making a false statement to improperly avoid, decrease or conceal an obligation to pay money
to the federal government. Similar to the federal Anti-Kickback Statute, a person or entity does not need to have actual knowledge
of these statutes or specific intent to violate them in order to have committed a violation;

» the federal Health Insurance Portability and Accountability Act of 1996, or HIPAA, which created new federal criminal statutes that
prohibit knowingly and willfully executing, or attempting to execute, a scheme to defraud any healthcare benefit program or obtain,
by means of false or fraudulent pretenses, representations, or promises, any of the money or property owned by, or under the
custody or control of, any healthcare benefit program, regardless of the payor (e.g., public or private) and knowingly and willfully
falsifying,
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concealing or covering up by any trick or device a material fact or making any materially false statements in connection with the
delivery of, or payment for, healthcare benefits, items or services relating to healthcare matters;

+ HIPAA, as amended by the Health Information Technology for Economic and Clinical Health Act of 2009, or HITECH, and their
respective implementing regulations, which impose requirements on certain covered healthcare providers, health plans, and
healthcare clearinghouses as well as their respective business associates that perform services for them that involve the use, or
disclosure of, individually identifiable health information, relating to the privacy, security and transmission of individually identifiable
health information without appropriate authorization;

+ the federal Physician Payment Sunshine Act, created under the ACA, and its implementing regulations, which require
manufacturers of drugs, devices, biologicals and medical supplies for which payment is available under Medicare, Medicaid or the
Children’s Health Insurance Program to report annually to the U.S. Department of Health and Human Services under the Open
Payments Program, information related to payments or other transfers of value made to physicians and teaching hospitals, as well
as ownership and investment interests held by physicians and their immediate family members;

« federal consumer protection and unfair competition laws, which broadly regulate marketplace activities and activities that
potentially harm consumers; and

+ analogous state and foreign laws and regulations, such as state and foreign anti-kickback, false claims, consumer protection and
unfair competition laws which may apply to pharmaceutical business practices, including but not limited to, research, distribution,
sales and marketing arrangements as well as submitting claims involving healthcare items or services reimbursed by any third-
party payer, 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 that
otherwise restricts payments that may be made to healthcare providers and other potential referral sources; state laws that require
drug manufacturers to file reports with states regarding pricing and marketing information, such as the tracking and reporting of
gifts, compensations and other remuneration and items of value provided to healthcare professionals and entities; and state and
foreign laws governing the privacy and security of health information in certain circumstances, many of which differ from each
other in significant ways and may not have the same effect, thus complicating compliance efforts.

Because of the breadth of these laws and the narrowness of the statutory exceptions and safe harbors available, it is possible that
some of our business activities could, despite our efforts to comply, be subject to challenge under one or more of such laws. Efforts to ensure
that our business arrangements will comply with applicable healthcare laws may involve substantial costs. It is possible that governmental
and enforcement authorities will conclude that our business practices may not comply with current or future statutes, regulations or case law
interpreting applicable fraud and abuse or other healthcare laws and regulations. If any such actions are instituted against us, and we are not
successful in defending ourselves or asserting our rights, those actions could have a significant impact on our business, including the
imposition of civil, criminal and administrative penalties, damages, disgorgement, monetary fines, possible exclusion from participation in
Medicare, Medicaid and other federal healthcare programs, contractual damages, reputational harm, diminished profits and future earnings,
and curtailment of our operations, any of which could adversely affect our ability to operate our business and our results of operations. In
addition, the approval and commercialization of any of our product candidates outside the United States will also likely subject us to foreign
equivalents of the healthcare laws mentioned above, among other foreign laws.
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If we or any contract manufacturers and suppliers we engage fail to comply with environmental, health, and safety laws and
regulations, we could become subject to fines or penalties or incur costs that could have a material adverse effect on the success
of our business.

We and any contract manufacturers and suppliers we engage are subject to numerous federal, state, and local environmental, health,
and safety laws, regulations, and permitting requirements, including those governing laboratory procedures; the generation, handling, use,
storage, treatment, and disposal of hazardous and regulated materials and wastes; the emission and discharge of hazardous materials into
the ground, air, and water; and employee health and safety. Our operations involve the use of hazardous and flammable materials, including
chemicals and biological and radioactive materials. Our operations also produce hazardous waste. 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. Under certain environmental laws, we could be held responsible for costs relating to any contamination at our
current or past facilities and at third-party facilities. We also could incur significant costs associated with civil or criminal fines and penalties.

Compliance with applicable environmental laws and regulations may be expensive, and current or future environmental laws and
regulations may impair our research, product development and manufacturing efforts. In addition, we cannot entirely eliminate the risk of
accidental injury or contamination from these materials or wastes. 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 carry specific biological or hazardous waste insurance coverage, and our
property, casualty, and general liability insurance policies specifically exclude coverage for damages and fines arising from biological or
hazardous waste exposure or contamination. Accordingly, in the event of contamination or injury, we could be held liable for damages or be
penalized with fines in an amount exceeding our resources, and our clinical trials or regulatory approvals could be suspended, which could
have a material adverse effect on our business, financial condition, results of operations, and prospects.

Our business activities may be subject to the Foreign Corrupt Practices Act, or FCPA, and similar anti-bribery and anti-corruption
laws.

Our business activities may be subject to the FCPA and similar anti-bribery or anti-corruption laws, regulations or rules of other
countries in which we operate, including the U.K. Bribery Act. The FCPA generally prohibits offering, promising, giving, or authorizing others
to give anything of value, either directly or indirectly, to a non-U.S. government official in order to influence official action, or otherwise obtain
or retain business. The FCPA also requires public companies to make and keep books and records that accurately and fairly reflect the
transactions of the corporation and to devise and maintain an adequate system of internal accounting controls. Our business is heavily
regulated and therefore involves significant interaction with public officials, including officials of non-U.S. governments. Additionally, in many
other countries, the health care providers who prescribe pharmaceuticals are employed by their government, and the purchasers of
pharmaceuticals are government entities; therefore, our dealings with these prescribers and purchasers are subject to regulation under the
FCPA. Recently the Securities and Exchange Commission, or SEC, and Department of Justice have increased their FCPA enforcement
activities with respect to biotechnology and pharmaceutical companies. There is no certainty that all of our employees, agents, contractors, or
collaborators, or those of our affiliates, will comply with all applicable laws and regulations, particularly given the high level of complexity of
these laws. Violations of these laws and regulations could result in fines, criminal sanctions against us, our officers, or our employees, the
closing down of our facilities, requirements to
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obtain export licenses, cessation of business activities in sanctioned countries, implementation of compliance programs, and prohibitions on
the conduct of our business. Any such violations could include prohibitions on our ability to offer our products in one or more countries and
could materially damage our reputation, our brand, our international expansion efforts, our ability to attract and retain employees, and our
business, prospects, operating results, and financial condition.

Risks Related to Our Reliance on Third Parties

We expect to depend on collaborations with third parties for the research, development, and commercialization of certain of the
product candidates we may develop. If any such collaborations are not successful, we may not be able to realize the market
potential of those product candidates.

We anticipate seeking third-party collaborators for the research, development, and commercialization of certain of the product
candidates we may develop. For example, we have a collaboration with F-star, among others, to further our development of product
candidates and to enhance our research efforts directed to better understanding neurodegenerative diseases. Our likely collaborators for any
other collaboration arrangements include large and mid-size pharmaceutical companies, regional and national pharmaceutical companies,
biotechnology companies and academic institutions. If we enter into any such arrangements with any third parties, we will likely have shared
or limited control over the amount and timing of resources that our collaborators dedicate to the development or potential commercialization
of any product candidates we may seek to develop with them. Our ability to generate revenue from these arrangements with commercial
entities will depend on our collaborators’ abilities to successfully perform the functions assigned to them in these arrangements. We cannot
predict the success of any collaboration that we enter into.

Collaborations involving our research programs, or any product candidates we may develop, pose the following risks to us:

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

» collaborators may not properly obtain, maintain, enforce, or defend intellectual property or proprietary rights relating to our product
candidates or research programs or may use our proprietary information in such a way as to expose us to potential litigation or
other intellectual property related proceedings, including proceedings challenging the scope, ownership, validity and enforceability
of our intellectual property;

+ collaborators may own or co-own intellectual property covering our product candidates or research programs that results from our
collaboration with them, and in such cases, we may not have the exclusive right to commercialize such intellectual property or
such product candidates or research programs;

* we may need the cooperation of our collaborators to enforce or defend any intellectual property we contribute to or that arises out
of our collaborations, which may not be provided to us;

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

» collaborators may decide to not pursue development and commercialization of any product candidates we develop or may elect
not to continue or renew development or commercialization programs based on clinical trial results, changes in the collaborator’s
strategic focus or available funding or external factors such as an acquisition that diverts resources or creates competing
priorities;
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» collaborators may delay clinical trials, provide insufficient funding for a clinical trial program, stop a clinical trial or abandon a
product candidate, repeat or conduct new clinical trials, or require a new formulation of a product candidate for clinical testing;

+ collaborators could independently develop, or develop with third parties, products that compete directly or indirectly with our
product candidates or research programs if the collaborators believe that competitive products are more likely to be successfully
developed or can be commercialized under terms that are more economically attractive than ours;

» collaborators with marketing and distribution rights to one or more product candidates may not commit sufficient resources to the
marketing and distribution of such product candidates;

* we may lose certain valuable rights under circumstances identified in our collaborations, including if we undergo a change of
control;

» collaborators may undergo a change of control and the new owners may decide to take the collaboration in a direction which is
not in our best interest;

» collaborators may become bankrupt, which may significantly delay our research or development programs, or may cause us to
lose access to valuable technology, know-how or intellectual property of the collaborator relating to our products, product
candidates or research programs;

» key personnel at our collaborators may leave, which could negatively impact our ability to productively work with our collaborators;

» collaborations may require us to incur short and long-term expenditures, issue securities that dilute our stockholders, or disrupt
our management and business;

» 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 or our BBB platform technology; and

» collaboration agreements may not lead to development or commercialization of product candidates in the most efficient manner or
at all. If a present or future collaborator of ours were to be involved in a business combination, the continued pursuit and emphasis
on our development or commercialization program under such collaboration could be delayed, diminished, or terminated.

We may face significant competition in seeking appropriate collaborations. Recent business combinations among biotechnology and
pharmaceutical companies have resulted in a reduced number of potential collaborators. In addition, the negotiation process is time-
consuming and complex, and we may not be able to negotiate collaborations on a timely basis, on acceptable terms, or at all. If we are
unable to do so, we may have to curtail the development of the product candidate for which we are seeking to collaborate, reduce or delay its
development program or one or more of our other development programs, delay its potential commercialization or reduce the scope of any
sales or marketing activities, or increase our expenditures and undertake development or commercialization activities at our own expense. If
we elect to increase our expenditures to fund development or commercialization activities on our own, we may need to obtain additional
capital, which may not be available to us on acceptable terms or at all. If we do not have sufficient funds, we may not be able to further
develop product candidates or bring them to market and generate product revenue.

If we enter into collaborations to develop and potentially commercialize any product candidates, we may not be able to realize the
benefit of such transactions if we or our collaborator elects not to exercise the rights granted under the agreement or if we or our collaborator
are unable to successfully integrate a product candidate into existing operations and company culture. In addition, if our
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agreement with any of our collaborators terminates, our access to technology and intellectual property licensed to us by that collaborator may
be restricted or terminate entirely, which may delay our continued development of our product candidates utilizing the collaborator’s
technology or intellectual property or require us to stop development of those product candidates completely. We may also find it more
difficult to find a suitable replacement collaborator or attract new collaborators, and our development programs may be delayed or the
perception of us in the business and financial communities could be adversely affected. Many of the risks relating to product development,
regulatory approval, and commercialization described in this “Risk Factors” section also apply to the activities of our collaborators and any
negative impact on our collaborators may adversely affect us.

We expect to rely on third parties to conduct our clinical trials and some aspects of our research and preclinical testing, and those
third parties may not perform satisfactorily, including failing to meet deadlines for the completion of such trials, research, or
testing.

We currently rely and expect to continue to rely on third parties, such as CROs, clinical data management organizations, medical
institutions, and clinical investigators, to conduct some aspects of our research and preclinical testing and our clinical trials. Any of these third
parties may terminate their engagements with us or be unable to fulfill their contractual obligations. If we need to enter into alternative
arrangements, it would delay our product development activities.

Our reliance on these third parties for research and development activities reduces our control over these activities but does not relieve
us of our responsibilities. For example, we remain responsible for ensuring that each of our clinical trials is conducted in accordance with the
general investigational plan and protocols for the trial. Moreover, the FDA requires us to comply with cGCPs for conducting, recording, and
reporting the results of clinical trials to assure that data and reported results are credible, reproducible and accurate and that the rights,
integrity, and confidentiality of trial participants are protected. We also are required to register ongoing clinical trials and post the results of
completed clinical trials on a government-sponsored database within certain timeframes. Failure to do so can result in fines, adverse
publicity, and civil and criminal sanctions.

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, marketing
approvals for any product candidates we may develop and will not be able to, or may be delayed in our efforts to, successfully commercialize
our medicines.

We also expect to rely on other third parties to store and distribute drug supplies for our clinical trials. Any performance failure on the
part of our distributors could delay clinical development or marketing approval of any product candidates we may develop or
commercialization of our medicines, producing additional losses and depriving us of potential product revenue.

We contract with third parties for the manufacture of materials for our research programs and preclinical studies and expect to
continue to do so for clinical trials and for commercialization of any product candidates that we may develop. This reliance on third
parties carries and may increase the risk that we will not have sufficient quantities of such materials, product candidates, or any
medicines that we may develop and commercialize, or that such supply will not be available to us at an acceptable cost, which
could delay, prevent, or impair our development or commercialization efforts.

We do not have any manufacturing facilities. We currently rely on third-party manufacturers for the manufacture of our materials for
preclinical studies and clinical trials and expect to continue to do so for preclinical studies, clinical trials and for commercial supply of any
product candidates that we may develop.
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We may be unable to establish any further agreements with third-party manufacturers or to do so on acceptable terms. Even if we are
able to establish agreements with third-party manufacturers, reliance on third-party manufacturers entails additional risks, including:

» the possible breach of the manufacturing agreement by the third party;
» the possible termination or nonrenewal of the agreement by the third party at a time that is costly or inconvenient for us;
» reliance on the third party for regulatory compliance, quality assurance, safety, and pharmacovigilance and related reporting; and

+ the inability to produce required volume in a timely manner and to quality standards.

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

Any medicines that we may develop may compete with other product candidates and products for access to manufacturing facilities.
There are a limited number of manufacturers that operate under cGMP regulations and that might be capable of manufacturing for us.

Any performance failure on the part of our existing or future manufacturers could delay clinical development or marketing approval. We
do not currently have arrangements in place for redundant supply for any of our product candidates. If any one of our current contract
manufacturers cannot perform as agreed, we may be required to replace that manufacturer and may incur added costs and delays in
identifying and qualifying any such replacement. Furthermore, securing and reserving production capacity with contract manufacturers may
result in significant costs.

Our current and anticipated future dependence upon others for the manufacture of any product candidates we may develop or
medicines may adversely affect our future profit margins and our ability to commercialize any medicines that receive marketing approval on a
timely and competitive basis.

We depend on third-party suppliers for key raw materials used in our manufacturing processes, and the loss of these third-party
suppliers or their inability to supply us with adequate raw materials could harm our business.

We rely on third-party suppliers for the raw materials required for the production of our product candidates. Our dependence on these
third-party suppliers and the challenges we may face in obtaining adequate supplies of raw materials involve several risks, including limited
control over pricing, availability, quality and delivery schedules. As a small company, our negotiation leverage is limited and we are likely to
get lower priority than our competitors who are larger than we are. We cannot be certain that our suppliers will continue to provide us with the
quantities of these raw materials that we require or satisfy our anticipated specifications and quality requirements. Any supply interruption in
limited or sole sourced raw materials could materially harm our ability to manufacture our product candidates until a new source of supply, if
any, could be identified and qualified. We may be unable to find a sufficient alternative supply channel in a reasonable time or on
commercially reasonable terms. Any performance failure on the part of our suppliers could delay the development and potential
commercialization of our product candidates, including limiting supplies necessary for clinical trials and regulatory approvals, which would
have a material adverse effect on our business.
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Risks Related to Our Intellectual Property

If we are unable to obtain and maintain patent protection for any product candidates we develop and for our BBB platform
technology, our competitors could develop and commercialize products and technology similar or identical to ours, and our ability
to successfully commercialize any product candidates we may develop, and our technology may be adversely affected.

Our success depends in large part on our ability to obtain and maintain patent protection in the United States and other countries with
respect to our BBB platform technology and any proprietary product candidates and other technologies we may develop. We seek to protect
our proprietary position by in-licensing intellectual property and filing patent applications in the United States and abroad relating to our BBB
platform technology, core programs and product candidates, as well as other technologies that are important to our business. Given that the
development of our technology and product candidates is at an early stage, our intellectual property portfolio with respect to certain aspects
of our technology and product candidates is also at an early stage. For example, we do not own or in-license any issued patents in the United
States directed to the composition of matter of any of the antibodies or enzymes that we have thus far developed using our BBB platform
technology or that cover the composition of matter of our DNL151 product candidate, which is in our LRRK2 core program. In addition, we do
not own or in-license any issued patents covering the Fc domain portion of our BBB platform technology that binds to transferrin receptor, or
any issued patents that cover our RIPK1, TREM2, aSyn, or IDS core programs. We have filed or intend to file patent applications on these
aspects of our technology and core product candidates; however, there can be no assurance that any such patent applications will issue as
granted patents. Furthermore, in some cases, we have only filed provisional patent applications on certain aspects of our technology and
product candidates and each of these provisional patent applications is not eligible to become an issued patent until, among other things, we
file a non-provisional patent application within 12 months of the filing date of the applicable provisional patent application. Any failure to file a
non-provisional patent application within this timeline could cause us to lose the ability to obtain patent protection for the inventions disclosed
in the associated provisional patent applications. Furthermore, in some cases, we may not be able to obtain issued claims covering
compositions relating to our BBB platform technology, core programs and product candidates, as well as other technologies that are
important to our business, and instead may need to rely on filing patent applications with claims covering a method of use and/or method of
manufacture for protection of such BBB platform technology, core programs, product candidates and other technologies. There can be no
assurance that any such patent applications will issue as granted patents, and even if they do issue, such patent claims may be insufficient to
prevent third parties, such as our competitors, from utilizing our technology. Any failure to obtain or maintain patent protection with respect to
our BBB platform technology, core programs and product candidates could have a material adverse effect on our business, financial
condition, results of operations, and prospects.

If any of our owned or in-licensed patent applications do not issue as patents in any jurisdiction, we may not be able to compete
effectively.

Changes in either the patent laws or their interpretation in the United States and other countries may diminish our ability to protect our
inventions, obtain, maintain, and enforce our intellectual property rights and, more generally, could affect the value of our intellectual property
or narrow the scope of our owned and licensed patents. With respect to both in-licensed and owned intellectual property, we cannot predict
whether the patent applications we and our licensors are currently pursuing will issue as patents in any particular jurisdiction or whether the
claims of any issued patents will provide sufficient protection from competitors or other third parties.

The patent prosecution process is expensive, time-consuming, and complex, and we may not be able to file, prosecute, maintain,
enforce, or license all necessary or desirable patent applications at a
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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 in time to obtain patent protection. Although we enter into non-disclosure and confidentiality agreements with parties who have access
to confidential or patentable aspects of our research and development output, such as our employees, corporate collaborators, outside
scientific collaborators, CROs, contract manufacturers, consultants, advisors, and other third parties, any of these parties may breach the
agreements and disclose such output before a patent application is filed, thereby jeopardizing our ability to seek patent protection. In
addition, our ability to obtain and maintain valid and enforceable patents depends on whether the differences between our inventions and the
prior art allow our inventions to be patentable over the prior art. Furthermore, 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 any of our owned or licensed patents or pending patent applications, or that we or our licensors were the first to file for patent protection of
such inventions.

If the scope of any patent protection we obtain is not sufficiently broad, or if we lose any of our patent protection, our ability to
prevent our competitors from commercializing similar or identical technology and product candidates would be adversely affected.

The patent position of biotechnology and pharmaceutical companies generally is highly uncertain, involves complex legal and factual
questions, and has been the subject of much litigation in recent years. As a result, the issuance, scope, validity, enforceability, and
commercial value of our patent rights are highly uncertain. Our owned or in-licensed pending and future patent applications may not result in
patents being issued which protect our BBB platform technology, product candidates or other technologies or which effectively prevent others
from commercializing competitive technologies and product candidates.

Moreover, the coverage claimed in a patent application can be significantly reduced before the patent is issued, and its scope can be
reinterpreted after issuance. Even if patent applications we license or own currently or in the future issue as patents, they may not issue in a
form that will provide us with any meaningful protection, prevent competitors or other third parties from competing with us, or otherwise
provide us with any competitive advantage. Any patents that we own or in-license may be challenged, narrowed, circumvented, or invalidated
by third parties. Consequently, we do not know whether our BBB platform technology, product candidates or other technologies will be
protectable or remain protected by valid and enforceable patents. Our competitors or other third parties may be able to circumvent our
patents by developing similar or alternative technologies or products in a non-infringing manner which could materially adversely affect our
business, financial condition, results of operations and prospects.

The issuance of a patent is not conclusive as to its inventorship, scope, validity, or enforceability, and our patents may be challenged in
the courts or patent offices in the United States and abroad. We or our licensors may be subject to a third party preissuance submission of
prior art to the United States Patent and Trademark Office, or USPTO, or become involved in opposition, derivation, revocation,
reexamination, post-grant and inter partes review, or interference proceedings or other similar proceedings challenging our owned or licensed
patent rights. An adverse determination in any such submission, proceeding or litigation could reduce the scope of, or invalidate or render
unenforceable, our owned or in-licensed patent rights, allow third parties to commercialize our BBB platform technology, product candidates
or other technologies 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. Moreover, we, or one of our licensors, may have to participate in interference proceedings declared
by the USPTO to determine priority of invention or in post-grant challenge proceedings, such as oppositions in a foreign patent office, that
challenge our or our licensor’s priority
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of invention or other features of patentability with respect to our owned or in-licensed patents and patent applications. Such challenges may
result in loss of patent rights, loss of exclusivity, or in patent claims being narrowed, invalidated, or held unenforceable, which could limit our
ability to stop others from using or commercializing similar or identical technology and products, or limit the duration of the patent protection
of our BBB platform technology, product candidates and other technologies. Such proceedings also may result in substantial cost and require
significant time from our scientists and management, even if the eventual outcome is favorable to us.

In addition, given the amount of time required for the development, testing, and regulatory review of new product candidates, patents
protecting such product candidates might expire before or shortly after such product candidates are commercialized. As a result, our
intellectual property may not provide us with sufficient rights to exclude others from commercializing products similar or identical to ours.

Some of our owned and in-licensed patents and patent applications are, and may in the future be, co-owned with third parties. For
example, we currently, and may in the future, co-own certain patents and patent applications relating to our BBB platform technology with F-
star. In addition, certain of our licensors co-own the patents and patent applications we in-license with other third parties with whom we do
not have a direct relationship. Our exclusive rights to certain of these patents and patent applications are dependent, in part, on inter-
institutional or other operating agreements between the joint owners of such patents and patent applications, who are not parties to our
license agreements. For example, under our license agreement with VIB, we license certain patents and patent applications co-owned by
VIB and KU Leuven. Our rights to KU Leuven’s interest in such patents and patent applications depends on an operating agreement between
VIB and KU Leuven, pursuant to which VIB controls the licensing of such patents and patent applications. If our licensors do not have
exclusive control of the grant of licenses under any such third-party co-owners’ interest in such patents or patent applications or we are
otherwise unable to secure such exclusive rights, such co-owners may be able to license their rights to other third parties, including our
competitors, and our competitors could market competing products and technology. In addition, we may need the cooperation of any such
co-owners of our patents in order to enforce such patents against third parties, and such cooperation may not be provided to us. Any of the
foregoing could have a material adverse effect on our competitive position, business, financial conditions, results of operations, and
prospects.

Our rights to develop and commercialize our BBB platform technology and product candidates are subject, in part, to the terms
and conditions of licenses granted to us by others.

We are heavily reliant upon licenses to certain patent rights and proprietary technology from third parties that are important or
necessary to the development of our BBB platform technology and product candidates. For example, in June 2016, we entered into an
exclusive license agreement with Genentech pursuant to which we received an exclusive license to certain of Genentech’s intellectual
property relating to our LRRK2 program, including our DNL201 and DNL151 product candidates. In March 2017, we entered into an
exclusive license agreement with VIB pursuant to which we received exclusive and non-exclusive licenses to certain patent rights and related
know-how pertaining to antibodies that target BACE1. In addition, in August 2016, we entered into a collaboration with UK-based F-star, a
biopharmaceutical company developing novel bispecific antibodies, focused on research and development of our BBB platform technology.
The agreement with F-star includes certain non-exclusive licenses to F-star’'s modular antibody technology to research and develop certain
antibodies, as well as options for us to obtain exclusive rights to develop and commercialize certain antibodies by exercising an option to
obtain certain exclusive licenses or to buy-out all of the outstanding shares of F-star Gamma. See the section titled “Business—Licenses and
Collaborations—F-star License and Collaboration Agreement” for additional information. However, we will not obtain exclusive rights to
commercialize and exploit such antibodies unless we exercise our options to obtain
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such exclusive rights within specified periods of time. If we do not exercise our options with respect to a particular antibody in a timely
manner or at all, or fail to satisfy any conditions upon which our options are contingent, F-star may offer such exclusive rights to other third
parties. In addition, F-star may breach our agreement and attempt to license such patents and patent applications to other third parties,
including our competitors, before or after we exercise our options. If we are unable to secure exclusive rights to F-star’'s modular antibody
technology to commercialize and exploit our antibodies, our competitive position, business, financial condition, results of operations, and
prospects may be materially harmed.

Our agreement with F-star and other license agreements may not provide exclusive rights to use the licensed intellectual property and
technology in all relevant fields of use and in all territories in which we may wish to develop or commercialize our technology and products in
the future. For example, F-star retains the right to use itself, and to license to others, its modular antibody technology for any purpose other
than the targets and antibodies which we have agreed with F-star would or may be exclusively available to us. As a result, we may not be
able to prevent competitors or other third parties from developing and commercializing competitive products that also utilizes technology that
we have in-licensed.

In addition, subject to the terms of any such license agreements, we do not have the right to control the preparation, filing, prosecution
and maintenance, and we may not have the right to control the enforcement, and defense of patents and patent applications covering the
technology that we license from third parties. For example, under our agreements with F-star and Genentech, the licensors control
prosecution and, in the case of F-star and in specified circumstances, enforcement of certain of the patents and patent applications licensed
to us. We cannot be certain that our in-licensed patents and patent applications that are controlled by our licensors will be prepared, filed,
prosecuted, maintained, enforced, and defended in a manner consistent with the best interests of our business. If our licensors fail to
prosecute, maintain, enforce, and defend such patents, or lose rights to those patents or patent applications, the rights we have licensed may
be reduced or eliminated, our right to develop and commercialize our BBB platform technology and any of our product candidates that are
subject of such licensed rights could be adversely affected, and we may not be able to prevent competitors from making, using and selling
competing products. In addition, even where we have the right to control patent prosecution of patents and patent applications we have
licensed to and from third parties, we may still be adversely affected or prejudiced by actions or inactions of our licensees, our licensors and
their counsel that took place prior to the date upon which we assumed control over patent prosecution.

Furthermore, our owned and in-licensed patents may be subject to a reservation of rights by one or more third parties. For example, our
license to certain intellectual property owned by Genentech is subject to certain research rights Genentech granted to third parties prior to
our license agreement. In addition, certain of our in-licensed intellectual property relating to RIPK1 was funded in part by the U.S.
government. As a result, the U.S. government may have certain rights to such intellectual property. When new technologies are developed
with U.S. government funding, the U.S. government generally obtains certain rights in any resulting patents, including a non-exclusive license
authorizing the U.S. government to use the invention or to have others use the invention on its behalf. The U.S. government’s rights may also
permit it to disclose the funded inventions and technology to third parties and to exercise march-in rights to use or allow third parties to use
the technology we have licensed that was developed using U.S. government funding. The U.S. government may exercise its march-in rights
if it determines that action is necessary because we fail to achieve practical application of the government-funded technology, or because
action is necessary to alleviate health or safety needs, to meet requirements of federal regulations, or to give preference to U.S. industry. In
addition, our rights in such inventions may be subject to certain requirements to manufacture products embodying such inventions in the
United States in certain circumstances and if this requirement is not waived. Any exercise by the U.S. government of such rights or by any
third party of its reserved rights could have a
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material adverse effect on our competitive position, business, financial condition, results of operations, and prospects.

If we fail to comply with our obligations in the agreements under which we license intellectual property rights from third parties or
otherwise experience disruptions to our business relationships with our licensors, we could lose license rights that are important
to our business.

We have entered into license agreements with third parties and may need to obtain additional licenses from others to advance our
research or allow commercialization of product candidates we may develop or our BBB platform technology. It is possible that we may be
unable to obtain additional licenses at a reasonable cost or on reasonable terms, if at all. In that event, we may be required to expend
significant time and resources to redesign our technology, product candidates, or the methods for manufacturing them or to develop or
license replacement technology, all of which may not be feasible on a technical or commercial basis. If we are unable to do so, we may be
unable to develop or commercialize the affected product candidates or continue to utilize our existing BBB platform technology, which could
harm our business, financial condition, results of operations, and prospects significantly. We cannot provide any assurances that third party
patents do not exist which might be enforced against our current technology, including our BBB platform technology, manufacturing methods,
product candidates, or future methods or products resulting in either an injunction prohibiting our manufacture or future sales, or, with respect
to our future sales, an obligation on our part to pay royalties and/or other forms of compensation to third parties, which could be significant.

In addition, each of our license agreements, and we expect our future agreements, will impose various development, diligence,
commercialization, and other obligations on us. Certain of our license agreements also require us to meet development timelines, or to
exercise commercially reasonable efforts to develop and commercialize licensed products, in order to maintain the licenses. In spite of our
efforts, our licensors might conclude that we have materially breached our obligations under such license agreements and might therefore
terminate the license agreements, thereby removing or limiting our ability to develop and commercialize products and technology covered by
these license agreements. If these in-licenses are terminated, or if the underlying patents fail to provide the intended exclusivity, competitors
or other third parties would have the freedom to seek regulatory approval of, and to market, products identical to ours and we may be
required to cease our development and commercialization of certain of our product candidates or of our current BBB platform technology.
Any of the foregoing could have a material adverse effect on our competitive position, business, financial conditions, results of operations,
and prospects.

Moreover, disputes may arise regarding intellectual property subject to a licensing agreement, including:
» the scope of rights granted under the license agreement and other interpretation-related issues;

» the extent to which our technology and processes infringe on intellectual property of the licensor that is not subject to the licensing
agreement;

+ the sublicensing of patent and other rights under our collaborative development relationships;
» our diligence obligations under the license agreement and what activities satisfy those diligence obligations;

» the inventorship and ownership of inventions and know-how resulting from the joint creation or use of intellectual property by our
licensors and us and our partners; and

» the priority of invention of patented technology.
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In addition, the agreements under which we currently license intellectual property or technology from third parties are complex, and
certain provisions in such agreements may be susceptible to multiple interpretations. The resolution of any contract interpretation
disagreement that may arise could narrow what we believe to be the scope of our rights to the relevant intellectual property or technology, or
increase what we believe to be our financial or other obligations under the relevant agreement, either of which could have a material adverse
effect on our business, financial condition, results of operations, and prospects. Moreover, if disputes over intellectual property that we have
licensed prevent or impair our ability to maintain our current licensing arrangements on commercially acceptable terms, we may be unable to
successfully develop and commercialize the affected product candidates, which could have a material adverse effect on our business,
financial conditions, results of operations, and prospects.

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

Filing, prosecuting, and defending patents on our BBB platform technology, product candidates and other technologies in all countries
throughout the world would be prohibitively expensive, and the laws of foreign countries may not protect our rights to the same extent as the
laws of the United States. Consequently, we may not be able to prevent third parties from practicing our inventions in all countries outside the
United States, or from selling or importing products made using our inventions in and into the United States or other jurisdictions.
Competitors may use our technologies in jurisdictions where we have not obtained patent protection to develop their own products and,
further, may export otherwise infringing products to territories where we have patent protection but enforcement is not as strong as that in the
United States. These products may compete with our products, and our patents or other intellectual property rights may not be effective or
sufficient to prevent them from competing.

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

Many countries have compulsory licensing laws under which a patent owner may be compelled to grant licenses to third parties. In
addition, many countries limit the enforceability of patents against government agencies or government contractors. In these countries, the
patent owner may have limited remedies, which could materially diminish the value of such patent. If we or any of our licensors is forced to
grant a license to third parties with respect to any patents relevant to our business, our competitive position may be impaired, and our
business, financial condition, results of operations, and prospects may be adversely affected.
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Obtaining and maintaining our patent protection depends on compliance with various procedural, document submission, fee
payment, and other requirements imposed by government patent agencies, and our patent protection could be reduced or
eliminated for non-compliance with these requirements.

Periodic maintenance fees, renewal fees, annuity fees, and various other government fees on patents and applications will be due to be
paid to the USPTO and various government patent agencies outside of the United States over the lifetime of our owned or licensed patents
and applications. In certain circumstances, we rely on our licensing partners to pay these fees due to U.S. and non-U.S. patent agencies.
The USPTO and various non-U.S. government agencies require compliance with several procedural, documentary, fee payment, and other
similar provisions during the patent application process. We are also dependent on our licensors to take the necessary action to comply with
these requirements with respect to our licensed intellectual property. In some cases, an inadvertent lapse can be cured by payment of a late
fee or by other means in accordance with the applicable rules. There are situations, however, in which non-compliance can result in
abandonment or lapse of the patent or patent application, resulting in a partial or complete loss of patent rights in the relevant jurisdiction. In
such an event, potential competitors might be able to enter the market with similar or identical products or technology, which could have a
material adverse effect on our business, financial condition, results of operations, and prospects.

Changes in U.S. patent law could diminish the value of patents in general, thereby impairing our ability to protect our products.

Changes in either the patent laws or interpretation of the patent laws in the United States could increase the uncertainties and costs
surrounding the prosecution of patent applications and the enforcement or defense of issued patents. Assuming that other requirements for
patentability are met, prior to March 2013, in the United States, the first to invent the claimed invention was entitled to the patent, while
outside the United States, the first to file a patent application was entitled to the patent. After March 2013, under the Leahy-Smith America
Invents Act, or the America Invents Act, enacted in September 2011, the United States transitioned to a first inventor to file system in which,
assuming that other requirements for patentability are met, the first inventor to file a patent application will be entitled to the patent on an
invention regardless of whether a third party was the first to invent the claimed invention. A third party that files a patent application in the
USPTO after March 2013, but before us could therefore be awarded a patent covering an invention of ours even if we had made the
invention before it was made by such third party. This will require us to be cognizant going forward of the time from invention to filing of a
patent application. Since patent applications in the United States and most other countries are confidential for a period of time after filing or
until issuance, we cannot be certain that we or our licensors were the first to either (i) file any patent application related to our BBB platform
technology, product candidates or other technologies or (ii) invent any of the inventions claimed in our or our licensor’s patents or patent
applications.

