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PART 1

Forward-Looking Statements and Market Data

This Annual Report on Form 10-K and the information incorporated herein by reference contain forward-looking
statements that involve substantial risks and uncertainties. These forward looking statements include, but are not
limited to, statements about:

the progress and timing of clinical trials of ZX008;

the safety and efficacy of our product candidates;

the timing of submissions to, and decisions made by, the U.S. Food and Drug Administration, or FDA, and other
regulatory agencies, including foreign regulatory agencies, with regards to the demonstration of the safety and
efficacy of our product candidates to the satisfaction of the FDA and such other regulatory agencies;

our ability to obtain, maintain and successfully enforce adequate patent and other intellectual property protection of
our product candidates and the ability to operate our business without infringing the intellectual property rights of
others;

the goals of our development activities and estimates of the potential markets for our product candidates, and our
ability to compete within those markets;

our ability to obtain and maintain adequate levels of coverage and reimbursement from third-party payors for any of
our product candidates that may be approved for sale, the extent of such coverage and reimbursement and the
willingness of third-party payors to pay for our products versus less expensive therapies;

the impact of healthcare reform laws; and

projected cash needs and our expected future revenues, operations and expenditures.

The forward-looking statements are contained principally in the sections entitled “Risk Factors,” “Management’s
Discussion and Analysis of Financial Condition and Results of Operations” and “Business.” In some cases, you can
identify forward-looking statements by the following words: “may,” “will,” “could,” “would,” “should,” “expect,” “intend,” “f
“anticipate,” “believe,” “estimate,” “predict,” “project,” “potential,” “continue,” “ongoing” or the negative of these terms or otl
comparable terminology, although not all forward-looking statements contain these words. These statements relate to
future events or our future financial performance or condition and involve known and unknown risks, uncertainties
and other factors that could cause our actual results, levels of activity, performance or achievement to differ materially
from those expressed or implied by these forward-looking statements. We discuss many of these risks, uncertainties
and other factors in this Annual Report on Form 10-K in greater detail under the heading “Item 1A — Risk Factors.”
Given these risks, uncertainties and other factors, we urge you not to place undue reliance on these forward-looking
statements, which speak only as of the date of this report. You should read this Annual Report on Form 10-K
completely and with the understanding that our actual future results may be materially different from what we expect.
For all forward-looking statements, we claim the protection of the safe harbor for forward-looking statements
contained in the Private Securities Litigation Reform Act of 1995. We undertake no obligation to revise or update
publicly any forward-looking statements, whether as a result of new information, future events or otherwise, unless
required by law.

This Annual Report on Form 10-K also contains estimates, projections and other information concerning our industry,
our business, and the markets for ZX008 and other product candidates, including data regarding the estimated size of
those markets, their projected growth rates, the incidence of certain medical conditions, statements that certain drugs,
classes of drugs or dosages are the most widely prescribed in the United States or other markets, the perceptions and
preferences of patients and physicians regarding certain therapies and other prescription, prescriber and patient data,
as well as data regarding market research, estimates and forecasts prepared by our management. 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 reflected in this
information. Unless otherwise expressly stated, we obtained this industry, business, market and other data from
reports, research surveys, studies and similar data prepared by market research firms and other third parties, industry,
medical and general publications, government data and similar sources. In particular, unless otherwise specified, all
prescription, prescriber and patient data in this Annual Report on Form 10-K is from Source Healthcare Analytics,
Source® Pharmaceutical Audit Suite (PHAST) Institution/Prescription, Source® PHAST Prescription, Source®
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Prescriber or Source® Dynamic Claims. In some cases, we do not expressly refer to the sources from which this 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.

DosePro® and Zogenix™ are our trademarks. All other trademarks, trade names and service marks appearing in this
Annual Report on Form 10-K are the property of their respective owners. Use or display by us of other parties’
trademarks,




Edgar Filing: ZOGENIX, INC. - Form 10-K

Table of Contents

trade dress or products is not intended to and does not imply a relationship with, or endorsements or sponsorship of, us

by the trademark or trade dress owner.

