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This Annual Report on Form 10-K contains forward-looking statements within the meaning of Section 27A
of the Securities Act of 1933, as amended, and Section 21E of the Securities Exchange Act of 1934, as amended,
which are subject to the “safe harbor” created by those sections. Forward-looking statements are based on our
management’s beliefs and assumptions and on information currently available to our management. All statements
other than statements of historical facts are “forward-looking statements” for purposes of these provisions. In
some cases, you can identify forward-looking statements by terms such as “anticipate,” “believe,” “could,”
“estimate,” “expect,” “intend,” “may,” “plan,” “potential,” “predict,” “project,” “should,” “will,” “would” and
similar expressions intended to identify forward-looking statements. These statements involve known and
unknown risks, uncertainties and other factors, which may cause our actual results, performance, time frames or
achievements to be materially different from any future results, performance, time frames or achievements
expressed or implied by the 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 “Risk Factors.” Given these risks,
uncertainties and other factors, you should not place undue reliance on these forward-looking statements. Also,
these forward-looking statements represent our estimates and assumptions only as of the date of this filing. 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. We hereby qualify our forward-looking statements by
these cautionary statements. Except as required by law, we assume no obligation to update these forward-looking
statements publicly, or to update the reasons actual results could differ materially from those anticipated in these
forward-looking statements, even if new information becomes available in the future.

LIS ”

PART 1.

Item 1. Business.
Overview

We are a biopharmaceutical company focused on developing and commercializing a portfolio of internally
discovered product candidates with an initial focus on neurological disorders. Our innovative product and
product candidates are prodrugs that are typically created by modifying the chemical structure of currently
marketed drugs, referred to as parent drugs, and are designed to correct limitations in the oral absorption,
distribution and/or metabolism of the parent drug. Our marketed product and each of our product candidates are
orally available, patented or patentable molecules that address potential markets with clear unmet medical needs.
Our marketed product is approved in the United States, where it is known as Horizant® (gabapentin enacarbil)
Extended-Release Tablets, and in Japan, where it is known as Regnite® (gabapentin enacarbil) Extended-Release
Tablets. Horizant has been approved by the U.S. Food and Drug Administration, or FDA, for the treatment of
moderate-to-severe primary restless legs syndrome, or RLS, in adults and for the management of postherpetic
neuralgia, or PHN, in adults. Restless legs syndrome, also known as Willis-Ekbom Disease, is a neurological
disorder characterized by an urge to move the legs, usually caused or accompanied by uncomfortable and
unpleasant sensations in the legs. PHN is a neuropathic (nerve) pain syndrome that can follow the healing of an
outbreak of herpes zoster, commonly known as shingles. Regnite has been approved by the Japanese Ministry of
Health, Labor and Welfare, or MHLW, as a treatment for patients with RLS.

Glaxo Group Limited, or GSK, holds exclusive commercialization rights for Horizant in the United States
during a transition period ending on April 30, 2013, following which we will be responsible for the further
development, manufacturing and commercialization of Horizant. On November 8, 2012, we entered into a
termination and transition agreement with GSK to terminate the collaboration agreement between us and GSK
and to resolve all ongoing litigation between the parties. Under the collaboration agreement, we had granted to
GSK exclusive commercialization and certain development rights in the United States to Horizant. Pursuant to
the termination and transition agreement, we will reacquire the exclusive rights to commercialize, promote,
manufacture and distribute Horizant in the United States on May 1, 2013, following the expiration of the
transition period. We and GSK also entered into a stock purchase agreement on November 8, 2012, pursuant to
which GSK purchased an aggregate of $40.0 million of our common stock, or an aggregate of 4,031,212 shares
at an average price of $9.923 per share.



Gabapentin enacarbil is licensed to Astellas Pharma Inc. in Japan and five other Asian countries. In July
2012, Astellas initiated sales of Regnite in Japan. We are entitled to receive percentage-based high-teen royalties
on net sales of Regnite in Japan, with the royalties recognized when royalty payments are received by us.

We have three product candidates in clinical development. Our lead product candidate, arbaclofen placarbil,
or AP, is a potential treatment for patients with spasticity. We are conducting a pivotal Phase 3 clinical trial
under a Special Protocol Assessment, or SPA, with the FDA for AP as a potential treatment for spasticity in
patients with multiple sclerosis, or MS. If a positive outcome from this trial is achieved, along with supportive
data from certain additional studies, we intend to submit a new drug application, or NDA, to the FDA under
Section 505(b)(2) of the Federal Food, Drug, and Cosmetic Act, as amended, or FDCA. Section 505(b)(2) of the
FDCA allows reference to published literature and/or the FDA’s previous finding of safety and effectiveness for
baclofen, a drug that has been approved by the FDA for the alleviation of signs and symptoms of spasticity in
individuals with MS and may also be of some value in patients with spinal cord injuries and other spinal cord
diseases. We anticipate that top-line results of the pivotal Phase 3 clinical trial will be available in the second
quarter of 2013.

Our second product candidate, XP21279, is a potential treatment for patients with advanced idiopathic
Parkinson’s disease. In 2011, we completed a Phase 2 clinical trial of XP21279/carbidopa compared to patient-
optimized doses of Sinemet (levodopa/carbidopa) in patients with Parkinson’s disease who experience motor
fluctuations. While the results of the pharmacokinetic analysis from the trial showed that subjects had
significantly lower variation in levodopa blood levels over a 16-hour time period while taking
XP21279/carbidopa as compared Sinemet, the results of the primary analysis of the trial showed that the
improvement with XP21279/carbidopa dosed three times per day was not statistically better than the
improvement seen with optimized Sinemet dosed four or five times per day during the double-blind phase of the
trial. We conducted an End-of-Phase 2 meeting with the FDA in which we received feedback that a proposed
development program for XP21279 could support an NDA submission under Section 505(b)(2) of the FDCA.
The FDA provided specific guidance on the proposed design of the pivotal trial and confirmed that efficacy and
safety data from this study could be included in the product label. We plan to continue development of XP21279
to the extent our resources permit or we enter into a collaboration with a third party.

We are evaluating our third product candidate, XP23829, in Phase | studies with healthy subjects to
determine its safety and pharmacokinetic profile. We believe that XP23829 could be a potential treatment of
patients with relapsing-remitting MS, or RRMS, psoriasis and/or certain other disorders where the mechanism of
action of XP23829 may be relevant. XP23829 is a fumaric acid ester compound and a patented prodrug of
monomethyl fumarate, or MMF. Fumaric acid ester compounds have shown immuno-modulatory and
neuroprotective effects in cell-based systems and preclinical models of disease. A fumaric acid ester product is
approved in Germany for the treatment of psoriasis, and in the United States, a fumaric acid ester compound is
currently under U.S. regulatory review as a potential treatment for RRMS.

In addition to our collaboration agreement with Astellas for Regnite, we plan to enter into other agreements
with pharmaceutical companies for our product candidates: (1) when access to a primary care physician or
expanded sales force is necessary to maximize the commercial potential of our product candidates in the United
States; (2) for the development and commercialization of our product candidates outside the United States; or
(3) to develop and commercialize product candidates that fall outside our core focus or our core development
capabilities.

Our Proprietary Prodrugs

The conventional approach to designing new oral drugs is to rely on the drug’s ability to passively diffuse
through the intestinal wall to enter the bloodstream and reach the targeted tissue. However, this can be a difficult
task, because the chemical and physical properties that allow a drug to bind to its cellular target and cause the
intended therapeutic effect frequently impair the drug’s ability to passively diffuse through the wall of the
intestines. Critical to the success of any drug is its ability to access the targeted tissues, achieve and maintain
effective concentrations at the site of therapeutic action for an appropriate period of time and have minimal side
effects. In addition, convenient administration is frequently necessary to ensure patient compliance. Many
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marketed drugs do not possess all of these attributes, leading to limitations in their therapeutic benefit and
commercial potential.

If the medical need is high, drugs with poor absorption from the gastrointestinal, or GI, tract are still
developed and marketed, but often with suboptimal therapeutic benefit. In some cases, drugs that are poorly
absorbed from the GI tract are marketed as injectable medicines, which are inconvenient for patients. Another
problem frequently encountered by drug designers occurs when a drug is well-absorbed from the intestines but
does not last in the bloodstream for a sufficient period of time to maintain a therapeutic benefit. In this situation,
frequent oral dosing is required, which is inconvenient for patients and can lead to poor compliance. In addition,
drugs requiring frequent dosing often exhibit unwanted side effects when the drug is present in high
concentration and then ineffectiveness when the concentration of the drug is insufficient. Sustained-release
formulations that deliver medicine slowly as a pill travels through the entire GI tract can sometimes improve the
utility of drugs that exhibit suboptimal therapeutic properties. However, drugs absorbed only in the upper GI tract
do not benefit from sustained-release formulations.

The human body contains specific membrane proteins, known as transporters, which are responsible for
carrying nutrients into cells and across cell barriers. Active transport refers to cellular transporter mechanisms
that interact with substrates such as nutrients and use energy to carry them across membranes. One aspect of our
expertise and know-how utilizes the body’s natural mechanisms for actively transporting nutrients through
cellular barriers to permit certain parent drugs with suboptimal oral absorption to be effectively and efficiently
delivered into the body after the oral administration. We have identified specific, high-capacity nutrient
transporter proteins in the intestines and chemically modified the structure of the parent drug to create what we
call a Transported Prodrug that utilizes these transporters to achieve absorption across the intestinal cell barrier
through active transport. Our Transported Prodrugs are designed to split apart, releasing the parent drug and
natural substances that generally have well-studied, known safety characteristics. Gabapentin enacarbil, AP and
XP21279 are all prodrugs that target transporter proteins that are present throughout the entire GI tract, including
the colon.

Another aspect of our expertise and know-how is our prodrug chemistry knowledge, including control of the
Kinetics of cleavage of prodrugs in certain tissues. XP23829 is a prodrug that we believe to be passively absorbed
from the GI tract, but it has been designed to selectively split apart in a specific way, releasing MMF and natural
substances that have well-studied, known safety characteristics. Our preclinical studies of XP23829 have
demonstrated reduced GI irritation and higher achievable MMF levels than dimethyl fumarate, or DMF, which is
another prodrug of MMF.

We have designed our prodrugs to be absorbed in the lower gastrointestinal tract which enables formulation
using sustained-release technology and thereby may be used to maintain appropriate blood concentrations for an
extended period after dosing. As a result of the improved oral absorption of our prodrugs, they may potentially
have enhanced therapeutic benefits compared to the parent drugs, such as improved clinical efficacy, reduced
side effects and less frequent dosing, which may result in increased patient convenience and compliance.

Marketed Product
Gabapentin Enacarbil (Known as Horizant in the United States and Regnite in Japan)

Gabapentin enacarbil is our first approved product. It was approved in the United States in April 2011 for
the treatment of RLS and was approved in June 2012 for the management of PHN in adults. GSK holds
commercialization rights for Horizant in the United States during a transition period ending on April 30, 2013,
following which XenoPort will be responsible for the further development, manufacturing and commercialization
of Horizant. Gabapentin enacarbil was also approved in Japan in January 2012 for the treatment of RLS. Astellas
began selling gabapentin enacarbil in Japan in July 2012 under the trade name Regnite.



Approved Indications
Restless Legs Syndrome

Background on Restless Legs Syndrome. Restless legs syndrome is a neurological condition that causes an
irresistible urge to move the legs. This urge is usually caused or accompanied by unpleasant sensations of burning,
creeping, tugging or tingling inside the patients’ legs, ranging in severity from uncomfortable to painful. These
restless legs syndrome-related symptoms typically begin or worsen during periods of rest or inactivity, particularly
when lying down or sitting, and may be temporarily relieved by movement such as walking or massaging the legs.
Symptoms often worsen at night, and disturbed sleep is a common result of restless legs syndrome. Left untreated,
restless legs syndrome may cause exhaustion, daytime fatigue, inability to concentrate and impaired memory.