The America Invents Act also includes a number of significant changes that affect the way patent applications will be prosecuted and
also may affect patent litigation. These include allowing third party submission of prior art to the USPTO during patent prosecution and
additional procedures to attack the validity of a patent by USPTO administered post-grant proceedings, including post-grant review, inter
partes review, and derivation proceedings. Because of a lower evidentiary standard in USPTO proceedings compared to the evidentiary
standard in United States federal courts necessary to invalidate a patent claim, a third party could potentially provide evidence in a USPTO
proceeding sufficient for the USPTO to hold a claim invalid even though the same evidence would be insufficient to invalidate the claim if first
presented in a district court action. Accordingly, a third party may attempt to use the USPTO procedures to invalidate our patent claims that
would not have been invalidated if first challenged by the third party as a defendant in a district court action. Therefore, the America Invents
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Act and its implementation could increase the uncertainties and costs surrounding the prosecution of our owned or in-licensed patent
applications and the enforcement or defense of our owned or in-licensed issued patents, all of which could have a material adverse effect on
our business, financial condition, results of operations, and prospects.

In addition, the patent positions of companies in the development and commercialization of biologics and pharmaceuticals are
particularly uncertain. Recent U.S. Supreme Court rulings have narrowed the scope of patent protection available in certain circumstances
and weakened the rights of patent owners in certain situations. This combination of events has created uncertainty with respect to the validity
and enforceability of patents, once obtained. Depending on future actions by the U.S. Congress, the federal courts, and the USPTO, the laws
and regulations governing patents could change in unpredictable ways that could have a material adverse effect on our existing patent
portfolio and our ability to protect and enforce our intellectual property in the future.

Issued patents covering our BBB platform technology, product candidates and other technologies could be found invalid or
unenforceable if challenged in court or before administrative bodies in the United States or abroad.

If we or one of our licensors initiated legal proceedings against a third party to enforce a patent covering our BBB platform technology,
product candidates or other technologies, the defendant could counterclaim that such patent is invalid or unenforceable. In patent litigation in
the United States, defendant counterclaims alleging invalidity or unenforceability are commonplace. Grounds for a validity challenge could be
an alleged failure to meet any of several statutory requirements, including lack of novelty, obviousness, or non-enablement. Grounds for an
unenforceability assertion could be an allegation that someone connected with prosecution of the patent withheld relevant information from
the USPTO, or made a misleading statement, during prosecution. Third parties may raise claims challenging the validity or enforceability of
our owned or in-licensed patents before administrative bodies in the United States or abroad, even outside the context of litigation. Such
mechanisms include re-examination, post-grant review, inter partes review, interference proceedings, derivation proceedings, and equivalent
proceedings in foreign jurisdictions (e.g., opposition proceedings). Such proceedings could result in the revocation of, cancellation of, or
amendment to our patents in such a way that they no longer cover our BBB platform technology, product candidates or other technologies.
The outcome following legal assertions of invalidity and unenforceability is unpredictable. With respect to the validity question, for example,
we cannot be certain that there is no invalidating prior art, of which we or our licensing partners and the patent examiner were unaware
during prosecution. If a third party were to prevail on a legal assertion of invalidity or unenforceability, we would lose at least part, and
perhaps all, of the patent protection on our BBB platform technology, product candidates or other technologies. Such a loss of patent
protection would have a material adverse impact on our business, financial condition, results of operations, and prospects.

If we do not obtain patent term extension and data exclusivity for any product candidates we may develop, our business may be
materially harmed.

Depending upon the timing, duration and specifics of any FDA marketing approval of any product candidates we may develop, one or
more of our owned or in-licensed U.S. patents may be eligible for limited patent term extension under the Hatch-Waxman Act. The Hatch-
Waxman Act permit a patent term extension of up to five years as compensation for patent term lost during the FDA regulatory review
process. A patent term extension cannot extend the remaining term of a patent beyond a total of 14 years from the date of product approval,
only one patent may be extended and only those claims covering the approved drug, a method for using it, or a method for manufacturing it
may be extended. Similar extensions as compensation for patent term lost during regulatory review processes are also available in certain
foreign countries and territories, such as in Europe under a Supplementary Patent
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Certificate. However, we may not be granted an extension in the United States and/or foreign countries and territories because of, for
example, failing to exercise due diligence during the testing phase or regulatory review process, failing to apply within applicable deadlines,
failing to apply prior to expiration of relevant patents, or otherwise failing to satisfy applicable requirements. Moreover, the applicable time
period or the scope of patent protection afforded could be less than we request. If we are unable to obtain patent term extension or the term
of any such extension is shorter than what we request, our competitors may obtain approval of competing products following our patent
expiration, and our business, financial condition, results of operations and prospects could be materially harmed.

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

We or our licensors may be subject to claims that former employees, collaborators or other third parties have an interest in our owned
or in-licensed patents, trade secrets, or other intellectual property as an inventor or co-inventor. For example, we or our licensors may have
inventorship disputes arise from conflicting obligations of employees, consultants or others who are involved in developing our BBB platform
technology, product candidates or other technologies. Litigation may be necessary to defend against these and other claims challenging
inventorship or our or our licensors’ ownership of our owned or in-licensed patents, trade secrets or other intellectual property. If we or our
licensors fail in defending any such claims, in addition to paying monetary damages, we may lose valuable intellectual property rights, such
as exclusive ownership of, or right to use, intellectual property that is important to our BBB platform technology, product candidates and other
technologies. Even if we are successful in defending against such claims, litigation could result in substantial costs and be a distraction to
management and other employees. Any of the foregoing could have a material adverse effect on our business, financial condition, results of
operations and prospects.

If we are unable to protect the confidentiality of our trade secrets, our business and competitive position would be harmed.

In addition to seeking patents for our BBB platform technology, product candidates and other technologies, we also rely on trade
secrets and confidentiality agreements to protect our unpatented know-how, technology, and other proprietary information and to maintain
our competitive position. Trade secrets and know-how can be difficult to protect. We expect our trade secrets and know-how to over time be
disseminated within the industry through independent development, the publication of journal articles describing the methodology, and the
movement of personnel from academic to industry scientific positions.

We seek to protect these trade secrets and other proprietary technology, in part, by entering into non-disclosure and confidentiality
agreements with parties who have access to them, such as our employees, corporate collaborators, outside scientific collaborators, CROs,
contract manufacturers, consultants, advisors, and other third parties. We also enter into confidentiality and invention or patent assignment
agreements with our employees and consultants as well as train our employees not to bring or use proprietary information or technology from
former employers to us or in their work, and remind former employees when they leave their employment of their confidentiality obligations.
We cannot guarantee that we have entered into such agreements with each party that may have or have had access to our trade secrets or
proprietary technology and processes. Despite our efforts, any of these parties may breach the agreements and disclose our proprietary
information, including our trade secrets, and we may not be able to obtain adequate remedies for such breaches. Enforcing a claim that a
party illegally disclosed or misappropriated a trade secret is difficult, expensive, and time-consuming, and the outcome is unpredictable. In
addition, some courts inside and outside the United States are less willing or unwilling to protect trade secrets. If any of our trade secrets
were to be lawfully obtained or independently developed by a competitor or other third party, we would have no right to prevent them from
using that
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technology or information to compete with us. If any of our trade secrets were to be disclosed to or independently developed by a competitor
or other third party, our competitive position would be materially and adversely harmed.

We may not be successful in obtaining, through acquisitions, in-licenses or otherwise, necessary rights to our BBB platform
technology, product candidates or other technologies.

We currently have rights to intellectual property, through licenses from third parties, to identify and develop our BBB platform
technology and product candidates. Many pharmaceutical companies, biotechnology companies, and academic institutions are competing
with us in the field of neurodegeneration and BBB technology and may have patents and have filed and are likely filing patent applications
potentially relevant to our business. In order to avoid infringing these third party patents, we may find it necessary or prudent to obtain
licenses to such patents from such third party intellectual property holders. We may also require licenses from third parties for certain BBB
technologies that we are evaluating for use with our current or future product candidates. In addition, with respect to any patents we co-own
with third parties, we may require licenses to such co-owners’ interest to such patents. However, we may be unable to secure such licenses
or otherwise acquire or in-license any compositions, methods of use, processes, or other intellectual property rights from third parties that we
identify as necessary for our current or future product candidates and our BBB platform technology. The licensing or acquisition of third party
intellectual property rights is a competitive area, and several more established companies may pursue strategies to license or acquire third
party intellectual property rights that we may consider attractive or necessary. These established companies may have a competitive
advantage over us due to their size, capital resources and greater clinical development and commercialization capabilities. In addition,
companies that perceive us to be a competitor may be unwilling to assign or license rights to us. We also may be unable to license or acquire
third party intellectual property rights on terms that would allow us to make an appropriate return on our investment or at all. If we are unable
to successfully obtain rights to required third party intellectual property rights or maintain the existing intellectual property rights we have, we
may have to abandon development of the relevant program or product candidate, which could have a material adverse effect on our
business, financial condition, results of operations and prospects.

We may be subject to claims that our employees, consultants, or advisors have wrongfully used or disclosed alleged trade secrets
of their current or former employers or claims asserting ownership of what we regard as our own intellectual property.

Many of our employees, consultants, and advisors are currently or were previously employed at universities or other biotechnology or
pharmaceutical companies, including our licensors, competitors and potential competitors. Although we try to ensure that our employees,
consultants, and advisors 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 individuals have used or disclosed intellectual property, including trade secrets or other proprietary information, of any such
individual’s current or 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 could result in substantial costs and be a distraction to management.

In addition, while it is our policy to require our employees and contractors who may be involved in the conception or development of
intellectual property to execute agreements assigning such intellectual property to us, we may be unsuccessful in executing such an
agreement with each party who, in fact, conceives or develops intellectual property that we regard as our own. The assignment of intellectual
property rights may not be self-executing, or the assignment agreements may be breached, and we may be forced to bring claims against
third parties, or defend claims that they may bring
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against us, to determine the ownership of what we regard as our intellectual property. Such claims could have a material adverse effect on
our business, financial condition, results of operations, and prospects.

Third-party claims of intellectual property infringement, misappropriation or other violation against us, our licensors or our
collaborators may prevent or delay the development and commercialization of our BBB platform technology, product candidates
and other technologies.

The field of discovering treatments for neurodegenerative diseases, especially using BBB technology, is highly competitive and
dynamic. Due to the focused research and development that is taking place by several companies, including us and our competitors, in this
field, the intellectual property landscape is in flux, and it may remain uncertain in the future. As such, there may be significant intellectual
property related litigation and proceedings relating to our owned and in-licensed, and other third party, intellectual property and proprietary
rights in the future.

Our commercial success depends in part on our, our licensors’ and our collaborators’ ability to avoid infringing, misappropriating and
otherwise violating the patents and other intellectual property rights of third parties. There is a substantial amount of complex litigation
involving patents and other intellectual property rights in the biotechnology and pharmaceutical industries, as well as administrative
proceedings for challenging patents, including interference, derivation and reexamination proceedings before the USPTO or oppositions and
other comparable proceedings in foreign jurisdictions. As discussed above, recently, due to changes in U.S. law referred to as patent reform,
new procedures including inter partes review and post-grant review have been implemented. As stated above, this reform adds uncertainty to
the possibility of challenge to our patents in the future.

Numerous U.S. and foreign issued patents and pending patent applications owned by third parties exist relating to BBB technology and
in the fields in which we are developing our product candidates. As the biotechnology and pharmaceutical industries expand and more
patents are issued, the risk increases that our BBB platform technology, product candidates and other technologies may give rise to claims of
infringement of the patent rights of others. We cannot assure you that our BBB platform technology, product candidates and other
technologies that we have developed, are developing or may develop in the future will not infringe existing or future patents owned by third
parties. We may not be aware of patents that have already been issued and that a third party, for example, a competitor in the fields in which
we are developing our BBB platform technology, product candidates, and other technologies might assert are infringed by our current or
future BBB platform technology, product candidates or other technologies, including claims to compositions, formulations, methods of
manufacture or methods of use or treatment that cover our BBB platform technology, product candidates or other technologies. It is also
possible that patents owned by third parties of which we are aware, but which we do not believe are relevant to our BBB platform technology,
product candidates or other technologies, could be found to be infringed by our BBB platform technology, product candidates or other
technologies. In addition, because patent applications can take many years to issue, there may be currently pending patent applications that
may later result in issued patents that our BBB platform technology, product candidates or other technologies may infringe.

Third parties may have patents or obtain patents in the future and claim that the manufacture, use or sale of our BBB platform
technology, product candidates or other technologies infringes upon these patents. In the event that any third party claims that we infringe
their patents or that we are otherwise employing their proprietary technology without authorization and initiates litigation against us, even if
we believe such claims are without merit, a court of competent jurisdiction could hold that such patents are valid, enforceable and infringed
by our BBB platform technology, product candidates or other technologies. In this case, the holders of such patents may be able to block our
ability to commercialize the applicable product candidate or technology unless we obtain a license under the applicable
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patents, or until such patents expire or are finally determined to be held invalid or unenforceable. Such a license may not be available on
commercially reasonable terms or at all. Even if we are able to obtain a license, the license would likely obligate us to pay license fees or
royalties or both, and the rights granted to us might be nonexclusive, which could result in our competitors gaining access to the same
intellectual property. If we are unable to obtain a necessary license to a third-party patent on commercially reasonable terms, we may be
unable to commercialize our BBB platform technology, product candidates or other technologies, or such commercialization efforts may be
significantly delayed, which could in turn significantly harm our business.

Defense of infringement claims, regardless of their merit, would involve substantial litigation expense and would be a substantial
diversion of management and other employee resources from our business, and may impact our reputation. In the event of a successful
claim of infringement against us, we may be enjoined from further developing or commercializing our infringing BBB platform technology,
product candidates or other technologies. In addition, we may have to pay substantial damages, including treble damages and attorneys’
fees for willful infringement, obtain one or more licenses from third parties, pay royalties and/or redesign our infringing product candidates or
technologies, which may be impossible or require substantial time and monetary expenditure. In that event, we would be unable to further
develop and commercialize our BBB platform technology, product candidates or other technologies, which could harm our business
significantly.

Engaging in litigation to defend against third parties alleging that we have infringed, misappropriated or otherwise violated their patents
or other intellectual property rights is very expensive, particularly for a company of our size, and time-consuming. Some of our competitors
may be able to sustain the costs of litigation or administrative proceedings more effectively than we can because of greater financial
resources. Patent litigation and other proceedings may also absorb significant management time. Uncertainties resulting from the initiation
and continuation of patent litigation or other proceedings against us could impair our ability to compete in the marketplace. The occurrence of
any of the foregoing could have a material adverse effect on our business, financial condition or results of operations.

We may become involved in lawsuits to protect or enforce our patents and other intellectual property rights, which could be
expensive, time consuming, and unsuccessful.

Competitors may infringe our patents or the patents of our licensing partners, or we may be required to defend against claims of
infringement. In addition, our patents or the patents of our licensing partners also may become involved in inventorship, priority or validity
disputes. To counter or defend against such claims can be expensive and time consuming. In an infringement proceeding, a court may
decide that a patent owned or in-licensed by us is invalid or unenforceable, the other party’s use of our patented technology falls under the
safe harbor to patent infringement under 35 U.S.C. §271(e)(1), or may refuse to stop the other party from using the technology at issue on
the grounds that our owned and in-licensed patents do not cover the technology in question. An adverse result in any litigation proceeding
could put one or more of our owned or in-licensed patents at risk of being invalidated or interpreted narrowly. 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.

Even if resolved in our favor, litigation or other legal proceedings relating to intellectual property claims may cause us to incur significant
expenses and could distract our 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 the
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resources available for development activities or any future sales, marketing, or distribution activities. We may not have sufficient financial or
other resources to conduct such litigation or proceedings adequately. Some of our competitors may be able to sustain the costs of such
litigation or proceedings more effectively than we can because of their greater financial resources and more mature and developed
intellectual property portfolios. Uncertainties resulting from the initiation and continuation of patent litigation or other proceedings could have
a material adverse effect on our ability to compete in the marketplace.

If our trademarks and trade names are not adequately protected, then we may not be able to build name recognition in our markets
of interest and our business may be adversely affected.

Our registered or unregistered trademarks or trade names may be challenged, infringed, circumvented or declared generic or
determined to be infringing on other marks. We may not be able to protect our rights to these trademarks and trade names, which we need to
build name recognition among potential partners or customers in our markets of interest. At times, competitors or other third parties may
adopt trade names or trademarks similar to ours, thereby impeding our ability to build brand identity and possibly leading to market
confusion. In addition, there could be potential trade name or trademark infringement claims brought by owners of other registered
trademarks or trademarks that incorporate variations of our registered or unregistered trademarks or trade names. Over the long term, if we
are unable to establish name recognition based on our trademarks and trade names, then we may not be able to compete effectively and our
business may be adversely affected. Our efforts to enforce or protect our proprietary rights related to trademarks, trade secrets, domain
names, copyrights or other intellectual property may be ineffective and could result in substantial costs and diversion of resources and could
adversely affect our business, financial condition, results of operations and prospects.

Intellectual property rights do not necessarily address all potential threats.

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

» others may be able to make products that are similar to our product candidates or utilize similar technology but that are not
covered by the claims of the patents that we license or may own;

* we, or our current or future licensors or collaborators, might not have been the first to make the inventions covered by the issued
patent or pending patent application that we license or own now or in the future;

* we, or our current or future licensors or collaborators, might not have been the first to file patent applications covering certain of
our or their inventions;

« others may independently develop similar or alternative technologies or duplicate any of our technologies without infringing our
owned or licensed intellectual property rights;

» itis possible that our current or future pending owned or licensed patent applications will not lead to issued patents;

» issued patents that we hold rights to may be held invalid or unenforceable, including as a result of legal challenges by our
competitors or other third parties;

« our competitors or other third parties might conduct research and development activities in countries where we do not have patent
rights and then use the information learned from such activities to develop competitive products for sale in our major commercial
markets;
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* we may not develop additional proprietary technologies that are patentable;
» the patents of others may harm our business; and

+ we may choose not to file a patent in order to maintain certain trade secrets or know-how, and a third party may subsequently
file a patent covering such intellectual property.

Should any of these events occur, they could have a material adverse effect on our business, financial condition, results of operations
and prospects.

Risks Related to Our Operations

We are highly dependent on our key personnel, and if we are not successful in attracting, motivating and retaining highly qualified
personnel, we may not be able to successfully implement our business strategy.

Our ability to compete in the highly competitive biotechnology and pharmaceutical industries depends upon our ability to attract,
motivate and retain highly qualified managerial, scientific and medical personnel. We are highly dependent on our management, particularly
our Chief Executive Officer, Dr. Ryan Watts, and our scientific and medical personnel. The loss of the services provided by any of our
executive officers, other key employees, and other scientific and medical advisors, and our inability to find suitable replacements, could result
in delays in the development of our product candidates and harm our business.

We conduct our operations at our facility in South San Francisco, California, in a region that is headquarters to many other
biopharmaceutical companies and many academic and research institutions. Competition for skilled personnel is intense and the turnover
rate can be high, which may limit our ability to hire and retain highly qualified personnel on acceptable terms or at all. We expect that we may
need to recruit talent from outside of our region, and doing so may be costly and difficult.

To induce valuable employees to remain at our company, in addition to salary and cash incentives, we have provided restricted stock
and stock option grants that vest over time. The value to employees of these equity grants that vest over time may be significantly affected by
movements in our stock price that are beyond our control, and may at any time be insufficient to counteract more lucrative offers from other
companies. Although we have employment agreements with our key employees, these employment agreements provide for at-will
employment, which means that any of our employees could leave our employment at any time, with or without notice. We do not maintain
“key man” insurance policies on the lives of all of these individuals or the lives of any of our other employees. If we are unable to attract and
incentivize quality personnel on acceptable terms, or at all, it may cause our business and operating results to suffer.

We will need to grow the size and capabilities of our organization, and we may experience difficulties in managing this growth.

As of June 30, 2017, we had approximately 120 employees, all of whom were full-time. As our development plans and strategies
develop, and as we transition into operating as a public company, we must add a significant number of additional managerial, operational,
financial, and other personnel. Future growth will impose significant added responsibilities on members of management, including:

» identifying, recruiting, integrating, retaining, and motivating additional employees;

* managing our internal development efforts effectively, including the clinical and FDA review process for our current and future
product candidates, while complying with our contractual obligations to contractors and other third parties;
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» expanding our operational, financial and management controls, reporting systems, and procedures; and

* managing increasing operational and managerial complexity.

Our future financial performance and our ability to continue to develop and, if approved, commercialize our product candidates will
depend, in part, on our ability to effectively manage any future growth. Our management may also have to divert a disproportionate amount
of its attention away from day-to-day activities in order to manage these growth activities. Our ability to successfully manage our expected
growth is uncertain given the fact that all of our executive officers have joined us since February 2015. This lack of long-term experience
working together as a company may adversely impact our senior management team'’s ability to effectively manage our business and growth.

We currently rely, and for the foreseeable future will continue to rely, in substantial part on certain independent organizations, advisors
and consultants to provide certain services. There can be no assurance that the services of these independent organizations, advisors and
consultants will continue to be available to us on a timely basis when needed, or that we can find qualified replacements. In addition, if we
are unable to effectively manage our outsourced activities or if the quality or accuracy of the services provided by consultants is
compromised for any reason, our clinical trials may be extended, delayed, or terminated, and we may not be able to obtain regulatory
approval of our product candidates or otherwise advance our business. There can be no assurance that we will be able to manage our
existing consultants or find other competent outside contractors and consultants on economically reasonable terms, if at all.

If we are not able to effectively expand our organization by hiring new employees and expanding our groups of consultants and
contractors, we may not be able to successfully implement the tasks necessary to further develop our product candidates and, accordingly,
may not achieve our research, development, and commercialization goals.

If we engage in acquisitions or strategic partnerships, this may increase our capital requirements, dilute our stockholders, cause
us to incur debt or assume contingent liabilities, and subject us to other risks.

We have in the past engaged in acquisitions and we may engage in various acquisitions and strategic partnerships in the future,
including licensing or acquiring complementary products, intellectual property rights, technologies, or businesses. Any acquisition or strategic
partnership may entail numerous risks, including:

* increased operating expenses and cash requirements;
+ the assumption of indebtedness or contingent liabilities;
+ the issuance of our equity securities which would result in dilution to our stockholders;

+ assimilation of operations, intellectual property, products and product candidates of an acquired company, including difficulties
associated with integrating new personnel;

+ the diversion of our management’s attention from our existing product programs and initiatives in pursuing such an acquisition or
strategic partnership;

» retention of key employees, the loss of key personnel, and uncertainties in our ability to maintain key business relationships;

» risks and uncertainties associated with the other party to such a transaction, including the prospects of that party and their existing
products or product candidates and regulatory approvals; and
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« our inability to generate revenue from acquired intellectual property, technology and/or products sufficient to meet our objectives
or even to offset the associated transaction and maintenance costs.

In addition, if we undertake such a transaction, 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.

Our internal computer systems, or those used by our third-party research institution collaborators, CROs or other contractors or
consultants, may fail or suffer security breaches.

Despite the implementation of security measures, our internal computer systems and those of our future CROs and other contractors
and consultants may be vulnerable to damage from computer viruses and unauthorized access. Although to our knowledge we have not
experienced any such material system failure 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 development programs and our business operations. For example, the loss of clinical
trial data from completed, ongoing or future clinical trials could result in delays in our regulatory approval efforts and significantly increase our
costs to recover or reproduce the data. Likewise, we rely on our third-party research institution collaborators for research and development of
our product candidates and other third parties for the manufacture of our product candidates and to conduct clinical trials, and similar events
relating to their computer systems could also have a material adverse effect on our business. To the extent that any disruption or security
breach were to result in a loss of, or damage to, our data or systems, or inappropriate disclosure of confidential or proprietary information, we
could incur liability and the further development and commercialization of our product candidates could be delayed.

Business disruptions could seriously harm our future revenue and financial condition and increase our costs and expenses.

Our operations, and those of our third-party research institution collaborators, CROs, CMOs, suppliers, and other contractors and
consultants, could be subject to earthquakes, power shortages, telecommunications failures, water shortages, floods, hurricanes, typhoons,
fires, extreme weather conditions, medical epidemics, and other natural or man-made disasters or business interruptions, for which we are
partly uninsured. In addition, we rely on our third-party research institution collaborators for conducting research and development of our
product candidates, and they may be affected by government shutdowns or withdrawn funding. The occurrence of any of these business
disruptions could seriously harm our operations and financial condition and increase our costs and expenses. We rely on third party
manufacturers to produce and process our product candidates. Our ability to obtain clinical supplies of our product candidates could be
disrupted if the operations of these suppliers are affected by a man-made or natural disaster or other business interruption.

All of our operations including our corporate headquarters are located in a single facility in South San Francisco, California. Damage or
extended periods of interruption to our corporate, development or research facilities due to fire, natural disaster, power loss, communications
failure, unauthorized entry or other events could cause us to cease or delay development of some or all of our product candidates. Although
we maintain property damage and business interruption insurance coverage on these facilities, our insurance might not cover all losses
under such circumstances and our business may be seriously harmed by such delays and interruption.
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Our business is subject to economic, political, regulatory and other risks associated with international operations.

Our business is subject to risks associated with conducting business internationally. Some of our suppliers and collaborative
relationships are located outside the United States. Accordingly, our future results could be harmed by a variety of factors, including:

* economic weakness, including inflation, or political instability in particular non-U.S. economies and markets;
« differing and changing regulatory requirements in non-U.S. countries;

» challenges enforcing our contractual and intellectual property rights, especially in those foreign countries that do not respect and
protect intellectual property rights to the same extent as the United States;

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

» changes in non-U.S. regulations and customs, tariffs and trade barriers;

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

» changes in a specific country’s or region’s political or economic environment;

+ trade protection measures, import or export licensing requirements or other restrictive actions by U.S. or non-U.S. governments;
* negative consequences from changes in tax laws;

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

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

« difficulties associated with staffing and managing international operations, including differing labor relations;

» potential liability under the FCPA or comparable foreign laws; and

» business interruptions resulting from geo-political actions, including war and terrorism, or natural disasters including earthquakes,

typhoons, floods and fires.

These and other risks associated with our planned international operations may materially adversely affect our ability to attain profitable
operations.

Our ability to use our net operating loss carryforwards and certain other tax attributes may be limited.

As of December 31, 2016, we had federal net operating loss carryforwards of approximately $65.4 million, which will begin to expire in
2035. Under Sections 382 and 383 of the Internal Revenue Code, or Code, if a corporation undergoes an “ownership change” (generally
defined as a greater than 50-percentage-point cumulative change (by value) in the equity ownership of certain stockholders over a rolling
three-year period), the corporation’s ability to use its pre-change net operating loss carryforwards and other pre-change tax attributes to
offset its post-change taxable income or taxes may be limited. As a result of our most recent private placements and other transactions that
have occurred since our incorporation, we may have experienced, and, in connection with this offering, may experience, such an ownership
change. We may also experience ownership changes in the future as a result of subsequent shifts in our stock ownership, some of which are
outside our control. As a result, our ability to use our pre-change net operating loss carryforwards and other pre-change tax attributes to
offset post-change taxable income or taxes may be subject to limitation.
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Risks Related to This Offering and Ownership of Our Common Stock

We do not know whether a market will develop for our common stock or what the market price of our common stock will be, and,
as a result, it may be difficult for you to sell your shares of our common stock.

Before this offering, there was no public trading market for our common stock. If a market for our common stock does not develop or is
not sustained, it may be difficult for you to sell your shares of common stock at an attractive price or at all. We cannot predict the prices at
which our common stock will trade. It is possible that in one or more future periods our results of operations and progression of our product
pipeline may not meet the expectations of public market analysts and investors, and, as a result of these and other factors, the price of our
common stock may fall.

The market price of our common stock may be volatile, which could result in substantial losses for investors purchasing shares in
this offering.

The initial public offering price for our common stock will be determined through negotiations with the underwriters. This initial public
offering price may differ from the market price of our common stock after the offering. As a result, you may not be able to sell your common
stock at or above the initial public offering price. Some of the factors that may cause the market price of our common stock to fluctuate
include:

» the success of existing or new competitive products or technologies;

» the timing and results of clinical trials for our current product candidates and any future product candidates that we may develop;
+ commencement or termination of collaborations for our product development and research programs;

» failure or discontinuation of any of our product development and research programs;

+ failure to develop our BBB platform technology;

» results of preclinical studies, clinical trials, or regulatory approvals of product candidates of our competitors, or announcements
about new research programs or product candidates of our competitors;

» regulatory or legal developments in the United States and other countries;
» developments or disputes concerning patent applications, issued patents, or other proprietary rights;
+ the recruitment or departure of key personnel;

» the level of expenses related to any of our research programs, clinical development programs, or product candidates that we may
develop;

» the results of our efforts to develop additional product candidates or products;

* actual or anticipated changes in estimates as to financial results, development timelines, or recommendations by securities
analysts;

» announcement or expectation of additional financing efforts;

+ sales of our common stock by us, our insiders, or other stockholders;

» expiration of market standoff or lock-up agreements;

+ variations in our financial results or those of companies that are perceived to be similar to us;
» changes in estimates or recommendations by securities analysts, if any, that cover our stock;
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« changes in the structure of healthcare payment systems;
* market conditions in the pharmaceutical and biotechnology sectors;
* general economic, industry, and market conditions; and

» the other factors described in this “Risk Factors” section.

In recent years, the stock market in general, and the market for pharmaceutical and biotechnology companies in particular, has
experienced significant price and volume fluctuations that have often been unrelated or disproportionate to changes in the operating
performance of the companies whose stock is experiencing those price and volume fluctuations. Broad market and industry factors may
seriously affect the market price of our common stock, regardless of our actual operating performance. These fluctuations may be even more
pronounced in the trading market for our stock shortly following this offering. Following periods of such volatility in the market price of a
company’s securities, securities class action litigation has often been brought against that company. Because of the potential volatility of our
stock price, we may become the target of securities litigation in the future. Securities litigation could result in substantial costs and divert
management’s attention and resources from our business.

If securities analysts do not publish research or reports about our business or if they publish negative evaluations of our stock,
the price of our stock could decline.

The trading market for our common stock will rely in part on the research and reports that industry or financial analysts publish about us
or our business. We do not currently have and may never obtain research coverage by industry or financial analysts. If no or few analysts
commence coverage of us, the trading price of our stock could decrease. Even if we do obtain analyst coverage, if one or more of the
analysts covering our business downgrade their evaluations of our stock, the price of our stock could decline. If one or more of these analysts
cease to cover our stock, we could lose visibility in the market for our stock, which in turn could cause our stock price to decline.

A significant portion of our total outstanding shares is restricted from immediate resale but may be sold into the market in the near
future, which could cause the market price of our common stock to decline significantly, even if our business is doing well.

Sales of a substantial number of shares of our common stock in the public market could occur at any time. These sales, upon the
expiration of the market standoff and lock-up agreements, the early release of these agreements, or the perception in the market that the
holders of a large number of shares of common stock intend to sell shares, could reduce the market price of our common stock. After this
offering and after giving effect to the conversion of all outstanding shares of our convertible preferred stock into shares of our
common stock upon the closing of this offering, we will have shares of common stock outstanding based on shares of our
common stock outstanding as of , 2017. Of these shares, the shares we are selling in this offering may be resold in the public
market immediately, unless purchased by our affiliates. The remaining shares, or % of our outstanding shares after this offering,
are currently prohibited or otherwise restricted under securities laws, market standoff agreements entered into by our stockholders with us or
lock-up agreements entered into by our stockholders with the underwriters; however, subject to applicable securities law restrictions and
excluding shares of restricted stock that will remain unvested, these shares will be able to be sold in the public market beginning 180 days
after the date of this prospectus. The representatives may, in their sole discretion, release all or some portion of the shares subject to lock-up
agreements at any time and for any reason. In addition, shares of unvested restricted stock were issued and outstanding as
of will become available for sale immediately upon the vesting of such shares, as applicable, and the expiration of any applicable
market standoff or lock-up agreements. Shares issued upon the exercise of stock options outstanding under our equity incentive plans or
pursuant to future awards granted under those plans will become available for sale
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in the public market to the extent permitted by the provisions of applicable vesting schedules, any applicable market standoff and lock-up
agreements, and Rule 144 and Rule 701 under the Securities Act of 1933, as amended, or the Securities Act. See the section titled “Shares
Eligible for Future Sale” for additional information.

Moreover, after this offering, holders of an aggregate of shares of our common stock will have rights, subject to 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. We also plan to register all shares of common stock that we may issue under our equity compensation
plans. Once we register these shares, they can be freely sold in the public market upon issuance and once vested, subject to volume
limitations applicable to affiliates and the lock-up agreements described in the section titled “Underwriting” in this prospectus. If any of these
additional shares are sold, or if it is perceived that they will be sold, in the public market, the market price of our common stock could decline.

You will incur immediate and substantial dilution as a result of this offering.

If you purchase common stock in this offering, you will incur immediate and substantial dilution of $ per share, representing the
difference between the assumed initial public offering price of $ per share, which is the midpoint of the estimated offering price range
set forth on the cover page of this prospectus, after deducting the estimated underwriting discounts and commissions and estimated offering
expenses payable by us, and our pro forma net tangible book value per share after giving effect to this offering and the automatic conversion
of all outstanding shares of our convertible preferred stock upon the closing of this offering. As of June 30, 2017, there were 23,816,215
shares subject to outstanding options with a weighted-average exercise price of $0.65 per share. To the extent that these outstanding options
are ultimately exercised or the underwriters exercise their option to purchase additional shares, you will incur further dilution. See the section
titled “Dilution” for a further description of the dilution you will experience immediately after this offering.

Raising additional capital may cause dilution to our existing stockholders, restrict our operations or require us to relinquish rights
to our technologies or product candidates.

We may seek additional capital through a combination of public and private equity offerings, debt financings, strategic partnerships and
alliances and licensing arrangements. We, and indirectly, our stockholders, will bear the cost of issuing and servicing such securities.
Because our decision to issue debt or equity securities in any future offering will depend on market conditions and other factors beyond our
control, we cannot predict or estimate the amount, timing or nature of any future offerings. To the extent that we raise additional capital
through the sale of equity or debt securities, your ownership interest will be diluted, and the terms may include liquidation or other
preferences that adversely affect your rights as a stockholder. The incurrence of indebtedness would result in increased fixed payment
obligations and could involve restrictive covenants, such as limitations on our ability to incur additional debt, limitations on our ability to
acquire, sell or license intellectual property rights and other operating restrictions that could adversely impact our ability to conduct our
business. Additionally, any future collaborations we enter into with third parties may provide capital in the near term but limit our potential
cash flow and revenue in the future. If we raise additional funds through strategic partnerships and alliances and licensing arrangements with
third parties, we may have to relinquish valuable rights to our technologies or product candidates, or grant licenses on terms unfavorable to
us.

Insiders will continue to have substantial influence over us after this offering, which could limit your ability to affect the outcome of
key transactions, including a change of control.