Unless the context requires otherwise, references in this Annual Report on Form 10-K to “Zogenix,” “we,” “us” and “our”
refer to Zogenix, Inc., including its consolidated subsidiaries.
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Item 1. Business

Company Overview
Zogenix, Inc. (“Zogenix” or “we” or “the Company”) is a pharmaceutical company developing and commercializing
innovative central nervous system (“CNS”) therapies for people living with serious and life-threatening rare CNS
disorders and medical conditions. Our current primary area of therapeutic focus is rare, or “orphan” childhood-onset
epilepsy disorders.
We currently own and control worldwide development and commercialization rights to ZX008, our lead Phase 3
product candidate. ZX008 is low-dose fenfluramine for the treatment of seizures associated with two rare and
catastrophic forms of childhood-onset epilepsy: Dravet syndrome and Lennox-Gastaut syndrome (“LGS”).
Dravet syndrome is a rare form of pediatric-onset epilepsy with life threatening consequences for patients and for
which current treatment options are very limited. ZX008 has received orphan drug designation in the United States
and the European Union (“the EU”) for the treatment of Dravet syndrome. In addition, ZX008 for the treatment of
Dravet syndrome received Fast Track designation from the U.S. Food and Drug Administration (the “FDA”) in January
2016 and Breakthrough Therapy designation in February 2018.
We initiated our Phase 3 clinical trials in North America (Study 1501) in January 2016 and in Europe and Australia in
June 2016 (Study 1502). Study 1501 and Study 1502 are each identical randomized, double-blind, placebo-controlled
studies of ZX008 as adjunctive therapy for patients with uncontrolled seizures who have Dravet syndrome. In January
2017, we announced our plan to report top-line results from Study 1501 and Study 1502 via a prospective merged
study analysis approach whereby top-line results from the first approximately 120 subjects randomized into either
Study 1501 or 1502 would have their study results analyzed and be reported initially as “Study 1.” In April 2017, we
completed enrollment of Study 1 and, in September 2017, we announced positive top-line results for the 119 patients
included in the Study 1 Phase 3 trial. The Study 1 trial met its primary objective of demonstrating that ZX008, at a
dose of 0.8 mg/kg/days, is superior to placebo as adjunctive therapy in the treatment of Dravet syndrome in children
and young adults based on change in the frequency of convulsive seizures between the 6-week baseline observation
period and the 14-week treatment period (p<0.001). In the trial, ZX008 at a dose of 0.8 mg/kg/day also demonstrated
statistically significant improvements versus placebo in all key secondary measures, including the proportion of
patients with clinically meaningful reductions in seizure frequency (50% or greater) and longest seizure-free interval.
The same analyses comparing a 0.2 mg/kg/day ZX008 dose versus placebo also demonstrated statistically significant
improvement compared with placebo. ZX008 was generally well tolerated without any signs or symptoms of
valvulopathy or pulmonary hypertension.
In September 2016, we initiated Part 1 of Study 1504, a two-part, double blind, randomized, two arm pivotal Phase 3
clinical trial of ZX008 in Dravet syndrome patients who are taking stiripentol, valproate and/or clobazam as part of
their baseline standard care. Part 1 investigated the pharmacokinetic profile and safety of ZX008 when
co-administered with the stiripentol regimen (stiripentol, valproate and clobazam). Based on the results of the
pharmacokinetic and safety portion of the trial, in February 2017 we initiated the safety and efficacy portion of Study
1504, a two-arm study that compares ZX008 versus placebo across the titration and 12-week maintenance periods at
multiple sites, which currently includes sites in France, the Netherlands, United States, Canada, Germany, the United
Kingdom and Spain. Study 1504 is targeted to enroll approximately 40 patients per treatment group. In January 2018,
we completed enrollment of this study and expect to report top-line results from the trial in the second quarter of 2018.
We believe we are on track to submit applications for regulatory approvals for ZX008 in the United States and Europe
in the fourth quarter of 2018.
LGS is another rare, refractory, debilitating pediatric-onset epilepsy with life threatening consequences for patients
and for which current treatment options are very limited and suboptimal. Beginning in first quarter of 2016, we funded
an open-label, dose-finding, investigator-initiated study of the effectiveness and tolerability of ZX008 as an adjunctive
therapy in patients with LGS. In December 2016, we presented initial data from an interim analysis of the first 13
patients to have completed at least 12 weeks of this Phase 2 clinical trial at the 70t Annual Meeting of the American
Epilepsy Society. These data demonstrated that ZX008 provided clinically meaningful improvement in major motor
seizure frequency in patients with severe refractory LGS, with 7 out of 13 patients (54%) achieving at least a 50%
reduction in the number of major motor seizures, at doses below the 0.8 mg/kg/day maximum allowed dose. In
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addition, ZX008 was generally well tolerated without any observed signs or symptoms of valvulopathy or pulmonary
hypertension. We believe these data indicate that ZX008 has the potential to be a safe and effective adjunctive
treatment of major motor seizures for patients with LGS. Based on the strength of the LGS data generated, in the first
quarter of 2017, we submitted an investigational new drug, or IND, application to the FDA to initiate a Phase 3
program of ZX008 in LGS, which became effective in April 2017. In November 2017, we announced the initiation of
our multicenter global Phase 3 clinical trial of ZX008 as an adjunctive treatment for seizures in patients with LGS
(Study 1601) with the enrollment of the first patient into the study. In the first half of 2017, ZX008 received orphan
drug designation for the treatment of LGS from the FDA in the United States and the European Medicines Agency
(the “EMA”) in the EU.
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In April 2015, we sold our Zohydro ER business to enable us to focus on development of our CNS rare disease
product candidates and to enhance our financial strength. Zohydro ER (hydrocodone bitartrate) is an extended-release
capsule oral formulation of hydrocodone without acetaminophen.