Potential Market.  Although the exact prevalence rate of RLS is uncertain, a study published in Movement
Disorders in 2010 indicated that approximately 2% to 3% of people in the United States are afflicted with RLS.
We estimate that there are approximately 6.1 million prescriptions written annually for drugs to treat RLS in the
United States.

Although the exact prevalence is uncertain, Astellas estimates that there are approximately 2.1 million
patients in Japan with RLS.

Current Treatments for RLS. In the United States, the currently approved and most widely prescribed
treatments for RLS belong to a class of drugs called dopamine agonists and include Mirapex (pramipexole) from
Boehringer Ingelheim, Requip (ropinirole) from GSK and generic equivalents to these drugs, as well as Neupro
(a rotigotine transdermal system), a dopamine agonist patch from UCB, Inc. Physicians also prescribe opioids,
benzodiazepines and anticonvulsants, such as gabapentin, to treat patients with restless legs syndrome. In Japan,
we believe that Regnite competes with Sifrol (pramipexole) from Boehringer Ingelheim and could compete with
the Neupro transdermal system, which was approved in Japan in December 2012. Otsuka Pharmaceutical Co.,
Ltd. holds exclusive marketing rights for Neupro in Japan.

Postherpetic Neuralgia

Background on Postherpetic Neuralgia (PHN). Neuropathic pain is pain that results from damage to nerves.
One form of chronic neuropathic pain is PHN. PHN is a complication of shingles, a painful outbreak of rash or
blisters on the skin caused by a reactivation of the same virus that causes chicken pox. PHN is often characterized as
constant stabbing, burning or electric shock-like sensations in the area affected by shingles after the rash has
cleared. Approximately 10% to 15% of all patients with shingles develop PHN, which can persist for many years.

Potential Market. We estimate that the prevalence of PHN is less than 200,000 patients in the United
States. In May 2006, Merck & Co. received FDA approval for Zostavax, a live attenuated vaccine, to help
prevent shingles. In October 2006, the U.S. Centers for Disease Control and Prevention’s Advisory Committee
on Immunization Practices voted unanimously to recommend that adults 60 years of age and older be vaccinated
with Zostavax for the prevention of shingles. In 2011, Zostavax was approved by the FDA for use in adults
between the ages of 50 to 59 years of age. While Zostavax is not a treatment for shingles or PHN, the availability
of this vaccine could impact the future market for therapies for PHN.

Current Treatments. Current classes of drugs used to treat patients with PHN include anticonvulsants,
antidepressants and tricyclic drugs, with anticonvulsants representing the largest share of the PHN market. Of the
anticonvulsants, generic gabapentin is the market leader, and Lyrica (pregabalin), from Pfizer Inc., is also widely
prescribed for the management of PHN. In addition, Gralise (a once-daily formulation of gabapentin) from
Depomed Inc. is also approved for the management of PHN. Other treatments used in selected patients include
Qutenza (a capsaicin patch) from NeurogesX, Inc. and local application of lidocaine.

Commercialization
United States
GSK holds commercialization rights for Horizant in the United States during a transition period ending on
April 30, 2013, following which we will be responsible for the further development, manufacturing and
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commercialization of Horizant. We will reacquire the exclusive rights to commercialize, promote, manufacture
and distribute Horizant in the United States on May 1, 2013, following the expiration of the transition period
under the termination and transition agreement we entered into with GSK. We are working with GSK to
transition the necessary materials and information to allow us to begin commercializing Horizant. We have no
experience in commercializing products on our own and have only limited management expertise in developing a
commercial operation. However, we are establishing an infrastructure for sales and marketing, supply chain,
distribution, pharmacovigilance, compliance and safety reporting that we believe will enable us to promote
Horizant. We have also been evaluating current Horizant sales, including the geographic distribution of sales and
physician prescribing patterns, to further identify the optimal sales and marketing structure for the promotion of
Horizant. At this time, we plan to approach our commercialization of Horizant in a controlled and measured
fashion. We are planning to deploy a Horizant-dedicated sales team through a contract sales organization in
select geographic regions where market data suggest there is a high-prescribing rate for RLS drugs. We will also
consider regions with favorable managed market access to Horizant, which we believe could minimize obstacles
to patient access to Horizant. In addition, we plan to focus our sales efforts on specialty physicians, including
neurologists, sleep specialists and pain specialists, where the majority of Horizant prescriptions are currently
being generated. To complement the sales effort, we plan to also concentrate our marketing efforts in these
regions.

We believe this initial commercialization strategy will enable us to evaluate our success in promoting
Horizant within certain geographic regions and may be used as a template for scalable expansion in the future.
Provided we are successful, we would consider expansion to additional regions beyond those originally targeted.
In addition, we may consider potential partnering opportunities to enable greater access to the primary care
physician market in the future.

Japan

Astellas holds exclusive rights to commercialize Regnite in Japan. We receive high-teen royalties on net
sales of Regnite.

Intellectual Property

The patent rights relating to Horizant and its synthesis, formulations and methods of use are owned by us
and consist of issued U.S. patents that expire at the earliest in 2022 and a number of pending U.S. patent
applications. A U.S. patent term extension has been requested, which could extend the patent term on the
compound until 2025. The patent rights relating to Regnite, its synthesis, formulations and methods of use are
owned by us and expire at the earliest in 2025. We also hold patents or pending patent applications in the United
States and outside the United States that are directed to the formulations and methods of synthesis and use of
gabapentin enacarbil.

Our Product Candidates

Clinical Development Programs

Product Candidate U.S. Development Status Commercial

and Indication Preclinical Phase] Phase2 Phase3 Rights
Arbaclofen Placarbil, or AP
Spsticty I Unperinered
XP21279
Parkinson’s Disease — Unpartnered
XP23829 ] Unpartnered
Possible Indications

RRMS

Psoriasis
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Arbaclofen Placarbil, or AP — A Transported Prodrug of R-baclofen

We are developing our product candidate, AP, a Transported Prodrug of R-baclofen, for the potential
treatment of spasticity. We hold a composition-of-matter patent and methods-of-synthesis patents in the United
States on AP, and hold patents or pending patent applications directed to AP formulations and methods of use in
the United States and other jurisdictions.

Parent Drug Background

Baclofen is now sold as a generic drug in the United States. It has been used since 1977 for the alleviation of
the signs and symptoms of spasticity in patients with MS and may also be of some value in patients with spinal
cord injuries and other spinal cord diseases. Baclofen is racemic, which means it is a mixture of the R- and S-
isomers. The efficacy of baclofen is thought to be attributable to activation of a target known as the GABAg
receptor. The R-isomer has more than a 100-fold higher affinity for GABAj receptors than the S-isomer, and is
believed to be responsible for the anti-spasticity effects of administered baclofen. There are data to suggest that
the S-isomer may potentially contribute to side effects of baclofen. Market research suggests that approximately
40% of spasticity patients administered baclofen as initial therapy discontinue the drug, primarily due to
intolerability that limits the ability of baclofen therapy to achieve adequate spasticity relief.

Both isomers of baclofen are well absorbed when dosed orally, and both are rapidly eliminated, which
necessitates oral desing of baclofen at least three times per day. Even with three to four times per day dosing, the
short half-life of baclofen in blood leads to periods where drug exposure may be below the threshold of
therapeutic benefit. Due to the poor absorption of baclofen in the colon, development of a less frequently dosed,
sustained-release formulation of baclofen that produces a more constant level of the active R-baclofen isomer in
the blood has proven challenging to date. To address these limitations of oral baclofen, an implantable pump that
delivers baclofen directly into the spinal cord fluid via a catheter has been developed. However, physicians
typically reserve this invasive surgical procedure for those patients with severe spasticity for whom oral baclofen
is not well tolerated or effective.

Our Transported Prodrug

AP was designed to address the limitations of baclofen by targeting high-capacity nutrient transporter
mechanisms expressed throughout the length of the entire GI tract, including the colon. By targeting these
transporters, we have made it possible to formulate AP in a sustained-release pill that provides an extended
exposure to R-baclofen and could require less frequent dosing than baclofen. AP is a chiral molecule, which
means that it exists as a single isomeric form and produces only the R isomer of baclofen.

AP was designed to rapidly convert to R-baclofen upon absorption, with limited systemic exposure to the
intact prodrug. Once absorbed, AP converts to R-baclofen and natural substances that have well-studied,
favorable safety characteristics. At the time of the design of AP, we believed that the inherently safe nature of the
metabolic breakdown products of AP would pose no new safety concerns compared to baclofen. We believe this
has been confirmed in preclinical and clinical trials of AP to date.

Phase 1 Clinical Trials

We have completed multiple Phase 1 clinical trials of AP that included approximately 350 healthy
volunteers who received either single or multiple doses of AP. The results of these Phase 1 clinical trials
indicated that AP was well absorbed and rapidly converted to the R isomer of baclofen. Exposure to intact AP
was low compared to the level of R-baclofen produced at all dose levels. Comparison of AP pharmacokinetic
data with data for subjects administered with equivalent doses of racemic baclofen suggests that AP taken every
12 hours provides similar R-baclofen blood levels compared to racemic baclofen dosed four times per day.



Target Indication
Spasticity

Background on Spasticity. Spasticity is a debilitating condition that is associated with some common
neurological disorders, such as MS, stroke and cerebral palsy, as well as spinal cord injury. The underlying cause
of spasticity is unknown, but it is believed to result from an imbalance of inhibitory and excitatory functioning
within the central nervous system. Patients with spasticity may experience abnormal increases in muscle tone that
are associated with loss of range of motion, increased muscle stretch reflexes, weakness and problems with
coordination. Common complications of spasticity include joint and muscle contracture, pain and difficulty
performing activities of daily living.

Potential Market. The exact number of MS sufferers is unknown, but experts currently estimate that there
are 250,000 to 350,000 people in the United States who suffer from MS and roughly 200,000 people in the
United States live with a disability related to a spinal cord injury. It is estimated that spasticity affects 60% of MS
patients and 40% of spinal cord injury patients. We estimate that there are approximately 4.2 million
prescriptions written in the United States annually for drugs for the treatment of spasticity.

Current Treatments. The three most widely prescribed drugs that are approved in the United States for the
treatment of spasticity are baclofen, tizanidine and dantrolene sodium. In addition, diazepam is also prescribed
for patients with spasticity. Although these medications may provide symptom relief in some people, they are
often only partially effective and generally require dosing three or more times a day. In addition, these
medications are often associated with unwanted side effects such as sedation and weakness, as well as issues with
bladder, bowel and sexual function.

Phase 2 Clinical Trial Results. In June 2009, we announced preliminary results from a multi-dose,
randomized, placebo-controlled, crossover Phase 2 clinical trial of AP in spinal cord injury patients with
spasticity. This trial enrolled 37 subjects at ten sites in the United States and Canada. Patients received either AP
(10, 20 or 30 mg given twice daily, or BID) or placebo in the first treatment segment, and were then crossed over
to the alternative treatment or placebo in the second segment of the trial. The primary endpoint in the study was
the difference in Ashworth Scale score during the placebo and AP treatment segments for the muscle group with
the highest Ashworth Scale score at baseline. Ashworth Scale scores were determined by the investigator prior to
dosing, and again two, four and six hours after the morning dose. The primary analysis used a repeated-measures
analysis of variance model and included data from the 35 subjects who completed both treatment segments.