After this offering, our directors and executive officers and their affiliates will beneficially own shares representing approximately % of
our outstanding common stock. As a result, these
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stockholders, if they act together, will be able to influence our management and affairs and all matters requiring stockholder approval,
including the election of directors and approval of significant corporate transactions. This concentration of ownership may have the effect of
delaying or preventing a change in control of our company and might affect the market price of our common stock.

We are an “emerging growth company,” and the reduced disclosure requirements applicable to emerging growth companies may
make our common stock less attractive to investors.

We are an “emerging growth company,” as defined in the Jumpstart Our Business Startups Act of 2012, or the JOBS Act. For so long
as we remain an emerging growth company, we are permitted and plan to rely on exemptions from certain disclosure requirements that are
applicable to other public companies that are not emerging growth companies. These exemptions include not being required to comply with
the auditor attestation requirements of Section 404 of the Sarbanes-Oxley Act of 2002, or SOX Section 404, not being required to comply
with any requirement that may be adopted by the Public Company Accounting Oversight Board regarding mandatory audit firm rotation or a
supplement to the auditor’s report providing additional information about the audit and the financial statements, reduced disclosure
obligations regarding executive compensation, and exemptions from the requirements of holding a nonbinding advisory vote on executive
compensation and stockholder approval of any golden parachute payments not previously approved. As a result, the information we provide
stockholders will be different than the information that is available with respect to other public companies. In this prospectus, we have not
included all of the executive compensation related information that would be required if we were not an emerging growth company. We
cannot predict whether investors will find our common stock less attractive if we rely on these exemptions. If some investors find our common
stock less attractive as a result, there may be a less active trading market for our common stock, and our stock price may be more volatile.

In addition, the JOBS Act provides that an emerging growth company can take advantage of an extended transition period for
complying with new or revised accounting standards. This allows an emerging growth company to delay the adoption of certain accounting
standards until those standards would otherwise apply to private companies. We have irrevocably elected not to avail ourselves of this
exemption from new or revised accounting standards, and, therefore, we will be subject to the same new or revised accounting standards as
other public companies that are not emerging growth companies.

We will incur increased costs as a result of operating as a public company, and our management will be required to devote
substantial time to new compliance initiatives and corporate governance practices.

As a public company, and particularly after we are no longer an emerging growth company, we will incur significant legal, accounting,
and other expenses that we did not incur as a private company. The SOX, the Dodd-Frank Wall Street Reform and Consumer Protection Act,
the listing requirements of , and other applicable securities rules and regulations impose various requirements on public
companies, including establishment and maintenance of effective disclosure and financial controls and corporate governance practices. We
expect that we will need to hire additional accounting, finance, and other personnel in connection with our becoming, and our efforts to
comply with the requirements of being, a public company, and our management and other personnel will need to devote a substantial amount
of time towards maintaining compliance with these requirements. These requirements will increase our legal and financial compliance costs
and will make some activities more time-consuming and costly. For example, we expect that the rules and regulations applicable to us as a
public company may make it more difficult and more expensive for us to obtain director and officer liability insurance, which could make it
more difficult for us to attract and retain qualified members of our board of directors. We are currently evaluating these rules and regulations
and cannot predict or estimate the amount of additional costs we may incur or the timing of such costs. These rules and regulations are
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often subject to varying interpretations, in many cases due to their lack of specificity, and, as a result, their application in practice may evolve
over time as new guidance is provided by regulatory and governing bodies. This could result in continuing uncertainty regarding compliance
matters and higher costs necessitated by ongoing revisions to disclosure and governance practices.

Pursuant to SOX Section 404, we will be required to furnish a report by our management on our internal control over financial reporting
beginning with our second filing of an Annual Report on Form 10-K with the SEC after we become a public company. However, while we
remain an emerging growth company, we will not be required to include an attestation report on internal control over financial reporting
issued by our independent registered public accounting firm. To achieve compliance with SOX Section 404 within the prescribed period, we
will be engaged in a process to document and evaluate our internal control over financial reporting, which is both costly and challenging. In
this regard, we will need to continue to dedicate internal resources, potentially engage outside consultants, adopt a detailed work plan to
assess and document the adequacy of internal control over financial reporting, continue steps to improve control processes as appropriate,
validate through testing that controls are functioning as documented, and implement a continuous reporting and improvement process for
internal control over financial reporting. Despite our efforts, there is a risk that we will not be able to conclude, within the prescribed timeframe
or at all, that our internal control over financial reporting is effective as required by SOX Section 404. If we identify one or more material
weaknesses, it could result in an adverse reaction in the financial markets due to a loss of confidence in the reliability of our financial
statements.

If we are unable to maintain effective internal controls, our business, financial position and results of operations could be
adversely affected.

As a public company, we will be subject to reporting and other obligations under the Securities Exchange Act of 1934, as amended, or
the Exchange Act, including the requirements of SOX Section 404, which require annual management assessments of the effectiveness of
our internal control over financial reporting. However, our auditors will not be required to formally attest to the effectiveness of our internal
control over financial reporting pursuant to SOX Section 404 until we are no longer an emerging growth company if we continue to take
advantage of the exemptions available to us through the JOBS Act.

The rules governing the standards that must be met for management to assess our internal control over financial reporting are complex
and require significant documentation, testing and possible remediation to meet the detailed standards under the rules. During the course of
its testing, our management may identify material weaknesses or deficiencies which may not be remedied in time to meet the deadline
imposed by the Sarbanes-Oxley Act of 2002. These reporting and other obligations place significant demands on our management and
administrative and operational resources, including accounting resources.

Our management is responsible for establishing and maintaining adequate internal control over financial reporting. Our internal control
over financial reporting is a process designed to provide reasonable assurance regarding the reliability of financial reporting and the
preparation of financial statements for external purposes in accordance with accounting principles generally accepted in the United States.
Any failure to maintain effective internal controls could have an adverse effect on our business, financial position and results of operations.

We have broad discretion in the use of the net proceeds from this offering and may not use them effectively.

We cannot specify with certainty the particular uses of the net proceeds we will receive from this offering. Our management will have
broad discretion in the application of the net proceeds, including
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for any of the purposes described in the section titled “Use of Proceeds” in this prospectus. Our management may spend a portion or all of
the net proceeds from this offering in ways that our stockholders may not desire or that may not yield a favorable return. The failure by our
management to apply these funds effectively could harm our business, financial condition, results of operations and prospects. Pending their
use, we may invest the net proceeds from this offering in a manner that does not produce income or that loses value.

We do not expect to pay any dividends for the foreseeable future. Investors in this offering may never obtain a return on their
investment.

You should not rely on an investment in our common stock to provide dividend income. We do not anticipate that we will pay any
dividends to holders of our common stock in the foreseeable future. Instead, we plan to retain any earnings to maintain and expand our
existing operations. In addition, any future credit facility may contain terms prohibiting or limiting the amount of dividends that may be
declared or paid on our common stock. Accordingly, investors must rely on sales of their common stock after price appreciation, which may
never occur, as the only way to realize any return on their investment. As a result, investors seeking cash dividends should not purchase our
common stock.

Delaware law and provisions in our amended and restated certificate of incorporation and bylaws that will become effective upon
the closing of this offering might discourage, delay, or prevent a change in control of our company or changes in our management
and, therefore, depress the trading price of our common stock.

Provisions in our amended and restated certificate of incorporation and bylaws that will become effective upon the closing of this
offering may discourage, delay, or prevent a merger, acquisition, or other change in control that stockholders may consider favorable,
including transactions in which you might otherwise receive a premium for your shares of our common stock. These provisions may also
prevent or frustrate attempts by our stockholders to replace or remove our management. Therefore, these provisions could adversely affect
the price of our common stock. Among other things, our charter documents will:

« establish that our board of directors is divided into three classes, Class I, Class Il and Class lll, with each class serving staggered
three year terms;

+ provide that vacancies on our board of directors may be filled only by a majority of directors then in office, even though less than a
quorum;

» provide that our directors may only be removed for cause;
» eliminate cumulative voting in the election of directors;

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

» provide our board of directors with the exclusive right to elect a director to fill a vacancy or newly created directorship;

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

«  prohibit stockholders from calling a special meeting of stockholders;

* require that stockholders give advance notice to nominate directors or submit proposals for consideration at stockholder meetings;
» authorize our board of directors, by a majority vote, to amend the bylaws; and
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* require the affirmative vote of at least 66 2/3% or more of the outstanding shares of common stock to amend many of the
provisions described above.

In addition, Section 203 of the General Corporation Law of the State of Delaware, or DGCL, prohibits a publicly-held Delaware
corporation from engaging in a business combination with an interested stockholder, generally a person which together with its affiliates
owns, or within the last three years has owned, 15% of our voting stock, for a period of three years after the date of the transaction in which
the person became an interested stockholder, unless the business combination is approved in a prescribed manner.

Any provision of our amended and restated certificate of incorporation, amended and restated bylaws, or Delaware law that has the
effect of delaying or preventing a change in control could limit the opportunity for our stockholders to receive a premium for their shares of
our capital stock and could also affect the price that some investors are willing to pay for our common stock.

Our amended and restated certificate of incorporation that will become effective upon the closing of this offering provides that the
Court of Chancery of the State of Delaware and the federal district courts of the United States of America will be the exclusive
forums for substantially all disputes between us and our stockholders, which could limit our stockholders’ ability to obtain a
favorable judicial forum for disputes with us or our directors, officers, or employees.

Our amended and restated certificate of incorporation that will become effective upon the closing of this offering provides that the Court
of Chancery of the State of Delaware is the exclusive forum for:

* any derivative action or proceeding brought on our behalf;
* any action asserting a claim of breach of fiduciary duty;

* any action asserting a claim against us arising under the DGCL, our amended and restated certificate of incorporation, or our
amended and restated bylaws; and

* any action asserting a claim against us that is governed by the internal-affairs doctrine.

Our amended and restated certificate of incorporation further provides that the federal district courts of the United States of America will
be the exclusive forum for resolving any complaint asserting a cause of action arising under the Securities Act.

These exclusive-forum provisions may limit a stockholder’s ability to bring a claim in a judicial forum that it finds favorable for disputes
with us or our directors, officers, or other employees, which may discourage lawsuits against us and our directors, officers, and other
employees. If a court were to find either exclusive-forum provision in our amended and restated certificate of incorporation to be inapplicable
or unenforceable in an action, we may incur additional costs associated with resolving the dispute in other jurisdictions, which could seriously
harm our business.
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SPECIAL NOTE REGARDING FORWARD-LOOKING STATEMENTS

This prospectus contains forward-looking statements. All statements other than statements of historical facts contained in this
prospectus, including statements regarding our future results of operations and financial position, business strategy, product candidates,
planned preclinical studies and clinical trials, research and development costs, regulatory approvals, timing and likelihood of success, as well
as plans and objectives of management for future operations, are forward-looking statements. These statements involve known and unknown
risks, uncertainties and other important factors that are in some cases beyond our control and may cause our actual results, performance or
achievements to be materially different from any future results, performance or achievements expressed or implied by the forward-looking
statements.

» «, » o« » «, ” o« » o«

In some cases, you can identify forward-looking statements by terms such as “may,

will,” “should,” “would,” “expect,” “plan,”
“anticipate,” “could,” “intend,” “target,” “project,” “contemplate,” “believe,” “estimate,” “predict,” “potential” or “continue” or the negative of these

terms or other similar expressions. Forward-looking statements contained in this prospectus include, but are not limited to, statements about:

» the success, cost and timing of our development activities, preclinical studies and clinical trials, and in particular the development
of our BBB platform technology, core programs and biomarkers;

+ the expected potential benefits of strategic collaboration agreements and our ability to attract collaborators with development,
regulatory and commercialization expertise;

+ the timing or likelihood of regulatory filings and approvals;

« our ability to obtain and maintain regulatory approval of our product candidates, and any related restrictions, limitations and/or
warnings in the label of any approved product candidate;

+ the scope of protection we are able to establish and maintain for intellectual property rights covering our product candidates and
technology;

» the terms and conditions of licenses granted to us and our ability to license additional intellectual property relating to our product
candidates and BBB platform technology;

» our ability to obtain funding for our operations, including funding necessary to develop and commercialize our product candidates;

» our plans and ability to establish sales, marketing and distribution infrastructure to commercialize any product candidates for
which we obtain approval;

» future agreements with third parties in connection with the commercialization of our product candidates;

+ the size and growth potential of the markets for our product candidates, if approved for commercial use, and our ability to serve
those markets;

» the rate and degree of market acceptance of our product candidates;

» existing regulations and regulatory developments in the United States and foreign countries;

» potential claims relating to our intellectual property and third-party intellectual property;

« our ability to contract with third-party suppliers and manufacturers and their ability to perform adequately;
» the pricing and reimbursement of our product candidates, if approved;
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+ the success of competing products or platform technologies that are or may become available;

» our ability to attract and retain key managerial, scientific and medical personnel;

» the accuracy of our estimates regarding expenses, future revenue, capital requirements and needs for additional financing;
» our financial performance;

» our expectations regarding the period during which we qualify as an emerging growth company under the JOBS Act; and

» our anticipated use of the proceeds from this offering.

We have based these forward-looking statements largely on our current expectations and projections about our business, the industry
in which we operate, and financial trends that we believe may affect our business, financial condition, results of operations and prospects,
and these forward-looking statements are not guarantees of future performance or development. These forward-looking statements speak
only as of the date of this prospectus and are subject to a number of risks, uncertainties and assumptions described in the section titled “Risk
Factors” and elsewhere in this prospectus. Because forward-looking statements are inherently subject to risks and uncertainties, some of
which cannot be predicted or quantified, you should not rely on these forward-looking statements as predictions of future events. The events
and circumstances reflected in our forward-looking statements may not be achieved or occur and actual results could differ materially from
those projected in the forward-looking statements. Except as required by applicable law, we do not plan to publicly update or revise any
forward-looking statements contained herein until after we distribute this prospectus, whether as a result of any new information, future
events or otherwise.

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

This prospectus contains estimates, projections and other information concerning our industry, our business and the markets for our
product candidates. We obtained the industry, market and similar data set forth in this prospectus from our own internal estimates and
research and from academic and industry research, publications, surveys and studies conducted by third parties, including governmental
agencies. Information that is based on estimates, forecasts, projections, market research or similar methodologies is inherently subject to
uncertainties and actual events or circumstances may differ materially from events and circumstances that are assumed in this information.
While we believe that the data we use from third parties are reliable, we have not separately verified these data. Further, while we believe our
internal research is reliable, such research has not been verified by any third party. You are cautioned not to give undue weight to any such
information, projections and estimates.

In some cases, we do not expressly refer to the sources from which data is derived. In that regard, when we refer to one or more
sources of this type of data in any paragraph, you should assume that other data of this type appearing in the same paragraph is derived
from the same sources, unless otherwise expressly stated or the context otherwise requires.

The sources of industry and market data contained in this prospectus are listed below:

(1) Science, “RIPK1 Mediates Axonal Degeneration by Promoting Inflammation and Necroptosis in ALS,” Volume 353, Issue 6299,
August 5, 2016

2) The Alzheimer’s Association, “2017 Alzheimer’s Disease Facts and Figures”

(

(3) The Alzheimer’s Association, “Fact Sheet,” March 2017

(4) The National MPS Society, “MPS II”

(5) The Parkinson’s Disease Foundation, “Statistics on Parkinson’s”
(6) The ALS Association, “Facts You Should Know”

(

7) The Michael J. Fox Foundation for Parkinson’s Research, “LRRK2 Kinase Inhibitors of Different Structural Classes Induce Abnormal
Accumulation of Lamellar Bodies in Type || Pneumocytes in Non-Human Primates but are Reversible and Without Pulmonary
Functional Consequences”

(8) The World Health Organization, “Dementia Fact Sheet,” May 2017
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USE OF PROCEEDS

We estimate that the net proceeds from our issuance and sale of shares of our common stock in this offering will be
approximately $ million, assuming an initial public offering price of per share, which is the midpoint of the estimated offering
price range set forth on the cover page of this prospectus, and after deducting the estimated underwriting discounts and commissions and
estimated offering expenses payable by us. If the underwriters exercise their option to purchase additional shares in full, we estimate that our
net proceeds will be approximately $ million.

A $1.00 increase (decrease) in the assumed initial public offering price of per share would increase (decrease) the aggregate
net proceeds to us from this offering by approximately million, assuming the number of shares offered by us, as set forth on the cover
page of this prospectus, remains the same and after deducting estimated underwriting discounts and commissions and estimated offering
expenses payable by us. Similarly, each increase (decrease) of 1.0 million shares in the number of shares offered by us would increase
(decrease) the net proceeds to us from this offering by approximately $ million, assuming that the assumed initial public offering price
remains the same, and after deducting the estimated underwriting discounts and commissions and estimated offering expenses payable by
us. We do not expect that a change in the initial public offering price or the number of shares by these amounts would have a material effect
on our uses of the proceeds from this offering, although it may accelerate the time at which we will need to seek additional capital.

The principal purposes of this offering are to obtain additional capital to support our operations, establish a public market for our
common stock and facilitate our future access to the public capital markets. We currently anticipate that we will use the net proceeds from
this offering, together with our existing resources, through 2019 as follows:

« approximately $ million to fund the costs of Phase 1 trials in healthy volunteers for each of DNL201 and DNL151 and a
Phase 1b study in LRRK2 mutation-carrying Parkinson’s disease patients, as well as preparation for a potential future Phase 2
clinical trial;

- approximately $ million to fund the costs to advance our RIPK1 program through Phase 1 and early Phase 2 clinical

development, substantially represented by the planned Phase 1 clinical trial in healthy volunteers for DNL747 and a Phase 2a
clinical trial in ALS patients and a Phase 2a clinical trial in Alzheimer’s disease patients;

- approximately $ million to optimize and broaden our ATV and ETV platform technologies and to advance our four core
antibody and enzyme replacement programs through preclinical development and IND-enabling activities;

- if we exercise our option to acquire all outstanding shares of F-star Gamma, in the aggregate, approximately $18.0 million to
$50.0 million to fund the initial exercise payments; and

» the remainder to fund seed programs, general research and development activities, working capital and other general corporate
activities.

We believe opportunities may exist from time to time to expand our current business through license or acquisitions of, or investments
in, complementary businesses, products or technologies. While we currently have no agreements or commitments to complete any such
transaction at this time, we may use a portion of the net proceeds for these purposes.

This expected use of net proceeds from this offering represents our intentions based upon our current plans and business conditions,
which could change in the future as our plans and business conditions evolve. The amounts and timing of our actual expenditures may vary
significantly depending on numerous factors, including the progress of our development, the status of and results from clinical
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trials, as well as any collaborations that we may enter into with third parties for our programs, and any unforeseen cash needs. As a result,
our management will retain broad discretion over the allocation of the net proceeds. We cannot specify with certainty all of the particular uses
for the net proceeds to be received upon the closing of this offering.

Pending use of the proceeds as described above, we intend to invest the proceeds in a variety of capital preservation investments,
including interest-bearing, investment-grade instruments and U.S. government securities.

71



Table of Contents

DIVIDEND POLICY

We have not declared or paid any cash dividends on our capital stock since our inception. We intend to retain future earnings, if any, to
finance the operation and expansion of our business and do not anticipate paying any cash dividends in the foreseeable future. Payment of
future cash dividends, if any, will be at the discretion of our board of directors after taking into account various factors, including our financial
condition, operating results, current and anticipated cash needs, the requirements and contractual restrictions of then-existing debt
instruments and other factors that our board of directors deems relevant.
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CAPITALIZATION

The following table sets forth our cash, cash equivalents and marketable securities and capitalization as of June 30, 2017, as follows:

on an actual basis;

on a pro forma basis to reflect (1) the conversion of all outstanding shares of our convertible preferred stock into an aggregate of
234,401,367 shares of common stock upon the closing of this offering and (2) the filing and effectiveness of our amended and
restated certificate of incorporation, which will occur immediately prior to the closing of this offering, as if such conversion had
occurred on June 30, 2017; and

on a pro forma as adjusted basis to further reflect our issuance and sale of shares of common stock in this offering at an
assumed initial public offering price of $ per share, which is the midpoint of the estimated offering price range set forth on the
cover page of this prospectus, after deducting the estimated underwriting discounts and commissions and estimated offering
expenses payable by us.

You should read this information in conjunction with our consolidated financial statements and the related notes and the sections titled
“Selected Consolidated Financial Data” and “Management’s Discussion and Analysis of Financial Condition and Results of Operations” that
are included elsewhere in this prospectus.

As of June 30, 2017

Pro Forma
Actual Pro Forma As Adjusted (1)
(in thousands, except share and per share
amounts)
Cash, cash equivalents and marketable securities $ 212,839 $ 212,839 $

Convertible preferred stock, par value $0.01 per share; 253,153,867 shares authorized,
234,401,367 shares issued and outstanding, actual; no shares authorized, issued or
outstanding, pro forma and pro forma as adjusted $ 348,673 $ — $
Stockholder’s equity (deficit):
Common stock, par value $0.01 per share; 334,349,451 shares authorized,

54,273,036 shares issued and outstanding, actual; shares authorized,
288,674,403 shares issued and outstanding, pro forma; shares
authorized, shares issued and outstanding, pro forma as adjusted 400 2,744
Additional paid-in capital 11,594 357,923
Accumulated other comprehensive loss (377) (377)
Accumulated deficit (146,966) (146,966)
Total stockholders’ equity (deficit) (135,349) 213,324
Total capitalization $ 213,324 $ 213,324 $

(1) Each $1.00 increase (decrease) in the assumed initial public offering price of $

per share, which is the midpoint of the estimated

offering price range set forth on the cover page of this prospectus, would increase (decrease) our pro forma as adjusted cash, cash
equivalents and marketable securities, additional paid-in capital, total stockholders’ equity (deficit) and total capitalization by
approximately $ million, assuming that the number of shares of common stock offered by us, as set forth on the cover page of this
prospectus, remains the same, and after deducting the estimated underwriting discounts and commissions and estimated offering
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payable by us. Each increase (decrease) of 1.0 million shares in the number of shares of common stock offered by us would increase
(decrease) our pro forma as adjusted cash, cash equivalents and marketable securities, additional paid-in capital, total stockholders’
equity (deficit) and total capitalization by approximately $ million, assuming the assumed initial public offering price of $ per
share, which is the midpoint of the estimated offering price range set forth on the cover page of this prospectus, remains the same, and
after deducting estimated underwriting discounts and commissions and estimated offering expenses payable by us. The pro forma as
adjusted information discussed above is illustrative only and will be adjusted based on the actual public offering price and other terms
of this offering determined at pricing.

The number of shares of common stock that will be outstanding after this offering is based on 288,674,403 shares of common stock
(including our convertible preferred stock on an as-converted basis) outstanding as of June 30, 2017, and excludes the following:

+ 23,816,215 shares of common stock issuable upon exercise of options to purchase shares of our common stock outstanding as of
June 30, 2017, at a weighted-average exercise price of $0.65 per share;

+ 1,320,000 shares of common stock issuable upon exercise of options to purchase shares of our common stock that were granted
after June 30, 2017, at a weighted-average exercise price of $2.40 per share;

shares of common stock reserved for future issuance under our stock-based compensation plans, consisting of:

1,461,675 shares of common stock reserved for future issuance under our 2015 Stock Incentive Plan, or 2015 Plan, which
shares will be added to the shares to be reserved under our 2017 Equity Incentive Plan, or 2017 Plan;

shares of common stock reserved for future issuance under our 2017 Plan (excluding the 1,461,675 shares to be
transferred from our 2015 Plan), which will become effective in connection with this offering, and any additional shares that
become available under our 2017 Plan pursuant to provisions thereof that automatically increase the share reserve under
the plan each year, as more fully described in the section titled “Executive Compensation—Employee Benefit and Stock
Plans;” and

shares of common stock reserved for future issuance under our 2017 Employee Stock Purchase Plan, or ESPP,
which will become effective in connection with this offering, and any additional shares that become available under our
ESPP pursuant to provisions thereof that automatically increase the share reserve under the plan each year, as more fully
described in the section titled “Executive Compensation—Employee Benefit and Stock Plans.”
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DILUTION

If you invest in our common stock in this offering, your ownership interest will be diluted immediately to the extent of the difference
between the initial public offering price per share of our common stock and the pro forma as adjusted net tangible book value per share of
our common stock immediately after this offering.

Our historical net tangible book value (deficit) as of June 30, 2017 was $(135.3) million, or $(2.49) per share of our common stock. Our
historical net tangible book value (deficit) is the amount of our total tangible assets less our total liabilities and convertible preferred stock,
which is not included within our stockholders’ equity (deficit). Historical net tangible book value per share represents historical net tangible
book value (deficit) divided by the number of shares of our common stock outstanding as of June 30, 2017.

Our pro forma net tangible book value as of June 30, 2017 was $213.3 million, or $0.74 per share of our common stock. Pro forma net
tangible book value represents the amount of our total tangible assets less our total liabilities, after giving effect to the conversion of all
outstanding shares of our convertible preferred stock into an aggregate of 234,401,367 shares of common stock upon the completion of this
offering. Pro forma net tangible book value per share represents pro forma net tangible book value divided by the total number of shares
outstanding as of June 30, 2017, after giving effect to the conversion of all outstanding shares of our convertible preferred stock into an
aggregate of 234,401,367 shares of our common stock upon the completion of this offering.

After giving further effect to our sale of shares of common stock in this offering at the assumed initial public offering price of
$ per share, which is the midpoint of the estimated offering price range set forth on the cover page of this prospectus, and after
deducting estimated underwriting discounts and commissions and estimated offering expenses payable by us, our pro forma as adjusted net
tangible book value as of would have been approximately $ million, or approximately $ per share. This represents an
immediate increase in pro forma as adjusted net tangible book value per share of $ to our existing stockholders and an immediate
dilution in pro forma as adjusted net tangible book value per share of approximately $ to new investors purchasing common stock in this
offering. Dilution per share to new investors purchasing common stock in this offering is determined by subtracting pro forma as adjusted net
tangible book value per share after this offering from the assumed initial public offering price per share paid by new investors.

The following table illustrates this dilution on a per share basis:

Assumed initial public offering price per share $
Historical net tangible book value (deficit) per share as of June 30, 2017 $(2.49)
Pro forma increase in net tangible book value (deficit) per share as of June 30, 2017 $ 3.23
Pro forma net tangible book value per share as of June 30, 2017 $ 0.74

Increase in pro forma as adjusted net tangible book value per share attributable to new investors purchasing
shares in this offering
Pro forma as adjusted net tangible book value per share after this offering
Dilution per share to new investors purchasing shares in this offering $

Each $1.00 increase (decrease) in the assumed initial public offering price of $ per share, which is the midpoint of the estimated
offering price range set forth on the cover page of this prospectus, would increase (decrease) the pro forma as adjusted net tangible book
value per share
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after this offering by $ per share and the dilution to new investors purchasing common stock in this offering by $ per share,
assuming the number of shares offered by us, as set forth on the cover page of this prospectus, remains the same, and after deducting
estimated underwriting discounts and commissions and estimated offering expenses payable by us. An increase of 1.0 million shares in the
number of shares offered by us would increase the pro forma as adjusted net tangible book value per share after this offering by $ and
decrease the dilution per share to new investors participating in this offering by $ , assuming no change in the assumed initial public
offering price and after deducting estimated underwriting discounts and commissions and estimated offering expenses payable by us. A
decrease of 1.0 million shares in the number of shares offered by us would decrease the pro forma as adjusted net tangible book value per
share after this offering by $ and increase the dilution per share to new investors participating in this offering by $ , assuming no
change in the assumed initial public offering price and after deducting estimated underwriting discounts and commissions and estimated
offering expenses payable by us.

If the underwriters exercise their option to purchase additional shares of common stock in this offering in full at the assumed
initial public offering price of $ per share, which is the midpoint of the estimated offering price range set forth on the cover of this
prospectus, and assuming the number of shares offered by us, as set forth on the cover page of this prospectus, remains the same, and after
deducting estimated underwriting discounts and commissions and estimated offering expenses payable by us, the pro forma as adjusted net
tangible book value per share after this offering would be $ per share, and the dilution in pro forma as adjusted net tangible book value
per share to new investors purchasing common stock in this offering would be $ per share.

The following table summarizes, on a pro forma as adjusted basis, as of June 30, 2017, the number of shares of common stock
purchased from us on an as converted to common stock basis, the total consideration paid, or to be paid, and the weighted-average price per
share paid, or to be paid, by existing stockholders and by new investors in this offering at the assumed initial public offering price of $
per share, which is the midpoint of the estimated offering price range set forth on the cover page of this prospectus, before deducting
estimated underwriting discounts and commissions and estimated offering expenses payable by us.

Shares Purchased Total Consideration Weightec_l
Average Price
Number Percent Amount Percent Per Share
Existing stockholders before this offering % $ % $
Investors participating in this offering
Total 100% $ 100% $
The table above assumes no exercise of the underwriters’ option to purchase additional shares in this offering. If the

underwriters’ option to purchase additional shares is exercised in full, the number of shares of our common stock held by existing
stockholders would be reduced to % of the total number of shares of our common stock outstanding after this offering, and the number of
shares of common stock held by new investors participating in the offering would be increased to % of the total number of shares
outstanding after this offering.

Each $1.00 increase (decrease) in the assumed initial public offering price of $ per share, which is the midpoint of the estimated
offering price range set forth on the cover page of this prospectus, would increase (decrease) the total consideration paid by new investors
by $ million, assuming that the number of shares offered by us, as set forth on the cover page of this prospectus, remains the same. An
increase (decrease) of 1.0 million shares in the number of shares offered by us would increase (decrease) the total consideration paid by
new investors by $ million, assuming no change in the assumed initial public offering price.
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The number of shares of common stock that will be outstanding after this offering is based on 288,674,403 shares of common stock
(including convertible preferred stock on an as-converted basis) outstanding as of June 30, 2017, and excludes the following:

+ 23,816,215 shares of common stock issuable upon exercise of options to purchase shares of our common stock outstanding as of
June 30, 2017, at a weighted-average exercise price of $0.65 per share;

* 1,320,000 shares of common stock issuable upon exercise of options to purchase shares of our common stock that were granted
after June 30, 2017, at a weighted-average exercise price of $2.40 per share;

shares of common stock reserved for future issuance under our stock-based compensation plans, consisting of:

1,461,675 shares of common stock reserved for future issuance under our 2015 Plan, which shares will be added to the
shares to be reserved under our 2017 Plan;

shares of common stock reserved for future issuance under our 2017 Plan (excluding the 1,461,675 shares to be
transferred from our 2015 Plan), which will become effective in connection with this offering, and any additional shares that
become available under our 2017 Plan pursuant to provisions thereof that automatically increase the share reserve under
the plan each year, as more fully described in the section titled “Executive Compensation—Employee Benefit and Stock
Plans;” and

shares of common stock reserved for future issuance under our ESPP, which will become effective in connection
with this offering, and any additional shares that become available under our ESPP pursuant to provisions thereof that
automatically increase the share reserve under the plan each year, as more fully described in the section titled “Executive
Compensation—Employee Benefit and Stock Plans.”

To the extent that any outstanding options are exercised or new options are issued under the equity benefit plans, or we issue
additional shares of common stock or convertible securities in the future, there will be further dilution to investors participating in this offering.
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SELECTED CONSOLIDATED FINANCIAL DATA

The following tables summarize our selected consolidated financial data for the periods and as of the dates indicated. We have derived
our selected consolidated statements of operations and comprehensive loss data for the years ended December 31, 2015 and 2016, and the
consolidated balance sheets data as of December 31, 2015 and 2016, from our audited consolidated financial statements and related notes
included elsewhere in this prospectus. We have derived the selected consolidated statements of operations and comprehensive loss data for
the six months ended June 30, 2016 and 2017, and the consolidated balance sheet data as of June 30, 2017, from our unaudited interim
condensed consolidated financial statements and related notes included elsewhere in this prospectus. The unaudited interim condensed
consolidated financial statements have been prepared on the same basis as the audited consolidated financial statements and reflect, in the
opinion of management, all adjustments, which include only normal, recurring adjustments that are necessary to present fairly the unaudited
interim condensed consolidated financial statements. Our historical results are not necessarily indicative of the results that may be expected
in the future, and the results for the six months ended June 30, 2017, are not necessarily indicative of results to be expected for the full year
or any other period. You should read the consolidated financial and other data below in conjunction with the section titled “Management’s
Discussion and Analysis of Financial Condition and Results of Operations” and our consolidated financial statements and related notes
included elsewhere in this prospectus.

Six Months Ended
Year Ended December 31, June 30,
2015 2016 2016 2017
(in thousands, except share and per share amounts)

Consolidated Statements of Operations and
Comprehensive Loss Data:
Operating expenses:

Research and development $ 11,571 $ 75,702 $ 31,153 $ 37,474
General and administrative 5,108 11,731 5,572 6,838
Total operating expenses 16,679 87,433 36,725 44,312
Loss from operations (16,679) (87,433) (36,725) (44,312)
Interest income (expense), net (109) 781 38 858
Net loss (16,788) (86,652) (36,687) (43,454)
Other comprehensive income (loss) — (373) 16 (4)
Comprehensive loss $ (16,788) $ (87,025) $ (36,671 $ (43,458)
Net loss per share, basic and diluted (1) $ (1.40) $ (3.37) $ (1.69) $ (1.16)
Weighted average number of shares outstanding,
basic and diluted (1) 12,025,514 25,698,880 21,742,166 37,380,492
Pro forma net loss per share, basic and diluted
(unaudited) (1) $ (0.44) $ (0.16)
Pro forma weighted-average common shares
outstanding, basic and diluted (unaudited) (1) 195,696,975 271,781,859

(1) See the consolidated statements of operations and Note 12 to our consolidated financial statements, and the condensed consolidated
statements of operations and Note 8 to our
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unaudited condensed consolidated financial statements, for further details on the calculation of net loss per share, basic and diluted,
and the weighted-average number of shares used in the computation of the per share amounts and unaudited pro forma information.

As of As of
December 31, June 30,
2015 2016 2017

(in thousands)
Consolidated Balance Sheets Data:

Cash, cash equivalents and marketable securities $ 30,740 $ 250,911 $ 212,839
Working capital (1) 29,950 172,849 178,531
Total assets 36,683 271,067 231,379
Total liabilities 4,009 16,548 18,055
Convertible preferred stock 48,308 348,673 348,673
Accumulated deficit (16,860) (103,512) (146,966)
Total stockholders’ deficit (15,634) (94,154) (135,349)

(1) We define working capital as current assets less current liabilities. See our consolidated financial statements and condensed
consolidated financial statements for further details regarding our current assets and current liabilities.
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MANAGEMENT’S DISCUSSION AND ANALYSIS OF FINANCIAL
CONDITION AND RESULTS OF OPERATIONS

You should read the following discussion and analysis of our financial condition and results of operations together with the section titled
“Selected Consolidated Financial Data” and our consolidated financial statements and the related notes to those statements included
elsewhere in this prospectus. This discussion and analysis and other parts of this prospectus contain forward-looking statements based upon
current beliefs, plans and expectations related to future events and our future financial performance that involve risks, uncertainties and
assumptions, such as statements regarding our intentions, plans, objectives, expectations, forecasts and projections. Our actual results and
the timing of selected events could differ materially from those anticipated in these forward-looking statements as a result of several factors,
including those set forth under the section titled “Risk Factors” and elsewhere in this prospectus. You should carefully read the “Risk Factors”
to gain an understanding of the important factors that could cause actual results to differ materially from our forward-looking statements.
Please also see the section titled “Special Note Regarding Forward-Looking Statements.”