In May 2014, we sold our Sumavel DosePro (sumatriptan injection) Needle-free Delivery System business to affiliates
of Endo International plc, or Endo. In connection with the sale, we entered into a supply agreement to manufacture
and supply Sumavel DosePro to Endo (the “Endo Supply Agreement”). Under this agreement, we provided contract
manufacturing services and supplied Sumavel DosePro to Endo through April 2017. The supply agreement was
terminated in September 2017.

Our Strategy

We are committed to developing and commercializing therapeutic solutions for people living with serious and
life-threatening rare CNS disorders and medical conditions. Our strategy centers on developing and advancing our
lead therapeutic product candidate, ZX008, low-dose fenfluramine for the treatment of Dravet syndrome, LGS, and
potentially other rare and catastrophic epilepsy disorders. In addition to ZX008, we aim to identify, develop, and
advance other innovative therapeutic product candidates with the potential to treat patients living with serious and
life-threating rare CNS disorders. The key elements of our strategy are:

Rapidly advancing ZX008 for the treatment of Dravet syndrome through clinical development and regulatory
approval. In September 2017, we announced positive top-line results for our first Phase 3 trial (Study 1) studying
ZX008 as adjunctive therapy for patients with uncontrolled convulsive seizures who have Dravet syndrome. We are
currently conducting a second double-blind, randomized, two-arm pivotal Phase 3 trial for ZX008 as an adjunctive
treatment in Dravet syndrome, Study 1504, in which all patients will be taking stiripentol, valproate and/or clobazam
as part of their baseline standard care. We expect to report top-line results from Study 1504 in the second quarter of
2018, and if positive, submit applications for regulatory approvals in the U.S. and Europe in the fourth quarter of
2018.

Developing ZX008 for the treatment of Lennox-Gastaut syndrome. In November 2017, we announced the initiation of
our multicenter global Phase 3 clinical trial for ZX008 as an adjunctive treatment of seizures associated with LGS
with the enrollment of the first patient into the study. In the first half of 2017, ZX008 received orphan drug
designation for the treatment of LGS from the FDA in the United States and the European Medicines Agency in the
EU.

Evaluating ZX008 for potential treatment of other forms of orphan pediatric epilepsy. In addition to Dravet syndrome
and LGS, we believe that the unique mechanism of action of ZX008 has the potential to treat other epileptic
encephalopathies where there is a significant unmet medical need. We expect to continue to evaluate its potential in
additional orphan pediatric-onset epilepsy indications where there is a significant unmet medical need.

Identifying innovative, differentiated product development candidates in the therapeutic area of rare CNS disorders
for acquisition and further development. Our business development team focuses on identifying and evaluating
differentiated, high-value licensing and product acquisition opportunities that would build our CNS product candidate
pipeline and effectively leverage our capabilities in the United States and Europe.