Mean maximum baseline Ashworth Scale scores were 3.2 (n=10), 3.1 (n=12) and 3.1 (n=13) for the 10, 20
and 30 mg BID AP dose cohorts, respectively. For the primary endpoint, the overall adjusted mean differences
between placebo and AP over the six-hour assessment period were -0.17 (not significant), -0.60 (p=0.0059) and
-0.88 (p=0.0007) for the 10, 20 and 30 mg BID AP dose cohorts, respectively. AP treatment was associated with
statistically significant differences from placebo at all time points in the 20 and 30 mg BID AP dose cohorts,
indicating a treatment effect over the 12-hour dosing interval. In a secondary analysis, 20 and 30 mg BID of AP
also showed a statistically significant difference from placebo in the average Ashworth Scale score for all six
muscle groups.

AP was well tolerated at all dose levels. There were no withdrawals due to adverse events during the trial.
The most commonly reported adverse events while on any AP dose were urinary tract infection (11% AP; 9%
placebo), pain in extremity (8% AP; 0% placebo), insomnia (8% AP; 0% placebo) and nasopharyngitis (8% AP;
3% placebo). Side effects were generally mild to moderate in intensity. There were no drug-related serious
adverse events.

Current Clinical Development of AP in Spasticity. We are conducting a pivotal Phase 3 clinical trial of AP
as a potential treatment of spasticity in patients with MS. The trial is being conducted under an SPA whereby we
reached agreement with the FDA on the clinical trial design and statistical analysis plan for determining the
efficacy and safety of AP as a potential treatment for spasticity in patients with MS. The trial is a 13-week, multi-
center, randomized, double-blind, placebo-controlled study designed to assess the efficacy and safety of AP as a
treatment for spasticity in approximately 200 MS patients. Eligible patients were randomized to one of four arms:
15 mg, 30 mg or 45 mg of AP or placebo dosed twice daily with food. There are two co-primary endpoints for
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the trial. The first co-primary endpoint is the change from baseline in maximum Ashworth Scale score assessed
six hours after morning dosing at week 10. The maximum Ashworth score is determined by the muscle group
with the highest Ashworth score at baseline. At baseline, subjects must have a maximum Ashworth score of two
or greater. The second co-primary endpoint is the score on the 7-point Patient Global Impression of Change, or
PGIC, scale at week 10. The analysis of the co-primary endpoints will examine the change in maximum
Ashworth score and the PGIC score after at least eight weeks of stable dosing at the fixed dose to which the
patient is randomized. The co-primary endpoints will be analyzed independently, both using observed case data
and utilizing a mixed models repeated measures analysis. We have completed enroliment in this study, and we
anticipate that top-line results of this trial will be available in the second quarter of 2013.

In accordance with the guidance that we received from the FDA, we are conducting an open-label safety
study and a sub-study to provide nine months of AP exposure for approximately 100 MS patients. The study
includes patients who are dosed with AP for up to six months who have completed the 13-week pivotal Phase 3
efficacy trial. The sub-study includes MS patients who are dosed with AP for up to nine months who directly
enter the study without prior participation in the pivotal Phase 3 trial.

The Phase 3 efficacy trial, the open-label studies, along with results from other previously completed
preclinical and Phase 1 clinical trials and the Phase 2 clinical trial in spinal cord injury patients with spasticity,
could form the basis of an NDA to be submitted to the FDA under Section 505(b)(2) of the FDCA, which allows
reference to published literature and/or the FDA’s previous finding of safety and effectiveness for baclofen, a
drug that has been approved by the FDA for the alleviation of signs and symptoms of spasticity in individuals
with MS and may also be of some value in patients with spinal cord injuries and other spinal cord diseases.

AP Development, Commercialization and Partnering Strategy

We are evaluating the market for AP in the United States and other regions of the world. If we determine
that we could maximize the value of AP through the direct commercialization by us in the U.S. market, we would
seek to retain those rights. We may seek a partner for the development and commercialization of AP outside of
the United States. [f we determine that our commercialization of AP within the United States is not feasible, we
may seek a partner for the development and commercialization of AP worldwide. Factors that we would consider
in determining a strategy to partner AP include: the results of our clinical trials, improved access to our target
market and whether a potential partner seeks development and commercialization rights in or outside of the
United States.

XP21279 — A Transported Prodrug of Levodopa

Our second product candidate, XP21279, is a Transported Prodrug of levodopa for the potential treatment of
patients with Parkinson’s disease who experience motor fluctuations. We hold a composition-of-matter patent
and a formulation patent in the United States on XP21279 and hold patents or pending patent applications
directed to the XP21279 methods of synthesis and use in the United States. We have also filed applications
directed to the XP21279 composition of matter and methods of synthesis and use in other jurisdictions. At this
time, we plan to continue development of XP21279 to the extent our resources permit or we enter into a
collaboration with a third party.

Parent Drug Background

Patients with Parkinson’s disease have a deficiency of the neurotransmitter dopamine resulting from
neuronal degeneration within certain nerve cells in an area of the brain collectively known as the substantia nigra.
Levodopa is an immediate precursor of dopamine that, unlike dopamine, readily crosses the blood-brain barrier.
When administered in conjunction with carbidopa (and, in some cases, with benzerazide or carbidopa and
entacapone), levodopa is protected from rapid metabolism by enzymes that are found throughout the body
outside of the brain. Once levodopa crosses the blood-brain barrier it is able to be converted to dopamine at its
desired site of action in the brain. Levodopa is widely viewed as one of the most effective treatments of
Parkinson’s disease, and virtually all patients with Parkinson’s disease ultimately require it. However, levodopa
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has many undesirable pharmacokinetic characteristics, including its rapid breakdown by gastric and other
peripheral enzymes, a narrow absorption window within the GI tract and a short duration of exposure in blood
after oral dosing that leads to the fluctuation of drug plasma concentrations upon frequent dosing. The poor
colonic absorption of levodopa has precluded the development of a satisfactory sustained-release formulation
that would prolong absorption beyond the small intestine.

Our Transported Prodrug

We believe that XP21279 has the potential to improve upon the limitations of levodopa. XP21279 is
designed to engage natural nutrient transport mechanisms located throughout the length of the GI tract and then
be rapidly converted to levodopa by the body’s naturally occurring enzymes. In addition to levodopa, the
metabolic breakdown products of XP21279 are substances with favorable safety characteristics. Because
XP21279 is designed to be well absorbed from the lower GI tract, we believe that it can be formulated for
sustained release, thus reducing fluctuations of levodopa levels in the bloodstream. From December 2002 to
December 2004, we were engaged in a collaboration with ALZA, now a subsidiary of Johnson & Johnson, to
jointly develop Transported Prodrugs of levodopa. In March 2005, ALZA relinquished all rights to such
Transported Prodrugs, subject to a low single-digit royalty upon net sales of certain product candidates if they are
ultimately commercialized.

Phase 1 Clinical Trials in Healthy Volunteers

We have conducted three Phase 1 clinical trials of XP21279 that included a total of 82 healthy volunteers.
The trials evaluated the pharmacokinetic profile of different formulations of XP21279 administered with
carbidopa compared to a combination of levodopa/carbidopa. The results of these Phase 1 clinical trials indicated
that XP21279/carbidopa was well absorbed and rapidly converted to levodopa. Exposure to the intact
Transported Prodrug was negligible. Data from the trials indicated that compared to the pharmacokinetic data of
levodopa/carbidopa, XP21279/carbidopa was associated with a decreased peak-to-trough ratio of levodopa blood
levels over 24 hours compared to levodopa/carbidopa. XP21279 was generally well tolerated, with no serious
adverse events reported in these trials.

Target Indication
Parkinson’s Disease

Background on Parkinson’s Disease. Parkinson’s disease is a motor system disorder that results from the
loss of dopamine-producing nerve cells in the brain. Dopamine is a chemical that is naturally produced by the
body. It is responsible for smooth, coordinated function of the body’s muscles and movement. When
approximately 80% of dopamine-producing cells are damaged, the symptoms of Parkinson’s disease appear. The
primary symptoms of Parkinson’s disease are tremor or shaking, slowness of movement, rigidity or stiffness and
difficulty with balance.

Potential Market. 1t is estimated that as many as 1.5 million people in North America are living with
Parkinson’s disease. According to the National Institute of Neurological Disorders and Stroke, the average age of
onset is 60, though some people are diagnosed at age 40 or younger. We estimate that there are approximately
4.0 million prescriptions written annually for levodopa drugs indicated for the treatment of Parkinson’s disease in
the United States.

Current Treatments. At present, there is no cure for Parkinson’s disease, but a variety of medications
provide relief from the symptoms. Levodopa acts to replenish dopamine in the brain. It is usually administered
with carbidopa, or a combination of carbidopa and entacapone, which delays the premature conversion of
levodopa to dopamine in peripheral tissues. According to the National Institute of Neurological Disorders and
Stroke, treatment with levodopa helps patients in at least three-quarters of Parkinson’s disease cases.

Another class of drugs, called dopamine agonists, is also commonly used to treat Parkinson’s disease.
Dopamine agonists, which include bromocriptine, pergolide, pramipexole and ropinirole, mimic the role of

11



dopamine in the brain, which causes neurons to react as they would to dopamine. In spite of their wide use, both
levodopa and dopamine agonists remain suboptimal in treating the symptoms of Parkinson’s disease. Levodopa
therapy has been associated with “wearing-off,” a condition where treatment effects diminish over time as the
disease progresses, and “on-off” dyskinesias, or impairment of movement, due to changes in levodopa plasma
concentrations. Dopamine agonists are generally considered the next most powerful drug class in treating the
symptoms of Parkinson’s disease, but are more likely to cause hallucinations, confusion and psychosis,
especially in the elderly.

Phase 1 Clinical Trial in Parkinson’s Disease Patients. In January 2010, we reported preliminary results
from an open-label, crossover, Phase 1 clinical trial of XP21279 administered with carbidopa in ten Parkinson’s
disease patients who were sequentially administered levodopa/carbidopa three or four times per day for 14 days
followed by administration of XP21279/carbidopa three times per day for 14 days. Dosing for both levodopa/
carbidopa and XP21279/carbidopa was optimized to minimize “off-time” (the period in which patients believe
their medication is not working well or causing worsening of Parkinson’s symptoms), with no appreciable
increase in duration of dyskinesias (involuntary movements). The primary objective of the study was the
comparison of pharmacokinetic profiles of XP21279/carbidopa compared to levodopa/carbidopa. XP21279 taken
three times a day showed less variation in average levodopa concentrations over 16 hours compared to levodopa/
carbidopa dosed three or four times a day, with a lower peak to trough ratio for XP21279. Efficacy assessments
at the end of each treatment period showed improvements with XP21279 over levodopa. However, because the
trial was not blinded, i.e., subjects knew what treatment was administered, the results of the efficacy analyses
must be viewed with caution. XP21279 was well tolerated.

Phase 2 Clinical Trial Result. In December 2011, we reported preliminary results of a Phase 2,
randomized, crossover clinical trial of XP21279 that compared optimized treatment with either Sinemet
(immediate-release levodopa/carbidopa) or XP21279 co-formulated with carbidopa (XP21279/CD) in advanced
Parkinson’s disease patients with motor fluctuations. The trial enrolled patients with Parkinson’s disease at 12
U.S. sites who were on a stable regimen of Sinemet dosed four or five times per day. Subjects were required to
have “off time” in at least half of the inter-dose intervals between the first and last daily doses of Sinemet and an
average daily “off time” greater than or equal to two hours during the three-day baseline assessment period.

The trial consisted of an open-label, crossover optimization phase followed by a double-blind, crossover
treatment phase. Thirty-five subjects entered the open-label phase of the trial, during which doses of Sinemet and
XP21279/CD were each optimized for two weeks in a random order using the same protocol-specified
guidelines. For Sinemet, doses were optimized while maintaining the same four or five times per day dosing
frequency that the subject was taking during the baseline period. For XP21279/CD, doses were optimized using a
fixed, three-times-per-day regimen. Qualified subjects then entered the double-blind phase, during which they
received the optimized doses of Sinemet and XP21279/CD for two weeks each in random order.