Overview

We discover and develop therapeutics to defeat degeneration.

Our strategy is guided by three overarching principles:

* Genetic Pathway Potential: We select our therapeutic targets and disease pathways based on degenogenes, which are genes
that when mutated cause, or are major risk factors for, neurodegenerative diseases.

+ Engineering Brain Delivery: We engineer our product candidates to cross the BBB and act directly in the brain.

+ Biomarker-Driven Development: We discover, develop and utilize biomarkers to select the right patient population and
demonstrate target engagement, pathway engagement and impact on disease progression of our product candidates.

Our total portfolio currently consists of eleven programs. To prioritize the allocation of our resources, we designate certain programs as
core programs and others as seed programs, and we currently have six core programs and five seed programs. Our core programs are at
various stages of clinical and preclinical development. Our most advanced core programs are our LRRK2 inhibitor program to address
Parkinson’s disease and our RIPK1 inhibitor program to address Alzheimer’s disease and ALS. The two most advanced product candidates
in our LRRK2 program, DNL201 and DNL151, are potent, selective and brain penetrant small molecule LRRK2 inhibitor product candidates
for Parkinson’s disease. DNL201 is currently in a Phase 1 clinical trial in healthy volunteers in the United States and DNL151 has completed
IND-enabling preclinical studies and we plan to file an IND or CTA in the fourth quarter of 2017. The most advanced product candidate in our
RIPK1 inhibitor program, DNL747, is a potent, selective and brain penetrant small molecule RIPK1 inhibitor product candidate for ALS and
Alzheimer’s disease. DNL747 is in IND-enabling preclinical studies and we plan to submit an IND or CTA in early 2018.

We have also developed proprietary drug delivery platform technology designed to deliver large molecules across the BBB. We are
currently optimizing and broadening this platform technology. Our ATV and ETV platforms are modular BBB delivery technologies for large
molecule therapeutics, including antibodies, enzyme and other proteins. We plan to have multiple product candidates that utilize our ATV or
ETV platforms enter clinical development in 2019 and 2020, including molecules targeting aSyn, IDS, TREM2, BACE1 and Tau.
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To complement our internal capabilities, we have entered into arrangements with biopharmaceutical companies, patient-focused data
companies, numerous leading academic institutions and foundations to gain access to new product candidates, enable and accelerate the
development of our existing programs and deepen our scientific understanding of certain areas of biology. We rely on third-party contract
manufacturers to manufacture and supply our preclinical and clinical materials to be used during the development of our product candidates.
We currently do not need commercial manufacturing capacity.

Since we commenced operations in May 2015, we have devoted substantially all of our resources to discovering, acquiring and
developing product candidates, building our BBB platform technology and assembling our core capabilities in neurodegenerative disease
pathways. Key operational and financing milestones include:

+ In May 2015, we commenced operations and began assembling a team with a deep set of scientific, clinical and business
capabilities.

» In May 2015, we entered into a preferred stock purchase agreement, which was subsequently amended, pursuant to which we
raised aggregate proceeds of $219.3 million from issuances of our Series A-1 convertible preferred stock and Series A-2
convertible preferred stock in multiple closings between May 2015 and June 2016.

* InJune 2015, in order to acquire certain patent rights and a product candidate, we acquired Incro Pharmaceuticals, or Incro, for
$1.5 million, which consisted of $0.9 million in assumed liabilities and $0.6 million in shares of our common stock. In September
2016, following the satisfaction of certain milestones, we issued an additional $5.3 million in shares of common stock in
connection with this acquisition.

* In June 2016, we entered into an exclusive license agreement with Genentech for the rights to certain patents, other intellectual
property and a product candidate to expand and further progress our LRRK2 program.

« In June 2016, we amended our preferred stock purchase agreement, pursuant to which we raised an additional $130.0 million in
proceeds from issuances of our Series B-1 convertible preferred stock in multiple closings between June 2016 and August 2016.

* In August 2016, we entered into a license and collaboration agreement with F-star. The goal of the collaboration is the
development of certain constant Fc-domains of an antibody with non-native antigen binding activity, or Fcabs, to enhance delivery
of therapeutics across the BBB into the brain. In connection with the entry into the license and collaboration agreement, we
purchased an option to acquire all outstanding shares of F-star Gamma pursuant to a pre-negotiated buy-out option agreement.

* In April 2017, we filed an IND with the FDA for our most advanced therapeutic product candidate, DNL201, and we initiated a
Phase 1 clinical trial of DNL201 in healthy volunteers in the United States in June 2017.

We do not have any products approved for sale and have not generated any product revenue since our inception. To date, we have
funded our operations primarily with proceeds from the sale and issuance of convertible preferred stock. From our inception through June 30,
2017, we have raised aggregate cash proceeds of $349.3 million from the issuance of our convertible preferred stock.

We have incurred significant operating losses to date and expect to continue to incur operating losses for the foreseeable future. Our
ability to generate product revenue will depend on the successful development and eventual commercialization of one or more of our product
candidates. Our net losses were $86.7 million and $16.8 million for the years ended December 31, 2016 and 2015, respectively, and
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$43.5 million for the six months ended June 30, 2017. As of June 30, 2017, we had an accumulated deficit of $147.0 million. We expect to
continue to incur significant expenses and operating losses as we advance our LRRK2 and RIPK1 programs through preclinical and clinical
trials; broaden and improve our BBB platform technology; acquire, discover, validate and develop additional product candidates; obtain,
maintain, protect and enforce our intellectual property portfolio; and hire additional personnel. In addition, upon the completion of this offering
we expect to incur additional costs associated with operating as a public company.

License and Collaboration Agreements
F-star

On August 24, 2016, we entered into a License and Collaboration Agreement, or the Collaboration Agreement, with F-star. The goal of
the collaboration is the development of Fcabs to enhance delivery of therapeutics across the BBB into the brain. The collaboration leverages
F-star’s modular antibody technology and our expertise in the development of therapies for neurodegenerative diseases.

Under the terms of the Collaboration Agreement, we can nominate up to three Fcab targets, or Accepted Fcab Targets, within the first
three years of the date of the Collaboration Agreement; and we have selected TfR as the first Accepted Fcab Target. With respect to each
Accepted Fcab Target, we can nominate up to eight Fab targets, or Accepted Fab Targets, which are targets bound by the variable domains
of an antibody or other therapeutic modalities, or Fabs. Under the terms of the Collaboration Agreement, we paid F-star Gamma an upfront
fee of $5.5 million, which includes selection of the first Accepted Fcab Target under the Collaboration Agreement. We are obligated to pay a
one-time fixed fee in the low single-digit millions for each additional Accepted Fcab Target we select, technical milestone payments for each
Accepted Fcab Target, up to a maximum of $15.0 million in the aggregate for all Accepted Fcab Targets, and, at specified times, monthly
exclusivity fees for Accepted Fcab Targets and Accepted Fab Targets, which may be eliminated in certain circumstances. We are also
responsible for certain research costs incurred by F-star in conducting activities under each agreed development plan, for up to 24 months.
These research costs for the agreed TfR development plan will be up to $2.1 million.

In connection with the entry into the Collaboration Agreement, we also purchased an option for an upfront option fee of $0.5 million, or
the buy-out option, to acquire all of the outstanding shares of F-star Gamma pursuant to a pre-negotiated buy-out option agreement, or the
Option Agreement. If we exercise this buy-out option, we will be required to make initial exercise payments ranging from, in the aggregate,
approximately $18.0 million to $50.0 million, plus a payment for the estimated net cash held by F-star Gamma at the time of such exercise. In
addition to these initial exercise payments, we would be required to make certain contingent payments upon the achievement of certain
preclinical, clinical, regulatory and commercial milestones, up to a maximum amount of $447.0 million in the aggregate. The amount of the
initial exercise and contingent payments varies based on whether F-star delivers an Fcab that meets pre-defined criteria, whether the Fcab
has been identified solely by us or solely by F-star or jointly by us and F-star and the timing of our exercise of the buy-out option. Following
exercise of the buy-out option, we will not be required to make any further milestone or royalty payments under the Collaboration Agreement.

We recognized the entire $5.5 million upfront fee in research and development expense for the year ended December 31, 2016. We
recognized an additional $0.3 million of research and development expense related to the funding of F-star Gamma research costs during
the year ended December 31, 2016.
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Genentech

On June 17, 2016, we entered into an Exclusive License Agreement with Genentech. The agreement gives us access to Genentech’s
preclinical stage LRRK2 small molecule program, which can be used to enhance and further progress our in-house LRRK2 program for
Parkinson’s disease. As consideration, we paid an upfront fee of $8.5 million and a technology transfer fee of $1.5 million, both of which are
included in research and development expense for the year ended December 31, 2016 as there is no alternative future use of the rights
acquired in other research and development projects.

We may owe Genentech milestone payments upon the achievement of certain development, regulatory, and commercial milestones, up
to a maximum of $315.0 million in the aggregate, as well as royalties on net sales of licensed products ranging from low to high single-digit
percentages, with the exact royalty rate dependent on various factors, including (i) whether the compound incorporated in the relevant
licensed product is a Genentech-provided compound or a compound acquired or developed by us, (ii) the date a compound was first
discovered, derived or optimized by us, (iii) the existence of patent rights covering the relevant licensed product in the relevant country,

(iv) the existence of orphan drug exclusivity covering a licensed product that is a Genentech-provided compound and (v) the level of annual
net sales of the relevant licensed product. We also have the right to credit a certain amount of third-party royalty and milestone payments
against royalty and milestone payments owed to Genentech, up to a maximum reduction of fifty percent. The first clinical milestone of $2.5
million became due upon first patient dosing in the Phase 1 clinical trial for DNL201. The full amount was recognized in research and
development expense in the six months ended June 30, 2017.

Unless earlier terminated, the agreement with Genentech will continue in effect until all of our royalty and milestone payment
obligations to Genentech expire. Following expiration of the agreement, we will retain the licenses under the intellectual property Genentech
licensed to us on a non-exclusive, royalty-free basis.

Components of Operating Results
Operating Expenses
Research and Development

Research and development activities account for a significant portion of our operating expenses. We record research and development
expenses as incurred. Research and development expenses incurred by us for the discovery and development of our product candidates
and BBB platform technology include:

+ external research and development expenses, including:

. expenses incurred under arrangements with third parties, such as CROs, preclinical testing organizations, CMOs,
academic and non-profit institutions and consultants;

. expenses to acquire technologies to be used in research and development that have not reached technological feasibility
and have no alternative future use;

. fees related to our license and collaboration agreements;
+ personnel related expenses, including salaries, benefits and non-cash stock-based compensation expense; and
» other expenses, which include direct and allocated expenses for laboratory, facilities and other costs.
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A portion of our research and development expenses are direct external expenses, which we track on a program-specific basis once a
program has commenced a late-stage IND-enabling study. Program expenses include expenses associated with our most advanced product
candidates and the discovery and development of backup or next-generation molecules. We also track external expenses associated with
our BBB platform technology. All external costs associated with earlier stage programs, or that benefit the entire portfolio, are tracked as a
group. We do not track personnel or other operating expenses incurred for our research and development programs on a program-specific
basis. These expenses primarily relate to salaries and benefits, stock-based compensation, facility expenses including depreciation and lab
consumables.

At this time, we cannot reasonably estimate or know the nature, timing and estimated costs of the efforts that will be necessary to
complete the development of, and obtain regulatory approval for, any of our product candidates. We are also unable to predict when, if ever,
material net cash inflows will commence from sales or licensing of our product candidates. This is due to the numerous risks and
uncertainties associated with drug development, including the uncertainty of:

* our ability to add and retain key research and development personnel;

« our ability to establish an appropriate safety profile with IND-enabling toxicology studies;

» our ability to successfully develop, obtain regulatory approval for, and then successfully commercialize, our product candidates;
» our successful enrollment in and completion of clinical trials;

» the costs associated with the development of any additional product candidates we identify in-house or acquire through
collaborations;

« our ability to discover, develop and utilize biomarkers to demonstrate target engagement, pathway engagement and the impact on
disease progression of our molecules;

» our ability to establish agreements with third-party manufacturers for clinical supply for our clinical trials and commercial
manufacturing, if our product candidates are approved;

» the terms and timing of any collaboration, license or other arrangement, including the terms and timing of any milestone payments
thereunder;

« our ability to obtain and maintain patent, trade secret and other intellectual property protection and regulatory exclusivity for our
product candidates if and when approved;

» our receipt of marketing approvals from applicable regulatory authorities;
» our ability to commercialize products, if and when approved, whether alone or in collaboration with others; and

+ the continued acceptable safety profiles of the product candidates following approval.

A change in any of these variables with respect to the development of any of our product candidates would significantly change the
costs, timing and viability associated with the development of that product candidate. We expect our research and development expenses to
increase at least over the next several years as we continue to implement our business strategy, advance our current programs, expand our
research and development efforts, seek regulatory approvals for any product candidates that successfully complete clinical trials, access and
develop additional product candidates and incur expenses associated with hiring additional personnel to support our research and
development efforts. In addition, product candidates in later stages of clinical development generally incur higher development costs than
those in earlier stages of clinical development, primarily due to the increased size and duration of later-stage clinical trials.
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General and Administrative

General and administrative expenses include personnel related expenses, such as salaries, benefits, travel and non-cash stock-based
compensation expense, expenses for outside professional services and allocated expenses. Outside professional services consist of legal,
accounting and audit services and other consulting fees. Allocated expenses consist of rent expenses related to our office and research and
development facility not otherwise included in research and development expenses.

We expect to incur additional expenses as a result of operating as a public company, including expenses related to compliance with the
rules and regulations of the SEC and those of any national securities exchange on which our securities are traded, additional insurance
expenses, investor relations activities and other administrative and professional services. We also expect to increase our administrative
headcount when operating as a public company and as we advance our product candidates through clinical development, which will also
likely require us to increase our general and administrative expenses.

Interest Income (Expense), Net

Interest income (expense), net, consists primarily of interest income and investment income earned on our cash, cash equivalents and
marketable securities.

Results of Operations
Comparison of the Six Months Ended June 30, 2016 and 2017

The following table sets forth the significant components of our results of operations (in thousands):

Six Months Ended

June 30,
2016 2017 Change
Operating expenses:

Research and development $ 31,153 $ 37,474 $ 6,321
General and administrative 5,572 6,838 1,266
Total operating expenses 36,725 44,312 7,587
Loss from operations (36,725) (44,312) (7,587)
Interest income, net 38 858 820
Net loss $(36,687) $(43,454) $(6,767)

Research and development expenses. Research and development expenses were $31.2 million for the six months ended June 30,
2016 compared to $37.5 million for the six months ended June 30, 2017.
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The following table summarizes our research and development expenses (in thousands):

Six Months Ended

June 30,

2016 2017 Change
LRRK2 program external expenses (1) $11,312 $ 9,749 $(1,563)
RIPK1 program external expenses 5,652 3,755 (1,897)
BBB platform external expenses 1,369 1,634 265
Other external research and development expenses 3,485 4,904 1,419
Personnel related expenses (2) 6,238 10,897 4,659
Other unallocated research and development expenses 3,097 6,535 3,438
Total research and development expenses $31,153 $37,474 $ 6,321

(1) Payments under the license agreement with Genentech for an upfront payment and technology transfer fee totaling $8.8 million and a
milestone payment of $2.5 million are included in the amounts for the six months ended June 30, 2016 and 2017, respectively.

(2) Personnel related expenses include stock-based compensation expense of $0.6 million for the six months ended June 30, 2016 and
$1.2 million for the six months ended June 30, 2017, reflecting an increase of $0.6 million.

The increase in total research and development expenses of $6.3 million was primarily attributable to a $4.7 million increase in
personnel related expenses due to an increase in our research and development headcount and a $3.4 million increase in other unallocated
research and development expenses. The increase in other unallocated research and development expenses consisted of an increase in lab
consumable expenses of $1.6 million and an increase in facilities related expenses of $1.8 million, attributable to increases in research and
development headcount and the move to our new headquarters in August 2016 which allowed us to significantly increase our lab space
capacity, including the addition of a vivarium.

These increases were partially offset by a $1.6 million decrease in LRRK2 program external expenses and a $1.9 million decrease in
RIPK1 program external expenses. The decrease in LRRK2 program external expenses is primarily attributable to $8.8 million in upfront
expenses incurred in the six months ended June 30, 2016 related to our license agreement with Genentech, partially offset by the milestone
payment of $2.5 million under such license agreement and increases in external program expenses in the six months ended June 30, 2017,
due to activities associated with preparing for an IND filing for DNL201. The decrease in RIPK1 program external expenses is primarily due
to the termination of the clinical trial for DNL104 in April 2017.

General and administrative expenses. General and administrative expenses were $5.6 million for the six months ended June 30, 2016
compared to $6.8 million for the six months ended June 30, 2017. The increase of $1.2 million was primarily attributable to a $0.6 million
increase in patent expenses and professional services to support our ongoing operations and $0.2 million related to increased facilities
expenses attributable to general and administrative expenses resulting from the move to our new headquarters in August 2016.

Interest income, net. Interest income, net was immaterial for the six months ended June 30, 2016 compared to $0.9 million for the six
months ended June 30, 2017. We began investing our excess cash in marketable securities in June 2016. As such, the increase of
$0.8 million reflects that the six months ended June 30, 2016 includes less than one month of income from marketable securities, compared
to the six months ended June 30, 2017, which includes six months of income from marketable securities.
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Comparison of the Years Ended December 31, 2015 and 2016

The following table sets forth the significant components of our results of operations (in thousands):

Year Ended
December 31,
2015 2016 Change
Operating expenses:
Research and development $ 11,571 $ 75,702 $ 64,131
General and administrative 5,108 11,731 6,623
Total operating expenses 16,679 87,433 70,754
Loss from operations (16,679) (87,433) (70,754)
Interest income (expense), net (109) 781 890
Net loss $(16,788) $(86,652) $(69,864)

Research and development expenses. Research and development expenses were $11.6 million for the year ended December 31, 2015
compared to $75.7 million for the year ended December 31, 2016.

The following table summarizes our research and development expenses (in thousands):

Year Ended
December 31,
2015 2016 Change
LRRK2 program external expenses (1) $ 777 $16,770 $ 15,993
RIPK1 program external expenses (2) 2,256 19,106 16,850
BBB platform external expenses (3) 33 8,016 7,983
Other external research and development expenses 3,305 8,020 4,715
Personnel related expenses (4) 2,943 14,974 12,031
Other unallocated research and development expenses 2,257 8,816 6,559
Total research and development expenses $11,571 $75,702 $64,131

(1) The amount for the year ended December 31, 2016 includes an upfront payment and technology transfer license payment to
Genentech totaling $10.0 million.

(2) The amount for the years ended December 31, 2015 and 2016 include $1.5 million and $5.3 million in expenses related to initial and
contingent stock consideration, respectively, both issued in connection with our acquisition of Incro.

(3) The amount for the year ended December 31, 2016 includes $5.5 million in expenses related to a payment made under our license and
collaboration agreement with F-star.

(4) Personnel related expenses include stock-based compensation expense of $0.1 million in 2015 and $2.1 million in 2016, with the
increase driven by higher headcount and a higher estimated fair value of our common stock.

The increase in research and development expenses of $64.1 million is a result of several factors. The increase was attributable to a
$16.9 million increase in our RIPK1 program external expenses, a $16.0 million increase in our LRRK2 program external expenses, an $8.0
million increase in our BBB platform technology external expenses and a $12.0 million increase in personnel related expenses. In addition,
the increase reflects the fact that the expenses in the year ended December 31, 2015 only include seven months of operations, as we
commenced operations in May 2015.
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The increase in our RIPK1 program external expenses is primarily attributable to the increased fair value and number of shares of our
common stock issued during 2016 to former shareholders of Incro as contingent consideration for our acquisition of Incro, as well as the
expenses incurred for the preparation for and initiation of the DNL104 Phase 1 clinical trial. The increase in our LRRK2 program external
expenses is primarily attributable to an upfront payment and a technology transfer license payment to Genentech totaling $10.0 million in the
year ended December 31, 2016, as well as increased external research services to progress DNL201 and other LRRK2 molecules into
development. The increase in our BBB platform technology external expenses is primarily attributable to the $5.5 million upfront fee payment
to F-star Gamma in the year ended December 31, 2016. The increase in personnel related expenses is attributable to a $10.0 million
increase in salaries and benefits and a $2.0 million increase in stock-based compensation expense, both due primarily to an increase in our
research and development headcount.

Furthermore, there was a $6.6 million increase in other unallocated research and development expenses. This was primarily composed
of an increase in lab consumable expenses of $3.4 million and an increase in facilities related expenses of $2.7 million. These increases are
partially attributable to the fact that these expenses include seven and twelve months of expenses in the years ended December 31, 2015
and 2016, respectively, and also reflect increases in research and development headcount and increased expenses related to the move to
our new headquarters in August 2016.

General and administrative expenses. General and administrative expenses were $5.1 million for the year ended December 31, 2015
compared to $11.7 million for the year ended December 31, 2016. The increase of $6.6 million was primarily attributable to a $2.8 million
increase in employee salaries and benefits as we expanded our headcount, a $2.5 million increase in patent and professional services to
support our ongoing operations, a $0.5 million increase in stock-based compensation expense and $0.3 million related to increased facilities
related expenses resulting from the move to our new headquarters in August 2016 and reflects the fact that the expenses in the year ended
December 31, 2015 include only seven months of operations, as we commenced operations in May 2015.

Interest income (expense), net. Interest expense was $(0.1) million for the year ended December 31, 2015 compared to interest income
of $0.8 million for the year ended December 31, 2016. The expense for the year ended December 31, 2015 represents interest expense on a
$5.0 million promissory note outstanding from January 2015 until May 2015, at which time this note, along with the accrued interest, was
converted into Series A-1 convertible preferred stock. The income for the year ended December 31, 2016 represents income from
marketable securities earned in the period from June 2016 to December 2016, during which we invested our excess cash in marketable
securities.

Liquidity and Capital Resources
Sources of Liquidity

From our inception through June 30, 2017, we have funded our operations primarily through the sale and issuance of our convertible
preferred stock. From our inception through June 30, 2017, we raised aggregate cash proceeds of $349.3 million from the issuance of our
convertible preferred stock. As of June 30, 2017, we had cash, cash equivalents and marketable securities in the amount of $212.8 million.

Future Funding Requirements

To date, we have not generated any revenue. We do not expect to generate any meaningful revenue unless and until we obtain
regulatory approval of and commercialize any of our product
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candidates or enter into collaborative agreements with third parties, and we do not know when, or if, either will occur. We expect to continue
to incur significant losses for the foreseeable future, and we expect the losses to increase as we continue the development of, and seek
regulatory approvals for, our product candidates, and begin to commercialize any approved products. We are subject to all of the risks
typically related to the development of new product candidates, and we may encounter unforeseen expenses, difficulties, complications,
delays and other unknown factors that may adversely affect our business. Moreover, following the completion of this offering, we expect to
incur additional costs associated with operating as a public company. We anticipate that we will need substantial additional funding in
connection with our continuing operations.

Until we can generate a sufficient amount of revenue from the commercialization of our product candidates or from collaborative
agreements with third parties, if ever, we expect to finance our future cash needs through public or private equity or debt financings.
Additional capital may not be available on reasonable terms, if at all. If we are unable to raise additional capital in sufficient amounts or on
terms acceptable to us, we may have to significantly delay, scale back or discontinue the development or commercialization of one or more
of our product candidates. If we raise additional funds through the issuance of additional debt or equity securities, it could result in dilution to
our existing stockholders, increased fixed payment obligations and the existence of securities with rights that may be senior to those of our
common stock. If we incur indebtedness, we could become subject to covenants that would restrict our operations and potentially impair our
competitiveness, such as limitations on our ability to incur additional debt, limitations on our ability to acquire, sell or license intellectual
property rights and other operating restrictions that could adversely impact our ability to conduct our business. Additionally, any future
collaborations we enter into with third parties may provide capital in the near term but limit our potential cash flow and revenue in the future.
Any of the foregoing could significantly harm our business, financial condition and prospects.

Since our inception, we have incurred significant losses and negative cash flows from operations. We have an accumulated deficit of
$147.0 million through June 30, 2017. We expect to incur substantial additional losses in the future as we conduct and expand our research
and development activities. We believe that our existing cash, cash equivalents and marketable securities will be sufficient to enable us to
fund our projected operations through at least the next 12 months.

The expected use of the net proceeds from this offering represents our intentions based upon our current plans and business
conditions. However, we have based these estimates on assumptions that may prove to be wrong, and we could use our capital resources
sooner than we expect.

The timing and amount of our operating expenditures will depend largely on:
» the timing and progress of preclinical and clinical development activities;
» the number and scope of preclinical and clinical programs we decide to pursue;
» the progress of the development efforts of third parties with whom we have entered into license and collaboration agreements;

« our ability to maintain our current research and development programs and to establish new research and development, license or
collaboration arrangements;

» our ability and success in securing manufacturing relationships with third parties or, in the future, in establishing and operating a
manufacturing facility;

+ the costs involved in prosecuting, defending and enforcing patent claims and other intellectual property claims;
» the cost and timing of regulatory approvals;
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» our efforts to enhance operational, financial and information management systems and hire additional personnel, including
personnel to support development of our product candidates; and

» the costs and ongoing investments to in-license and/or acquire additional technologies.
A change in the outcome of any of these or other variables with respect to the development of any of our product candidates could
significantly change the costs and timing associated with the development of that product candidate. Furthermore, our operating plans may

change in the future, and we may need additional funds to meet operational needs and capital requirements associated with such operating
plans.

Cash Flows

The following table sets forth a summary of the primary sources and uses of cash for each of the periods presented below (in
thousands):

Six Months Ended

Year Ended December 31, June 30,

2015 2016 2016 2017
Cash used in operating activities $(15,052) $ (72,359) $ (32,706) $(36,378)
Cash provided by (used in) investing activities (3,062) (219,004) (50,749) 37,457
Cash provided by financing activities 48,854 300,476 292,786 375
Net increase in cash and cash equivalents $ 30,740 $ 9,113 $209,331 $ 1,454

Cash Used in Operating Activities

During the six months ended June 30, 2017, cash used in operating activities was $36.4 million, which consisted of a net loss of $43.5
million, adjusted by non-cash charges of $4.0 million and cash provided by changes in our operating assets and liabilities of $3.1 million. The
non-cash charges consisted primarily of stock-based compensation expense of $1.8 million and depreciation expense of $1.5 million. The
change in our operating assets and liabilities was primarily due to an increase of $2.4 million in accrued and other current liabilities and a
decrease of $1.3 million in prepaid expenses and other current assets.

During the six months ended June 30, 2016, cash used in operating activities was $32.7 million, which consisted of a net loss of $36.7
million, adjusted by non-cash charges of $1.5 million and cash provided by changes in our operating assets and liabilities of $2.5 million. The
non-cash charges consisted primarily of stock-based compensation expense of $1.1 million and depreciation expense of $0.4 million. The
change in our operating assets and liabilities was primarily due to an increase of $1.9 million in accrued and other liabilities and an increase
of $0.8 million in accounts payable.

During the year ended December 31, 2016, cash used in operating activities was $72.4 million, which consisted of a net loss of $86.7
million, adjusted by non-cash charges of $10.0 million and cash provided by changes in our operating assets and liabilities of $4.3 million.
The non-cash charges consisted primarily of the expense recognized for the fair value of our common stock issued in connection with the
acquisition of Incro of $5.3 million and stock-based compensation expense of $3.0 million. The change in our operating assets and liabilities
was primarily due to an increase of $5.4 million of accrued and other liabilities. Our accrued liabilities increased due to employee bonuses
and general business expenses, reflective of our increased headcount and expenses. This was partially
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offset by an increase in restricted cash of $0.5 million associated with the lease for our new headquarters and an increase of $0.5 million in
prepaid expenses and other assets mainly associated with prepayments made for ongoing research and development being conducted by
third-party service providers.

During the year ended December 31, 2015, cash used in operating activities was $15.1 million, which consisted of a net loss of $16.8
million, adjusted by non-cash charges of $1.3 million and cash provided by changes in our operating assets and liabilities of $0.4 million. The
non-cash charges consisted primarily of the expense recognized for the fair value of our common stock issued in connection with the
acquisition of Incro of $0.6 million, and stock-based compensation expense of $0.5 million. The change in our operating assets and liabilities
was primarily due to an increase of $3.3 million of accounts payable, accrued and other liabilities. Our accrued liabilities increased due to
employee bonuses and general business expenses, reflective of the increased headcount and expenses. This was partially offset by an
increase in prepaid expenses and other assets of $2.7 million primarily associated with prepayments made for ongoing research and
development being conducted by third-party service providers and the deferral of employee bonuses.

Cash Provided by (Used in) Investing Activities

During the six months ended June 30, 2017, cash provided by investing activities was $37.5 million, which consisted of $67.1 million in
proceeds from the maturity of marketable securities, partially offset by $28.2 million of purchases of short-term marketable securities and
$1.4 million of capital expenditures to purchase property and equipment.

During the six months ended June 30, 2016, cash used in investing activities was $50.7 million, which consisted of $49.3 million of
purchases of short-term marketable securities and $1.5 million of capital expenditures to purchase property and equipment.

During the year ended December 31, 2016, cash used in investing activities was $219.0 million, which consisted of $226.4 million of
purchases of marketable securities, $6.1 million of capital expenditures to purchase property and equipment and $0.5 million of purchases of
intangible assets, partially offset by $14.0 million in proceeds from the maturity of marketable securities.

During the year ended December 31, 2015, cash used in investing activities was $3.1 million, all of which related to capital
expenditures to purchase property and equipment.

Cash Provided by Financing Activities
During the six months ended June 30, 2017, cash provided by financing activities was $0.4 million, consisting of net proceeds in
connection with exercises of common stock options.

During the six months ended June 30, 2016, cash provided by financing activities was $292.8 million, primarily consisting of net
proceeds from the issuances of shares of our convertible preferred stock.

During the years ended December 31, 2015 and 2016, cash provided by financing activities was $48.9 million and $300.5 million,
respectively, primarily consisting of net proceeds from the issuances of shares of our convertible preferred stock and convertible promissory
note, which has since been converted to convertible preferred stock.

Since our inception through December 31, 2016, we have raised an aggregate of approximately $348.6 million in net proceeds, through
the issuance of shares of our convertible preferred stock, net of
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$0.7 million in issuance costs, which we have used to fund our operations. During 2016, net proceeds from our sale of Series A and Series
B-1 convertible preferred stock were $300.4 million. During 2015, net proceeds from our sale of Series A-1 convertible preferred stock were
$43.2 million and net proceeds from the sale and issuance of a convertible promissory note was $5.0 million.

Off-Balance Sheet Arrangements

We have not entered into any off-balance sheet arrangements. Our license and collaboration agreements with F-star represent a
variable interest in a variable interest entity, or VIE, F-star Gamma. However, we do not consolidate F-star Gamma in our consolidated
financial statements because we are not considered to be its primary beneficiary.

Contractual Obligations and Commitments

The following table summarizes our contractual obligations as of December 31, 2016 (in thousands):

Less Than 1- 3- More Than

Total 1 Year 3 Years 5 Years 5 Years
Operating lease obligations (1) $21,039 $ 2,510 $5,250 $5,574 $ 7,705
Total contractual obligations $21,039 $ 2,510 $5,250 $5,574 $ 7,705

(1) We lease our former and current facilities under operating leases. In September 2015, we entered into a lease for our current laboratory
and office space that commenced in August 2016 and expires in July 2024. The minimum lease payments above do not include any
related common area maintenance charges or real estate taxes.

In the normal course of business, we enter into various firm purchase commitments primarily related to research and development
activities. As of December 31, 2016, we had noncancelable purchase commitments of $1.0 million and contractual obligations under license
agreements of $0.2 million.

Pursuant to certain license agreements, including our agreements with Genentech and F-star, we have obligations to make future
milestone and royalty payments to other parties. Additionally, we have an option to acquire all outstanding shares of F-star Gamma for initial
exercise payments ranging from $18.0 million to $50.0 million in the aggregate, plus the estimated net cash held by F-star Gamma at the
time of such purchase. In addition to these initial exercise payments, we would be required to make certain contingent payments up to a
maximum amount of $447.0 million in the aggregate. However, we are unable to estimate the timing or likelihood of achieving the milestones
or of exercising the option to purchase the outstanding shares of F-star Gamma and, therefore, any related payments are not included in the
table above.

Critical Accounting Policies and Significant Judgments and Estimates

This discussion and analysis of our financial condition and results of operations is based on our consolidated financial statements,
which have been prepared in accordance with generally accepted accounting principles in the United States, or GAAP. The preparation of
these consolidated financial statements requires us to make estimates and assumptions that affect the reported amounts of assets and
liabilities and the disclosure of contingent assets and liabilities at the date of the consolidated financial statements, as well as the reported
expenses incurred during the reporting periods. Our estimates are based on our historical experience and on various other factors that we
believe are reasonable under the circumstances, the results of which form the basis for making judgments about

92



Table of Contents

the carrying value of assets and liabilities that are not readily apparent from other sources. Actual results may differ from these estimates
under different assumptions or conditions. While our significant accounting policies are described in more detail in the notes to our
consolidated financial statements included elsewhere in this prospectus, we believe that the following accounting policies are critical to
understanding our historical and future performance, as these policies relate to the more significant areas involving management’s judgments
and estimates.

Research and Development Expenses

We record research and development expenses to operations as incurred. Research and development expenses represent costs
incurred by us for the discovery and development of our product candidates and the development of our BBB platform technology and
include: employee-related expenses, including salaries, benefits, travel and non-cash stock-based compensation expense; external research
and development expenses incurred under arrangements with third parties, such as CROs, preclinical testing organizations, CMOs,
academic and non-profit institutions and consultants; costs to acquire technologies to be used in research and development that have not
reached technological feasibility and have no alternative future use; license fees; and other expenses, which include direct and allocated
expenses for laboratory, facilities and other costs.

As part of the process of preparing financial statements, we are required to estimate and accrue expenses. A portion of our research
and development expenses are external costs, which we track on a program-specific basis once a program has commenced a late-stage
IND-enabling study. We record the estimated expenses of research and development activities conducted by third-party service providers
based upon the estimated amount of services provided within research and development expense in the statements of operations and
comprehensive loss. These services include the conduct of preclinical studies and clinical trials, contract manufacturing activities and
consulting services. If the costs have been prepaid, this expense reduces the prepaid expenses in the balance sheet, and if not yet invoiced,
the costs are included in accrued liabilities in the balance sheet. These costs are a significant component of our research and development
expenses. We record amortization of prepaid expenses or accrued expenses for these costs based on the estimated amount of work
completed and in accordance with agreements established with these third parties.