Our Clinical Product Candidate
We currently have one product candidate in clinical development for differentiated therapies treating CNS disorders.

7X008 (Low-Dose Fenfluramine) for the Treatment of Dravet Syndrome

Dravet syndrome is a rare childhood-onset channelopathy in which intractable epilepsy is one of the most significant
and devastating symptoms. Children and young adults with Dravet syndrome experience debilitating, persistent and
potentially life-threatening seizures beginning in the first year of life. Seizures continue throughout their lifetime and
are most often treatment resistant, meaning that currently available medications and therapies are not able to achieve
complete or clinically meaningful seizure control and, in some cases, worsen the condition. Individuals with Dravet
syndrome face a higher incidence of Status Epilepticus and Sudden Unexplained Death in Epilepsy, or SUDEP. These
patients suffer from severe cognitive and other developmental impairment throughout life, as well as neurobehavioral
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disorders such as autistic-like behavior and attention deficit hyperactivity disorder, and motor abnormalities. The
prognosis for patients with Dravet syndrome to become seizure free is poor. A recent study by Wu et. al. published by
the American Academy of Pediatrics in 2015 reported an incidence rate for Dravet syndrome of approximately 1 per
16,000 live births with onset occurring within the first year of life.

There are currently no FDA-approved treatments indicated for the treatment of seizures associated with Dravet
syndrome. The standard of care usually involves a combination of the following anticonvulsant drugs: clobazam,
clonazepam, levetiracetam, topiramate, valproic acid, ethosuximide and zonisamide. Stiripentol is approved in
Europe, Canada, Australia and Japan for the treatment of seizures associated with Dravet syndrome in conjunction
with valproate and/or clobazam. In

4
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Europe, stiripentol was granted an orphan drug designation for the treatment of Dravet syndrome in 2001. In the

United States, stiripentol is not FDA-approved and can only be obtained via the FDA’s Personal Importation Policy
(“PIP”) or under an Expanded Access IND. Sodium channel blocking anticonvulsant drugs often used to treat most other
epilepsy conditions increase seizure frequency in patients with Dravet syndrome. Management of this disease may

also include a nonpharmacologic treatments, including ketogenic diet and vagal nerve stimulation.

Fenfluramine was originally developed and approved as an anorectic agent for the treatment of adult obesity.
Pre-clinical and clinical evidence of the drug’s ability to treat refractory pediatric epileptic seizures was first described
in the 1980s. Fenfluramine was withdrawn from the market in 1997 because the risk outweighed the benefit in this
adult obese population, after cases of heart valve defects and pulmonary hypertension were reported in adults who had
taken fenfluramine, most often with phentermine. However, at this time, academic pediatric neurologists in Belgium
continued to evaluate low doses of fenfluramine in a small number of refractory patients under a government
approved compassionate use protocol. Their open-label study, which continues today, evaluated the safety and
effectiveness of low-dose fenfluramine to reduce seizures in refractory Dravet syndrome patients.

In December 2016, we presented the most recent analyses of the original Dravet syndrome patients being treated in
Belgium under this government approved protocol at the 70th Annual Meeting of the American Epilepsy Society. At
that time ten original patients who started treatment with fenfluramine prior to 2010 had been treated with low-dose
fenfluramine for a mean of 17.5 years (range: 7-28 years) From the analysis, low-dose fenfluramine, as an adjunctive
therapy to standard antiepileptic drugs, was providing these difficult to treat patients with long-term, durable seizure
control. As reported at the meeting, for the most immediate past six years of treatment leading up to the analysis, three
patients were seizure-free for the entire six years and four patients experienced seizure-free intervals of at least two
years. None of these patients developed any clinically meaningful signs or symptoms of cardiac valvulopathy or
pulmonary hypertension, while two patients had mild and stable cardiac valve thickening on the most recent cardiac
echocardiogram that was deemed to be clinically unimportant. After 2010, an additional 11 Dravet syndrome patients
started adjuvant treatment with low-dose fenfluramine under the Belgium government approved protocol and data on
this cohort was presented at the 71st Annual Meeting of the American Epilepsy Society. The mean age at start of
fenfluramine in this cohort was 12.5 years (range, 1- 30 years) and treatment with fenfluramine was for a median
duration of 3.0 years (range, 1- 7 years). Ninety-one percent of these patients had a clinically meaningful reduction
(=50%) and 73% had substantial reductions (=75%) in major motor seizure frequency at the prior visit. Fenfluramine
was generally well tolerated with no clinical and/or echocardiographic signs of cardiac valvulopathy or pulmonary
hypertension. In this ongoing Belgian study of low dose fenfluramine treating refractory Dravet syndrome patients, no
patient has stopped treatment for any adverse event.