Results of the pharmacokinetic analysis from the trial showed that subjects had significantly lower variation
in levodopa blood levels over a 16-hour time period while taking XP21279/CD as compared to Sinemet.
However, in the primary efficacy endpoint of the trial, the improvement with XP21279/CD was not statistically
better than the improvement seen with optimized Sinemet dosed four or five times per day during the double-
blind phase of the trial. The primary analysis was performed on the difference between Sinemet and
XP21279/CD in the change from baseline in mean daily “off time” at the end of each period during the double-
blind phase of the trial. The efficacy analysis included 28 subjects who completed the double-blind phase of the
trial. The baseline mean daily “off time” for the analysis population was 6.4 hours. At the end of the open-label
phase, mean daily “off time” was reduced from baseline by 2.0 hours for Sinemet compared to 3.4 hours for
XP21279/CD. At the end of the double-blind phase, mean daily “off time” was reduced from baseline by
2.6 hours for Sinemet compared to 2.9 hours for XP21279/CD. The mean difference between Sinemet and
XP21279/CD at the end of the double-blind phase of the trial was not statistically significant.

All treatment-emergent adverse events were mild to moderate in severity. During the double-blind phase of
the trial, dyskinesias were the most common adverse event. The incidence of new or worsening dyskinesias
during the double-blind phase of the trial was 11% for Sinemet and 13% for XP21279/CD. There were no serious
adverse events.
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Further Clinical Development of XP21279 in Parkinson’s Disease. We conducted an End-of-Phase 2
meeting with the FDA in which we received feedback that a proposed development program for XP21279 could
support an NDA submission under Section 505(b)(2) of the FDCA. Based on our discussions with the FDA, we
believe that a single, pivotal, Phase 3 clinical trial comparing optimized doses of XP21279 to Sinemet, along
with an open-label safety study, could form the basis for an NDA submission as a potential treatment for
advanced idiopathic Parkinson’s disease. The FDA provided specific guidance on the proposed design of the
pivotal trial and confirmed that efficacy and safety data from this study could be included in the product label.
We plan to continue development of XP21279 to the extent our resources permit or we enter into a collaboration
with a third party.

XP21279 Development, Commercialization and Partnering Strategy

We plan to retain rights to XP21279 in the United States, while seeking a partner for the development and
commercialization of XP21279 as a treatment for Parkinson’s disease outside the United States.

XP23829 — A Prodrug of Monomethyl Fumarate

Our third product candidate, XP23829, is in Phase 1 clinical development. Provided we are able to
demonstrate the safety and desired pharmacokinetic, or PK, profile of XP23829 in our Phase 1 trials, we believe
that XP23829 could be a potential treatment of patients with RRMS, psoriasis and/or certain other disorders
where the mechanism of action of XP23829 may be relevant. For example, we are exploring the potential of
XP23829 to protect against neurodegeneration in experimental preclinical models of Parkinson’s disease through
a grant from The Michael J. Fox Foundation. We hold a composition-of-matter patent and a formulation patent in
the United States on XP23829 and hold patents or pending patent applications directed to the XP23829 methods
of synthesis and use in the United States. We have also filed applications directed to the XP23829 composition of
matter and methods of synthesis and use in other jurisdictions.

Prodrug Background

XP23829 is a fumaric acid ester compound and a patented prodrug of MMF. Fumaric acid ester compounds
have shown immuno-modulatory and neuroprotective effects in cell-based systems and preclinical models of
disease. A product containing a combination of fumaric acid ester compounds, known as Fumaderm, is approved
in Germany for the treatment of psoriasis. Tecfidera (a formulation of DMF, also known as BG-12) from Biogen
Idec Inc. is another fumaric acid ester prodrug that converts to MMF in the body. Phase 3 clinical trials of
Tecfidera as a potential treatment for RRMS showed statistically significant benefits of Tecfidera versus placebo.
Tecfidera is currently under U.S. regulatory review as a potential treatment for RRMS.

QOur Prodrug

XP23829 is a novel prodrug of MMF that we believe may provide improved tolerability and efficacy
compared to DMF. In preclinical studies that compared molar equivalent doses of XP23829 to DMF, XP23829
provided higher blood levels of the biologically active molecule MMF and a similar or greater degree of efficacy
in MS and psoriasis animal models. Toxicology studies conducted in two species showed that XP23829 caused
less stomach irritation when compared to DMF.

Phase 1 Clinical Trial in Healthy Volunteers

In October 2012, we reported favorable preliminary results from our first Phase 1 clinical trial in healthy
adults designed to assess the pharmacokinetics, safety and tolerability of single doses of four different
formulations of XP23829. The trial was a randomized, double-blind, two-period crossover, food effect
comparison clinical trial of XP23829. Sixty subjects were assigned to five cohorts of 12, with each cohort
receiving one of four different formulations of XP23829 or placebo. The trial demonstrated that administration of
XP23829 resulted in the expected levels of MMF in the blood. As anticipated, the four formulations produced
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different PK profiles of MMF, including one formulation that could potentially be dosed twice a day and at least
one formulation that may be suitable for once-a-day dosing. XP23829 was generally well-tolerated in the trial.
All 12 subjects in each cohort completed both dosing periods.

Potential Target Indications
RRMS

Background on MS and RRMS. MS is a chronic and progressive neurodegenerative disease in which the
body’s immune system attacks the myelin protein that wraps around nerve fibers. The disease typically strikes
between the ages of 20 to 40 years, and because it is progressive in nature, disability accumulates over time and
can lead to permanent impairment of mobility, cognition and the ability for self care. After a subsequent attack,
followed by a remission of symptoms, the condition is diagnosed as RRMS. This classification represents
approximately two-thirds of the patients with a diagnosis of MS. A typical course of the disease involves
progressively more frequent relapses of symptoms resulting in greater levels of disability after each relapse.

Potential Market. Although the exact prevalence is not known, it is estimated that approximately 250,000
to 350,000 people in the United States have been diagnosed with MS and that approximately one million people
worldwide suffer from MS. In 2012, there were approximately 1.2 million prescriptions written for the treatment
of RRMS, representing approximately $4.6 billion in sales in the United States.

Current Treatments. At present, there is no cure for MS, but a variety of medications have been shown to
reduce relapses in patients with RRMS. Most of these drugs modulate or suppress the inflammatory reactions of
the disease, but often have untoward and occasionally severe side effects, including worsening MS symptoms,
blood cancers, heart damage, progressive multifocal encephalopathy and potentially severe blood pressure
control problems. The current medications for RRMS include oral and injectable agents. The first oral agent for
RRMS, Gilenya (fingolimod), marketed by Novartis, was approved by the FDA in 2010. More recently, the FDA
approved Aubagio (teriflunomide), marketed by Sanofi-Aventis. Injectable formulations of interferon-betala and
betalb isoforms include Avonex, which is marketed by Biogen, Rebif, marketed by Merck Serono S.A. and
Betaseron and Extavia, which are marketed by Bayer AG/Novartis. In addition, Copaxone (glatiramer acetate),
an injectable mixture of peptides that is marketed by Teva Pharmaceutical Industries Ltd., is also widely used for
the treatment of RRMS. Tysabri (natralizumab), a monthly intravenously-infused antibody that is marketed by
Biogen, is also used in the treatment of RRMS.

Psoriasis

Background on Psoriasis. Psoriasis is a chronic, systemic, inflammatory disease that manifests in the skin
and/or joints. It typically manifests as thick scaling red plaques, with variable morphology and distribution,
resulting from an unusually high rate of skin cell growth. There is no cure for psoriasis, and treatment often
requires complex medical intervention. The main cause of psoriasis is uncertain, but it is thought to be caused by
autoimmunity, genetic predisposition and environmental factors.

Potential Market. Psoriasis is the most prevalent autoimmune disease in the United States with as many as
7.5 million Americans suffering from the condition. It is estimated that approximately 1.5 million adults in the
United States are considered to have moderate-to-severe psoriasis and between 150,000 and 260,000 new cases
of psoriasis are diagnosed each year.

Current Treatments. In the United States, therapeutic options for psoriasis consist of topical agents,
phototherapy and systemic therapies. Topical therapies are typically the first line of defense in treating psoriasis
and include corticosteroids, anthrolin, synthetic vitamin D and vitamin A. Phototherapy and systemic therapies
are used to treat moderate-to-severe psoriasis. Phototherapy involves exposing the skin to ultraviolet light and
requires multiple treatments a week. Common side effects of this treatment include nausea, itching, redness of
the skin, photoaging and long-term risk of skin cancer. Oral systemic agents for the treatment of moderate-to-
severe psoriasis include acitretin, cyclosporine and methotrexate, which are recommended for use prior to
biologic therapies. These agents can be efficacious in treating psoriasis but may result in serious side effects,
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including liver failure and cirrhosis, teratogenicity risks (ability to cause developmental anomalies in a fetus),
impaired kidney function, hypertension, hyperlipidemia, elevated creatinine and elevated urea nitrogen.
Biological therapies, such as Enbrel (etanercept), Humira (adalimumab), Remicade (infliximab) and Stelara
(ustekinumab) are recommended for patients with chronic moderate-to-severe psoriasis who fail to respond to or
experience intolerance to phototherapy or other oral systemic therapies. These agents can be effective treatments,
but may be associated with a requirement for dose increases to achieve or maintain treatment response and with
treatment discontinuation due to treatment failure, reduced efficacy or adverse reactions. The addition of
phototherapy or methotrexate may improve treatment with biological therapies, or physicians may switch from
one biologic therapy to another to improve treatment benefits.

Further Clinical Development of XP23829

We are currently conducting a Phase 1, multiple ascending dose clinical trial of XP23829 to determine the
safety and steady state PK profile of XP23829 in once-per-day and twice-per-day formulations. We are also
conducting a radiolabeled XP23829 study in healthy subjects to establish the metabolism and disposition of
XP23829.

XP23829 Development, Commercialization and Partnering Strategy

We believe that XP23829 could be a potential treatment of patients with RRMS, psoriasis and/or certain
other disorders where the mechanism of action of XP23829 may be relevant. Provided our Phase 1 clinical trials
offer adequate safety and pharmacokinetic results, we intend to meet with the FDA to determine our next steps in
the development of XP23829. We are also in ongoing discussions with potential partners regarding the
development and commercialization of XP23829.

Our Strategic Alliances
Astellas Pharma Inc.

In December 2005, we entered into an agreement in which we licensed to Astellas exclusive rights to
develop and commercialize gabapentin enacarbil, to be marketed in Japan under the trade name Regnite, in
Japan, Korea, the Philippines, Indonesia, Thailand and Taiwan. Under the terms of this agreement, we received
an initial license payment of $25.0 million and have subsequently received $40.0 million in milestone payments
as of December 31, 2012. As of March 2013, we remain eligible to receive potential clinical and regulatory
contingent payments totaling up to an additional $20.0 million. We are entitled to receive percentage-based high-
teen royalties on net sales of Regnite in Japan, with the royalties recognized when royalty payments are received
by us. In November 2012, we received $0.1 million in royalties based on third quarter 2012 net sales of Regnite
in Japan. Astellas is solely responsible for the manufacturing of Regnite/gabapentin enacarbil to support its
development and commercialization within the Astellas territory. Astellas may terminate the collaboration at its
discretion; in such event, all Regnite/gabapentin enacarbil product rights would revert to us and we would be
entitled to specified transition assistance from Astellas.