Costs for certain research and development activities are recognized based on an evaluation of the progress to completion of specific
tasks. We estimate the amount of work completed through discussions with internal personnel and external service providers as to the
progress or stage of completion of the services and the agreed-upon fee to be paid for such services. We make significant judgments and
estimates in determining the accrued balance in each reporting period. As actual costs become known, we adjust our accrued estimates.
Although we do not expect our estimates to be materially different from amounts actually incurred, our understanding of the status and timing
of services performed may vary from our estimates and could result in us reporting amounts that are too high or too low in any particular
period. Our accrued expenses are dependent, in part, upon the receipt of timely and accurate reporting from external clinical research
organizations and other third-party service providers. To date, we have not experienced material differences between our accrued expenses
and actual expenses. However, due to the nature of estimates, we cannot assure you that we will not make changes to our estimates in the
future as we become aware of additional information about the status or conduct of our clinical trials and other research activities.

Variable Interest Entities

We assess whether we are the primary beneficiary of a VIE at the inception of the arrangement and at each reporting date. This
assessment is based on our power to direct the activities of the VIE that most significantly impact the VIE’'s economic performance and our
obligation to absorb losses or the right to receive benefits from the VIE that could potentially be significant to the VIE.
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Stock-Based Compensation

We have granted stock-based awards, consisting of stock options and restricted stock, to our employees, certain non-employee
consultants and certain members of our board of directors. We measure stock-based compensation expense for restricted stock and stock
options granted to our employees and directors on the date of grant and recognize the corresponding compensation expense of those
awards over the requisite service period, which is generally the vesting period of the respective award. We account for stock-based
compensation arrangements with non-employee consultants using a fair value approach. The estimated fair value of unvested options
granted to non-employee consultants is remeasured at each reporting date through the date of final vesting. As a result, the noncash charge
to operations for nonemployee options with vesting conditions is affected in each reporting period by changes in the estimated fair value of
our common stock. We adjust for actual forfeitures as they occur.

We have also granted stock options that vest in conjunction with certain performance and market conditions to certain key employees.
At each reporting date, we are required to evaluate whether the achievement of the performance or market condition is probable.
Compensation expense is recorded over the appropriate service period based on our assessment of accomplishing each performance or
market provision or the occurrence of other events that may have caused the awards to accelerate and vest. See the section titled “Executive
Compensation” for additional information.

We estimate the fair value of stock options granted to our employees and directors on the grant date, and the resulting stock-based
compensation expense, using the Black-Scholes option-pricing model. The Black-Scholes option-pricing model requires the use of highly
subjective assumptions which determine the fair value of stock-based awards. These assumptions include:

*  Expected Term. Our expected term represents the period that our stock-based awards are expected to be outstanding and is
determined using the simplified method (based on the mid-point between the vesting date and the end of the contractual term), as
we do not have sufficient historical data to use any other method to estimate expected term.

»  Expected Volatility. As there has been no public market for our common stock to date, and as a result we do not have any trading
history of our common stock, the expected volatility is estimated based on the average volatility for comparable publicly traded
biopharmaceutical companies over a period equal to the expected term of the stock option grants. The comparable companies are
chosen based on their similar size, stage in the life cycle or area of specialty.

* Risk-Free Interest Rate. The risk-free interest rate is based on the U.S. Treasury zero coupon issues in effect at the time of grant
for periods corresponding with the expected term of the stock option grants.

»  Expected Dividend. We have never paid dividends on our common stock and have no plans to pay dividends on our common
stock. Therefore, we use an expected dividend yield of zero.

For options granted to non-employee consultants, the fair value of these options is also remeasured using the Black-Scholes option-
pricing model reflecting the same assumptions as applied to employee options in each of the reported periods, other than the expected life,
which is assumed to be the remaining contractual life of the option.

As there has been no public market for our common stock to date, the estimated fair value of our common stock has been determined
by our board of directors, with input from management, considering our most recently available third-party valuations of common stock and
our board of directors’ assessment of additional objective and subjective factors that it believed were relevant, and
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factors that may have changed from the date of the most recent valuation through the date of the grant. These factors include, but are not
limited to: our most recently available valuations of our common stock by an unrelated third party; the prices at which we sold shares of our
convertible preferred stock to outside investors in arms-length transactions; the rights, preferences and privileges of our convertible preferred
stock relative to those of our common stock; our results of operations, financial position and capital resources; current business conditions
and projections; the lack of marketability of our common stock; the hiring of key personnel and the experience of management; the risk
inherent in the development of our products; our stage of development and material risks related to its business; the fact that the option
grants involve illiquid securities in a private company; and the likelihood of achieving a liquidity event, such as an initial public offering or sale,
in light of prevailing market conditions.

We have periodically determined the estimated fair value of our common stock at various dates using contemporaneous valuations
performed in accordance with the guidance outlined in the American Institute of Certified Public Accountants’ Accounting and Valuation
Guide, Valuation of Privately-Held-Company Equity Securities Issued as Compensation, or the Practice Aid. The Practice Aid identifies
various available methods for allocating enterprise value across classes and series of capital stock to determine the estimated fair value of
common stock at each valuation date. In accordance with the Practice Aid, our board of directors considered the following methods:

e Current Value Method. Under the Current Value Method, or CVM, our value is determined based on our balance sheet. This value
is then first allocated based on the liquidation preference associated with preferred stock issued as of the valuation date, and then
any residual value is assigned to the common stock.

»  Option-Pricing Method. Under the option-pricing method, or OPM, shares are valued by creating a series of call options with
exercise prices based on the liquidation preferences and conversion terms of each equity class. The estimated fair values of the
preferred and common stock are inferred by analyzing these options.

*  Probability-Weighted Expected Return Method. The probability-weighted expected return method, or PWERM, is a scenario-
based analysis that estimates value per share based on the probability-weighted present value of expected future investment
returns, considering each of the possible outcomes available to us, as well as the economic and control rights of each share class.

Our common stock valuation as of May 31, 2015 was prepared using a hybrid between the CVM and OPM, the latter of which was
based on the price at which we sold shares of our Series A-1 convertible preferred stock. The deemed fair value was determined by
weighting these two methodologies differently resulting in an increased estimated fair value of our common stock for financial reporting
purposes.

Our common stock valuations as of March 31, 2016, June 30, 2016, September 30, 2016, and December 31, 2016 were prepared
using the back-solve method of OPM, which derives the implied equity value for one type of equity security from a contemporaneous
transaction involving another type of security.

Our common stock valuations as of March 31, 2017 and June 30, 2017 were prepared using the hybrid method, which is a hybrid
between the PWERM and OPM, consistent with how such hybrid method is described in the Practice Aid.

Our board of directors and management develop best estimates based on application of these approaches and the assumptions
underlying these valuations, giving careful consideration to the
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advice from our third-party valuation expert. Such estimates involve inherent uncertainties and the application of significant judgment. As a
result, if factors or expected outcomes change and we use significantly different assumptions or estimates, our equity-based compensation
could be materially different. Following the closing of this offering, our board of directors will determine the fair market value of our common
stock based on its closing price as reported on the date of grant on the primary stock exchange on which our common stock is traded.

The intrinsic value of all outstanding options as of , 2017 was approximately $ million, based on the assumed initial
public offering price of $ per share, which is the midpoint of the estimated initial public offering price range set forth on the cover page of
this prospectus, of which approximately $ million is related to vested options and approximately $ million is related to unvested
options.

JOBS Act

We are an emerging growth company under the JOBS Act. As an emerging growth company, we may delay the adoption of certain
accounting standards until those standards would otherwise apply to private companies. We have nonetheless irrevocably elected not to
avail ourselves of this exemption and, as a result, upon completion of this offering we will adopt new or revised accounting standards on the
relevant dates on which adoption of such standards is required for other public companies.

We will remain an emerging growth company until the earliest of (i) the last day of our first fiscal year in which we have total annual
gross revenues of $1.07 billion or more, (ii) the date on which we are deemed to be a “large accelerated filer” under the rules of the SEC with
at least $700.0 million of outstanding equity securities held by non-affiliates, (iii) the date on which we have issued more than $1.0 billion in
non-convertible debt securities during the previous three years, or (iv) the last day of our fiscal year following the fifth anniversary of the date
of the completion of this offering.

Quantitative and Qualitative Disclosures About Market Risk
Interest Rate Sensitivity

We are exposed to market risk related to changes in interest rates. We had cash, cash equivalents and marketable securities of $212.8
million as of June 30, 2017, which consisted primarily of money market funds and marketable securities, largely composed of investment
grade, short to intermediate term fixed income securities.

The primary objective of our investment activities is to preserve capital to fund our operations. We also seek to maximize income from
our investments without assuming significant risk. To achieve our objectives, we maintain a portfolio of investments in a variety of securities
of high credit quality and short-term duration, according to our board-approved investment charter.

Our investments are subject to interest rate risk and could fall in value if market interest rates increase. A hypothetical 10% relative
change in interest rates during any of the periods presented would not have had a material impact on our consolidated financial statements.

Foreign Currency Sensitivity

The majority of our transactions occur in U.S. dollars. However, we do have certain transactions that are denominated in currencies
other than the U.S. dollar, primarily the Euro, and we therefore are subject to foreign exchange risk. The fluctuation in the value of the U.S.
dollar against the Euro affects the reported amounts of expenses, assets and liabilities associated with a limited number of preclinical
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and clinical activities. We do not currently engage in any hedging activity to reduce our potential exposure to currency fluctuations, although
we may choose to do so in the future. A hypothetical 10% change in foreign exchange rates during any of the periods presented would not
have had a material impact on our consolidated financial statements.

Recent Accounting Pronouncements

In May 2014, the Financial Accounting Standards Board issued Accounting Standards Update, or ASU, No. 2014-09, Revenue from
Contracts with Customers (Topic 606), and further updated through ASU 2016-12, which amends the existing accounting standards for
revenue recognition. ASU 2014-09 is based on principles that govern the recognition of revenue at an amount to which an entity expects to
be entitled when products are transferred to customers. This guidance is effective for annual reporting periods, and interim periods within
those years, beginning after December 15, 2017, for public entities and no later than for annual reporting periods beginning after
December 15, 2018, for non—public entities. The new revenue standard may be applied retrospectively to each prior period presented or
retrospectively with the cumulative effect recognized as of the date of adoption. While we continue to assess all potential impacts under ASU
2014-09, we do not believe adopting the new revenue recognition standard will materially impact the consolidated financial statements as we
have not yet generated revenue.

In February 2016, the FASB issued ASU No. 2016-02, Leases (Topic 842), which supersedes the guidance in former ASC 840, Leases.
The new standard requires lessees to apply a dual approach, classifying leases as either finance or operating leases based on the principle
of whether or not the lease is effectively a financed purchase by the lessee. This classification will determine whether lease expense is
recognized based on an effective interest method or on a straight-line basis over the term of the lease. A lessee is also required to record a
right-of-use asset and a lease liability for all leases with a term of greater than 12 months regardless of their classification. Leases with a term
of 12 months or less will be accounted for similar to existing guidance for operating leases today. The standard is effective for interim and
annual periods beginning after December 15, 2019, with early adoption permitted. The ASU is expected to impact our consolidated financial
statements as we have certain operating lease arrangements for which we are the lessee. We are currently in the process of evaluating the
impact the adoption of ASU 2016-02 will have on our consolidated financial position or results of operations. We expect that the adoption of
this standard will result in the recognition of an asset for the right to use the leased facility on our consolidated balance sheet, as well as the
recognition of a liability for the lease payments remaining on the lease. While the consolidated balance sheet presentation is expected to
change, we do not expect a material change to our consolidated statement of operations.

In November 2016, the FASB issued ASU 2016-18, Statement of Cash Flows (Topic 230): Restricted Cash. The purpose of Update
No. 2016-18 is to clarify guidance and presentation related to restricted cash in the statement of cash flows. The amendment requires
beginning-of-period and end-of-period total amounts shown on the statement of cash flows to include cash and cash equivalents as well as
restricted cash and restricted cash equivalents. The update is effective for fiscal years beginning after December 15, 2017, including interim
reporting periods within those fiscal years. Early adoption is permitted. We are currently evaluating the impact of adopting this standard on
the consolidated financial statements and disclosures, but do not expect it to be material.
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In May 2017, the FASB issued ASU 2017-09, Compensation—Stock Compensation (Topic 718): Scope of Maodification Accounting,
which clarifies when to account for a change to the terms or conditions of a share-based payment award as a modification. Under the new
guidance, modification accounting is required only if the fair value, the vesting conditions, or the classification of the award (as equity or
liability) changes as a result of the change in terms or conditions. It is effective for annual and interim periods beginning after December 15,
2017. Early adoption is permitted. We are currently evaluating the impact of adopting this standard on our consolidated financial statements
and disclosures, but we do not expect it to have a significant impact.
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FOUNDERS’ VISION

We have embarked on a deeply personal journey to conquer neurodegenerative diseases. Collectively, these diseases represent one
of the most significant medical challenges facing us today, impacting millions of people including our own families and friends. We are
passionately dedicated to understanding these diseases. Our goal is nothing short of defeating neurodegeneration by harnessing the power
of modern science and technology to discover and develop medicines that meaningfully improve the lives of patients and their families.

This is a formidable challenge and opportunity. Defeating degeneration — to us — is akin to summiting the tallest mountains. Hence the
name Denali. For the longest time, mankind was unable to summit the highest peaks. But when the time was right, bold mountaineers
succeeded, enabled by technological progress and a better understanding of the elements. We believe that the same is possible in
neurodegeneration today.

We are well aware that we are taking on a major challenge, yet we believe that success is within our reach. Recent genetic insights,
better diagnostic tools and the ability to engineer medicines to cross the blood-brain barrier are crucial components in defeating
degeneration. We have contributed to and experienced firsthand the advances that are made possible by following breakthrough science.
We believe that the field of neurodegeneration is now at the inflection point where oncology was years ago when genetic discoveries
revealed biological pathways responsible for cancer growth that resulted in powerful drug targets, and biomarkers enabled the diagnosis and
selection of patients for targeted treatment approaches. Similar success is within reach in neurodegeneration.

Just like the mountaineers who set out to conquer the highest peaks, it takes a courageous team with a singular focus and unrelenting
persistence to succeed. At Denali, we have assembled an outstanding team of driven and passionate scientists and drug developers, and a
powerful network of collaborators in academia and industry.

The science is breaking open, and the time is right to discover and develop effective medicines for neurodegeneration. Every day
matters. To patients, to their families and to society at large. We invite you to join us on our journey to the summit.

Ryan Watts, Ph.D. Alexander Schuth, M.D. Marc Tessier-Lavigne, Ph.D.
CEO and Co-Founder COO and Co-Founder Director and Co-Founder
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BUSINESS

Overview and Strategy
We discover and develop therapeutics to defeat degeneration.

Neurodegeneration represents one of the most significant unmet medical needs of our time, with few effective therapeutic options
available for patients with Alzheimer’s disease, Parkinson’s disease, amyotrophic lateral sclerosis, or ALS, and other neurodegenerative
diseases. The disease burden is massive.

We believe the time is right to make a focused and ambitious effort to defeat neurodegeneration. We believe that we can succeed in a
field that has seen limited success in the past. Why? In short, because of our team of passionately dedicated scientists and drug developers,
our scientific strategy and engineering technology, and our focused yet diversified portfolio approach. We are unique in developing a broad
therapeutic portfolio for neurodegenerative diseases with biomarker driven, targeted therapeutics enabled by our proprietary brain delivery
technology.

Historical challenges in developing effective therapeutics for patients with neurodegenative diseases included a scarcity of therapeutic
targets due to a limited understanding of disease biology, insufficient uptake of therapeutics into the brain because of the blood-brain barrier,
or BBB, and few available biomarkers for target engagement, diagnosis, patient selection and tracking disease progression. In recent years,
however, significant progress in each of these areas has been made, greatly increasing the odds of developing effective therapeutics for
neurodegenerative diseases.

Our strategy is guided by three overarching principles. We believe that the application of these principles will significantly increase the
probability of success and will accelerate the timing to bring effective therapeutics to patients with neurodegenerative diseases:

We use recent advances in understanding human genetics and cell biclogy in
neurodegeneration to select our therapeutic targets, disease pathways and
biomarkers. We focus on the degenogenes, which are genes that when mutated
cause, or are majar risk factors for, neurodegenerative diseases. These
degenogenes directly point to important disease pathways, and we have initially
selected three such pathways for which we have built significant scientific expertise:
lysosomal function, glial biology and cellular homeostasis.

Genetic Pathway
Potential

We engineer our product candidates to cross the blood-brain barrier and act directly
in the brain. This engineering is designed to enable optimal concentration of a
therapeutic in the brain in order to improve therapeutic target engagement. For large
molecule product candidates, such as antibodies and enzymes, we have engineered
a proprietary BBE platform technology. For small molecule product candidates,
which are synthetically created therapeutics, we design and test appropriate
molecular architectures to optimize their exposure in the brain,

Engineering
Brain Delivery

We discover, develop and utilize biomarkers to select the right patient population and
demonstrate target engagement, pathway engagement and impact on disease
progression of our product candidates. These biomarkers can be used as endpoints of
efficacy in early clinical trials, with the goal of accelerating clinical development
timelines. In addition, each of our therapeutic programs includes a patient selection
strategy using biomarkers to identify and segment patients in order to increase the
likelihood of success.

Biomarker-Driven
Development
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Our total portfolio currently consists of eleven programs. To prioritize the allocation of our resources, we designate certain programs as
core programs and others as seed programs, and we currently have six core programs and five seed programs. Our core programs are at
various stages of clinical and preclinical development, and we believe that each of these programs has the potential to result in either first-in-
class or best-in-class products for neurodegenerative diseases. We actively pursue combination therapies using bi-specific BBB platform
technology.

In building and developing our portfolio, we are guided by the principles outlined above, which means that the therapeutic target or
pathway for each program is genetically linked to neurodegenerative disease, our product candidates are being engineered to optimize brain
delivery, and the clinical development plan will be enabled by biomarkers. We rigorously follow the science and employ the therapeutic
modality that we believe is best suited to modulate the target pathway. Our product candidates currently include small molecules, antibodies
and enzymes and may expand to include other modalities in the future.

To increase the probability of success, we make parallel investments in several product candidates and back-up candidates, and plan
to advance only those candidates that show strong preclinical and early clinical data to the later stages of clinical development. We
constantly strive to replenish, grow and optimize our portfolio through in-house discovery and external business development activities, in
each case enabled by our strong internal research and development expertise and capabilities.

By developing a broad portfolio of product candidates, we can continuously apply learnings and tools across programs and leverage
economies of scale in our research and development organization. Our target indications include diseases with large patient populations,
such as Alzheimer’s disease, as well as orphan indications, such as mucopolysaccharidosis type I, or MPS I, and ALS. We aim to increase
the probability of success and accelerate clinical development timelines by using biomarkers and other tools to demonstrate an impact on
relevant disease biology for proof of concept in early clinical trials.

We have development and commercialization rights to all of our core programs, and we have a broad patent portfolio supporting our
core programs.

The following table summarizes key information about our core programs:

Program Target Drug Candidate  Therapeutic Modality  Disease Indication Praclinical Developmant Chinical Developmaent
|
INL2T1 5 Moiacy Famkinson's dsaa Phase 1
LRRKZ
DHLAS1 Senall Mol Parkingan's ¢ 15 IMD-Enabding
Alpha-Synuciein ATV :a5yn Arvibody Parkinson's dizeass, OLB, MSA, Preclinical
Wuronate Z-sulatase  ETV:IDE Erzyme MPS 1l nier Syndrome Fraclinical
RIPK1 INLTAT Srmal Moleculs Alrheimer's dissass, ALS IND-Enabling
TREM2 AT TREMS Alzhmimes's dregns Preclinical
BACE1 ITAL ATV HACENTau Aoy Alzhaime =12 B Praclinical

ATV: Antibody Transport Vehicle; ETV: Enzyme Transport Vehicle; DLB: Dementia with Lewy Bodies; MSA: Multiple System Atrophy; MPS II: Mucopolysaccharidosis Type I;
ALS: Amyotrophic Lateral Sclerosis
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Delivering therapeutics across the BBB has been a major obstacle to successful drug development in neurodegeneration, and is critical
to enabling effective treatments. Protein therapeutics, such as antibodies, have revolutionized the treatment of many diseases, but this class
of medicines does not effectively cross the BBB and, therefore, currently has very limited therapeutic application to the treatment of
neurodegenerative diseases. To address this limitation, we have developed a proprietary BBB platform technology designed to deliver large
molecules across the BBB. We are currently optimizing and broadening this platform technology.

Our Antibody Transport Vehicle, or ATV, and Enzyme Transport Vehicle, or ETV, platforms are modular BBB delivery technologies for
large molecule therapeutics, including antibodies, enzyme and other proteins. These platforms are designed to engage specific BBB
transport receptors, which are ubiquitously expressed in the brain capillaries and facilitate transport of proteins into the brain. In an animal
model, an antibody engineered with our ATV technology has demonstrated over 20-fold greater brain penetration than a control antibody not
enabled by this technology. This improvement in brain exposure may enable therapeutically relevant concentrations of our ATV antibody
product candidates in the brain, making them potentially superior to traditional monoclonal antibody therapeutics. We are currently
developing several product candidates for multiple programs to advance to Investigational New Drug, or IND, enabling studies in preparation
for human clinical trials. We plan to have multiple product candidates that utilize our ATV or ETV platforms enter clinical development in 2019
and 2020, including molecules targeting alpha-synuclein, or aSyn; iduronate 2-sulfatase, or IDS; triggering receptor expressed in myeloid
cells 2, or TREMZ2; beta-secretase 1, or BACE1; and Tau.

We also follow a rigorous approach to designing small molecules to cross the BBB. DNL201 and DNL151, our small molecule inhibitors
of leucine-rich repeat kinase 2, or LRRK2, have been specifically designed to cross the BBB. LRRK2 is a degenogene that regulates
lysosomal function, and mutations in LRRK2 are one of the most commonly known genetic causes of Parkinson’s disease. DNL747 is a small
molecule inhibitor of receptor interacting serine/threonine protein kinase 1, or RIPK1, that is designed to cross the BBB. RIPK1 is a regulator
of microglial homeostasis and increased RIPK1 kinase activity drives neuroinflammation and cell necroptosis in immune cells and in the
brain. RIPK1 inhibition in preclinical models has been shown to have beneficial effects in both Alzheimer’s disease and ALS.

We have assembled a team with a deep set of scientific, clinical, business and leadership capabilities in biotechnology, and specifically
in neurodegenerative diseases, who worked together at Genentech for many years prior to the founding of Denali. Our Co-Founder and Chief
Executive Officer, Ryan J. Watts, Ph.D., is a world-leading drug developer and neuroscientist, with particular expertise in BBB therapeutic
delivery. Dr. Watts most recently led the neuroscience research team at Genentech and has led multiple discovery teams, including programs
in Alzheimer’s disease, Parkinson’s disease and ALS. Our Co-Founder and Chief Operating Officer, Alexander O. Schuth, M.D., MBA, held
various operational and leadership roles at Genentech for nearly ten years, including leading the partnering groups for neuroscience as well
as technology innovation and diagnostics. Dr. Schuth has led more than 35 partnering transactions and a clinical stage development
program. Our Co-Founder and director, Marc Tessier-Lavigne, Ph.D., is a world-leading neuroscientist, was formerly Chief Scientific Officer at
Genentech and serves as President of Stanford University. Carole Ho, M.D., our Chief Medical Officer, brings over a decade of clinical
development experience, most recently as Vice President, Non-Oncology Early Clinical Development at Genentech. Dr. Ho has overseen or
contributed to more than ten IND filings and three drug approvals. Our Chief Financial Officer, Steve E. Krognes, MBA, brings over two
decades of operational and corporate finance experience, most recently serving six years as Chief Financial Officer and member of the
Executive Committee at Genentech. Mr. Krognes has led more than 40 strategic deals and led or contributed to several capital raising
transactions.
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Our leadership team is joined by about 120 employees, approximately two-thirds of whom hold Ph.D. or M.D. degrees. Together, they
bring expertise across relevant disciplines, including neuroscience, BBB biology, genetics, oncology, immunology, translational science,
antibody engineering, chemistry and biomarker development. Our development leadership team members have, collectively, led and
contributed to more than 120 IND and clinical trial application, or CTA, filings. Our board of directors is comprised of several leaders from
both academia and industry. Our directors include Vicki Sato, Ph.D. (Chair), retired Professor of Management at Harvard Business School,
Doug Cole, M.D., Managing Director of Flagship Pioneering, Jay Flatley, Executive Chairman and retired Chief Executive Officer of lllumina,
Robert T. Nelsen, co-founder and Managing Director of ARCH Venture Partners and David Schenkein, M.D., Chief Executive Officer of Agios
Pharmaceuticals. Our directors collectively bring deep scientific knowledge and relevant industry experience.

Licenses and collaborations are central components of our strategy to build and advance our pipeline of product candidates. We have
entered into arrangements with biopharmaceutical companies such as Genentech and F-star, patient-focused data companies such as
23andMe and Patients Like Me, numerous leading academic institutions such as Harvard University, Massachusetts General Hospital,
Washington University in St. Louis, the University of California, San Diego and Vlaams Instituut voor Biotechnologie and foundations such as
the Michael J. Fox Foundation to gain access to new product candidates, enable and accelerate the development of our existing programs
and deepen our scientific understanding of certain areas of biology. We believe that accessing external innovation is important to our success
and we plan to remain active in accessing external innovation through business development activities. Our goal is to be the most attractive
partner for academic groups and companies in the field of neurodegeneration based on our singular focus, broad capabilities and ability to
execute with scientific rigor and speed.

Our Approach to Defeating Neurodegeneration
Disease Overview

Neurodegenerative diseases are a collection of conditions defined by progressive nervous system dysfunction, degeneration and/or
death of neurons causing cognitive decline, functional impairment and eventually death. Neurodegeneration represents one of the most
significant unmet medical needs of our time, with an aging population and lack of effective therapeutic options yielding a rapidly growing
patient population. The two most common neurodegenerative diseases are Alzheimer’s disease, representing an estimated 60% to 70% of
all dementias according to the World Health Organization, and Parkinson’s disease. In the United States, 5.5 million people suffer from
Alzheimer’s disease, as many as one million people suffer from Parkinson’s disease (with 60,000 new patients being diagnosed each year),
and more than 20,000 patients suffer from ALS, according to estimates from the Alzheimer’s Association, the Parkinson’s Disease
Foundation, and the ALS Association, respectively.

The cost to society from neurodegenerative disease is massive. The direct costs to American society of caring for those with
Alzheimer’s disease and other dementias will total an estimated $259 billion in 2017, and is projected to increase to $1.1 trillion by 2050,
according to the Alzheimer’s Association. In the United States, the total cost of care to patients suffering from Alzheimer’s disease and other
dementias far exceeds that of many other diseases, including cancer.

Genetic Pathway Potential

Advances in our understanding of the genetics, pathology and cell biology underlying chronic neurodegenerative diseases have
identified pathways that trigger and/or contribute to disease onset and progression. Of particular importance is the progress in genetic
sequencing where the dramatic reduction in the cost of DNA sequencing has recently led to the discovery of numerous genetic mutations
that have been linked to neurodegeneration (Figure 1).
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Figure 1: The number of associated genetic mutations linked to Alzheimer’s disease, Parkinson’s disease and ALS from 1991 to 2017. For genome-wide association
studies, disease genes were selected based on genome-wide significance (p<5x10-8). Rare disease-causing and/or high penetrance mutations were included based
on a p value of 1x107-7 and replication in an independent cohort.

Human Genetics: Degenogenes

Prior to 2007, only a limited number of genetic mutations linked to Alzheimer’s disease, Parkinson’s disease and ALS had been
identified. Since 2007, the number of genetic associations discovered in neurodegenerative diseases has grown rapidly, with more than 100
genes associated with these three neurodegenerative diseases collectively. The degenogenes directly point to important disease pathways
that are disrupted in neurodegeneration, and are our scientific foundation for identifying and pursuing promising targets for drug
development. We have chosen to initially focus on three such pathways: lysosomal function, glial biology and cellular homeostasis.
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Disease Pathways
Lysosomal Function

The lysosomal system, the disposal and recycling compartment of the cell, is involved in the digestion and processing of proteins and
lipids in brain cells. Dysfunction of the lysosomal system is associated with several neurodegenerative diseases, including Parkinson’s
disease and neurodegeneration in the context of lysosomal storage diseases, or LSDs. Degenogenes linked to lysosomal function include
LRRK2, aSyn, and lysosomal enzymes, including IDS, and glucocerebrosidase, or GBA. Most LSDs result in rapid and aggressive
neurodegeneration. We believe therapeutics designed to correct lysosomal dysfunction are a promising approach to broadly treat
neurodegeneration.

Glial Biology

The human brain contains several types of glial cells, which are critical to healthy brain function. Specifically, microglial cells act as the
resident immune system in the brain. It has been recently discovered that degenogenes implicate immune dysfunction in the brains of
patients with Alzheimer’s disease and other neurodegenerative diseases. These genes include TREM2 and numerous other genes that are
highly expressed in inflamed microglia. We believe the impact of immune modulation in neurodegeneration is a promising approach to
treating disease. Genetic and pathological data suggest
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that reversing defects in glial biology may significantly delay or halt the progression of some neurodegenerative diseases, such as
Alzheimer’s disease and ALS. Specifically, we and others have recently discovered that RIPK1, a kinase downstream of the TNF receptor
pathway, a highly validated biologic target in human disease, is overactive in inflamed microglia and several other cells in the brain. Blocking
RIPK1 may reverse the hyper-inflamed nature of glia and restore normal function. Improving glial function and modulating the resident
immune system in the brain represents a potentially attractive therapeutic strategy.

Cellular Homeostasis

Many degenogenes directly alter the homeostatic balance of brain cells. Specifically, defects in protein, RNA or metabolic homeostasis
lead to the death of neurons and dysfunction of the nervous system. This includes spreading of protein aggregates resulting in proteinopathy
in Alzheimer’s and Parkinson’s diseases, and the aggregation of RNA binding proteins disrupting cellular stress response in Alzheimer’s
disease and ALS. The clearance of macromolecules in the brain is particularly susceptible to imbalances that result in aggregation and
degeneration in nerve cells. For example, Alzheimer’s disease pathology is characterized by the presence of amyloid plaques and
neurofibrillary tangles. Our approach is to create a bispecific antibody that targets both BACE1 and Tau, key proteins in the production of
amyloid plaques and neurofibrillary tangles, which we believe will not only target both of these pathologies, but also has the potential for
synergistic activity, restoring protein homeostasis with regards to the two most common Alzheimer’s disease pathologies. We believe that
therapies that correct defects in cellular homeostasis have the potential to halt or delay neurodegenerative disease progression.

Engineering Brain Delivery
The Blood-Brain Barrier Challenge

The human brain contains roughly 400 miles of blood vessels. These blood vessels are lined by a BBB that separates the brain from
the blood and allows the transfer of nutrients and waste while protecting the brain from toxins. Entry of most small molecule drugs to the
brain is restricted by efflux pumps on the BBB. The tight junctions of the BBB also prevent most proteins in the blood from reaching the brain,
including therapeutic antibodies and enzymes. The concentration of most antibodies in the brain is only 0.1% of their concentration in blood
plasma, and such restricted access to the brain has traditionally limited the efficacy of antibody therapeutics for neurodegenerative diseases
(Figure 2).
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Figure 2. Schematic of the BBB. The specialized vessels of the brain represent a significant barrier of both small and large molecule therapeutics. Tight junctions
between endothelial cells prevent the diffusion of large molecules while most small molecules are kept out of the brain by an efflux pump.

The protective nature of the BBB limits the passive uptake of small molecule and large molecule therapeutics in the brain. We believe

that this is one of the major reasons for the low success rates of clinical trials in neurodegenerative diseases to date. Engineering brain
delivery of product candidates is critical to our success in developing effective therapeutics for patients with neurodegenerative diseases. Our

product candidates are engineered to reach their intended targets in the brain at exposure levels that will provide a therapeutic effect, while
having an acceptable safety profile. We do not plan to bring a product candidate into late-stage clinical testing unless it has shown sufficient

brain concentration and target engagement in the brain in preclinical models and early-stage clinical trials.

Engineering Large Molecule Brain Delivery
For large molecules, including therapeutic antibodies and enzymes, we are developing proprietary platform technologies to actively
transport these molecules across the BBB through receptor-mediated transcytosis, or RMT. RMT through the BBB is the process by which
macromolecules in the blood bind to receptors on the endothelial cells that make up the BBB and are actively transported and released into
the brain. Our large molecule Transport Vehicle, or TV, platform technology engineers BBB receptor binding into an Fc domain (Figure 3). We
have selected transferrin receptor, or TfR, which is a highly-expressed BBB receptor that we believe has the ability to substantially improve
brain uptake of therapeutic molecules. This construct can be integrated and fused to therapeutic molecules as described below, without

disrupting the binding of transferrin to TfR.
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Figure 3. Schematic of receptor-mediated transport of ATV at BBB. ATV molecules engage TfR on the blood vessel wall in the brain. Once bound, ATV is brought
into vesicles that are transported across the endothelial cell by RMT and released into the brain, thus substantially increasing antibody concentrations in brain.

Antibody Transport Vehicle

Our ATV platform technology utilizes the BBB receptor binding Fc domain to engineer bispecific and bivalent antibodies with improved
brain delivery (Figure 4). This enables targeting of two pathologies for a given brain indication with a single therapeutic agent. This is

potentially a significant advantage in treating diseases like Alzheimer’s disease, where multiple pathologies are known to contribute to
disease progression.
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Figure 4. Schematic of receptor-mediated transport of ATV at the BBB. ATV molecules engage TfR on the blood vessel wall in the brain. Once bound, ATV is brought
into vesicles that are transcytosed across the endothelial cell and released into the brain, thus substantially increasing antibody concentrations in brain. ATV
binding to TfR does not disrupt the binding of transferrin to TfR.
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We have achieved in vivo proof of concept for the ATV platform in mice whose genomes have been engineered to include a portion of
the human TfR gene at a specific location, or human TfR knock-in mice. In this human TfR knock-in-mouse model, our preclinical studies
have demonstrated over 20-fold increased antibody uptake in the brain, compared to a control antibody (Figure 5). This is equivalent to
increasing antibody brain concentration from 0.1% to approximately 2%. As a result of a dramatic improvement in brain antibody uptake with
the ATV, we observed a robust brain pharmacodynamic, or PD, response, as measured by reduction in brain amyloid-beta levels, which is
one of the key pathologies in Alzheimer’s disease. These data demonstrate that the brain concentrations achieved with the ATV platform are
in excess of levels needed to mediate a therapeutic response. Without the ATV, the control antibody was unable to have a desired PD effect

in the brain (Figure 5).
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Figure 5: ATV therapeutics achieve robust brain uptake and pharmacodynamic activity in human TfR knock-in mice. Mice were injected with anti-BACE1 or
ATV:BACE1, which were allowed to circulate for 24 hours. Brain antibody concentrations were compared between anti-BACE1 (1.2nM) and ATV:BACE1 (38.6nM).
Reduction of brain Abeta levels for ATV:BACE1 (57%) as compared to anti-BACE1 (no reduction).