Because of the known cardiac side effects of fenfluramine reported when prescribed in higher doses for the treatment
of adult obesity (without baseline cardiac data), the ongoing Belgian study requires ongoing periodic evaluations of
the heart and, in particular, the heart valves and measures assessing for the presence of pulmonary hypertension using
echocardiography. Overall, low-dose fenfluramine has been shown to be well tolerated and side-effects of treatment
have been mild and transient over the entire 29-year study period. There have been no clinically significant findings
related to cardiac valvulopathy and no reports of pulmonary hypertension in any ZX008 or low-dose fenfluramine
studies to date.

Formal meetings have been held with the regulatory agencies in the United States and EU to obtain concurrence on
remaining pre-clinical and clinical requirements for regulatory approval. Based upon this information, we believe our
two pivotal placebo-controlled Phase 3 studies in Dravet syndrome, if successful, will support regulatory approval of
7X008 in the United States and in Europe. Our investigational new drug (“IND”) application for ZX008 for the
treatment of Dravet syndrome became effective in December 2015. We initiated our Phase 3 clinical trials in North
America (Study 1501) in January 2016 and in Europe and Australia in June 2016 (Study 1502). Study 1501 and Study
1502 are each identical randomized, double-blind, placebo-controlled studies of ZX008 as adjunctive therapy for
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patients with uncontrolled seizures who have Dravet syndrome. In January 2017, we announced our plan to

report top-line results from Study 1501 and Study 1502 via a prospective merged study analysis approach

whereby top-line results from the first approximately 120 subjects randomized into either Study 1501 or 1502 would
have their study results analyzed and be reported initially as “Study 1.” In April 2017, we completed enrollment of
Study 1 and, in September 2017, we announced positive top-line results for the 119 patients included in the Study 1
Phase 3 trial. The Study 1 trial met its primary objective of demonstrating that ZX008, at a dose of 0.8 mg/kg/day, is
superior to placebo as adjunctive therapy in the treatment of Dravet syndrome in children and young adults based on
change in the frequency of convulsive seizures between the 6-week baseline observation period and

the 14-week treatment period (p<0.001). In the trial ZX008 0.8 mg/kg/day also demonstrated statistically significant
improvements versus placebo in all key secondary measures, including the proportion of patients with clinically
meaningful reductions (50% or greater) in convulsive seizure frequency and longest seizure-free interval. The same
analyses comparing a 0.2 mg/kg/day ZX008 dose versus placebo also demonstrated statistically significant
improvement compared with placebo. Patients completing the Phase 3 trials are given the opportunity to enroll in an
open label long-term extension safety study (Study 1503).
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We are conducting Study 1504 in Dravet syndrome patients who are incomplete responders to a stiripentol treatment
regimen. In September 2016, we initiated Part 1 of Study 1504, a two-part, double blind, randomized, two arm pivotal
Phase 3 clinical trial of ZX008 in Dravet syndrome patients who are taking stiripentol, valproate and/or clobazam as
part of their baseline standard care. Part 1 investigated the pharmacokinetic profile and safety of ZX008 when
co-administered with the stiripentol regimen (stiripentol, valproate and clobazam). Based on the results of the
pharmacokinetic and safety portion of the trial, in February 2017, we initiated the safety and efficacy portion of Study
1504, a two-arm study that compares ZX008 versus placebo across the titration and 12-week maintenance periods at
multiple sites, which currently includes sites in France, the Netherlands, United States, Canada, Germany, the United
Kingdom and Spain. Study 1504 is targeted to enroll approximately 40 patients per treatment group. We completed
enrollment of this study in January 2018 and expect to report top-line results from Study 1504 in the second quarter of
2018. We believe in addition to Study 1504 being a pivotal Phase 3 trial, it may also demonstrate the potential
incremental benefit of ZX008 over the background stiripentol regimen, which is required to maintain ZX008 orphan
drug status in the EU. We also expect the results of Study 1504 will be important for future market positioning and
reimbursement of ZX008 in Europe.