Glaxo Group Limited

In February 2007, we entered into an exclusive collaboration agreement with GSK to develop and
commercialize gabapentin enacarbil, known in the United States by the trade name Horizant (gabapentin
enacarbil) Extended-Release Tablets, in all countries of the world excluding the Astellas territory. In
November 2010, we amended and restated our collaboration agreement with GSK, pursuant to which we
reacquired all rights to gabapentin enacarbil outside of the United States previously granted to GSK (which
excludes the Astellas territory) and obtained the right, but not the obligation, to pursue development of Horizant
for: (i) the potential treatment of diabetic peripheral neuropathy, or DPN; (ii) the potential treatment of PHN to
the extent that a product label would reflect a superiority claim over a currently approved drug; and (iii) any
additional indications in the United States. GSK remained responsible for further development and regulatory
matters with respect to Horizant for the potential management of PHN and manufacturing and commercialization
of Horizant in the United States for all indications.
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In January 2012, we provided notice to GSK of our belief that, among other matters, GSK had materially
breached its contractual obligation to use commercially reasonable efforts to (i) maximize the sales of Horizant
in an expeditious manner and (ii) achieve the sales milestones set forth in our collaboration agreement.

In February 2012, GSK filed a complaint, the GSK Complaint, in the United States District Court for the
District of Delaware naming us and other unspecified individuals as defendants. Pursuant to the GSK Complaint,
GSK sought declaratory judgment that it was not in breach of the collaboration agreement and that we did not
have the right to terminate the collaboration agreement as a result of GSK’s performance under the agreement.
Also in February 2012, we filed a complaint, the XenoPort Complaint, in the Superior Court of the State of
California in the County of Santa Clara against GSK and its affiliates, GlaxoSmithKline LLC and
GlaxoSmithKline Holdings (Americas) Inc., for breach of contract, fraud, breach of fiduciary duty, breach of the
covenant of good faith and fair dealing and unfair competition. Pursuant to the XenoPort Complaint, in addition
to injunctive and equitable relief, we sought damages for lost profits, damage to the value of Horizant and
unattained royalties and milestone payments in an amount to be proven at trial, as well as punitive damages and
restitution.

On November 8, 2012, we reached an agreement with GSK to terminate our collaboration agreement
pursuant to the termination and transition agreement. The termination and transition agreement also provided for
a mutual release of claims and resolved all ongoing litigation between the parties.

Under the terms of the termination and transition agreement, during a transition period that will end on
April 30, 2013, GSK will continue to exclusively commercialize, promote, manufacture and distribute Horizant
in the United States. We will not be responsible for any losses associated with the terminated collaboration
agreement, are no longer eligible to receive any further milestone payments from GSK and will not receive any
revenue or incur any losses from GSK’s sales of Horizant during the transition period. GSK will also continue to
fully fund the costs associated with the management and conduct of clinical studies initiated by GSK prior to the
date of the termination and transition agreement. In addition, prior to the end of the transition period, GSK will
provide to us inventory of gabapentin enacarbil in GSK’s possession that is not required for use by GSK in the
manufacture of Horizant. In exchange for such inventory, we will make annual payments to GSK of $1.0 million
for six years beginning in 2016. Following the transition period, we will assume all responsibilities for further
development, manufacturing and commercialization of Horizant in the United States. We have elected to have
GSK continue to supply Horizant tablets to us for up to six months following the transition period on pricing
terms established under the termination and transition agreement.

Pursuant to a separate stock purchase agreement entered into between us and GSK on November 8, 2012,
GSK purchased $20.0 million of our common stock on November 9, 2012, or an aggregate of 1,841,112 shares at
$10.863 per share, which per share price represented a 12.5 percent premium to the average of the closing prices
of our common stock for the ten trading days prior to October 31, 2012. On November 9, 2012, we also exercised
a put option requiring GSK to purchase an additional 2,190,100 shares at $9.132 per share, which per share price
represented a 12.5 percent premium to the average of the closing prices of our common stock for the ten trading
days prior to November 9, 2012. The closing of the purchase and sale of the put shares occurred on December 10,
2012.

Patents and Proprietary Rights

We will be able to protect our technology from unauthorized use by third parties only to the extent that our
technology is coverad by valid and enforceable patents or effectively maintained as trade secrets and able to be
utilized without infringing the proprietary rights of others. Our success in the future will depend in part on
obtaining and maintaining patent protection for our technologies, product candidates and marketed products.
Accordingly, patents and other proprietary rights are essential elements of our business. Our policy is to actively
seek in the United States and selected foreign countries patent protection for novel technologies and
compositions of matter that are commercially important to the development of our business.

Issued U.S. and foreign patents generally expire 20 years after filing. We hold a number of issued patents in
the United States, including composition-of-matter patents on Horizant/gabapentin enacarbil, AP, XP21279 and
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XP23829. We have a number of pending patent applications in the United States. Of the U.S. patents that we
hold, many patents are related to compounds, pharmaceutical compositions containing the compounds and
therapeutic methods of using the compounds and compositions. We also have U.S. patents that are related to
methods of synthesis, proteomics methodology and screening methodology. We also hold a number of issued
foreign patents. We have pending Patent Cooperation Treaty regional applications that permit us to pursue
patents outside of the United States, pending European regional patent applications that permit us to pursue
patents in various European countries and foreign national patent applications. The claims in these various
patents and patent applications are directed to compositions of matter, including claims covering product
candidates, lead compounds and key intermediates, pharmaceutical compositions, methods of use and processes
for making our compounds, along with methods of design, synthesis, selection and use of Transported Prodrugs
in general and to our research and development programs in particular.

The patent rights relating to Horizant, its synthesis, formulations and methods of use are owned by us and
consist of issued U.S. patents that expire at the earliest in 2022 and a number of pending U.S. patent applications.
We have petitioned for a U.S. patent term extension, which could extend the compound patent term until 2025. In
addition, a second patent directed at the crystalline form of Horizant could extend the effective compound patent
coverage of Horizant until 2026. We believe that in all countries in which we hold or have licensed rights to
patents or patent applications related to Horizant, Regnite and gabapentin enacarbil, the composition-of-matter
patents relating to gabapentin have expired. For AP, U.S. composition-of-matter patents have issued that will
expire no earlier than 2025. For XP21279, a U.S. composition-of-matter patent has issued that will expire no
earlier than 2025. For XP23829, a U.S. composition-of-matter patent has issued that will expire no earlier than
2029. Although third parties may challenge our rights to, or the scope or validity of, our patents, to date, other
than the European opposition described below, we have not received any communications from third parties
challenging our patents or patent applications covering Horizant, Regnite or our product candidates.

In September 2008, a law firm, on behalf of an undisclosed client, filed an opposition against the patent
grant of one of our European patent applications covering gabapentin enacarbil. The European patent office, at an
opposition hearing in April 2010, undertook a full review of the grant of the European patent, and ruled that our
European patent covering the composition of matter of gabapentin enacarbil is valid. While the law firm that
filed the opposition initially appealed the ruling on behalf of the undisclosed client, that appeal was withdrawn in
November 2010. The composition-of-matter patent on gabapentin, the parent drug of Horizant/Regnite/
gabapentin enacarbil, expired in 2000, but Pfizer sold gabapentin exclusively based on a formulation patent until
September 2004. This formulation patent, which expires in 2017, has been the subject of ongoing litigation
between Pfizer and several generic manufacturers, including Alpharma, Inc. and Teva Pharmaceutical Industries,
Ltd. Pfizer currently markets generic gabapentin through its Greenstone Ltd. subsidiary. Alpharma and Teva,
along with many others, currently market gabapentin as a generic drug. In May 2011, this suit was settled and
Pfizer granted the generic gabapentin makers a license to make and sell gabapentin under the patent. We have not
been a party to this litigation, and we believe that the manufacturing process for gabapentin enacarbil does not
infringe the patent that was the subject of this litigation. Since the settlement apparently did not enjoin or limit
the sale of generic gabapentin, we and/or Astellas are not limited in our choices of potential suppliers.

Certain product candidates that we develop may be submitted to the FDA for approval under
Section 505(b)(2) of the Food, Drug and Cosmetic Act, or FDCA, which was enacted as part of the Drug Price
Competition and Patent Term Restoration Act of 1984, also known as the Hatch-Waxman Act. Section 505(b)(2)
permits the submission of an NDA where at least some of the information required for approval comes from
studies not conducted by, or for, the applicant and for which the applicant has not obtained a right of reference. In
accordance with the Hatch-Waxman Act, such NDAs may be required to include certifications, known as
Paragraph IV certifications, that certify that any patents listed in the Patent and Exclusivity Information
Addendum of the FDA’s publication, Approved Drug Products with Therapeutic Equivalence Evaluations,
commonly known as the Orange Book, with respect to any product referenced in the Section 505(b)(2)
application, are invalid, unenforceable or will not be infringed by the manufacture, use or sale of the product that
is the subject of the Section 505(b)(2) application. Under the Hatch-Waxman Act, the holder of patents that the
Section 505(b)(2) application references may file a patent infringement lawsuit after receiving notice of the
Paragraph IV certification. Filing of a patent infringement lawsuit within 45 days of the patent owner’s receipt of
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notice triggers a one-time, automatic, 30-month stay of the FDA’s ability to approve the 505(b)(2) application.
Accordingly, we may invest a significant amount of time and expense in the development of one or more
products only to be subject to significant delay and patent litigation before such products may be
commercialized, if at all. We are not aware of any unexpired patents in the Orange Book covering the
compounds of baclofen or levodopa, the parent drugs of AP and XP21279, respectively.

We also rely on trade secret protection and confidentiality agreements to protect our proprietary know-how
that is not patentable, processes for which patents are difficult to enforce and any other elements of our drug
discovery process that involve proprietary know-how and technology that is not covered by patent applications,
especially where patent protection is not believed to be appropriate or obtainable. We require all of our
employees, consultants and advisors to enter into confidentiality agreements. Where it is necessary to share our
proprietary information or data with outside parties, our policy is to make available only that information and
data required to accomplish the desired purpose and only pursuant to a duty of confidentiality on the part of those
parties.

Manufacturing

We do not owrl or operate manufacturing facilities for the production of clinical or commercial quantities of
Horizant, Regnite or any of our product candidates. We will rely on GSK for the commercial supply of Horizant
through October 2013. For our product candidates, we have relied on, and we expect to continue to rely on, a
limited number of third-party drug substance and drug product manufacturers. Other than the termination and
transition agreement with GSK with respect to Horizant, we do not have commercial supply agreements with any
of these third parties, and our agreements with these parties are generally terminable at will by either party at any
time. If, for any reason, GSK or these third parties are unable or unwilling to perform under our agreements or
enter into new agrsements, we may not be able to locate alternative manufacturers or enter into favorable
agreements with them. Any inability to acquire sufficient quantities of Horizant or our product candidates in a
timely manner from these third parties could delay clinical trials and prevent us or our partners from developing
and commercializing Horizant and our product candidates in a cost-effective manner or on a timely basis.