Enzyme Transport Vehicle

Our ETV platform utilizes the same approach as our ATV platform to deliver enzymes across the BBB. One potential application of this
technology is the neurological component of LSDs. The ETV platform technology is an Fc-enzyme fusion in which the TfR binding is
engineered into the Fc domain (Figure 6). The high modularity of the platform make it uniquely well suited for delivery of enzymes across the
BBB. The ETV enables different fusion formats with one or two enzymes. The characteristics of the ETV platform are also applicable to
proteins and peptides that may be fused to the platform for other indications.
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Figure 6: Engineering Brain Delivery using the ETV platforms. The ETV platform technology contains BBB receptor (TfR) binding in the Fc domain (A) fused to an
enzyme (B) to enable transport of enzymes into the brain through TfR-mediated transcytosis (C).

Platform Technology Development and Applications

We are advancing our ATV and ETV platforms through further preclinical studies in mice and non-human primates. We plan to
commence IND-enabling studies with multiple preclinical product candidates in 2018 and initiate clinical trials in 2019. We are also combining
our proprietary human TfR knock-in-mice model with other disease-specific animal models in order to more precisely assess our ATV
constructs in relevant diseases. We expect that this will give us the ability to perform PK/PD and efficacy studies in a single model without the

need for surrogate molecules and to quantitatively demonstrate the advantages of antibodies and proteins delivered using our ATV platform
technology.

To enable our development of our BBB platform technology, we have entered into a strategic licensing and collaboration agreement
with F-star. This collaboration gives us the ability to obtain exclusive access to an intellectual property portfolio covering engineering of the Fc
region of antibodies for use with specific targets, such as the TfR. The collaboration enhances our own protein engineering capabilities by
leveraging F-star’s more than 10 years of experience in this area. Our collaboration is focused on TfR binding with the option to expand the
collaboration to develop two additional BBB receptor targets.

We believe that our ATV and ETV platforms are also broadly applicable beyond neurodegeneration and LSDs to improve delivery of
antibodies to treat other brain diseases, including cancer. We currently are not pursuing these additional indications, but in the future, we may
opportunistically pursue such indications independently or with partners.

Engineering Small Molecule Brain Delivery

We are focused on engineering small molecule therapeutics that achieve exposure levels in the brain sufficient to bind to protein targets
and drive a therapeutic effect. An efficacious small-molecule medicine for brain diseases must be readily absorbed from the gut into the
blood and penetrate the BBB while avoiding transporter-mediated efflux (Figure 7). It has been estimated that approximately 98% of small
molecule drugs do not cross the BBB.
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Figure 7: Generation of brain penetrant small molecules. The molecular properties compatible with CNS drugs are significantly more restricted than those generally
used to design small molecule drugs, including tight restrictions on molecular weight and total polar surface area (A). This figure is not to scale. An example of how
molecular properties influence brain penetration is shown in (B), where our lead RIPK1 inhibitor DNL747 displays a brain to blood ratio of ~0.8 while a benchmark
periphery-restricted RIPK1 inhibitor displays a ratio of ~0.05.

Our small molecule drug discovery scientists have many years of experience designing small molecules for brain diseases, including
DNL151, one of our lead LRRK2 inhibitors, and DNL747, our lead RIPK1 inhibitor, both of which have demonstrated strong brain exposure
and confirmed target engagement in preclinical studies.

Biomarker-Driven Development

Translational science is the process of gathering and interpreting data obtained from cellular and animal models to inform the design
and expected clinical outcome of future patient studies. In the field of neurodegeneration, this has been particularly difficult due to a lack of
validated biomarkers and predictive animal models to confirm drug exposure and target engagement in brain tissue, as well as clinical
disease progression and response. Historically, many programs have advanced into late-stage clinical trials prior to demonstrating a relevant
biologic response.

We seek to increase the chances of success in early-stage patient clinical trials by defining biomarker goals at every phase of
development, including prior to the filing of an IND. As molecules transition from the discovery phase to early clinical development, we focus
on refining our understanding of the relationship between the PK/PD response and modulation of target biology using target engagement and
other relevant biomarkers. This integrated approach allows for the design of rigorous and informative pharmacology experiments.

With this approach, we are seeking to make drug development more cost efficient by attempting to minimize avoidable errors in dose
selection and study design that are impactful and costly in Phase 2 and Phase 3 clinical studies. In addition, we strive to develop for each of
our programs a patient selection strategy guided by a genetic rationale and understanding of target biology.

Approach to Target Engagement and Dose Selection

As part of our strategy, we are using available reagents as well as developing proprietary reagents and assays to create biomarkers for
each of our core programs. These biomarkers, which are relevant for both animal models and human trials, are critical for patient selection,
measuring target engagement, supporting does selection and enabling decisions on progression of product candidates
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to the next phase of development. Because potential targets of interest are in the brain, it is important to develop reagents that can assay
specific biomarkers not only in the blood but also in the cerebral spinal fluid, or CSF, and the brain. By enabling biomarkers that are present
in both animal models and humans, we are able to create a clinical strategy whereby measurements of exposure and target engagement in
animals allows for better clinical translation and PK/PD modeling for human trials.

An example of this approach is reflected in our LRRK2 program. We developed a proprietary assay of LRRK2 kinase activity that
measures phosphorylation of LRRK2 at Serine 935, or pS935. In a preclinical rat model, we have demonstrated that, following a single dose
of a brain penetrant LRRK2 kinase inhibitor, there is a dose dependent reduction of LRRK2 kinase activity observed in the brain that is
reflected in LRRK2 kinase inhibition in peripheral blood mononuclear cells, or PBMCs. Experiments such as this establish a relationship
between peripheral (e.g. blood) and central (e.g. brain) target engagement, enabling the prediction of central target engagement in humans
with measurements of blood and CSF drug exposure in conjunction with a peripheral assay for LRRK2 kinase activity.

Development of blood based assays potentially enables an assessment of target engagement in the clinic as early as first-in-human
Phase 1 trials in healthy volunteer subjects. We have developed human assays using healthy control blood samples to assess performance
of clinical candidates and continuously refine the reliability and quantitative rigor of our target engagement assays. After development of
prototype assays, high sensitivity, high throughput, and quantitative platform based assays are developed for clinical use.

In the design of our Phase 1 trials, we plan to integrate our target engagement biomarker data with PK analysis from both the plasma
and CSF to determine the relationship between dose, time and drug response. We develop an integrated exposure response model that
enables tailoring of the dose selection for future patient studies. This model relies on the quantitative pharmacodynamic biomarkers
assessment enabled by the development and refinement of reliable assays, described above. We plan to progress product candidates that
show robust target engagement at safe and well-tolerated doses in early clinical development into our proof-of-concept trials.

We have identified target engagement biomarkers for all six of our core programs. Further, we are developing patient selection
biomarkers for these programs.

Research Target Clinical Target Engagement

Program Target Engagement Biomarker Biomarker Patient Selection Biomarker
LRRK2 <7 v v

Alpha Synuelein v Development Develapment

Iduronate 2-sulfatase w4 v w4

RIPK1 s 4 Develapment

TREM2 v Development Development
BACE1TAU v v v

We plan to leverage the target engagement biomarker data resulting from Phase 1 healthy volunteer studies to determine target
engagement and dose selection in patients. We have invested in
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capabilities to obtain blood samples and other samples from patients with Alzheimer’s disease, Parkinson’s disease, and ALS to improve our
prediction of relevant exposure-response relationships and support the design of future patient clinical trials. The data from these biomarker
assessments via proprietary assays and PK analyses are critical to dose selection in the design of Phase 1b and Phase 2 clinical trials.

Approach to Pathway Engagement and Disease Progression

Our approach to building expertise in pathway biology enables identification of candidate pathway biomarkers that can be assessed in
our clinical studies to understand pathway engagement and may serve as potential endpoints. An example of this approach is outlined in
Figure 8. In this example, development of reagents for fluid biomarkers (for instance, Rabs) as well as imaging biomarkers (for instance,
dopamine transporter imaging, or DAT) are being evaluated.
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Figure 8: Example of strategic approach to biomarker generation for biomarkers of LRRK2 target engagement (i.e., Rab phosphorylation), pathway modulation (i.e.,
lyososmal function) and disease modification (i.e. brain DAT imaging) to build evidence of relevant biologic activity that will impact clinical outcomes.

Approach to Patient Selection

In the past, the diagnosis of neurodegenerative diseases has generally relied on clinical diagnosis, without direct confirmation of
pathology. This approach is inherently prone to errors, including misdiagnosis. The lack of pathology-confirming biomarkers has led to the
enrollment of patients in clinical trials for neurodegenerative diseases who were very unlikely to respond to treatment, including patients who
in fact did not have the disease being studied.

Our focus on degenogenes and the underlying biology of genetic pathways enables a patient selection approach. This approach is
much more precise compared to relying only on a clinical diagnosis. For example, genotyping for LRRK2 patients is a strategy for a
Parkinson’s disease patient selection strategy. Alzheimer’s disease is likely a heterogenous disease with different biology contributing to
common downstream effects, including amyloid deposition in the brain. In Alzheimer’s disease, understanding the biology of patient subsets
defined by APOE4 genetic status as well as inflammatory biomarkers highlighted by Genome Wide Association Studies, provides hypotheses
for development of novel biomarkers that can identify the subset of patients most likely to benefit from a particular therapeutic approach.

By utilizing biomarkers and genetic information, we can better target and select the best patient population for our clinical trials and
product candidates.

Our Portfolio

As described above, our portfolio currently comprises six core programs and five seed programs. In addition, we continually evaluate
additional targets for inclusion as seed programs, while we seek to maintain a rigorous process of prioritization and resource allocation to
maintain an optimal balance
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between aggressively advancing lead programs and ensuring replenishment of the portfolio. We discuss our six core programs in further
detail below.

Lysosomal Function Pathway Programs
LRRK2 Inhibitor Program

The two most advanced product candidates are potent, selective and brain penetrant small molecule LRRK2 inhibitor product
candidates for Parkinson’s disease. DNL201 is currently in a Phase 1 clinical trial and DNL151 has completed IND-enabling preclinical
studies and we plan to file an IND or CTA in the fourth quarter of 2017.

Therapeutic Rationale

Lysosomal dysfunction is a central pathology of Parkinson’s disease. Genetic mutations in several proteins associated with Parkinson’s
disease, including LRRK2, GBA and aSyn, disrupt normal lysosomal function and contribute to the formation of Lewy bodies, which are
intracellular aggregates containing aSyn proteins, and neurodegeneration (Figure 9). LRRK2 regulates lysosomal function by
phosphorylating Rab proteins, which control intracellular lysosomal trafficking (Figure 10). Mutations in the LRRK2 gene that cause
Parkinson’s disease increase both LRRK2 kinase activity and the phosphorylation of Rab proteins. Excessive phosphorylation of Rab
proteins alters Rab localization and disrupts normal lysosomal movement and maturation. Inhibition of LRRK2 kinase activity with a LRRK2
kinase inhibitor reduces Rab phosphorylation and restores normal lysosomal morphology.
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Figure 9: LRRK2 acts in healthy cells to maintain normal lysosomal function. Excessive LRRK2 activation or expression reduces lysosomal function and
contributes to the progression of Parkinson’s disease. Lysosomal dysfunction and Parkinson’s disease can also be caused by high levels of aSyn and by loss of
function of GBA. LRRK2 inhibition can restore normal lysosomal function and reduce toxicity in Parkinson’s disease models.
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Figure 10. Phosphorylated Rabs are a novel marker of LRRK2 activity. Multiple distinct LRRK2 mutations result in elevated phosphorylation of the downstream
marker Rab10 (A), while inhibition of LRRK2 is sufficient to decrease Rab10 phosphorylation (B). * indicates p<0.05.

Inhibition of LRRK2 kinase activity has been shown to be beneficial in several cellular and in vivo models. The most common LRRK2
mutation, G2019S, is a point mutation that results in increased kinase activity, abnormal lysosomal biology and an increased risk of
Parkinson’s disease. LRRK2 G2019S expression in cells from transgenic mice or other cell lines reduces the lysosomal capacity of the cell,
leading to decreased lysosomal function. These defects are dependent on LRRK2 kinase activity, and treatment with DNL201 rescues the
observed lysosomal phenotype (Figure 11). LRRK2 G2019S expression in neurons leads to a similar lysosomal phenotype and also results
in reduced neurite outgrowth, an effect that can be rescued with LRRK2 kinase inhibition.
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Figure 11: Effect of LRRK2 mutations on lysosomes. Cells expressing LRRK2 with the G2019S mutation display clusters of enlarged and dysfunctional lysosomes
that are not present in cells expressing normal (WT) LRRK2. The presence of these abnormal lysosomes can be reversed through treatment with LRRK2 kinase
inhibitors (A). Lysosomes can be visualized via LAMP2 (orange) while DAPI (blue) labels nuclei. A quantification of this experiment is shown in (B). * indicates
p<0.05.

Patients with Parkinson’s disease often have high levels of activated immune cells and inflammatory markers in blood and CSF. LRRK2
is highly expressed in glia and other immune cells, and LRRK2 kinase inhibition or knockout of the LRRK2 gene protects animals in
inflammatory disease models, including rhabdomyolysis kidney injury, exposure to the bacterial toxin lipopolysaccharide, and experimental
autoimmune uveitis. These findings suggest that LRRK2 inhibition may reduce the deleterious inflammatory responses associated with
Parkinson’s disease.

Mutations in the aSyn gene and aSyn overexpression may cause certain forms of familial Parkinson’s disease, and aSyn oligomers are
thought to accelerate neurodegeneration. In vitro and in
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vivo models that employ aSyn oligomers to cause inflammation and cellular and lysosomal dysfunction are commonly used as preclinical
models of Parkinson’s disease. Microglia from mice that do not express LRRK2 absorb and degrade aSyn more effectively than wild-type
mouse microglia. In most cell and mouse aSyn models, reducing LRRK2 kinase activity or expression protects animals from
neurodegeneration and excessive inflammation. These findings provide further support for inhibition of LRRK2 activity as a therapeutic
strategy to treat Parkinson’s disease.

Patient Population

Mutations in the LRRK2 gene are the most frequent cause of familial Parkinson’s disease and, in addition, are present in 1-2% of
patients with sporadic Parkinson’s disease in the United States. In total, we estimate that LRRK2 mutations account for approximately 2% to
3%, or 20,000 to 30,000, of one million total Parkinson’s disease patients in the United States. The most common LRRK2 mutation, G2019S,
is a point mutation that results in increased kinase activity and abnormal lysosomal biology. In addition to G2019S, six other pathogenic
LRRK2 mutations resulting in increased LRRK2 expression or function have been strongly linked to Parkinson’s disease.

While mutations that increase LRRK2 kinase activity provide the most direct link to the therapeutic rationale, other genetic drivers of
Parkinson’s disease, such as mutations in GBA and aSyn, are also associated with lysosomal dysfunction, which may be addressed through
LRRK2 inhibition.

Furthermore, patients with idiopathic Parkinson’s disease, i.e. patients with a clinical diagnosis of Parkinson’s disease without a known
genetic cause, typically also show signs of lysosomal dysfunction. Thus, as lysosomal dysfunction is a central pathology in patients with and
without known genetic drivers of disease, inhibition of LRRK2 may be a therapeutically beneficial approach for all forms of Parkinson’s
disease (Figure 12).
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Figure 12: Target Parkinson’s disease patient populations for LRRK2 inhibitor. (Figure not to scale)
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Pharmacological Properties and Brain Exposure

We have a broad portfolio of potent, selective and brain penetrant LRRK2 inhibitors with attractive pharmacological properties. Our lead
product candidates, DNL201 and DNL151, are selective, orally available, brain-penetrant, reversible small molecule inhibitors of LRRK2. The
pharmacology of both product candidates has been investigated in a broad range of biochemical and cell-based in vitro assays, and both
product candidates have been shown to inhibit LRRK2 activity with low nanomolar potency in human blood cells.

We have completed extensive preclinical PK and PK/PD evaluations of DNL201 and DNL151. Based on these data and preclinical
modeling of clearance, the expected human half-life is compatible with BID (twice daily) dosing and QD (once daily) dosing for DNL201 and
DNL151, respectively. Comparable unbound plasma and CSF exposures were observed in rodents and monkey, demonstrating that the
compounds are brain penetrant and can achieve meaningful and sustained brain exposures as shown in a representative dataset for
DNL201 (Figure 13). PD was characterized using a marker of LRRK2 kinase activity, phosphorylation of LRRK2 kinase at Serine 935, or
pS935. Inhibition of pS935 in PBMCs is comparable to inhibition of pS935 in the brain after 28 days of dosing of DNL201 in monkey,
demonstrating that peripheral blood inhibition of pS935 can be used to predict inhibition of pS935 in the brain. In toxicology studies in rodent
and monkey, administration of DNL151 and DNL201 consistently resulted in dose-dependent inhibition of LRRK2 activity in peripheral tissues

and in brain as measured by a reduction of pS935 LRRK2 levels.
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Figure 13. Exposure of DNL201 in monkey CSF and plasma (unbound) and activity of DNL201 in brain and PBMCs. DNL201 concentrations in monkey plasma
(unbound) and CSF following intravenous administration of DNL201 demonstrate comparable plasma unbound and CSF exposures (A). Comparable pS935
inhibition in PBMCs and brain is observed in monkey 24 hours after the last dose is given (B).

The preclinical safety profiles of DNL201 and DNL151 have been characterized in a comprehensive battery of non-GLP and GLP safety
pharmacology and single dose and repeat dose in vivo toxicology evaluations in rat and monkey. These PK, PK/PD and preclinical safety
data indicate that both molecules can achieve significant levels of inhibition of LRRK2 kinase activity in the brain at dose levels that can be

evaluated in clinical trials.

The definitive 28-day GLP toxicity studies for both DNL201 and DNL151 were conducted in monkey and rat. For these studies, the
monkey was selected as the non-rodent species in order to fully characterize previously reported data showing that multiple structurally
distinct LRRK2 inhibitors cause pharmacologically-driven lung histology changes. A target-related kidney finding has also been previously
reported in rodents dosed with LRRK2 inhibitors and in rodent transgenic models. These
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findings consist of accumulation of lipid membranes of lysosomal organelles (lamellar bodies) in cells in the lung and vacuolization (droplets)
in the kidney, also a lysosomal phenotype. In summary, these histologic changes related to loss of function or inhibition of LRRK2 kinase did
not impact life span in these animal models or have obvious functional effects. Mice that lack LRRK2 protein (LRRK2 knockout mice) live a
normal life span with no obvious pulmonary or renal function abnormalities despite accumulation of lamellar bodies in the lung and droplets in
the kidney. In a Michael J. Fox Foundation, or MJFF, sponsored study, three distinct LRRK2 kinase inhibitors produced a mild accumulation
of the previously described lamellar bodies in the lung. After 15 days of dosing, there were no functionally significant alterations in any
pulmonary function endpoint examined, including lung diffusion capacity, lung compliance, and forced vital capacity. In addition, after
cessation of dosing, the findings were fully reversible. The conclusion of this MJFF sponsored study was that the morphological changes
observed in the lungs of LRRK2 kinase inhibitor treated monkeys may not prevent the clinical evaluation of the therapeutic potential of
LRRK2 kinase inhibitors in Parkinson’s disease. We have further characterized the cellular effects of LRRK2 kinase inhibitors and believe
that the histological changes seen with LRRK2 inhibition in kidney and lung are due to direct effects on lysosomal morphology that are
related to the therapeutic potential of LRRK2 inhibition in treatment of Parkinson’s disease. In a cellular model of Parkinson’s disease, a
LRRK2 G2019S cell line model, cellular abnormalities due to defects in lysosomal function are characterized by morphologic abnormalities
including a reduced number of lysosomes and abnormally large lysosomes. With inhibition of LRRK2 in this cellular model, the altered
lysosomal morphology can be corrected, and with full inhibition, increased lysosomal number and area is observed with accumulation of
lamellar bodies similar to the changes seen in rodent models lacking LRRK2 function and in monkeys dosed with LRRK2 inhibitors.

In the 28-day GLP toxicity studies for DNL201 in rats and monkeys, no adverse findings were observed at doses with exposure
multiples >9-fold higher than the predicted maximum concentration, or Cmax, at therapeutic dose levels. In both rats and monkeys, findings
were determined to be reversible following a 28-day treatment free period. On-target histological changes of vacuolation in rat kidney and
lamellar body accumulation in monkey lung with DNL201 dosing were observed as expected. In prior pilot toxicity studies for DNL201, which
were designed to define the maximum tolerated dose of DNL201 in rat, severe clinical signs were observed at high doses where the
observed exposure is well in excess of that required for therapeutic efficacy (e.g. Cmax is *20-fold higher than the predicted Cmax at
therapeutic dose levels). These severe clinical signs included labored breathing and severe hypoactivity. Results from an investigative
preclinical cardiovascular study performed by us in rats supports that these severe clinical signs are caused by a monitorable cardiovascular
mechanism characterized by a mild drop in blood pressure and increased heart rate after the first and second dose in all animals studied,
followed by more profound drops in blood pressure associated with severe clinical signs after the third dose in a subset of rats. In this study,
the rats recovered from the clinical signs after cessation of dosing.

Based on these studies, the FDA approved the Phase 1 clinical trial for DNL201, but imposed an exposure cap on the trial (an
exposure cap is considered a partial clinical hold). We are nonetheless able to dose to an exposure that we believe will be sufficient to inhibit
LRRK2 50% on average over the dosing period. We have also implemented routine and frequent assessments of heart rate, blood pressure,
and ECGs in this study to monitor for translatability of the preclinical findings to this clinical study. The U.S. Food and Drug Administration, or
FDA, may re-evaluate the exposure cap for this study, and may potentially raise it, based on the safety and tolerability data generated by the
study as it progresses as well as the data supporting the monitorability of the effects of the study (Figure 14).

For DNL151, in the 28-day GLP toxicity studies, no adverse findings were observed at doses with exposure multiples >11-fold higher
than the predicted Cmax at therapeutic dose levels in both monkey and rat. All findings were determined to be non-adverse and reversible
following a 28-day treatment free period. In pilot toxicity studies severe clinical signs were observed at Cmax * 18 fold and * 49 fold
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above the predicted Cmax at therapeutic dose levels in monkey and rat, respectively. These severe clinical signs include signs consistent
with cardiovascular effects, and signs consistent with effects on the central nervous system, including tremors, pupillary changes, and
decreased activity. Based on the findings, we plan to proactively propose an interim exposure cap based on the severe clinical signs seen in
the most sensitive species (monkey) in the Phase 1 clinical trial protocol. Similar to DNL201, we believe that with the proposed exposure cap
we can achieve exposures that inhibit LRRK2 at least 50% on average over the dosing period. We plan to use the clinical data from this
study, if favorable, to support the revaluation of this proposed initial exposure cap.

Based on our robust biomarker assay capabilities to monitor target engagement and assess the exposures desired to reach our target
engagement goals, the preclinical safety data support that both molecules can achieve significant levels of inhibition of LRRK2 kinase activity
in the brain at dose levels that can be evaluated in clinical studies under the exposure caps.

Biomarker-Driven Development

We are using genetic, biochemical and imaging biomarkers to support evidence of target engagement, pathway engagement of biologic
function relevant to Parkinson’s disease (e.g., lysosomal biology) and effect on dopaminergic neurons as well as patient selection.

We have developed a validated assay that measures pS935 phosphorylation as a marker of LRRK2 kinase activity to demonstrate
target engagement. We are also developing techniques to further investigate the impact of LRRK2 inhibition on lysosomal function or
inflammation in clinical studies, including methods to assess levels of phosphorylated Rab proteins.

Brain imaging techniques have been developed to measure deficits in dopaminergic transmission, which is closely associated with the
decrease of dopaminergic neurons, a hallmark of Parkinson’s disease. These techniques should allow us to monitor the potential beneficial
effect of our LRRK2 product candidates on neurological function.

We are initiating efforts to recruit a targeted patient population with disease causing LRRK2 mutations including G2019S, R1441C,
R1441G, 12020T and Y1699C. These mutations can be easily identified with a blood test.

Development Plan

In June 2017, we initiated a randomized, double-blind, placebo-controlled, single-center Phase 1 clinical trial in healthy young and
healthy elderly subjects for DNL201 (Figure 14). The study aims to investigate the safety and tolerability of single and multiple oral doses of
DNL201 and characterize the PK and PD of DNL201 in plasma and CSF. Target engagement is being assessed in blood (PBMCs) using the
pS935 biomarker and extrapolated to estimate target engagement in the brain. As an exploratory endpoint, candidate biomarkers in CSF are
also being evaluated. The target engagement goal for the LRRK2 clinical development program is to achieve at least 50% average target
inhibition over the dosing interval in order to normalize LRRK2 kinase activity. This target engagement goal is based on data indicating that
LRRK2 activity in Parkinson’s patients is estimated to be almost twice that than healthy individuals.

In the ongoing Phase 1 clinical trial in healthy volunteers, dose escalation up to single doses of 60 mg was found to be safe and well
tolerated. At this dose, >50% average target inhibition was measured using the pS935 LRRK2 biomarker in PMBCs and the mean
CSF/unbound plasma concentration ratio was 0.99 demonstrating that DNL201 is distributed extensively into CSF, a measure
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of brain drug exposure. We believe these data support advancement into the multiple dose portion of the study to evaluate doses where the
projected exposures are below the FDA exposure cap, but are sufficient to achieve a 50% average inhibition of LRRK2 kinase activity. Based
on clinical safety data as well as investigative preclinical toxicology data supporting monitorability of these findings, we believe review of the
data with the FDA may allow additional dose escalation to achieve higher levels of target inhibition.
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Figure 14. Overview of DNL201 Phase 1 clinical trial in healthy volunteers.

After completion of the ongoing Phase 1 clinical trial in healthy volunteers for DNL201 and the future Phase 1 clinical trial for DNL151,
we plan to progress one of DNL201 or DNL151 into a 28-day Phase 1b double-blind, placebo-controlled safety, PK and biomarker study in
LRRK2 mutation-carrying Parkinson’s disease patients. The primary objectives of this trial will be to evaluate safety, PK and PD of such
candidate in LRRK2 patients to identify the lead optimal dose(s) to study in potential future Phase 2 and Phase 3 clinical trials.

ATV:aSyn Program

Our ATV:aSyn program targets aSyn, a protein that has been identified as genetically linked to Parkinson’s disease. We have
developed high affinity antibodies for aSyn and are currently characterizing molecules in order to select a lead to couple with our proprietary
ATV platform. We expect to file an IND or CTA for this program in 2020.

Therapeutic Rationale

aSyn is a protein in the brain linked to the development of Parkinson’s disease. Lysosomal dysfunction in neurons can contribute to
aSyn aggregation. This in turn leads to neuronal degeneration and results in the formation of Lewy bodies, the defining neuropathological
characteristic of Parkinson’s disease. Certain genetic mutations in aSyn and overexpression of the gene encoding aSyn have been identified
as a cause of familial Parkinson’s disease while a common polymorphism in this gene increases the risk for Parkinson’s disease.
Examination of human brains has revealed that aSyn pathology spreads spatially during the course of the disease, while animal model data
demonstrate that this spread can be blocked with anti-aSyn antibodies (Figure 15).

120



Table of Contents

A aSyn Fibrilization B Healthy Meuron Diseased Neuron ATV-aSyn Treatment

aSyn Monomar

BSyn Cligom
J; i ® |\ eosome
£
° 1 Preaynaptic neuron f
= 1R Q ml
) | P e
Poataynaptic neuron L H ¥ 31:%. = %

>* ATV:aSyn

@, .
oF

..

Lawsy Bosdy A4
Parkinson's disease Parkinson's dizease

Figure 15: The aSyn protein is present in healthy neurons but can become misfolded and aggregated into oligomers, fibrils, and Lewy body pathology in
Parkinson’s di (A). In di d neurons, misfolded or oligomeric aSyn that can be transmitted from one cell to another, resulting in spreading of aSyn
pathology throughout the brain. ATV:aSyn antibodies are designed to block this spread through neutralizing extracellular aSyn (B).

We are developing ATV:aSyn for the treatment of Parkinson’s disease. While at least one of our competitors has advanced an anti-
aSyn antibody into early-stage clinical studies, we believe that ATV:aSyn will be differentiated from competitors by achieving higher brain
concentrations through our ATV technology and higher affinity binding to the multiple forms of aSyn. We believe that this combination may
result in superior target engagement leading to a higher probability of demonstrating efficacy in patients with Parkinson’s disease.

Pharmacological Properties and Brain Exposure

We have identified a panel of anti-aSyn antibodies with different binding properties that may have best-in-class potential based on high
affinity binding, distinct epitopes and excellent selectivity. We have designated three of these antibodies, anti-aSyn1, anti-aSyn2, and anti-
aSyn3, as leads for further characterization. The aSyn present in the brains of Parkinson’s disease patients can be found in monomer,
soluble oligomer or insoluble fibril forms of aSyn. Anti-aSyn1 and anti-aSyn2 display low nanomolar affinity to all forms of aSyn while anti-
aSyn3 shows picomolar binding that is specific to aSyn oligomers, which have been hypothesized to represent a key toxic species in
Parkinson’s disease.

We determined that PK profiles for our lead anti-aSyn antibodies were comparable to a control antibody in mice, indicating there are no
incremental exposure liabilities with these molecules. Target engagement for anti-aSyn1 and anti-aSyn2 was then demonstrated in both brain
and blood using mice expressing the human form of aSyn. Both lead antibodies also demonstrated superior aSyn binding in CSF from
Parkinson’s disease patients as compared to benchmark anti-aSyn antibodies comparable to competitor antibodies currently in clinical
development. This experiment establishes that both anti-aSyn1 and anti-aSyn2 bind to biologically relevant human aSyn.

We plan to test our three lead anti-aSyn product candidates for their ability to block aSyn spreading in the brains of animal models. Our
product candidate that demonstrates the most favorable
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profile of target engagement and efficacy will be selected for combination with our ATV platform as our first ATV:aSyn clinical candidate for
IND-enabling studies. We plan to test the ability of our humanized ATV:aSyn to bind aSyn in the brain and prevent spreading of pathology
using human TfR knock-in mice, as well as other experimental models.

Biomarker-Driven Development

We are focused on enabling our ATV:aSyn program via establishment of clinically translatable biomarkers of target engagement and
pathway modulation. In preclinical models, we will measure levels of total aSyn and aSyn bound to antibody in the interstitial fluid of the
brain, CSF and plasma to determine the level of target engagement required to block the spreading of aSyn. We plan to use these results to
develop a model to identify target exposures in human required to achieve target goals for free and antibody bound aSyn in plasma and CSF
that block the spread of aSyn in disease. In later stage trials, we plan to measure disease progression using imaging biomarkers (e.g. DAT
imaging). We also plan to initiate work on an aSyn PET probe that would allow the extent of aSyn pathology in patient brains to be directly
measured. If successful, PET imaging will be integrated into both preclinical and clinical studies to measure drug activity as well as to select
patients for clinical trials.

Development Plan

Our ATV:aSyn program is currently in preclinical development, and we plan to file an IND or CTA application in 2020. Parkinson’s
disease will be the primary indication for this program. For our clinical studies, we plan to evaluate patients in the early stages of disease that
have not yet been treated with dopaminergic replacement or dopamine agonist therapy in order to evaluate effects on function in Parkinson’s
disease patients. This stage of disease will also capture individuals prior to the broad spread of aSyn pathology and maximize our ability to
modify the disease trajectory. Following proof of concept in Parkinson’s disease, patients with other synucleinopathies, such as dementia
with Lewy bodies, or DLB, and multiple system atrophy, or MSA, may also benefit and could be explored.

ETV:IDS Enzyme Replacement Therapy Program

We are developing ETV:IDS as a treatment for the lysosomal storage disorder MPS II. ETV:IDS is an IDS fusion protein that has been
designed to have increased brain exposure. Lead ETV:IDS proteins are currently in preclinical development, and we plan to file an IND or
CTA in the first half of 2019.

Therapeutic Rationale

Mucopolysaccharidosis Il, or MPS I, also known as Hunter Syndrome, is an X-linked recessive genetic LSD caused by a single gene
defect leading to a deficiency in the enzyme IDS. IDS is essential for the breakdown of the glycosaminoglycans, or GAGs, heparan and
dermatan sulfate, and its deficiency results in a toxic accumulation of these GAGs and perturbed lysosomal function (Figure 16). Clinical
features of MPS Il include an enlarged spleen and liver, hearing loss, respiratory tract and cardiac dysfunction, and skeletal abnormalities.
Approximately two-thirds of patients suffer from the neuropathic form of the disease, which is characterized by intellectual disability and a
progressive cognitive decline that emerges between three and five years of age.
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Figure 16: Lack of the lysosomal enzyme IDS results in GAG accumulation leading to lysosomal dysfunction and MPS Il (Hunter Syndrome), which is characterized
by a range of symptoms including neuronal degeneration. Treatment with ETV:IDS should promote GAG processing and rescue neurons from degeneration.

According to the MPS Society, MPS Il affects between 1 in 100,000 to 1 in 150,000 males which would imply between 1,000 and 1,600
males in the United States are afflicted with MPS Il based on current population estimates.

MPS Il is currently treated with intravenous infusions of recombinant IDS protein. While these treatments can normalize spleen and
liver size and improve walking ability, they do not efficiently distribute to the brain and, therefore, cannot address the neurological
manifestations of the disease. There is a demonstrated need for therapies that effectively cross the BBB so as to treat both neurological and
peripheral manifestations of MPS Il and other LSDs.

Pharmacological Properties and Brain Exposure

We are developing therapeutic fusion proteins that effectively cross the BBB and diffuse to critical peripheral tissues. Our ETV platform
fuses an engineered Fc, which includes a TfR binding site to improve brain uptake, with an enzyme. We have successfully generated active
ETV:IDS fusion proteins that retain binding to TfR and reduce accumulation of GAGs in IDS knockout cells at sub-nanomolar concentrations
(Figure 17). Our lead ETV:IDS product candidate has a long half-life and significant tissue distribution in wild-type mice. We are currently
studying the tissue distribution and efficacy of ETV:IDS fusion proteins in vivo using both IDS knockout mice and a proprietary IDS deficient,
human TfR knock-in mouse model. These studies are enabled by proprietary methodologies that we have developed to monitor the PK
profile of intact ETV:IDS fusion proteins in these animals.
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Figure 17: Measurement of ETV:IDS activity. Treatment of cells lacking the IDS enzyme (IDS KO cells) with the ETV:IDS construct is sufficient to result in a dose
dependent decrease in the levels of heparan and dermatan sulfate levels but does not have an effect on GAG levels in normal cells. Based on this dose response
study, ETV:IDS is estimated to have picomolar cellular potency.

Biomarker-Driven Development

Studies have demonstrated accumulation of GAGs in plasma and urine of MPS Il patients as well as elevated levels of GAGs in CSF of
both attenuated and neuronopathic MPS |l patients. GAG levels have emerged as an accepted biomarker of therapeutic efficacy for
treatment of MPS Il and related LSDs based on positive correlations between the reduction of urine GAG levels and clinical endpoints
following administration of approved therapy for MPS 1l. Because approved MPS Il therapies are not able to cross the BBB, CSF GAG levels
remain elevated in MPS Il patients who are undergoing approved MPS Il therapies.

We have developed a highly sensitive assay to assess levels of heparan and dermatan sulfate accumulation in vivo that will allow us to
quantitatively investigate the PD effect of our product candidate in preclinical studies and clinical trials. This assay has shown that IDS
deficiency leads to the accumulation of GAGs heparan and dermatan sulfate in tissues and fluids of IDS knock-out mice.