In the event that the FDA requires a risk evaluation and mitigation strategy (“REMS”) to ensure that the benefits of the
drug outweigh the potential risks, we are currently developing the appropriate elements of a specific REMS to support
and maintain a long-term favorable benefit-risk profile for ZX008 in the United States, as well as a similar risk
mitigation plan, or RMP for Europe. This is consistent with other drugs with known safety issues that are approved for
serious diseases with high unmet need. We intend to submit a new drug application (“NDA”) and a marketing
authorization application (“MAA”) for ZX008 for the treatment of Dravet syndrome in the fourth quarter of 2018.
7X008 for the Treatment of Lennox-Gastaut Syndrome

LGS is a severe, refractory and debilitating form of epilepsy that typically becomes apparent during early childhood.
Affected children experience generalized tonic-clonic seizures, tonic seizures, atonic seizures, and tonic/atonic
seizures, all of which can result in “drop attacks.” Other seizure types that occur in some LGS patients include
non-convulsive seizures, such as atypical absences, focal seizures, and myoclonic seizures. Children with LGS most
often also develop cognitive dysfunction, delays in reaching developmental milestones and behavioral problems. LGS
can be caused by a variety of underlying conditions, but in some cases no cause can be identified.

LGS makes up 1% to 4% of all pediatric epilepsies. There is no specific therapy for LGS that is effective in all cases
and the disorder has proven particularly resistant to most currently available therapeutic options. The three main
therapeutic options for the treatment of LGS are anti-epileptic drugs (“AEDs”), dietary therapy (typically the ketogenic
diet) or surgery (VNS therapy or corpus callosotomy). AEDs are usually prescribed to individuals with LGS, but the
individual response is highly variable. However, because individuals with LGS rarely respond successfully to one
AED, they most often require polypharmacotherapy with multiple AEDs, and yet still most continue to have
refractory seizures. Although a variety of specific drugs have been approved by the FDA and/or EMA for the
treatment of LGS including topiramate, lamotrigine, clobazam, rufinamide, felbamate and clonazepam, these
medications typically have limited success and in addition, are often associated with intolerable side effects, especially
in individuals who receive multidrug, high-dose regimens. Furthermore, all current AEDs can also become less
effective over time.

Beginning in first quarter of 2016, we funded an open-label dose-ranging investigator-initiated study of the
effectiveness and tolerability of ZX008 as an adjunctive therapy in patients with LGS. Refractory LGS patients were
treated with ZX008 as an adjunctive therapy for seizures associated with LGS. In December 2016, we presented initial
data from an interim analysis of the first 13 patients to have completed at least 12 weeks of this Phase 2 open-label,
dose-finding study at the 70t Annual Meeting of the American Epilepsy Society. These data demonstrated that ZX008
provided clinically meaningful improvement in major motor seizure frequency in patients with severely refractory
LGS, despite not attempting to dose to maximal efficacy as per protocol, with 7 of 13 patients (54%) achieving at least
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a 50% reduction in the number of major motor seizures, at doses below the 0.8 mg/kg/day maximum allowed dose. In
addition, ZX008 was generally well tolerated without any observed signs or symptoms of valvulopathy or pulmonary
hypertension. We believe these data indicate that ZX008 has the potential to be a safe and effective adjunctive
treatment for LGS.