Under the terms of our termination and transition agreement with GSK, GSK is responsible for the
commercial manufacture and supply of Horizant during the transition period, and we have elected to have GSK
continue to supply us for up to six months following the transition period. GSK is relying on a single source
supplier for such commercial supplies of Horizant. If we or GSK fail to qualify alternative manufacturers of
Horizant, the current contract manufacturer terminates its agreement with GSK or we are not able to enter an
agreement with such manufacturer, and we or GSK are otherwise unable to manufacture or contract to
manufacture sufficient quantities of Horizant, the commercialization of Horizant could be impaired or delayed.
As part of the termination and transition agreement, GSK agreed to provide its inventory of gabapentin enacarbil
drug substance to us. Although the inventory of drug substance has reached the end of its specified shelf life, we
believe that such inventory will remain in specification and will be usable, or in the alternative, we believe the
drug substance can be re-crystallized into usable form. GSK has relied on a single source supplier of gabapentin
enacarbil drug substance, and its agreement with such manufacturer has expired. If we are incorrect about the
usability of the gabapentin enacarbil drug substance, are unable to have it meet specifications upon re-
crystallization or are unable to enter into an agreement with the contract manufacturer or qualify an alternative
manufacturer, we may be limited in the amount of Horizant we could have manufactured and the
commercialization of Horizant could be impaired or delayed. Under the terms of our collaboration agreement
with Astellas, Astellas is solely responsible for the manufacture of Regnite/gabapentin enacarbil to support its
development and commercialization within the Astellas territory. To our knowledge, Astellas is currently relying
on single source suppliers for commercial supplies of Regnite/gabapentin enacarbil. As a result, if Astellas fails
to manufacture or contract to manufacture sufficient quantities of Regnite/gabapentin enacarbil, development and
commercialization of Regnite/gabapentin enacarbil could be impaired in the Astellas territory.

We rely on a single source supplier of R-baclofen, the active agent used to make AP, under purchase orders
issued from time to time. In the event that such supplier determines to not sell R-baclofen to us at a price that is
commercially attractive, and if we were unable to qualify an alternative supplier of R-baclofen, this could delay
the development of, and impair our ability to commercialize, this product candidate.
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We rely on a single source supplier of our current worldwide requirements of AP drug substance under a
manufacturing services and product supply agreement. Our current agreement with this supplier does not provide
for a supply of drug substance that would be necessary for full-scale commercialization. In the event that the
parties cannot agree to the terms and conditions for this supplier to provide some or all of our clinical and
commercial supply needs of drug substance, we would not be able to manufacture AP drug substance until an
alternative supplier is identified and qualified, which could also delay the development of, and impair our ability
to commercialize, this product candidate. The drug substance is manufactured using a four-step synthetic process
that uses commercially available starting materials for each step. There are no complicated chemistries or
unusual equipment required in the manufacturing process.

We rely on a single source supplier of AP formulated in sustained-release tablets at specified transfer prices
under quotations agreed upon by the parties as a part of a master services agreement. We do not have an
agreement with this supplier for the commercial supply of AP sustained-release tablets. In the event that such
supplier terminates our agreement under specified circumstances, or we are not able to come to an agreement for
the commercial supply of AP on reasonable terms, we would not be able to commercialize AP sustained-release
tablets until an alternative supplier is qualified. This could delay the development of, and impair our ability to
commercialize, AP.

We rely on a single source supplier of levodopa, which is used to make XP21279, under purchase orders
issued from time to time. We are aware of several alternative suppliers of levodopa, and we believe at least one
alternative manufacturer could potentially supply levodopa in the event that our supplier determines to not sell
levodopa to us at a price that is commercially attractive. If we are unable to qualify an alternative supplier of
levodopa, this could further delay the development of, and impair our ability to commercialize, XP21279.

We rely on a single source supplier of XP21279 drug substance under a manufacturing services and product
supply agreement. In the event that such supplier terminates the agreement under specified circumstances, we
would not be able to manufacture drug substance until a qualified alternative supplier is identified and qualified,
which could also further delay the development of, and impair our ability to commercialize, this product
candidate. The drug substance is manufactured by a four-step synthetic process that uses commercially available
starting materials. There are no complicated chemistries or unusual equipment required in the manufacturing
process.

We have purchased XP21279 formulated in sustained-release tablets from a single source supplier at
specified transfer prices under quotations agreed upon by the parties as part of a master services agreement. We
have recently qualified another supplier for the manufacture of XP21279 with carbidopa bi-layer tablets to be
supplied under quotations agreed upon by the parties as part of a master services agreement. In the event that
either supplier terminates its agreement under specified circumstances for the manufacture of XP21279
sustained-release tablets or carbidopa bi-layer tablets, we would not be able to manufacture XP21279 until an
alternative supplier is qualified. This could further delay the development of, and impair our ability to
commercialize, XP21279.

We rely on a single source supplier of MMF, which is used to make XP23829, under purchase orders issued
from time to time. We are aware of several alternative suppliers of MMF, and we believe at least one alternative
manufacturer could potentially supply MMF in the event that our supplier determines to not sell MMF to us at a
price that is commercially attractive. If we are unable to qualify an alternative supplier of MMF, this could delay
the development of, and impair our ability to commercialize, XP23829.

We rely on a single source supplier of XP23829 drug substance under a manufacturing services and supply
agreement. In the event that such supplier terminates the agreement under specified circumstances, we would not
be able to manufacture drug substance until a qualified alternative supplier is identified and qualified, which
could also delay the development of, and impair our ability to commercialize, this product candidate. The drug
substance is manufactured by a short synthetic process that uses commercially available starting materials. There
are no complicated chemistries or unusual equipment required in the manufacturing process.

We have purchased XP23829 formulated in different forms from multiple suppliers at specified transfer
prices under quotations agreed upon by the parties as part of master services agreements. In the event that such
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suppliers terminate our agreements under specified circumstances, we would not be able to manufacture
XP23829 until an alternative supplier is qualified. This could delay the development of, and impair our ability to
commercialize, XP23829.

Our contract manufacturers may own process technology related to the manufacture of our compounds. This
would increase our reliance on this manufacturer. However, we have been successful in negotiating agreements
with our contract manufacturers that include licenses, with the right to grant sublicenses, to any technology
incorporated into the manufacture of our compounds or that is invented by employees of the contract
manufacturers during the course of work conducted on our product candidates.

Research and Development

Since inception, we have devoted a significant amount of resources to develop our product candidates. For
the years ended December 31, 2012, 2011 and 2010, we recorded $42.9 million, $43.8 million and $52.5 million,
respectively, in research and development expenses. As part of a restructuring that we implemented in
March 2010 due to a significant delay in the regulatory review of Horizant, we eliminated our discovery research
department, which prevents us from being able to discover additional product candidates at this time.

Potential Marketing and Sales of Our Product Candidates

After April 30, 2013, we will have responsibility for the marketing and sales of Horizant in the United
States. As such, we intend to hire a contract sales organization and assume all responsibility for Horizant’s
commercialization in the United States. We believe that the markets for our product candidates could overlap
with the Horizant market opportunity and that we could enhance the efficiency of our contract sales force
through the direct sale of our product candidates, should they be approved in the United States, to the specialty
physicians that may be interested in our other potential products. We are currently evaluating the synergies for
commercializing our product candidates through the contract sales organization that we plan to establish for
Horizant.

We also may establish additional development and commercialization partnerships with pharmaceutical and
biotechnology companies to accelerate the completion of regulatory approval and product introduction and to
maximize the breadth of the commercial opportunity of our other product candidates.

Competition

The pharmaceutical and biotechnology industries are intensely competitive. Horizant/Regnite will compete,
and our product candidates that may obtain approval will likely compete, with existing drugs and therapies.
There are many pharmaceutical companies, biotechnology companies, public and private universities,
government agenciss and research organizations actively engaged in research and development of products
targeting the same markets as our product and product candidates. Many of these organizations have substantially
greater financial, technical, manufacturing and marketing resources than we have. Several of them have
developed or are developing therapies that could be used for treatment of the same diseases as Horizant/Regnite
or diseases that we are targeting in our clinical development programs. In addition, many of these competitors
have significantly greater commercial infrastructures than we have. Our ability to compete successfully will
depend largely on our ability to leverage our experience in drug development to:

» develop products that are superior to other products in the market;

» attract and retain qualified product development and commercial personnel;

* obtain patent and/or other proprietary protection for our products and technologies;
* obtain required regulatory approvals; and

« successfully collaborate with pharmaceutical companies and/or third-party vendors in the development
and commercialization of new products.
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We expect to compete on, among other things, product efficacy and safety, time to market, price, extent of
adverse side effects experienced and convenience of treatment procedures.

In addition, our ability to compete may be affected if insurers and other third-party payors seek to encourage
the use of generic products, making branded products less attractive to buyers from a cost perspective.

Our objective is to develop and commercialize new medicines with superior efficacy, convenience,
tolerability and/or safety. To the extent that we are able to commercialize and develop medicines, they are likely
to compete with existing drugs that have long histories of effective and safe use and with new therapeutic agents.
We expect that any medicines that we commercialize with current or potential collaborative partners or on our
own will compete with existing, market-leading medicines.

Horizant/Regnite. Products that we believe compete with Horizant in the United States include the
following drugs approved for the treatment of RLS: Mirapex (pramipexole) from Boehringer Ingetheim and
generic pramipexole; Requip (ropinirole) from GSK and generic ropinirole; and Neupro (a rotigotine transdermal
system), a dopamine agonist patch from UCB, Inc., which was approved in 2012. In Japan, we believe that
Regnite competes with pramipexole, which was approved in Japan in 2010. We also believe that Regnite could
compete with a rotigotine transdermal system, which was approved in Japan in December 2012. Otsuka has
exclusive rights to market the UCB rotigotine transdermal system in Japan.

Products that we believe compete with Horizant in the United States for the management of PHN include
drugs that act on the same target as Horizant, such as Lyrica (pregabalin) and Neurontin (gabapentin) from Pfizer
Inc., generic gabapentin and Gralise (once-daily formulation of gabapentin) from Depomed, Inc. Horizant could
also experience competition from a capsaicin patch (marketed as Qutenza by NeurogesX, Inc.) and transdermal
patches containing the anesthetic known as lidocaine, which are sometimes used for the management of PHN.

AP. We believe that AP, our product candidate that is a Transported Prodrug of R-baclofen, could
experience competition from several generic drugs approved for the treatment of spasticity, including racemic
baclofen, dantrolene sodium and tizanidine. In addition, the FDA has approved Botox (onabotulinumtoxin A)
from Allergan Inc. to treat upper limb spasticity in adults. Physicians also prescribe diazepam for the treatment of
spasticity. Therapies in development for the treatment of spasticity based on sustained-release versions of
baclofen or R-baclofen include IPX056 from Impax Laboratories, Inc., Baclofen GRS from Sun Pharma
Advanced Research Company Limited and Arbaclofen Extended-Release Tablets from Osmotica Pharmaceutical
Corp.

XP21279. Products that could compete with XP21279, our product candidate that is a Transported Prodrug
of levodopa, include: generic levodopa/carbidopa drugs and other drugs approved for the treatment of
Parkinson’s disease, including Stalevo, a combination therapy of levodopa/carbidopa/entacapone that is marketed
in the United States by Novartis Inc.; dopamine agonists such as Mirapex (pramipexole) as well as Requip
(ropinirole) and Requip XL (ropinirole extended-release tablets), which are marketed by Boehringer Ingelheim
and GSK, respectively; generic dopamine agonists, including pramipexole and ropinirole; and Neupro (a
rotigotine transdermal system), a dopamine agonist patch from UCB, which was approved in April 2012 by the
FDA for the treatment of Parkinson’s disease. Impax submitted an NDA for Rytary (previously known as
IPX066), an extended-release formulation of levodopa/carbidopa that is currently under FDA review. Other
therapies under development in the United States include levodopa/carbidopa formulations such as a levodopa/
carbidopa gel delivered by a portable pump directly into the duodenum being developed by Abbott Laboratories,
as well as DM-1992 and OS-320 (extended-release formulations of levodopa/carbidopa being developed by
Depomed and Osmotica Pharmaceutical Corp., respectively).