Development Plan

We plan to file an IND or CTA for our lead ETV:IDS product candidate in early 2019. We plan to study such product candidate in a
Phase 1/2 12-week multiple-ascending dose study in MPS Il patients, either in addition to IDS replacement therapy or in patients that have
ceased administration of this therapy. We believe that the assessment of changes in CSF GAG levels in all patients, as well as the
exploration of systemic effects such as reduction in urine and plasma GAG levels in patients not receiving IDS replacement therapy, will
enable rapid confirmation of both distribution of ETV:IDS to the brain and the efficacy of our product candidates in brain and peripheral
tissues.

Glial Biology Pathway Programs
RIPK1 Inhibitor Program

The most advanced product candidate in our RIPK1 inhibitor program, DNL747, is a potent, selective and brain penetrant small
molecule RIPK1 inhibitor product candidate for Alzheimer’s disease and ALS. DNL747 is in IND-enabling preclinical studies and we plan to
submit an IND or CTA in early 2018.
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Therapeutic Rationale

Aberrant glial biology characterized by neuro-immune dysfunction is a cardinal feature of the pathology of many chronic
neurodegenerative diseases including Alzheimer’s disease and ALS. Recent GWAS have identified that a large proportion of the genetic risk
for late-onset Alzheimer’s disease can be explained by genes that are expressed in microglia, the resident immune cells of the brain,
implicating microglia as an important effector of neurodegeneration. Mutations in two distinct genes that cause familial ALS, Optineurin, or
OPTN, and Tank Binding Kinase, or TBK, can result in increased levels of RIPK1 activity in microglia.

RIPK1 is highly expressed by microglia and levels of RIPK1 activity are increased in chronic neurodegenerative disease. RIPK1
activation in microglia results in production of a number of pro-inflammatory cytokines that can cause tissue damage. Stimulation of RIPK1
signaling in cultured microglia results in production of cytokines and other pro-inflammatory factors, including Ccl2 (MCP-1), IL-1b, and IL-6,
while treatment with RIPK1 inhibitors attenuates the induction of these factors (Figure 18). In Alzheimer’s disease patients carrying the
APOEA4 allele, which is a prevalent genetic risk factor for Alzheimer’s disease, common polymorphisms in IL-6R result in earlier onset of
disease, demonstrating the potential importance of RIPK1 dependent IL-6 signaling pathways. Together, these data suggest increased
RIPK1 function in microglia contributes to Alzheimer’s disease, ALS and potentially other neurodegenerative diseases.
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Figure 18: Production of pro-inflammatory cytokines in microglia is RIPK1 dependent. Stimulation of microglia with a TNF cocktail (TSZ) results in induction of
many genes, and the majority of these changes are reversed after treatment with a RIPK1 inhibitor (A). Many of the top upregulated genes represent pro-
inflammatory cytokines and chemokines such as IL-1b, IL-6 and Ccl2 (MCP-1). The up-regulation in all of these genes is reversed upon RIPK1 inhibitor treatment as
shown in (B).

RIPK1 function is best characterized as being downstream of the receptor TNFR1. Specifically, the activation of RIPK1 downstream of
TNFa signaling is likely a major component of the RIPK1-dependent neuro-immune phenotype observed in the context of chronic
neurodegenerative disease (Figure 19). Brain penetrant inhibitors of RIPK1 therefore represent an attractive approach to targeting the TNF
pathway, a highly validated biologic target in human disease, which we believe has not been adequately tested in the brain due to poor brain
penetration of large molecule therapeutics, which are widely used for peripheral inflammatory disease. In addition, an oral, brain penetrant
RIPK1 inhibitor can provide a more selective method to modulate TNF signaling through the pro-inflammatory TNFR1 receptor as compared
to the non-selective anti-TNF antibodies that effect signaling through TNFR2, which is important for myelination of nerves, as well as TNFR1.
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Figure 19: The RIPK1 signaling pathway displays minimal activity in health cells. Stimulation of TNFR1 in disease can lead to activation of RIPK1 kinase activity and
generates a pro-inflammatory response in microglia and cell death via necroptosis in other cell types including monocytes and oligodendrocytes. Inhibition of
RIPK1 activity with a small molecule is sufficient to block both the production of pro-inflammatory cytokines and necroptosis.

In addition to the role of RIPK1 in neuro-immune function, the RIPK1 pathway is also a central regulator of necroptosis, a form of
programmed cell death. The role of RIPK1 in necroptosis of neurons has been implicated in Alzheimer’s disease, providing another potential
pathway where inhibition may be beneficial in disease.

We anticipate that an oral therapy targeting neuro-immune dysfunction could be used as either a monotherapy for treatment of
Alzheimer’s disease or in combination with therapeutics that target other mechanisms such as tau and amyloid. Although delaying the
progression of Alzheimer’s disease may be most effective by targeting early stage disease (prodromal and mild Alzheimer’s disease
populations), we anticipate that a RIPK1 inhibitor would also have benefit in later stage Alzheimer’s disease (mild to moderate Alzheimer’s
disease), where microglial pathology is pervasive.

Genetic risk factors identify subpopulations of the disease that may differentially respond to therapies. The neuro-immune cascade
downstream of RIPK1 and the genetics of Alzheimer’s disease provide candidate biomarkers for selection of a neuroinflammatory
subpopulation of Alzheimer’s disease that may be more responsive to a therapy targeting microglial dysfunction. These risk factors include
biomarkers of neuro-immune dysfunction, such as soluble TREM2, RIPK1 dependent inflammatory cytokines in the CSF (e.g. MCP-1, IL-1b,
and IL-6), and genetic risks identified by GWAS, such as the IL-6R polymorphism.

According to estimates from the Alzheimer’s Association, 5.5 million people in the United States suffer from Alzheimer’s disease.
Approximately 4.9 million of these people have prodromal, mild and moderate Alzheimer’s disease. We estimate that patients who represent
a neuroinflammatory subpopulation as described above make up approximately 30% to 50% of the total patient population.

A similar approach to patient selection may be applied to ALS. According to estimates from the ALS Association, there are more than
20,000 ALS patients in the United States. Although OPTN mutations are found in only a small fraction of patients, postmortem analysis of
CNS tissue reveals microglial activation and an inflammatory profile in nearly all ALS patients.
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Pharmacological Properties and Brain Exposure

We have a broad portfolio of potent, selective and brain penetrant RIPK1 inhibitors with attractive pharmacological properties. The lead
candidate, DNL747, is a potent, selective, orally available, brain penetrant small molecule inhibitor of RIPK1. The pharmacology of the lead
has been investigated in a broad range of primary and secondary biochemical assays, cell-based in vitro assays, and in animals. In vitro
studies demonstrate that DNL747 is highly selective against kinase and receptor panels. Treatment of primary human microglia with DNL747
is able to inhibit RIPK1 kinase activity and reduce the production of cytokines (Figure 20).
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Figure 20: DNL747 demonstrates potent activity in human primary cells. Treatment of primary human microglia with DN747 results in a dose dependent reduction in
p-RIPK1 (A) and IL-1b production (B).

Treatment with RIPK1 inhibitor tool compounds, including compounds we have generated, have neuro-immune modulatory effects in
animal models. In animal models of Alzheimer’s disease and ALS, an increase in RIPK1 is correlated with microglial activation (Figure 21).
Inhibition of RIPK1 kinase activity reduces key signatures of microglial activation and reduces levels of cytokines in the brain including
soluble TREM2, IL-6 and total RIPK1 (Figure 22). Long-term treatment of Alzheimer’s disease or ALS in animal models with RIPK1 inhibitor
tool compounds has been demonstrated to result in reduced neuro-immune dysfunction, attenuated neurodegeneration and improved
function, as described in a recent publication in the journal Science by our collaborator Junying Yuan at Harvard University.
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Figure 21: RIPK1 is elevated in neurodegenerative disease models. An age dependent increase in RIPK1 that correlates with microglia activation can be seen in the
5XFAD model of Alzheimer’s disease (A) and the SOD1 model of ALS (B). ** indicates p<0.01
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Figure 22: Short term treatment with a RIPK1 inhibitor reduces neuro-inflammatory microglial markers in neurodegenerative disease models. The SOD1 model of
ALS displays elevated levels of sSTREM2 and IL-6 as compared to wild type control mice at 100 days that further increases at 112 days as the disease progresses.
Treatment of SOD1 mice with a RIPK1 inhibitor from 100 days of age to 112 days of age results in reduced levels of sSTREM2 (A) and IL-6 (B) in the spinal cord to

near the 100 day pre-dose levels. * indicates p<0.05.

We have completed extensive preclinical PK and PD studies with DNL747 in multiple species. Preclinical modeling of clearance
predicts a human half-life compatible with twice daily dosing. PD has been characterized using a marker of RIPK1 activity, phosphorylation of
RIPK1 at Serine 166, or pS166. This biomarker has been characterized in in vitro assays in human and monkey PBMCs and has been

demonstrated to be robustly reduced by RIPK1 inhibitors.

DNL747 is currently being tested in comprehensive GLP toxicity studies, including 28-day repeat-dose studies in rat and monkey and
safety pharmacology studies. DNL747 was well tolerated in pilot 7-day repeat-dose toxicity studies up to high doses and exposures.
Exposures were 20- to 100-fold higher than the exposures at predicted therapeutic dose levels to achieve IC90 coverage at trough. No
concerns were identified in in vitro safety screening for genotoxicity, cardiovascular ion channel inhibition, and hepatotoxicity assessments.

DNL747 has been well tolerated to date in the ongoing 28-day GLP repeat-dose toxicity studies.

Biomarker-Driven Development

We have generated a number of assays to measure target engagement and pathway modulation for our RIPK1 program in order to
facilitate and increase the probability of success of clinical development. To directly measure the level of RIPK1 activity, we have developed
an assay to measure autophosphorylation of RIPK1 at pS166. This assay will enable quantitative measurement of target engagement in the
blood of patients following a single dose or multiple doses of our RIPK1 inhibitor in Phase 1 clinical trials. Based on this information, we

expect to be able to select the appropriate dose levels for later stage trials.

To measure the effect of RIPK1 on the production of pro-inflammatory cytokines by microglia, we have identified candidate pathway
biomarkers of RIPK1 activity, including RIPK1 dependent cytokines, such as TNFa, IL-1b and IL-6, which are elevated in brains of patients
with Alzheimer’s disease. We will first use these assays to directly measure these cytokines in the CSF of subjects in a Phase 1 healthy
volunteer trial to begin to determine a relationship between drug exposure and reduction of basal levels of inflammation in the brain. We then
plan to use the same assays to determine the effect of RIPK1 inhibition on reduction of inflammatory cytokines in Alzheimer’s disease
patients and ALS patients in a small Phase 2a clinical trial. In addition to development of fluid biomarker assays, we have also invested in the
development of a novel PET tracer related to a mitochondrial protein that is a biomarker of glial biology dysfunction. We are currently running

a translocator protein, or TSPO,
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imaging study, which is a PET study in ALS patients to determine the test-retest reliability of this imaging biomarker and its utility as a direct
and non-invasive measure of neuro-immune dysfunction.

In order to examine the effect of RIPK1 inhibition on the progression of neurodegeneration, we are also assessing the effect of RIPK1
inhibition in preclinical models for the effect on neurofilament (axon support) levels in blood plasma and CSF. It has recently been reported
that the loss of neurons in many neurodegenerative conditions increases the levels of the protein neurofilament in both the CSF and plasma
of patients. We believe that a relatively small, short clinical trial focusing on a biomarker-like neurofilament could demonstrate that a product
candidate can reduce neurodegenerative processes and, therefore, build confidence in the clinical benefit of the product candidate in a larger
pivotal trial.

GWAS genetic data have identified a polymorphism in the IL-6 receptor in a subset of Alzheimer’s disease patients that may be a
useful biomarker for selection of patients expected to benefit from RIPK1 inhibition. This common genetic variant is associated with a more
prevalent neuroinflammatory phenotype in an APOE4 carrier subpopulation of Alzheimer’s disease patients. As increased levels of IL-6
results from increased activity of the RIPK1 signaling pathway, patients with this IL-6 receptor mutation are expected to be more likely to
respond to treatment with a RIPK1 inhibitor.

Development Plan

Pending the results from our IND-enabling preclinical studies, we plan to submit an IND or CTA for DNL747 in early 2018 and initiate a
Phase 1 clinical trial in healthy volunteers in the first half of 2018. The Phase 1 study is expected to be randomized, double-blind, placebo-
controlled, single-center Phase 1 clinical trial in healthy young and elderly subjects to investigate the safety and tolerability of single and
multiple oral doses of DNL747 and characterize the PK and PD of DNL747 in plasma and CSF. Target engagement will be assessed in
PBMCs using the pS166 biomarker and extrapolated to estimate target engagement in brain. As an exploratory endpoint, candidate
inflammatory biomarkers in the CSF are also being evaluated. We anticipate the target engagement goal for the RIPK1 clinical development
program will be to achieve 70% to 90% target inhibition at trough concentrations in order to maximize inhibition of the RIPK1 pathway to
enable testing of a broad range of doses in future clinical studies in patients. As an extension to our Phase 1 clinical trial design, we also plan
to enroll a cohort of Alzheimer’s disease patients to assess PK, safety and target engagement in this population. This will provide key insight
to guide dose selection for subsequent patient trials and the identification of potential biomarker and clinical endpoints.

After completion of the Phase 1 trial in healthy volunteers, we plan to proceed to two Phase 2a studies evaluating biomarker endpoints
in ALS and Alzheimer’s disease. The primary objectives of these patient studies is expected to be to evaluate safety, PK and PD of DNL747
in Alzheimer’s disease and ALS patients and identify evidence of central pathway engagement. We are currently evaluating endpoints to be
used in these studies including CSF cytokines and TSPO imaging to demonstrate relevant effects on inflammatory cytokines and microglial
function.

Back-up and Other Compounds

As part of our parallel development strategy, we have also developed a number of structurally diverse backup RIPK1 inhibitor
molecules that are currently being characterized. Upon completion, we expect to be able to advance these candidates to the IND or CTA
filing stage in 2019.

In August 2016, we filed a CTA for an earlier RIPK1 inhibitor compound, DNL104, and initiated a single center, randomized, double
blind, placebo-controlled, dose escalating Phase 1 study in the Netherlands. Thirty-six subjects received a single dose of DNL104 and 16
subjects received multiple
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doses of DNL104. This study provided evidence of peripheral and CSF drug exposure and pathway inhibition by measurement of pRIPK1 in
blood, and identified candidate RIPK1 dependent cytokines that change in human CSF. DNL104 was well tolerated during the dosing interval
and there were no CNS related safety signals. However, three out of 16 active-treated subjects who received multiple dose developed liver
test abnormalities of 2.5x to 5x above normal levels of liver enzyme activity. Based on both preclinical and clinical data, we believe that these
findings are off-target liabilities that are molecule specific to the DNL104 molecule and not a result of RIPK1 inhibition. This conclusion
resulted in a decision to discontinue DNL104 and advance the structurally distinct molecule DNL747, which we predict to have a superior PK
profile and low risk for liver toxicity.

ATV:TREM?Z2 Program

ATV: TREM2 is a therapeutic candidate designed to rescue microglial function in Alzheimer’s disease through modulating the activity of
a genetically validated target. We have developed high affinity antibodies for TREM2 and are currently characterizing molecules in order to
select a lead to couple with our proprietary ATV platform. We plan to file an IND or CTA for this program in 2020.

Therapeutic Rationale

A major component of Alzheimer’s disease pathology is the presence of neuro-immune dysfunction. Microglia, the resident immune
cells of the brain, show signs of activation and release of toxic cytokines in patients with Alzheimer’s disease. Recent human genetic studies
have identified single nucleotide polymorphism in a number of microglia specific genes that contribute to Alzheimer’s disease, which strongly
implicates glial function as a contributor to disease risk. TREM2 is a cell surface receptor expressed exclusively by microglia in the brain
which regulates multiple processes including survival, migration, phagocytosis, and cytokine release. In 2013, a rare variant of TREM2 was
found to be associated with a three-fold higher risk of Alzheimer’s disease onset, which strongly implicates TREM2 as a functional contributor
to disease progression.

The TREM2 mutations identified in patients with Alzheimer’s disease results in loss of normal TREM2 function. Mouse models of
Alzheimer’s disease display more severe phenotypes in the absence of TREMZ2, including more diffuse amyloid plaques and increased
synaptic loss. Conversely, data from our microglial assays demonstrate that increasing TREM2 signaling can improve microglial survival and
function, indicating that activating TREM2 has a beneficial effect on this cell type (Figure 23). Based on this combination of genetic and
functional data, we hypothesize that positive modulation of TREM2 activity will improve microglia function and slow the progression of
Alzheimer’s disease.
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Figure 23: TREM2 is a cell surface receptor expressed on microglia. Activation of the TREM2 signaling pathway in healthy microglia leads to improved survival and
promotes a favorable microglial state. TREM2 mutations result in reduced signaling and attenuated microglia function, while treatment with ATV:TREM2 is able to
improve survival and boost microglial function.

We believe that patients with a specific neuroinflammatory signature as a result of glial dysfunction may particularly benefit from
therapeutics targeting positive modulation of TREM2. These patients could be identified through a combination of genetic, CSF and imaging
biomarkers. This population could be expanded to encompass all prodromal to mild and moderate Alzheimer’s disease patients based on a
demonstration of pathway modulation in the clinic.

Pharmacological Properties and Brain Exposure

We have generated multiple classes of anti-TREM2 antibodies with affinities less than 10nM. By using an array of functional assays, we
have demonstrated that these antibodies have diverse functional effects, including several that show agonism and positive allosteric
modulation (Figure 24). We are currently testing these antibodies in human microglia to determine which mechanism of action results in the
desired effect on TREM2-mediated microglial function. We plan to then progress our lead antibody with the optimal affinity and activity profile
to in vivo studies.
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Figure 24: Profiling of anti-TREM2 antibodies. Antibodies were profiled for their ability to induce TREM2 signaling and measured by pSyk (A) and for their effect on
shedding of soluble TREM2 (sTREM2) from the cell surface (B). Anti-TREM2 antibodies were identified with various combinations of activities. This includes 57
antibodies that bound TREM2 on the surface of cells (Cell binding), of which 19 increased Syk phosphorylation (pSyk), 5 lowered soluble TREM2 levels (sTREM2),
and 3 antibodies displayed both of these activities (C).

We will evaluate the lead TREM2 antibodies in vivo for target engagement and disease-relevant efficacy in animal models of
Alzheimer’s disease. We will then progress the most promising of the lead TREM2 antibodies as a potential clinical candidate to be
humanized and coupled with our ATV platform, ATV:TREM2, in order to improve brain uptake and enable target engagement in clinical
studies.

Biomarker-Driven Development

The development of ATV:TREM2 is expected to be facilitated by a number of biomarkers to measure target engagement, pathway
modulation and impact on disease progression. Upon cleavage of the extracellular domain of TREM2, a soluble form of TREM2, sTREM2, is
released from the cell surface. sSTREM2 is detectable in CSF. We have focused on anti-TREM2 antibodies that modulate the levels of
sTREM2, enabling sTREM2 to be used as a biomarker of target engagement both in preclinical models and Phase 1 clinical trials. We intend
to correlate TREMZ2 levels with downstream functional endpoints using preclinical models, allowing measurement of sSTREM2 levels in a
Phase 1 clinical trial to confirm target engagement and increase the probability of success.

The ability of ATV:TREM2 to modulate microglial function in preclinical models will be measured through histology and examination of
microglial gene expression. These endpoints will be correlated to readouts that can be measured in clinical studies such TSPO-PET imaging
and cytokine levels in CSF. As part of clinical trials, we plan to examine these endpoints both pre-dose and following treatment to assess
microglia activation state.

Development Plan

The primary indication for ATV:TREM2 is Alzheimer’s disease. The development of ATV:TREM2 will be facilitated by a number of
biomarkers to measure target engagement, pathway modulation and an impact on disease progression. Our focus on anti-TREM2 antibodies
that modulate levels of sSTREM2, a soluble form of TREM2, will enable sTREM2 to be used as a biomarker of target engagement both in
preclinical models and Phase 1 clinical trials. STREM2 is released from the cell surface upon cleavage of the extracellular domain of TREM2
and is detectable in CSF. In preclinical models dosed with ATV: TREM2, sTREM2 levels will be correlated with the ability of ATV:TREM2 to
modulate microglial function as assessed through histology and examination of microglial gene expression. Understanding the relationship
between changes in sTREM2 and microglial function, will enable assessment of both target engagement and a biologically relevant effect of
ATV:TREMZ2 dosing in Phase 1 clinical trials. Early stage clinical studies will also assess candidate biomarkers to identify patients that are
most likely to benefit from a TREM2 mediated approach. Examples of these candidate
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biomarkers include CSF sTREM2 and TSPO-PET, two biomarkers that are elevated in patients with Alzheimer’s disease. These examples
may be used as both a patient selection biomarker to identify patients with pathologic neuro-immune function and as a measure of TREM2
pathway modulation.

These endpoints will be correlated to readouts that can be measured in clinical studies such TSPO-PET imaging and cytokine levels in
CSF. As part of clinical trials, we plan to examine these endpoints both pre-dose and following treatment to assess microglia activation state.
We plan to file an IND or CTA for this program in 2020.

Cellular Homeostasis Pathway Program
ATV: BACE1/Tau Program

ATV: BACE1/Tau is a bispecific program targeting the production of amyloid beta, or Abeta, and the spreading of Tau, the two key
pathological processes of Alzheimer’s disease. We have developed high affinity antibodies for BACE1 and Tau and are currently optimizing
them before combining them into a single therapeutic agent using our proprietary ATV platform. We plan to file an IND or CTA in 2020.

Therapeutic Rationale

Alzheimer’s disease pathology is characterized by the presence of amyloid plaques and neurofibrillary tangles. The pathologies arise
as a consequence of protein aggregation, a form of disrupted cellular homeostasis, eventually leading to neuronal degeneration. Amyloid
plaques are comprised of Abeta, an extracellular fragment of amyloid precursor protein, or APP, which is generated by cleavage of APP by
BACE1 and gamma secretase. Mutations in amyloid precursor protein, or APP, processing components that increase Abeta levels are
sufficient to cause early onset Alzheimer’s disease. Conversely, mutations in APP that reduce BACE1 cleavage may protect individuals from
Alzheimer’s disease. These genetic links demonstrate the central role of the amyloid pathway in Alzheimer’s disease, and are particularly
supportive of BACE1 inhibition as a therapeutic approach (Figure 25).
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Figure 25: Abeta is generated through sequential cleavage of APP by beta-secretase 1 (BACE1) and gamma secretase to generate Abeta. In Alzheimer’s disease,
Abeta aggregates to form oligomers and amyloid plaques. Tau is present in healthy neurons but can misfold and aggregate in disease to form either neurofibrillary
tangles or Tau oligomers that can spread from one cell to another in disease. ATV:BACE1/Tau blocks both of these Alzheimer’s disease pathologies through
inhibiting cleavage of APP by BACE1 and sequestering extracellular Tau to prevent its spread.

Tau is believed to regulate microtubule stability in neurons, but it can also aggregate to form neurofibrillary tangles, or NFTs, present in
many neurodegenerative diseases, including Alzheimer’s
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disease. Detailed examination of Alzheimer’s disease patients’ brains has revealed that Tau pathology spreads spatially during the course of
the disease. This spreading of Tau pathology is correlated with cognitive decline. Tau antibodies are currently in clinical development based
on animal model data demonstrating that they are capable of blocking the spread of Tau pathology.

Preclinical data also show amyloid pathology accelerates Tau pathological spreading, which is consistent with findings in Alzheimer’s
disease patients that show Tau pathology progresses later as compared to amyloid plaques. Therefore, our approach of targeting both
pathologies with a bispecific antibody may also have synergistic activity. The target patient population for our ATV:BACE1/Tau clinical studies
is patients with early-stage Alzheimer’s disease and confirmed Abeta pathology as measured by amyloid PET imaging.

Pharmacological Properties and Brain Exposure

We have discovered lead anti-BACE1 and anti-Tau antibodies that have been humanized and are now undergoing optimization
processes designed to further improve affinity and cellular potency. Our anti-BACE1 lead displays less than 10nM cellular potency for
inhibition of Abeta production (Figure 26). Anti-BACE1 antibodies have demonstrated improved selectivity as compared to small molecule
approaches currently in clinical development by sparing inhibition of BACE2, which has the potential to lead to a superior safety profile
following chronic dosing. When coupled to our ATV platform, anti-BACE1 antibodies have been shown to reduce Abeta levels in the brain by
approximately 55% in a human TfR mouse model.
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Figure 26: Activity of Anti-BACE1 antibody. Our anti-BACE1 antibody shows comparable ability to inhibit Abeta production by cells as compared to a benchmark
small molecule BACE inhibitor.

Our lead anti-Tau antibody recognizes all forms of Tau present in the brains of Alzheimer’s disease patients and has high affinity. It
demonstrates superior target engagement in animal models as compared to our benchmark antibodies which are similar to certain antibodies
that third parties currently have in clinical development, even without being coupled to our ATV platform (Figure 27). We believe the epitope
recognized by our Tau antibody is advantageous relative to binding sites of benchmark antibodies as it would recognize truncated forms of
Tau not recognized by antibodies directed against N-terminal or C-terminal epitopes. We have conducted proof of concept studies with anti-
BACE1/Tau bi-specific antibodies that demonstrate both arms retain full functionality when combined into a single molecule.
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Figure 27. Our lead anti-Tau antibody displays target engagement that is superior to benchmark antibodies. The amount of antibody bound Tau in either plasma
(A) or CSF (B) following a single dose of either our lead anti-Tau or a Benchmark control anti-Tau. Our lead anti-Tau also recognizes all extracellular Tau present in
CSF from an Alzheimer’s patient (C).

We believe our ATV:BACE1/Tau program may be the first therapeutic to target both hallmark Alzheimer’s disease pathologies as a
single therapeutic agent and has the potential for synergistic activity, restoring protein homeostasis with regards to the two most common
Alzheimer’s disease pathologies. To directly demonstrate the efficacy of the ATV:BACE1/Tau molecule, we are developing a proprietary
mouse model by crossing our human TfR knock-in mouse with an established genetic model of Tau pathology. These preclinical efficacy
studies are planned for 2018, and are expected to enable the examination of brain exposure and Abeta levels in the brain, and assess the
effect on spreading of Tau pathology.

Biomarker-Driven Development

We plan to use validated genetic, biochemical and imaging biomarkers to support patient selection, evidence of target engagement and
functional efficacy for our ATV:BACE1/Tau program. These include assays for measurement of CSF Abeta and Tau, as well as Abeta and
Tau PET imaging tracers. The acute measurement of Abeta after BACE1 inhibition can be utilized to confirm ATV:BACE1/Tau uptake and
target engagement, thus validating our ATV platform for BBB uptake in humans in Phase 1 clinical testing.

In preclinical models, brain levels of Abeta are reduced following a single dose of a BACE1 antibody coupled to the ATV platform
(Figure 26), while dosing Tau antibodies led to increased levels of Tau bound to antibody in plasma and CSF. These two readouts can be
translated to human testing by measuring CSF levels as a direct measure of target engagement for an ATV:BACE1/Tau molecule. Preclinical
studies will be conducted to measure CSF levels of Abeta and Tau in animal models and correlated to effects on amyloid and Tau pathology
following chronic dosing. These data and established CSF biomarkers are expected to enable effective testing of ATV:BACE1/Tau in
humans.

Development Plan

Our Phase 1 clinical trials will be designed to evaluate the safety and pharmacology of ATV:BACE1/Tau and evaluate target
engagement in both healthy volunteers and Alzheimer’s disease patients. In this study and in later stage clinical trials, we plan to measure
the activity of ATV:BACE1/Tau through CSF Abeta measurement, confirming BACE1 inhibition. In later stage clinical studies we plan to use
Tau PET imaging to ascertain whether ATV:BACE1/Tau is able to prevent the spread of Tau pathology. Our target patient population is
patients with prodromal and mild Alzheimer’s disease and confirmed Abeta pathology as measured by amyloid PET imaging. We estimate
this patient population to be approximately 3.4 million in the United States.
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The results from this Phase 1 study with ATV:BACE1/Tau will provide information on the overall safety and pharmacologic profile of our
ATV platform.

Back-up and Other Compounds

We are also pursuing ATV:Tau bivalent as an alternative approach to ATV:BACE1/Tau. This molecule will have the added advantage of
two antibody arms engaging tau, resulting in potentially higher affinity target engagement, combined with ATV to improve brain exposure.
This approach is attractive as local target concentrations of Tau in the synapse may be high. A decision to advance ATV:Tau will be based on
establishing superior target engagement biomarker data in animal model CSF and human CSF as compared to known competitor molecules.
We plan to file an IND or CTA in 2020.

Neurodegeneration: A Significant Unmet Medical Need

Neurodegeneration is one of the largest unmet medical needs of our time, with a rapidly growing patient population. The risk of most
neurodegenerative diseases increases with age, but people of all ages can also be affected due to genetic and/or environmental factors.
Neurodegenerative diseases are generally progressive in nature and result in the degeneration and/or death of neurons in the brain that
result in cognitive decline, functional impairment and eventually death. Alzheimer’s and Parkinson’s diseases represent the largest among
the neurodegenerative diseases.

There are few effective therapeutic options available for patients with Alzheimer’s disease, Parkinson’s disease, ALS and other
neurodegenerative diseases.

Alzheimer’s Disease

Alzheimer’s disease is a progressive form of dementia that impacts cognitive and motor function in those with the disease. Alzheimer’s
disease is likely a heterogenous disease driven by genetic risk and environmental factors with common pathology of amyloid deposition in
the brain. It is estimated by the World Health Organization to represent between 60% to 70% of all cases of dementia. Alzheimer’s disease is
the sixth leading cause of death in the United States. As the disease progresses, patients lose the ability to carry out basic daily tasks and
eventually to respond to their environment. According to estimates from the Alzheimer’s Association, 5.5 million people in the United States
suffer from Alzheimer’s disease, and patient prevalence is expected to increase to 13.8 million people by 2050.
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Figure 28: Projected number of people in the United States with Alzheimer’s disease.

The cost of care to society is massive. The direct costs to American society of caring for those with Alzheimer’s disease and other
dementias will total an estimated $259 billion in 2017, and is projected to increase to $1.1 trillion by 2050, according to the Alzheimer’s
Association.

The two classes of drugs approved for the treatment of Alzheimer’s disease dementia are cholinesterase inhibitors (donepezil,
galantamine, rivastigmine and tacrine) and NMDA receptor antagonists (memantine). These therapeutic products do not modify or alter the
progression of the underlying disease and provide only modest efficacy in treating the symptoms of Alzheimer’s disease. Namenda
(memantine), the most recent FDA-approved new therapeutic product for Alzheimer’s disease, was approved in the United States in 2003.

Parkinson’s Disease

Parkinson’s disease is the second most common neurodegenerative disease of adult onset, behind only Alzheimer’s disease.
Parkinson’s disease is a chronic and progressive movement disorder. According to the Parkinson’s Disease Foundation, as many as one
million people in the United States today suffer from Parkinson’s disease, with approximately 60,000 Americans diagnosed with Parkinson’s
disease each year.

Lysosomal dysfunction is a central pathology of Parkinson’s disease. Certain genetic mutations affecting lysosomal dysfunction, such
as LRRK2, aSyn and GBA mutations, are linked to Parkinson’s disease. In addition, clinical diagnosis of Parkinson’s disease without a
known cause is called idiopathic Parkinson’s disease and represents the majority of known cases.

For Parkinson’s disease, most therapeutic products approved for treatment of the motor symptoms of the disease are related to
levodopa and other dopamine agonists. While some existing products provide meaningful symptomatic relief, they have significant side effect
risks, fail to address the progression of the disease, and over time gradually lose their effectiveness in treating the symptoms of the disease.
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Other Rare Neurodegenerative Diseases

There are many types of rare neurodegenerative diseases, including ALS and LSDs, among others. ALS is a severe and fast
progressing neurodegenerative disease. The incidence rate of ALS in the United States is approximately 2 in 100,000 people, with more than
20,000 people in the United States currently suffering from ALS, according to estimates from the ALS Association. The life expectancy of a
patient with ALS averages two to five years after diagnosis. By 2040, the projected number of ALS cases in the United States is expected to
increase to approximately 30,000.

LSDs are a group of approximately 50 inherited metabolic diseases that are characterized by an abnormal build-up of various toxic
materials in the body’s cells. LSDs are usually triggered when a particular enzyme is missing or exists in too small an amount to enable the
complete breakdown of macromolecules. Each LSD is characterized by the nature of the substances that accumulate and their effects on the
body. As a group, LSDs have an estimated frequency of about one in every 5,000 live births. Some of the most common LSDs are Gaucher
disease, Fabry disease, and MPS Il (Hunter syndrome). Other rare neurodegenerative indications include Huntington’s disease,
frontotemporal dementia and spinal muscular atrophy, among others.

Manufacturing
We believe it is important to our business and success to have a reliable, high-quality preclinical and clinical drug supply. As we mature
as a company and approach commercial stage operations, securing reliable high-quality commercial drug supply will be critical.

We do not currently own or operate facilities for product manufacturing, storage, distribution or testing.

We rely on third-party contract manufacturers, or CMOs, to manufacture and supply our preclinical and clinical materials to be used
during the development of our product candidates. We have established relationships with several CMOs.

We currently do not need commercial manufacturing capacity. When and if this becomes relevant, we intend to evaluate both third-
party manufacturers as well as building out internal capabilities and capacity. We may choose one or both options, or a combination of the
two.

Commercialization Plan
We do not currently have any approved drugs and we do not expect to have any approved drugs in the near term. Therefore, we have
no sales, marketing or commercial product distribution capabilities and have no experience as a company in marketing drugs.

When and if any of our product candidates are approved for commercialization, we intend to develop a commercialization infrastructure
for those products in the United States and potentially in certain other key markets. We may also rely on partnerships to provide
commercialization infrastructure, including sales and marketing and commercial distribution.

Competition

The biotechnology and pharmaceutical industries, including in the neurodegenerative disease field, are characterized by rapidly
advancing technologies, strong competition and an emphasis on intellectual property. We face substantial competition from many different
sources, including large and specialty pharmaceutical and biotechnology companies, academic research institutions, governmental
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agencies and public and private research institutions. We believe that the key competitive factors affecting the success of any of our product
candidates will include efficacy, safety profile, method of administration, cost, level of promotional activity and intellectual property protection.

Our product candidates will compete with current therapies approved for the treatment of neurodegenerative diseases, which to date
have been primarily targeted at treating the symptoms of such diseases rather than halting or slowing the progression of the disease.
However, in addition to such currently approved therapies, we believe that our product candidates, if approved, may also compete with other
potential therapies intended to halt or slow the progression of neurodegenerative disease that are being developed by a number of
companies and institutions, including but not limited to:

» Alzheimer’s Disease: Potentially disease modifying therapeutics are being developed by several large and specialty
pharmaceutical and biotechnology companies, including Biogen, Eli Lilly, Eisai, GlaxoSmithKline, Merck and Roche (including
Genentech, its wholly owned subsidiary), and are in various stages of clinical trials.