Based on the strength of the LGS data generated in the investigator-initiated study, in November 2017 we announced
the initiation of our global Phase 3 clinical trial for ZX008 as an adjunctive treatment of seizures associated with LGS,
Study 1601. Study 1601 is divided in two parts. Part 1 is a double-blind, placebo-controlled investigation to assess the
safety, tolerability and efficacy of ZX008, low-dose fenfluramine, when added to a patient’s current anti-epileptic
therapy. The trial will include two dose levels of ZX008 (0.2 mg/kg/day and 0.8 mg/kg/day, up to a maximum daily
dose of 30 mg), as well as placebo. After establishing baseline seizure frequency for 4 weeks, randomized patients
will be titrated to their dose over a 2-week titration
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period, followed by a 12-week fixed dose maintenance period. The Company is targeting a total of 225 randomized
patients (75 per treatment arm) in the trial. The primary endpoint of Study 1601 is change in the number of seizures
that result in drops between baseline and the combined titration and maintenance periods at the 0.8 mg/kg/day dose as
compared to placebo. The key secondary endpoints include change in the number of seizures that result in drops
between baseline and the combined titration and maintenance periods at the 0.2 mg/kg/day dose, and the proportion of
patients achieving at least a 50% reduction in drop seizures. Part 2 of Study 1601 will be a 12-month open-label
extension to evaluate the long-term safety, tolerability and effectiveness of ZX008. ZX008 for the treatment of LGS
has been designated as an orphan drug by both the FDA and the European Commission. Study 1601 is planned for up
to 85 sites in North America, Europe, Asia-Pacific, South America, South Africa and Australia.

Beyond Dravet syndrome and LGS, we also intend to evaluate ZX008’s potential to treat additional indications in other
rare pediatric-onset epileptic encephalopathies and related medical conditions in the future.

Competition

The pharmaceutical industry is characterized by rapidly advancing technologies, intense competition and a strong
emphasis on proprietary therapeutics. We face competition from a number of sources, some of which may target the
same indications as our product candidates, including large pharmaceutical companies, smaller biopharmaceutical
companies, biotechnology companies, academic institutions, government agencies and private and public research
institutions, many of which have greater financial resources, research and development capabilities, sales and
marketing capabilities, manufacturing capabilities, experience in obtaining regulatory approvals for product
candidates and/or other resources than us. We will face competition not only in the commercialization of any product
candidates for which we obtain marketing approval from the FDA or other regulatory authorities, but also for the
in-licensing or acquisition of additional product candidates.

ZX008

There are currently no FDA-approved treatments indicated for the treatment of seizures associated with Dravet
syndrome. The standard of care usually involves a combination of the following anticonvulsant drugs: clobazam,
clonazepam, levetiracetam, topiramate, valproic acid, ethosuximide and zonisamide. Stiripentol is approved in
Europe, Canada, Australia and Japan for the treatment of Dravet syndrome when used in conjunction with valproate
and/or clobazam. In Europe, stiripentol was granted an orphan drug designation for the treatment of Dravet syndrome
in 2001. In the United States, stiripentol is not FDA approved and can only be obtained via the FDA’s Personal
Importation Policy, or PIP, or under an Expanded Access IND. The FDA’s PIP is intended to make available, through
the exercise of enforcement discretion, unapproved drugs used to treat serious medical conditions for which no
equivalent treatment exists in the United States, and unapproved drugs used to continue treatment begun in a foreign
country. All new patients obtaining stiripentol must have a patient specific IND application submitted to the FDA by
the prescribing physician, who is most often an academic pediatric neurologist. The manufacturer of stiripentol,
Biocodex, may in the future seek and receive FDA approval for stiripentol for the treatment of Dravet syndrome.

7X008 has a novel mechanism of action (selective serotonin activity and possibly sigma-1 activity) that is different
from the other antiepileptic drugs currently available and in clinical development in the United States and EU for the
treatment of epileptic encephalopathies like Dravet syndrome. Two other drug candidates in clinical development for
the treatment of Dravet syndrome are both cannabinoids which have a different distinct mechanism of action from
ZX008. We do not expect that their successful development and approval in the United States or Europe would block
the FDA or EMA from granting approval of ZX008 even if they are approved prior to ZX008.

One cannabinoid product candidate in clinical development for Dravet syndrome is GW Pharmaceuticals’ Epidiolex, a
liquid drug formulation of plant-derived purified cannabidiol, or CBD, a component of marijuana. Published
open-label clinical data and anecdotal evidence has suggested that patients with Dravet syndrome experience a
reduction in seizures when CBD is prescribed to them. In March 2016, GW Pharmaceuticals announced positive
results from its first Phase 3 clinical trial for Epidiolex for the treatment of Dravet syndrome, and in June and
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September 2016 announced positive results from its two Phase 3 clinical trials for Epidiolex for the treatment of LGS,
with Epidiolex achieving its primary study endpoints in all three trials. GW Pharmaceuticals is currently conducting
an additional Phase 3 study in Dravet syndrome and in December 2017 announced data from the second Phase 3 study
in Dravet syndrome is expected in the second half of 2018. Also in December 2017, GW Pharmaceuticals announced
FDA acceptance of its NDA filing for Epidiolex in the treatment of LGS and Dravet syndrome and that an MAA for
Epidiolex in both indications had been filed in Europe.