XP23829. Products that could compete with XP23829, our product candidate that is a prodrug of MMF,
include oral and injectable agents that are approved in the United States for the treatment of RRMS. These
include oral agents such as Gilenya (fingolimod), marketed by Novartis, and Aubagio (teriflunomide), marketed
by Sanofi-Aventis, as well as injectable formulations of interferon-betala and betalb isoforms that include
Avonex, which is marketed by Biogen Idec, Rebif, marketed by Merck Serono S.A., and Betaseron and Extavia,
which are marketed by Bayer AG/Novartis. In addition, Copaxone (glatiramer acetate), an injectable mixture of
peptides that is marketed by Teva Pharmaceutical Industries Ltd., is also widely used for the treatment of RRMS.
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XP23829 could also compete with Tysabri (natralizumab), a monthly intravenously-infused antibody that is
marketed by Biogen Idec. There are also a number of possible competitive products that are in late-stage product
development. For example, in February 2012, Biogen Idec submitted an NDA for Tecfidera (dimethyl fumarate)
that is currently under FDA review. Other therapies in late-stage clinical development in the United States
include Movecto (oral cladribine) from Merck KGaA/Teva, BIIB-017 (PEG-IFN-betala) from Biogen Idec,
Daclizumab from Abbott/Biogen Idec, Laquinimod from Teva and Lemtrada (alemtuzumab) from Genzyme/
Sanofi-Aventis/Bayer/Takeda Pharmaceutical.

Products that could compete with XP23829 for the treatment of psoriasis include topical agents and oral
systemic therapies. Topical therapies include corticosteroids, anthrolin and synthetic vitamin D and vitamin A. Oral
systemic agents include acitretin, cyclosporine and methotrexate, which are generic products and are recommended
for use prior to biologic therapies. Biological therapies include Enbrel (etanercept), Humira (adalimumab),
Remicade (infliximab) and Stelara (ustekinumab), which are recommended for patients with chronic moderate-to-
severe psoriasis who fail to respond to or experience intolerance to other psoriasis treatments.

There may be other compounds of which we are not aware or that are at an earlier stage of development and
may compete with our product or product candidates. If any of those compounds are successfully developed and
approved, they could compete directly with our product and product candidates.

Government Regulation
Product Approval Process

The clinical testing, manufacturing, labeling, storage, record keeping, advertising, promotion, export and
marketing, among other things, of our product and product candidates are subject to extensive regulation by
governmental authorities in the United States and other countries. The FDA, under the FDCA, regulates
pharmaceutical products in the United States. The steps required before a drug may be approved for marketing in
the United States generally include:

» preclinical laboratory tests and animal tests;

+ the submission to the FDA of an Investigational New Drug (IND) application for human clinical testing,
which must become effective before human clinical trials commence;

« adequate and well-controlled human clinical trials to establish the safety and efficacy of the product;
e the submission to the FDA of an NDA;
» FDA acceptance, review and approval of the NDA; and

« satisfactory completion of an FDA inspection of the manufacturing facilities at which the product is made
to assess compliance with current Good Manufacturing Practices, or cGMPs.

The testing and approval process requires substantial time, effort and financial resources, and the receipt and
timing of any approval is uncertain. The FDA may suspend clinical trials at any time on various grounds,
including a finding that the subjects or patients are being exposed to an unacceptable health risk.

Preclinical studies include laboratory evaluations of the product candidate, as well as animal studies to
assess the potential safety and efficacy of the product candidate. The results of the preclinical studies, together
with manufacturing information and analytical data, are submitted to the FDA as part of the IND, which must
become effective before clinical trials may be commenced. The IND will become effective automatically 30 days
after receipt by the FDA, unless the FDA raises concerns or questions about the conduct of the trials as outlined
in the IND prior to that time. In this case, the IND sponsor and the FDA must resolve any outstanding concerns
before clinical trials can proceed.

Clinical trials involve the administration of the product candidates to healthy volunteers or patients with the
disease to be treated under the supervision of a qualified principal investigator. Further, each clinical trial must
be reviewed and approved by an independent institutional review board, or IRB, at each institution at which the
clinical trial will be conducted. The IRB will consider, among other things, ethical factors, the safety of human
subjects and the possible liability of the institution.
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Clinical trials typically are conducted in three sequential phases prior to approval, but the phases may
overlap. These phases generally include the following:

Phase 1. Phase 1 clinical trials represent the initial introduction of a product candidate into human
subjects, frequently healthy volunteers. In Phase 1, the product candidate is usually tested for safety,
including adverse effects, dosage tolerance, absorption, distribution, metabolism, excretion and
pharmacodynamics.

Phase 2. Phase 2 clinical trials usually involve studies in a limited patient population to (1) evaluate
the efficacy of the product candidate for specific indications, (2) determine dosage tolerance and optimal
dosage and (3) identify possible adverse effects and safety risks.

Phase 3. If a product candidate is found to be potentially effective and to have an acceptable safety
profile in Phase 2 studies, the clinical trial program will be expanded to Phase 3 clinical trials to further
demonstrate clinical efficacy, optimal dosage and safety within an expanded patient population at
geographically dispersed clinical study sites.

Phase 4 clinical trials are conducted after approval to gain additional experience from the treatment of
patients in the intended therapeutic indication and to document a clinical benefit in the case of drugs approved
under accelerated approval regulations, or when otherwise requested by the FDA in the form of post-market
requirements or commitments. If the FDA approves a product while a company has ongoing clinical trials that
were not necessary for approval, a company may be able to use the data from these clinical trials to meet all or
part of any Phase 4 clinical trial requirements. These clinical trials are often referred to as Phase 3/4 post-
approval clinical trials. Failure to promptly conduct Phase 4 clinical trials could result in withdrawal of approval
for products approved under accelerated approval regulations.

The results of preclinical studies and clinical trials, together with detailed information on the manufacture
and composition of the product, are submitted to the FDA in the form of an NDA requesting approval to market
the product. The FDA has substantial discretion in the approval process and may refuse to accept any application
or decide that the data is insufficient for approval and require additional preclinical, clinical or other studies.

Generally, regulatory approval of a new drug by the FDA may follow one of three routes. The most
traditional of these routes is the submission of a full NDA under Section 505(b)(1) of the FDCA. A second route,
which is possible where an applicant chooses to rely in part on data generated or approvals obtained previously
by other parties and/or on data described in published literature, is to submit a more limited NDA described in
Section 505(b)(2) of the FDCA. The final route is the submission of an Abbreviated New Drug Application for
products that are shown to be pharmaceutically and therapeutically equivalent to previously approved drug
products as permitted under Section 505(j) of the FDCA.

Both Section 505(b)(1) and Section 505(b)(2) applications are required by the FDA to contain full reports of
investigations of safety and effectiveness. However, in contrast to a traditional NDA submitted pursuant to
Section 505(b)(1) in which the applicant submits all of the data demonstrating safety and effectiveness, we
believe an application submitted pursuant to Section 505(b)(2) can rely upon previous findings by the FDA that
the parent drug is safe and effective in that indication, and/or upon data described in published literature. As a
consequence, the preclinical and clinical development programs leading to the submission of an NDA under
Section 505(b)(2) may be less expensive to carry out and could be concluded in a shorter period of time than
programs required for a Section 505(b)(1) application. In its review of any NDA submission, however, the FDA
has broad discretion to require an applicant to generate additional data related to safety and efficacy, and it is
impossible to predict the number or nature of the studies that may be required before the FDA will grant
approval.

As a result of the termination and transition agreement with GSK, we are now the sponsor of the NDA for
Horizant for the treatment of RLS, the sponsor of the SNDA for Horizant for the management of PHN and are
responsible for leading the registration of Horizant for any additional indications in the United States. For our
other product candidates that are undergoing clinical trials, we intend to follow the development pathway
permitted under the FDCA that will maximize the commercial opportunities for these proprietary prodrugs. We
are evaluating both Section 505(b)(1) and Section 505(b)(2) NDA routes for our proprietary prodrugs. In the
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event that we decide to utilize Section 505(b)(2) of the FDCA to pursue an approval of our proprietary prodrugs
in indications for which the relevant parent drug has previously been approved, we will engage in discussions
with the FDA to determine which, if any, portions of our development program can be modified.

In addition, for NDAs submitted under Section 505(b)(2) of the FDCA, the patent certification and related
provisions of the Hatch-Waxman Act apply. In accordance with the Hatch-Waxman Act, such NDAs may be
required to include Paragraph IV certifications that certify that any patents listed in the Orange Book with respect
to any product referenced in the Section 505(b)(2) application are invalid, unenforceable or will not be infringed
by the manufacture, use or sale of the product that is the subject of the Section 505(b)(2) application. Under the
Hatch-Waxman Act, the holder of patents that the Section 505(b)(2) application references may file a patent
infringement lawsuit after receiving notice of the Paragraph IV certification. Filing of a patent infringement
lawsuit within 45 days of the patent owner’s receipt of notice triggers a one-time, automatic, 30-month stay of
the FDA’s ability to approve the 505(b)(2) application. A Section 505(b)(2) application may also not be approved
until any non-patent exclusivity, such as exclusivity for obtaining approval of a new chemical entity, listed in the
Orange Book for the referenced product has expired. The FDA may also require us to perform one or more
additional clinical studies or measurements to support the change from the approved product. The FDA may also
reject our future Section 505(b)(2) submissions and require us to file such submissions under Section 505(b)(1)
of the FDCA, which could cause delay and be considerably more expensive and time consuming.

Once the NDA submission has been accepted for filing, the FDA sets a PDUFA date that informs the
applicant of the specific date in which the FDA intends to complete their review. This is typically 12 months
from the date of filing the NDA application. The review process is often extended by FDA requests for additional
information or clarification. Before approving an NDA, the FDA will inspect the facilities at which the product is
manufactured and will not approve the product unless the manufacturing facility complies with cGMPs. The
FDA may delay approval of an NDA if applicable regulatory criteria are not satisfied, the FDA requires
additional testing or information and/or the FDA requires post-marketing testing and surveillance to monitor
safety or efficacy of a product. FDA approval of any NDA submitted by us will be at a time the FDA chooses.

Federal and State Fraud and Abuse and Data Privacy and Security Laws and Regulations

In addition to FDA restrictions on marketing of pharmaceutical products, federal and state fraud and abuse
laws restrict certain business practices in the biopharmaceutical industry. These laws include anti-kickback and
false claims statutes. We will be subject to these laws and regulations as we begin to directly commercialize our
products.

The federal Anti-Kickback Statute prohibits, among other things, knowingly and willfully offering, paying,
soliciting or receiving remuneration to induce, or in return for, purchasing, leasing, ordering or arranging for the
purchase, lease or order of any item or service reimbursable under Medicare, Medicaid or other federal
healthcare programs. The term “remuneration” has been broadly interpreted to include anything of value,
including for example, gifts, discounts, the furnishing of supplies or equipment, credit arrangements, payments of
cash, waivers of payment, ownership interests and providing anything at less than its fair market value. The Anti-
Kickback Statute has been interpreted to apply to arrangements between pharmaceutical manufacturers on one
hand and prescribers, purchasers and formulary managers on the other. Although there are a number of statutory
exemptions and regulatory safe harbors protecting certain common activities from prosecution, the exemptions
and safe harbors are drawn narrowly, and our practices may not in all cases meet all of the criteria for statutory
exemptions or safe harbor protection. Practices that involve remuneration that may be alleged to be intended to
induce prescribing, purchases or recommendations may be subject to scrutiny if they do not qualify for an
exemption or safe harbor. Several courts have interpreted the statute’s intent requirement to mean that if any one
purpose of an arrangement involving remuneration is to induce referrals of federal healthcare covered business,
the statute has been violated. The reach of the Anti-Kickback Statute was also broadened by the Patient
Protection and Affordable Care Act as amended by the Health Care and Education Reconciliation Act of 2010, or
collectively, PPACA, which, among other things, amends the intent requirement of the federal Anti-Kickback
Statute. Pursuant tc the statutory amendment, a person or entity no longer needs to have actual knowledge of this
statute or specific intent to violate it in order to have committed a violation. In addition, PPACA provides that the
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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 civil False Claims Act (discussed
below) or the civil monetary penalties statute, which imposes penalties against any person who is determined to
have presented or caused to be presented a claim to a federal health program that the person knows or should
know is for an item or service that was not provided as claimed or is false or fraudulent.