» Parkinson’s Disease: Potentially disease modifying therapeutics are being developed by several large and specialty
pharmaceutical and biotechnology companies, including Prothena, Roche, Sage Therapeutics and Sanofi, and are in various
stages of clinical trials.

» ALS: Potentially disease modifying therapeutics are being developed by several large and specialty pharmaceutical and
biotechnology companies and academic institutions, including Cytokinetics and Mallinckrodt, and are in various stages of clinical
trials.

+ Lysosomal Storage Diseases: The currently approved treatments for LSDs are enzyme based therapies. Potentially disease
modifying therapeutics are being developed by several large and specialty pharmaceutical and biotechnology companies,
including ArmaGen, BioMarin, JCR Pharmaceuticals, Sanofi, Shire and Ultragenyx, and are in various stages of clinical trials.

In addition, there are companies that are developing technologies that would compete directly with our technologies, including:

* Blood-Brain Barrier Technology: There are several large and specialty pharmaceutical and biotechnology companies developing
BBB delivery technologies that utilize RMT, including AbbVie, biOasis Technologies, ArmaGen, JCR Pharmaceuticals and Roche
(including Genentech, its wholly owned subsidiary), among others.

Intellectual Property

Our intellectual property is critical to our business and we strive to protect it, including by obtaining and maintaining patent protection in
the United States and internationally for our product candidates, novel biological discoveries and BBB platform technology, including new
targets and applications, and other inventions that are important to our business. We also rely on trademarks, trade secrets, know-how,
continuing technological innovation and licensing opportunities to develop and maintain our proprietary position.

For our product candidates, we generally pursue patent protection covering compositions of matter, methods of use and manufacture.
For example, our most advanced product candidate in the LRRK2 program, DNL201, is covered by an issued composition of matter patent in
the United States and several other countries. Furthermore, we own and have filed patent applications in the United States that are directed
to the composition of matter of certain antibodies and small molecule product candidates that we intend to develop, as well as the Fc domain
portion of our BBB platform technology
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that binds to TfR. However, given that the development of our technology and product candidates is at an early stage, our intellectual
property portfolio with respect to certain aspects of our technology and product candidates is also at an early stage. We do not own or in-
license any issued patents in the United States directed to the composition of matter of any of the antibodies or enzymes that we have thus
far developed using our BBB platform technology, or issued patents in the United States directed to the composition of the Fc domain portion
of our BBB platform technology that binds to TfR, or issued patents in the United States directed to the composition of the specific product
candidates being developed in our RIPK1, TREMZ2, aSyn or IDS core programs. As further described below, we have filed or intend to file
patent applications on these and other aspects of our technology and product candidates, and as we continue the development of our
product candidates, we intend to identify additional means of obtaining patent protection that would potentially enhance commercial success,
including protection for additional methods of use, formulation or manufacture.

ATV Programs

For our ATV programs, we license multiple patent families from F-star directed to, among other things, modifying immunoglobulin non-
CDR loops to create antigen binding sites. These licensed patent families include approximately four issued U.S. patents and five pending
U.S. non-provisional patent applications, and over 180 issued foreign patents and over 10 pending foreign patent applications. The issued
patents in the earliest of these families are expected to expire in 2026, not including any patent term adjustments and any patent term
extensions.

Furthermore, we own two pending U.S. provisional applications directed to the composition and sequences of our TfR-binding ATVs.
Any future U.S. and foreign patents that may issue from these patent families (assuming the necessary non-provisional patent applications
are timely filed and all other applicable requirements are satisfied) would be expected to expire in 2038, excluding any patent term
adjustments and any patent term extensions. We do not own or in-license any issued U.S. patents that are directed to the composition of
matter of our ATV programs.

ATV: BACE1/Tau

In addition, we license one patent family from VIB that is directed to, among other things, our anti-BACE1 antibody to be used with our
BBB platform technology licensed from F-star. This licensed family includes one issued U.S. patent and one pending U.S. non-provisional
patent application; and approximately 16 issued foreign patents and three pending foreign patent applications. The issued patents in this
family are expected to expire in 2030, excluding any patent term adjustments and any patent term extensions. We own one pending U.S.
provisional application directed to, among other things, our anti-Tau antibody to be used with our BBB platform technology licensed from F-
star. Any future U.S. and foreign patents that may issue from this patent family (assuming the necessary non-provisional patent applications
are timely filed and all other applicable requirements are satisfied) would be expected to expire in 2038, excluding any patent term
adjustments and any patent term extensions.

LRRK2

We license multiple patent families from Genentech directed to, among other things, our LRRK2 program, including DNL201, DNL151
and other related compounds. These licensed patent families include approximately 10 granted U.S. patents, and approximately 105 granted
foreign patents and 67 pending foreign patent applications. The issued patents in these licensed families are expected to expire in 2031,
excluding any patent term adjustments and any patent term extensions.

DNL201

We license a patent family from Genentech directed to, among other things, DNL201, which includes one issued U.S. patent, and
approximately five granted foreign patents and six pending
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foreign patent applications. The issued U.S. patent claims the composition of matter of DNL201 and is expected to expire in 2031, excluding
any patent term adjustments and any patent term extensions.

DNL151

We own one patent family directed to DNL151, which includes one pending U.S. non-provisional patent application, one pending patent
cooperation treaty, or PCT, application and two pending foreign patent applications. Future U.S. and foreign patents issued from this patent
family are expected to expire in 2037, excluding any patent term adjustments and any patent term extensions. In addition, we license five
foreign granted patents and one allowed European patent application from Genentech related to the DNL151 compound class. We do not
own or in-license any issued U.S. patents covering the composition of matter of DNL151.

RIPK1

For our most advanced RIPK1 product candidate, DNL747, we own a patent family directed to the composition of matter of DNL747,
which includes one pending U.S. non-provisional patent application, one PCT application and two pending foreign patent applications. Future
U.S. and foreign patents issued from this patent family are expected to expire in 2037, excluding any patent term adjustments and any patent
term extensions.

We cannot guarantee that our owned and licensed pending patent applications, or any patent applications that we may in the future file
or license from third parties, will result in the issuance of patents. We also cannot predict the scope of claims that may be allowed or enforced
in our patents. In addition, the coverage claimed in a patent application can be significantly reduced before the patent is issued, and its scope
can be reinterpreted after issuance. Consequently, we may not obtain or maintain adequate patent protection for any of our programs and
product candidates. For more information regarding the risks related to our intellectual property, see “Risk Factors—Risks Related to Our
Intellectual Property.”

The term of individual patents depends upon the legal term of the patents in the countries in which they are obtained. In most countries
in which we file, the patent term is 20 years from the earliest date of filing a non-provisional patent application. In the United States, the
patent term of a patent that covers an FDA-approved drug may also be eligible for patent term extension, which permits patent term
restoration as compensation for the patent term lost during the FDA regulatory review process. The Hatch-Waxman Act permits a patent term
extension of up to five years beyond the expiration of the patent. The length of the patent term extension is related to the length of time the
drug is under regulatory review. Patent term extension cannot extend the remaining term of a patent beyond a total of 14 years from the date
of product approval, only one patent applicable to an approved drug may be extended and only those claims covering the approved drug, a
method for using it, or a method for manufacturing it may be extended. Similar provisions are available in Europe and other foreign
jurisdictions to extend the term of a patent that covers an approved drug. In the future, if and when our products receive FDA approval, we
expect to apply for patent term extensions on patents covering those products. We plan to seek patent term extensions to any of our issued
patents in any jurisdiction where these are available, however there is no guarantee that the applicable authorities, including the FDA in the
United States, will agree with our assessment of whether such extensions should be granted, and if granted, the length of such extensions.
For more information regarding the risks related to our intellectual property, see “Risk Factors—Risks Related to Our Intellectual Property.”

In addition to patent protection, we also rely on trademark registration, trade secrets, know how, other proprietary information and
continuing technological innovation to develop and maintain our
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competitive position. We seek to protect and maintain the confidentiality of proprietary information to protect aspects of our business that are
not amenable to, or that we do not consider appropriate for, patent protection. Although we take steps to protect our proprietary information
and trade secrets, including through contractual means with our employees and consultants, third parties may independently develop
substantially equivalent proprietary information and techniques or otherwise gain access to our trade secrets or disclose our technology.
Thus, we may not be able to meaningfully protect our trade secrets. It is our policy to require our employees, consultants, outside scientific
collaborators, sponsored researchers and other advisors to execute confidentiality agreements upon the commencement of employment or
consulting relationships with us. These agreements provide that all confidential information concerning our business or financial affairs
developed or made known to the individual during the course of the individual’s relationship with us is to be kept confidential and not
disclosed to third parties except in specific circumstances. Our agreements with employees also provide that all inventions conceived by the
employee in the course of employment with us or from the employee’s use of our confidential information are our exclusive property.
However, such confidentiality agreements and invention assignment agreements can be breached and we may not have adequate remedies
for any such breach. For more information regarding the risks related to our intellectual property, see “Risk Factors—Risks Related to Our
Intellectual Property.”

The patent positions of biotechnology companies like ours are generally uncertain and involve complex legal, scientific and factual
questions. Our commercial success will also depend in part on not infringing upon the proprietary rights of third parties. It is uncertain
whether the issuance of any third-party patent would require us to alter our development or commercial strategies, or our drugs or processes,
obtain licenses or cease certain activities. Our breach of any license agreements or our failure to obtain a license to proprietary rights
required to develop or commercialize our future products may have a material adverse impact on us. If third parties prepare and file patent
applications in the United States that also claim technology to which we have rights, we may have to participate in interference or derivation
proceedings in the USPTO to determine priority of invention. For more information, see “Risk Factors—Risks Related to Our Intellectual
Property.”

Government Regulation

Government authorities in the United States at the federal, state and local level and in other countries regulate, among other things, the
research, development, testing, manufacture, quality control, approval, labeling, packaging, storage, record-keeping, promotion, advertising,
distribution, post-approval monitoring and reporting, marketing and export and import of drug and biological products. Generally, before a
new drug or biologic can be marketed, considerable data demonstrating its quality, safety and efficacy must be obtained, organized into a
format specific for each regulatory authority, submitted for review and approved by the regulatory authority.

U.S. Drug Development

In the United States, the FDA regulates drugs under the Federal Food, Drug, and Cosmetic Act, or FDCA, and its implementing
regulations, and biologics under the FDCA, the Public Health Service Act, or PHSA, and their implementing regulations. Both drugs and
biologics also are subject to other federal, state and local statutes and regulations. The process of obtaining regulatory approvals and the
subsequent compliance with appropriate federal, state, local and foreign statutes and regulations requires the expenditure of substantial time
and financial resources. Failure to comply with the applicable U.S. requirements at any time during the product development process,
approval process or post-market may subject an applicant to administrative or judicial sanctions. These sanctions could include, among other
actions, the FDA's refusal to approve pending applications, withdrawal of an approval, a clinical hold, untitled or warning letters, product
recalls or market withdrawals, product seizures, total or partial suspension of production or distribution, injunctions, fines, refusals of
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government contracts, restitution, disgorgement and civil or criminal penalties. Any agency or judicial enforcement action could have a
material adverse effect on us.

Any future product candidates must be approved by the FDA through either a New Drug Application, or NDA, or a Biologics License
Application, or BLA, process before they may be legally marketed in the United States. The process generally involves the following:

+ Completion of extensive preclinical studies in accordance with applicable regulations, including studies conducted in accordance
with good laboratory practice, or GLP, requirements;

+ Submission to the FDA of an IND, which must become effective before human clinical trials may begin;

» Approval by an independent institutional review board, or IRB, or ethics committee at each clinical trial site before each trial may
be initiated;

+ Performance of adequate and well-controlled human clinical trials in accordance with applicable IND regulations, good clinical
practice, or GCP, requirements and other clinical trial-related regulations to establish the safety and efficacy of the investigational
product for each proposed indication;

e Submission to the FDA of an NDA or BLA;
» A determination by the FDA within 60 days of its receipt of an NDA or BLA to accept the filing for review;

« Satisfactory completion of a FDA pre-approval inspection of the manufacturing facility or facilities where the drug or biologic will be
produced to assess compliance with current good manufacturing practices, or cGMP, requirements to assure that the facilities,
methods and controls are adequate to preserve the drug or biologic’s identity, strength, quality and purity;

+ Potential FDA audit of the preclinical and/or clinical trial sites that generated the data in support of the NDA or BLA,;

+ FDA review and approval of the NDA or BLA, including consideration of the views of any FDA advisory committee, prior to any
commercial marketing or sale of the drug or biologic in the United States; and

+ Compliance with any post-approval requirements, including the potential requirement to implement a Risk Evaluation and
Mitigation Strategy, or REMS, and the potential requirement to conduct post-approval studies.

The data required to support an NDA or BLA are generated in two distinct developmental stages: preclinical and clinical. The preclinical
and clinical testing and approval process requires substantial time, effort and financial resources, and we cannot be certain that any
approvals for any future product candidates will be granted on a timely basis, or at all.

Preclinical Studies and IND

The preclinical developmental stage generally involves laboratory evaluations of drug chemistry, formulation and stability, as well as
studies to evaluate toxicity in animals, which support subsequent clinical testing. The sponsor must submit the results of the preclinical
studies, together with manufacturing information, analytical data, any available clinical data or literature and a proposed clinical protocol, to
the FDA as part of the IND. An IND is a request for authorization from the FDA to administer an investigational product to humans, and must
become effective before human clinical trials may begin.
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Preclinical studies include laboratory evaluation of product chemistry and formulation, as well as in vitro and animal studies to assess
the potential for adverse events and in some cases to establish a rationale for therapeutic use. The conduct of preclinical studies is subject to
federal regulations and requirements, including Good Laboratory Practices, or GLP, regulations for safety/toxicology studies. An IND sponsor
must submit the results of the preclinical tests, together with manufacturing information, analytical data, any available clinical data or
literature and plans for clinical studies, among other things, to the FDA as part of an IND. Some long-term preclinical testing, such as animal
tests of reproductive adverse events and carcinogenicity, may continue after the IND is submitted. An IND automatically becomes effective
30 days after receipt by the FDA, unless before that time, the FDA raises concerns or questions related to one or more proposed clinical
trials and places the trial on clinical hold. In such a case, the IND sponsor and the FDA must resolve any outstanding concerns before the
clinical trial can begin. As a result, submission of an IND may not result in the FDA allowing clinical trials to commence.

Clinical Trials

The clinical stage of development involves the administration of the investigational product to healthy volunteers or patients under the
supervision of qualified investigators, generally physicians not employed by or under the trial sponsor’s control, in accordance with GCP
requirements, which include the requirement that all research subjects provide their informed consent for their participation in any clinical
trial. Clinical trials are conducted under protocols detailing, among other things, the objectives of the clinical trial, dosing procedures, subject
selection and exclusion criteria and the parameters to be used to monitor subject safety and assess efficacy. Each protocol, and any
subsequent amendments to the protocol, must be submitted to the FDA as part of the IND. Furthermore, each clinical trial must be reviewed
and approved by an IRB for each institution at which the clinical trial will be conducted to ensure that the risks to individuals participating in
the clinical trials are minimized and are reasonable in relation to anticipated benefits. The IRB also approves the informed consent form that
must be provided to each clinical trial subject or his or her legal representative, and must monitor the clinical trial until completed. There also
are requirements governing the reporting of ongoing clinical trials and completed clinical trial results to public registries.

A sponsor who wishes to conduct a clinical trial outside of the United States may, but need not, obtain FDA authorization to conduct the
clinical trial under an IND. If a foreign clinical trial is not conducted under an IND, the sponsor may submit data from the clinical trial to the
FDA in support of an NDA or BLA. The FDA will accept a well-designed and well-conducted foreign clinical study not conducted under an
IND if the study was conducted in accordance with GCP requirements and the FDA is able to validate the data through an onsite inspection if
deemed necessary.

Clinical trials in the United States generally are conducted in three sequential phases, known as Phase 1, Phase 2 and Phase 3, and
may overlap.

* Phase I clinical trials generally involve a small number of healthy volunteers or disease-affected patients who are initially exposed
to a single dose and then multiple doses of the product candidate. The primary purpose of these clinical trials is to assess the
metabolism, pharmacologic action, side effect tolerability and safety of the drug.

» Phase Il clinical trials involve studies in disease-affected patients to determine the dose required to produce the desired benefits.
At the same time, safety and further pharmacokinetic and pharmacodynamic information is collected, possible adverse effects and
safety risks are identified and a preliminary evaluation of efficacy is conducted.

+ Phase lll clinical trials generally involve a large number of patients at multiple sites and are designed to provide the data
necessary to demonstrate the effectiveness of the product for its
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intended use, its safety in use and to establish the overall benefit/risk relationship of the product and provide an adequate basis
for product approval. These trials may include comparisons with placebo and/or other comparator treatments. The duration of
treatment is often extended to mimic the actual use of a product during marketing.

Post-approval trials, sometimes referred to as Phase 4 clinical trials, may be conducted after initial marketing approval. These trials are
used to gain additional experience from the treatment of patients in the intended therapeutic indication. In certain instances, the FDA may
mandate the performance of Phase 4 clinical trials as a condition of approval of an NDA or BLA.

Progress reports detailing the results of the clinical trials, among other information, must be submitted at least annually to the FDA and
written IND safety reports must be submitted to the FDA and the investigators for serious and unexpected suspected adverse events,
findings from other studies suggesting a significant risk to humans exposed to the drug, findings from animal or in vitro testing that suggest a
significant risk for human subjects and any clinically important increase in the rate of a serious suspected adverse reaction over that listed in
the protocol or investigator brochure.

Phase 1, Phase 2 and Phase 3 clinical trials may not be completed successfully within any specified period, if at all. The FDA or the
sponsor may suspend or terminate a clinical trial at any time on various grounds, including a finding that the research subjects or patients are
being exposed to an unacceptable health risk. Similarly, an IRB can suspend or terminate approval of a clinical trial at its institution if the
clinical trial is not being conducted in accordance with the IRB’s requirements or if the drug or biologic has been associated with unexpected
serious harm to patients. Additionally, some clinical trials are overseen by an independent group of qualified experts organized by the clinical
trial sponsor, known as a data safety monitoring board or committee. This group provides authorization for whether a trial may move forward
at designated check points based on access to certain data from the trial. Concurrent with clinical trials, companies usually complete
additional animal studies and also must develop additional information about the chemistry and physical characteristics of the drug or biologic
as well as finalize a process for manufacturing the product in commercial quantities in accordance with cGMP requirements. The
manufacturing process must be capable of consistently producing quality batches of the product and, among other things, companies must
develop methods for testing the identity, strength, quality and purity of the final product. Additionally, appropriate packaging must be selected
and tested and stability studies must be conducted to demonstrate that our product candidates do not undergo unacceptable deterioration
over their shelf life.

NDA/BLA Review Process

Following completion of the clinical trials, data are analyzed to assess whether the investigational product is safe and effective for the
proposed indicated use or uses. The results of preclinical studies and clinical trials are then submitted to the FDA as part of an NDA or BLA,
along with proposed labeling, chemistry and manufacturing information to ensure product quality and other relevant data. In short, the NDA
or BLA is a request for approval to market the drug or biologic for one or more specified indications and must contain proof of safety and
efficacy for a drug or safety, purity and potency for a biologic. The application may include both negative and ambiguous results of preclinical
studies and clinical trials, as well as positive findings. Data may come from company-sponsored clinical trials intended to test the safety and
efficacy of a product’s use or from a number of alternative sources, including studies initiated by investigators. To support marketing
approval, the data submitted must be sufficient in quality and quantity to establish the safety and efficacy of the investigational product to the
satisfaction of FDA. FDA approval of an NDA or BLA must be obtained before a drug or biologic may be marketed in the United States.

Under the Prescription Drug User Fee Act, or PDUFA, as amended, each NDA or BLA must be accompanied by a user fee. FDA
adjusts the PDUFA user fees on an annual basis. According to the
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FDA's fee schedule, effective through September 30, 2016, the user fee for an application requiring clinical data, such as an NDA or BLA, is
$2,380,100. PDUFA also imposes an annual product fee for human drugs and biologics (approximately $97,750) and an annual
establishment fee (approximately $580,000) on facilities used to manufacture prescription drugs and biologics. Fee waivers or reductions are
available in certain circumstances, including a waiver of the application fee for the first application filed by a small business. Additionally, no
user fees are assessed on NDAs or BLAs for products designated as orphan drugs, unless the product also includes a non-orphan
indication.

The FDA reviews all submitted NDAs and BLAs before it accepts them for filing, and may request additional information rather than
accepting the NDA or BLA for filing. The FDA must make a decision on accepting an NDA or BLA for filing within 60 days of receipt. Once the
submission is accepted for filing, the FDA begins an in-depth review of the NDA or BLA. Under the goals and policies agreed to by the FDA
under PDUFA, the FDA has ten months, from the filing date, in which to complete its initial review of a new molecular-entity NDA or original
BLA and respond to the applicant, and six months from the filing date of a new molecular-entity NDA or original BLA designated for priority
review. The FDA does not always meet its PDUFA goal dates for standard and priority NDAs or BLAs, and the review process is often
extended by FDA requests for additional information or clarification.

Before approving an NDA or BLA, the FDA will conduct a pre-approval inspection of the manufacturing facilities for the new product to
determine whether they comply with cGMP requirements. The FDA will not approve the product unless it determines that the manufacturing
processes and facilities are in compliance with cGMP requirements and adequate to assure consistent production of the product within
required specifications. The FDA also may audit data from clinical trials to ensure compliance with GCP requirements. Additionally, the FDA
may refer applications for novel drug products or drug products which present difficult questions of safety or efficacy to an advisory
committee, typically a panel that includes clinicians and other experts, for review, evaluation and a recommendation as to whether the
application should be approved and under what conditions, if any. The FDA is not bound by recommendations of an advisory committee, but
it considers such recommendations when making decisions on approval. The FDA likely will reanalyze the clinical trial data, which could
result in extensive discussions between the FDA and the applicant during the review process. After the FDA evaluates an NDA or BLA, it will
issue an approval letter or a Complete Response Letter. An approval letter authorizes commercial marketing of the drug with specific
prescribing information for specific indications. A Complete Response Letter indicates that the review cycle of the application is complete and
the application will not be approved in its present form. A Complete Response Letter usually describes all of the specific deficiencies in the
NDA or BLA identified by the FDA. The Complete Response Letter may require additional clinical data, additional pivotal Phase 3 clinical
trial(s) and/or other significant and time-consuming requirements related to clinical trials, preclinical studies or manufacturing. If a Complete
Response Letter is issued, the applicant may either resubmit the NDA or BLA, addressing all of the deficiencies identified in the letter, or
withdraw the application. Even if such data and information are submitted, the FDA may decide that the NDA or BLA does not satisfy the
criteria for approval. Data obtained from clinical trials are not always conclusive and the FDA may interpret data differently than we interpret
the same data.

Orphan Drugs

Under the Orphan Drug Act, the FDA may grant orphan designation to a drug or biological product intended to treat a rare disease or
condition, which is generally a disease or condition that affects fewer than 200,000 individuals in the United States, or more than 200,000
individuals in the United States and for which there is no reasonable expectation that the cost of developing and making the product available
in the United States for this type of disease or condition will be recovered from sales of the product.
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Orphan drug designation must be requested before submitting an NDA or BLA. After the FDA grants orphan drug designation, the
identity of the therapeutic agent and its potential orphan use are disclosed publicly by the FDA. Orphan drug designation does not convey
any advantage in or shorten the duration of the regulatory review and approval process.

If a product that has orphan designation subsequently receives the first FDA approval for the disease or condition for which it has such
designation, the product is entitled to orphan drug exclusivity, which means that the FDA may not approve any other applications to market
the same drug for the same indication for seven years from the date of such approval, except in limited circumstances, such as a showing of
clinical superiority to the product with orphan exclusivity by means of greater effectiveness, greater safety or providing a major contribution to
patient care or in instances of drug supply issues. Competitors, however, may receive approval of either a different product for the same
indication or the same product for a different indication but that could be used off-label in the orphan indication. Orphan drug exclusivity also
could block the approval of one of our products for seven years if a competitor obtains approval before we do for the same product, as
defined by the FDA, for the same indication we are seeking approval, or if a product candidate is determined to be contained within the scope
of the competitor’s product for the same indication or disease. If one of our products designated as an orphan drug receives marketing
approval for an indication broader than that which is designated, it may not be entitled to orphan drug exclusivity. Orphan drug status in the
European Union has similar, but not identical, requirements and benefits.

Expedited Development and Review Programs

The FDA has a fast track program that is intended to expedite or facilitate the process for reviewing new drugs and biologics that meet
certain criteria. Specifically, new drugs and biologics are eligible for fast track designation if they are intended to treat a serious or life
threatening condition and preclinical or clinical data demonstrate the potential to address unmet medical needs for the condition. Fast track
designation applies to both the product and the specific indication for which it is being studied. The sponsor can request the FDA to
designate the product for fast track status any time before receiving NDA or BLA approval, but ideally no later than the pre-NDA or pre-BLA
meeting.

Any product submitted to the FDA for marketing, including under a fast track program, may be eligible for other types of FDA programs
intended to expedite development and review, such as priority review and accelerated approval. Any product is eligible for priority review if it
treats a serious or life-threatening condition and, if approved, would provide a significant improvement in safety and effectiveness compared
to available therapies.

A product may also be eligible for accelerated approval, if it treats a serious or life-threatening condition and generally provides a
meaningful advantage over available therapies. In addition, it must demonstrate an effect on a surrogate endpoint that is reasonably likely to
predict clinical benefit or on a clinical endpoint that can be measured earlier than irreversible morbidity or mortality, or IMM, that is reasonably
likely to predict an effect on IMM or other clinical benefit. As a condition of approval, the FDA may require that a sponsor of a drug or biologic
receiving accelerated approval perform adequate and well-controlled post-marketing clinical trials. If the FDA concludes that a drug or
biologic shown to be effective can be safely used only if distribution or use is restricted, it may require such post-marketing restrictions, as it
deems necessary to assure safe use of the product.

Additionally, a drug or biologic may be eligible for designation as a breakthrough therapy if the product is intended, alone or in
combination with one or more other drugs or biologics, to treat a serious or life-threatening condition and preliminary clinical evidence
indicates that the product may demonstrate substantial improvement over currently approved therapies on one or more clinically significant
endpoints. The benefits of breakthrough therapy designation include the same benefits as
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fast track designation, plus intensive guidance from the FDA to ensure an efficient drug development program. Fast track designation, priority
review, accelerated approval and breakthrough therapy designation do not change the standards for approval, but may expedite the
development or approval process.

Abbreviated Licensure Pathway of Biological Products as Biosimilar or Interchangeable

The Patient Protection and Affordable Care Act, or PPACA, or Affordable Care Act, or ACA, signed into law in 2010, includes a subtitle
called the Biologics Price Competition and Innovation Act of 2009, or BPCIA, created an abbreviated approval pathway for biological
products shown to be highly similar to an FDA-licensed reference biological product. The BPCIA attempts to minimize duplicative testing, and
thereby lower development costs and increase patient access to affordable treatments. An application for licensure of a biosimilar product
must include information demonstrating biosimilarity based upon the following, unless the FDA determines otherwise:

+ analytical studies demonstrating that the proposed biosimilar product is highly similar to the approved product notwithstanding
minor differences in clinically inactive components;

» animal studies (including the assessment of toxicity); and

» aclinical study or studies (including the assessment of immunogenicity and pharmacokinetics or pharmacodynamics) sufficient to
demonstrate safety, purity and potency in one or more conditions for which the reference product is licensed and intended to be
used.

In addition, an application must include information demonstrating that:

» the proposed biosimilar product and reference product utilize the same mechanism of action for the condition(s) of use prescribed,
recommended, or suggested in the proposed labeling, but only to the extent the mechanism(s) of action are known for the
reference product;

» the condition or conditions of use prescribed, recommended, or suggested in the labeling for the proposed biosimilar product have
been previously approved for the reference product;

» the route of administration, the dosage form, and the strength of the proposed biosimilar product are the same as those for the
reference product; and

» the facility in which the biological product is manufactured, processed, packed or held meets standards designed to assure that
the biological product continues to be safe, pure, and potent.

Biosimilarity means that the biological product is highly similar to the reference product notwithstanding minor differences in clinically
inactive components; and that there are no clinically meaningful differences between the biological product and the reference product in
terms of the safety, purity, and potency of the product. In addition, the law provides for a designation of “interchangeability” between the
reference and biosimilar products, whereby the biosimilar may be substituted for the reference product without the intervention of the health
care provider who prescribed the reference product. The higher standard of interchangeability must be demonstrated by information sufficient
to show that:

» the proposed product is biosimilar to the reference product;
» the proposed product is expected to produce the same clinical result as the reference product in any given patient; and

» for a product that is administered more than once to an individual, the risk to the patient in terms of safety or diminished efficacy of
alternating or switching between the biosimilar and the reference product is no greater than the risk of using the reference product
without such alternation or switch.
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FDA approval is required before a biosimilar may be marketed in the United States. However, complexities associated with the large
and intricate structures of biological products and the process by which such products are manufactured pose significant hurdles to the FDA's
implementation of the law that are still being worked out by the FDA. For example, the FDA has discretion over the kind and amount of
scientific evidence—laboratory, preclinical and/or clinical—required to demonstrate biosimilarity to a licensed biological product.

The FDA intends to consider the totality of the evidence, provided by a sponsor to support a demonstration of biosimilarity, and
recommends that sponsors use a stepwise approach in the development of their biosimilar products. Biosimilar product applications thus
may not be required to duplicate the entirety of preclinical and clinical testing used to establish the underlying safety and effectiveness of the
reference product. However, the FDA may refuse to approve a biosimilar application if there is insufficient information to show that the active
ingredients are the same or to demonstrate that any impurities or differences in active ingredients do not affect the safety, purity or potency of
the biosimilar product. In addition, as with BLAs, biosimilar product applications will not be approved unless the product is manufactured in
facilities designed to assure and preserve the biological product’s safety, purity and potency.

The submission of a biosimilar application does not guarantee that the FDA will accept the application for filing and review, as the FDA
may refuse to accept applications that it finds are insufficiently complete. The FDA will treat a biosimilar application or supplement as
incomplete if, among other reasons, any applicable user fees assessed under the Biosimilar User Fee Act of 2012 have not been paid. In
addition, the FDA may accept an application for filing but deny approval on the basis that the sponsor has not demonstrated biosimilarity, in
which case the sponsor may choose to conduct further analytical, preclinical or clinical studies and submit a BLA for licensure as a new
biological product.

The timing of final FDA approval of a biosimilar for commercial distribution depends on a variety of factors, including whether the
manufacturer of the branded product is entitled to one or more statutory exclusivity periods, during which time the FDA is prohibited from
approving any products that are biosimilar to the branded product. The FDA cannot approve a biosimilar application for twelve years from the
date of first licensure of the reference product. Additionally, a biosimilar product sponsor may not submit an application for four years from the
date of first licensure of the reference product. A reference product may also be entitled to exclusivity under other statutory provisions. For
example, a reference product designated for a rare disease or condition (an “orphan drug”) may be entitled to seven years of exclusivity, in
which case no product that is biosimilar to the reference product may be approved until either the end of the twelve-year period provided
under the biosimilarity statute or the end of the seven-year orphan drug exclusivity period, whichever occurs later. In certain circumstances, a
regulatory exclusivity period can extend beyond the life of a patent, and thus block biosimilarity applications from being approved on or after
the patent expiration date. In addition, the FDA may under certain circumstances extend the exclusivity period for the reference product by an
additional six months if the FDA requests, and the manufacturer undertakes, studies on the effect of its product in children, a so-called
pediatric extension.

The first biological product determined to be interchangeable with a branded product for any condition of use is also entitled to a period
of exclusivity, during which time the FDA may not determine that another product is interchangeable with the reference product for any
condition of use. This exclusivity period extends until the earlier of: (1) one year after the first commercial marketing of the first
interchangeable product; (2) 18 months after resolution of a patent infringement against the applicant that submitted the application for the
first interchangeable product, based on a final court decision regarding all of the patents in the litigation or dismissal of the litigation with or
without prejudice; (3) 42 months after approval of the first interchangeable product, if a patent infringement suit
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against the applicant that submitted the application for the first interchangeable product is still ongoing; or (4) 18 months after approval of the
first interchangeable product if the applicant that submitted the application for the first interchangeable product has not been sued.

Post-Approval Requirements

Following approval of a new product, the manufacturer and the approved product are subject to continuing regulation by the FDA,
including, among other things, monitoring and record-keeping requirements, requirements to report adverse experiences, and comply with
promotion and advertising requirements, which include restrictions on promoting drugs for unapproved uses or patient populations (known as
“off-label use”) and limitations on industry-sponsored scientific and educational activities. Although physicians may prescribe legally available
drugs for off-label uses, manufacturers may not market or promote such uses. Prescription drug promotional materials must be submitted to
the FDA in conjunction with their first use. Further, if there are any modifications to the drug or biologic, including changes in indications,
labeling or manufacturing processes or facilities, the applicant may be required to submit and obtain FDA approval of a new NDA/BLA or
NDA/BLA supplement, which may require the development of additional data or preclinical studies and clinical trials.

The FDA may also place other conditions on approvals including the requirement for a Risk Evaluation and Mitigation Strategy, or
REMS, to assure the safe use of the product. A REMS could include medication guides, physician communication plans or elements to
assure safe use, such as restricted distribution methods, patient registries and other risk minimization tools. Any of these limitations on
approval or marketing could restrict the commercial promotion, distribution, prescription or dispensing of products. Product approvals may be
withdrawn for non-compliance with regulatory standards or if problems occur following initial marketing.

The FDA may withdraw approval if compliance with regulatory requirements and standards is not maintained or if problems occur after
the product reaches the market. Later discovery of previously unknown problems with a product, including adverse events of unanticipated
severity or frequency, or with manufacturing processes, or failure to comply with regulatory requirements, may result in revisions to the
approved labeling to add new safety information; imposition of post-market studies or clinical studies to assess new safety risks; or imposition
of distribution restrictions or other restrictions under a REMS program. Other potential consequences include, among other things:

» restrictions on the marketing or manufacturing of the product, complete withdrawal of the product from the market or product
recalls;

+ fines, warning letters or holds on post-approval clinical studies;
» refusal of the FDA to approve pending applications or supplements to approved applications;
+ applications, or suspension or revocation of product license approvals;
» product seizure or detention, or refusal to permit the import or export of products; or
» injunctions or the imposition of civil or criminal penalties.
The FDA strictly regulates marketing, labeling, advertising, and promotion of products that are placed on the market. Drugs and
biologics may be promoted only for the approved indications and in accordance with the provisions of the approved label. The FDA and other

agencies actively enforce the laws and regulations prohibiting the promotion of off-label uses, and a company that is found to have
improperly promoted off-label uses may be subject to significant liability.

Other U.S. Regulatory Matters

Manufacturing, sales, promotion and other activities following product approval are also subject to regulation by numerous regulatory
authorities in the United States in addition to the FDA, including the
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Centers for Medicare & Medicaid Services, other divisions of the Department of Health and Human Services, the Department of Justice, the
Drug Enforcement Administration, the Consumer Product Safety Commission, the Federal Trade Commission, the Occupational Safety &
Health Administration, the Environmental Protection Agency and sta