Insys Therapeutics, or Insys, is developing a synthetic cannabidiol, or CBD, for the treatment of pediatric epilepsies,
including Dravet syndrome. Insys previously advanced its synthetic CBD program, which has received orphan drug
designation
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and Fast Track status by the FDA for use of CBD as a potential treatment for Dravet syndrome, into a Phase 1/2
clinical trial. Insys initiated Phase 2 development of its CBD product candidate for childhood absence epilepsy in
December of 2017, and plans to initiate a Phase 3 trial in infantile spasms, a pediatric epilepsy syndrome, in the first
quarter of 2018.

Several other companies, including Xenon Pharmaceuticals, Inc. have disclosed that they are developing preclinical
drug candidates for the potential treatment of Dravet syndrome.

Manufacturing and Supply

In September 2017, our agreement to manufacture and supply Sumavel DosePro to Endo was terminated. We do not
own or operate, and currently have no plans to establish or own any manufacturing facilities with respect to the
manufacture of ZX008 or any future product candidates. We currently rely, and expect to continue to rely, on
third-party manufacturers to produce sufficient quantities of our product candidates and their component raw materials
for use in our internal research efforts and clinical trials and in relation to any future commercialization of our product
candidates. Our third-party manufacturers are responsible for obtaining the raw materials necessary to manufacture
our product candidates, which we believe are readily available from more than one source. Additional third-party
manufacturers are and will be used to formulate, fill, label, package and distribute investigational drug products. This
approach allows us to maintain a more efficient infrastructure while enabling us to focus our expertise on developing
and commercializing our product candidates. Although we believe we have multiple potential sources for the
manufacture of our product candidates and their related raw materials, we currently rely on single manufacturers for
different aspects of ZX008.

License Agreements

Zogenix International Limited Sales and Purchase Agreement (ZX008)

Under the terms of our agreement to acquire Zogenix International Limited, pursuant to a sale and purchase agreement
with Brabant Pharma Limited (Brabant), we agreed to make future milestone payments to the former principals of
Brabant of up to $95.0 million in the event we achieve contractually specified regulatory and sales milestones with
respect to ZX008. We agreed to use commercially reasonable efforts to develop and commercialize ZX008 and to
achieve the milestones.

In addition, in October 2014, Zogenix International Limited has a collaboration and license agreement with the
Universities of Antwerp and Leuven in Belgium (the “Universities”), which runs through September 2045. Under the
terms of the agreement, the Universities granted Zogenix International Limited an exclusive worldwide license to use
the data obtained from the study, as well as certain intellectual property related to fenfluramine for the treatment of
Dravet syndrome. Zogenix International Limited is required to pay a mid-single-digit percentage royalty on net sales
of fenfluramine for the treatment of Dravet syndrome or, in the case of a sublicense of fenfluramine for the treatment
of Dravet syndrome, a percentage in the mid-twenties of the sub-licensing revenues. The agreement may be
terminated by the Universities if Zogenix International Limited: (a) does not use commercially reasonable efforts to (i)
develop and commercialize fenfluramine for the treatment of Dravet syndrome or related conditions stemming from
infantile epilepsy, or (ii) seek approval of fenfluramine for the treatment of Dravet syndrome in the United States; or
(b) if Zogenix International Limited becomes insolvent, shall make an assignment for the benefit of creditors, or shall
have a petition in bankruptcy filed for or against it or if a petition for any similar relief has been filed against it. The
Company can terminate the agreement upon specified prior written notice to the Universities.

Intellectual Property

Our success will depend to a significant extent on our ability to obtain, expand and protect our intellectual property
estate, enforce patents, maintain trade secret and trademark protection and operate without infringing the proprietary
ri