The federal False Claims Act prohibits any person from knowingly presenting, or causing to be presented, a
false claim for payment to the federal government or knowingly making, using or causing to be made or used a
false record or statement material to a false or fraudulent claim to the federal government. As a result of a
modification made by the Fraud Enforcement and Recovery Act of 2009, a claim includes “any request or
demand” for money or property presented to the U.S. government. Recently, several pharmaceutical and other
healthcare companies have been prosecuted under these laws for allegedly providing free product to customers
with the expectation that the customers would bill federal programs for the product. Other companies have been
prosecuted for causing false claims to be submitted because of the companies’ marketing of the product for
unapproved, and thus non-reimbursable, uses. The federal Health Insurance Portability and Accountability Act of
1996, or HIPAA, created new federal criminal statutes that prohibit knowingly and willfully executing a scheme
to defraud any healthcare benefit program, including private third-party payors and knowingly and willfully
falsifying, concealing or covering up a material fact or making any materially false, fictitious or fraudulent
statement in connection with the delivery of, or payment for, healthcare benefits, items or services. Also, many
states have similar fraud and abuse statutes or regulations that apply to items and services reimbursed under
Medicaid and other state programs, or, in several states, apply regardless of the payor.

In addition, we may be subject to data privacy and security regulation by both the federal government and
the states in which we conduct our business. HIPAA, as amended by the Health Information Technology and
Clinical Health Act, or HITECH, and its implementing regulations, imposes certain requirements relating to the
privacy, security and transmission of individually identifiable health information. Among other things, HITECH
makes HIPAA’s privacy and security standards directly applicable to “business associates” — independent
contractors or agents of covered entities that receive or obtain protected health information in connection with
providing a service on behalf of a covered entity. HITECH also increased the civil and criminal penalties that
may be imposed against covered entities, business associates and possibly other persons, and gave state attorneys
general new authority to file civil actions for damages or injunctions in federal courts to enforce the federal
HIPAA laws and seek attorney’s fees and costs associated with pursuing federal civil actions. In addition, state
laws govern the privacy and security of health information in certain circumstances, many of which differ from
each other in significant ways and may not have the same effect, thus complicating compliance efforts.

Because of the breadth of these laws and the narrowness of available statutory and regulatory exemptions, it
is possible that some of our business activities could be subject to challenge under one or more of such laws. If
our operations are found to be in violation of any of the federal and state laws described above or any other
governmental regulations that apply to us, we may be subject to penalties, including criminal and significant civil
monetary penalties, damages, fines, imprisonment, exclusion of products from reimbursement under government
programs and the curtailment or restructuring of our operations, any of which could adversely affect our ability to
operate our business and our results of operations. To the extent that any of our products are sold in a foreign
country, we may be subject to similar foreign laws and regulations, which may include, for instance, applicable
post-marketing requirements, including safety surveillance, anti-fraud and abuse laws and implementation of
corporate compliance programs and reporting of payments or transfers of value to healthcare professionals.

Pharmaceutical Coverage, Pricing and Reimbursement

In both domestic and foreign markets, our sales of Horizant/Regnite and any approved products will depend
in part on the availability of coverage and adequate reimbursement from third-party payors. Third-party payors
include government health administrative authorities, managed care providers, private health insurers and other
organizations. These third-party payors are increasingly challenging the price and examining the cost-
effectiveness of medical products and services. In addition, significant uncertainty exists as to the reimbursement
status of newly approved healthcare product candidates. The market for our products and product candidates for
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which we may receive regulatory approval will depend significantly on access to third-party payors’ drug
formularies, or lists of medications for which third-party payors provide coverage and reimbursement. The
industry competition to be included in such formularies often leads to downward pricing pressures on
pharmaceutical companies. Also, third-party payors may refuse to include a particular branded drug in their
formularies or otherwise restrict patient access to a branded drug when a less costly generic equivalent or other
alternative is available. Because each third-party payor individually approves coverage and reimbursement
levels, obtaining coverage and adequate reimbursement is a time-consuming and costly process. We may be
required to provide scientific and clinical support for the use of any product to each third-party payor separately
with no assurance that approval would be obtained, and we may need to conduct expensive pharmacoeconomic
studies in order to demonstrate the cost-effectiveness of our products. This process could delay the market
acceptance of any product and could have a negative effect on our future revenues and operating results. We
cannot be certain that our products and our product candidates will be considered cost-effective. If we are unable
to obtain coverage of, and adequate payment levels for, our product candidates from third-party payors,
physicians may limit how much or under what circumstances they will prescribe or administer them and patients
may decline to purchase them. This in turn could affect our ability to successfully commercialize our products
and impact our profitability, results of operations, financial condition and future success.

In addition, in many foreign countries, particularly the countries of the European Union, the pricing of
prescription drugs is subject to government control. In some non-U.S. jurisdictions, the proposed pricing for a
drug must be approved before it may be lawfully marketed. The requirements governing drug pricing vary widely
from country to country. For example, the EU provides options for its member states to restrict the range of
medicinal products for which their national health insurance systems provide reimbursement and to control the
prices of medicinal products for human use. A member state may approve a specific price for the medicinal
product or it may instead adopt a system of direct or indirect controls on the profitability of the company placing
the medicinal product on the market. We may face competition for our product candidates from lower-priced
products in foreign countries that have placed price controls on pharmaceutical products. In addition, there may
be importation of foreign products that compete with our own products, which could negatively impact our
profitability.

Healthcare Reform

In the United States and foreign jurisdictions, there have been a number of legislative and regulatory
changes to the healthcare system that could affect our future results of operations as we begin to directly
commercialize our products. In particular, there have been and continue to be a number of initiatives at the
United States federal and state level that seek to reduce healthcare costs. If a drug product is reimbursed by
Medicare or Medicaid, pricing and rebate programs must comply with, as applicable, the Medicaid rebate
requirements of the Omnibus Budget Reconciliation Act of 1990, as amended, and the Medicare Prescription
Drug, Improvement, and Modernization Act of 2003, or the MMA. The MMA imposed new requirements for the
distribution and pricing of prescription drugs for Medicare beneficiaries. Under Part D, Medicare beneficiaries
may enroll in prescription drug plans offered by private entities that provide coverage of outpatient prescription
drugs. Part D plans include both stand-alone prescription drug benefit plans and prescription drug coverage as a
supplement to Medicare Advantage plans. Unlike Medicare Part A and B, Part D coverage is not standardized.
Part D prescription drug plan sponsors are not required to pay for all covered Part D drugs, and each drug plan
can develop its own drug formulary that identifies which drugs it will cover and at what tier or level. However,
Part D prescription drug formularies must include drugs within each therapeutic category and class of covered
Part D drugs, though not necessarily all the drugs in each category or class. Any formulary used by a Part D
prescription drug plan must be developed and reviewed by a pharmacy and therapeutic committee. Government
payment for some of the costs of prescription drugs may increase demand for our products for which we receive
marketing approval. However, any negotiated prices for our future products covered by a Part D prescription
drug plan will likely be lower than the prices we might otherwise obtain. Moreover, while the MMA applies only
to drug benefits for Medicare beneficiaries, private payors often follow Medicare coverage policy and payment
limitations in setting their own payment rates. Any reduction in payment that results from Medicare Part D may
result in a similar reduction in payments from non-governmental payors.

26



Furthermore, political, economic and regulatory influences are subjecting the healthcare industry in the United
States to fundamental change. Initiatives to reduce the federal deficit and to reform healthcare delivery are
increasing cost-containment efforts. We anticipate that Congress, state legislatures and the private sector will
continue to review and assess alternative benefits, controls on healthcare spending through limitations on the growth
of private health insurance premiums and Medicare and Medicaid spending, the creation of large insurance
purchasing groups, price controls on pharmaceuticals and other fundamental changes to the healthcare delivery
system. Any proposed or actual changes could limit or eliminate our spending on development projects and affect
our ultimate profitability. In March 2010, PPACA was signed into law. PPACA substantially changes the way
healthcare is financed by both governmental and private insurers. Among other cost containment measures, PPACA
establishes: an annual, nondeductible fee on any entity that manufactures or imports certain branded prescription
drugs and biologic agents; a new Medicare Part D coverage gap discount program; and a new formula that increases
the rebates a manufacturer must pay under the Medicaid Drug Rebate Program. In the future, there may continue to
be additional proposals relating to the reform of the U.S. healthcare system, some of which could further limit the
prices we are able to charge for our products, or the amounts of reimbursement available for our products. If future
legislation were to impose direct governmental price controls and access restrictions, it could have a significant
adverse impact on our business. Managed care organizations, as well as Medicaid and other government agencies,
continue to seek price discounts. Some states have implemented, and other states are considering, price controls or
patient access constraints under the Medicaid program, and some states are considering price-control regimes that
would apply to broader segments of their populations that are not Medicaid-eligible. Due to the volatility in the
current economic and market dynamics, we are unable to predict the impact of any unforeseen or unknown
legislative, regulatory, payor or policy actions, which may include cost containment and healthcare reform
measures. Such policy actions could have a material adverse impact on our profitability.

Facilities

We lease approximately 103,000 square feet of office and laboratory space in an office building in Santa Clara,
California. In October 2012, we entered into a Second Amendment to Lease with SI 34 LLC, or Sobrato, with
respect to our current office space at 3410 Central Expressway, Santa Clara, California, or, as amended, the 3410
Lease. The original 3410 Lease commenced in December 2001. This amendment extends the term of the 3410
Lease for an additional two years, so that the 3410 Lease will expire in August 2015. We had also leased
approximately 59,000 square feet at an adjacent building at 3400 Central Expressway, Santa Clara, California, but
terminated the lease in February 2013. As part of the termination, we are still required to pay rent until the earlier of
the landlord entering into a new lease for such building or until the original expiration of the lease in August 2013.
The 2012 aggregate annual rental amount payable under the leases was approximately $3.7 million.

Employees

As of December 31, 2012, we had 88 full-time employees, 46 of whom were engaged in product
development activities. Fifty two employees hold post-graduate degrees, including two with M.D. degrees and 18
with Ph.D. degrees. Our employees are not represented by a collective bargaining agreement. We believe our
relations with our employees are good.

Executive Officers of the Registrant

The following sets forth certain information regarding our executive officers as of March 1, 2013:

Name ﬂ Position

Ronald W. Barrett, Ph.D. ......... 57 Chief Executive Officer and Director

Vincent J. Angotti ............... 45 Executive Vice President, Chief Operating Officer

Gregory T. Bates, DV.M.......... 54  Senior Vice President of Regulatory Affairs and Quality

GiannaM.Bosko. ............... 43  Senior Vice President, Chief Administrative Officer, General
Counsel and Secretary .

William G. Harris ............... 54  Senior Vice President of Finance and Chief Financial Officer

David R. Savello, Ph.D. .......... 67 Senior Vice President of Development Operations
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Ronald W. Barrett is one of our founders and has served as our chief executive officer since September
2001. He served as our chief scientific officer from 1999 to 2001. Dr. Barrett has been a director since August
1999. From 1989 to 1999, he held various positions at Affymax Research Institute, a company employing
combinatorial chemistry and high-throughput target screening for drug discovery, the most recent of which was
senior vice president of research. Glaxo Wellcome plc, a pharmaceutical company, acquired Affymax Research
Institute in 1995. Glaxo Wellcome subsequently merged with SmithKline Beecham plc, a pharmaceutical
company, in 2000 to form GlaxoSmithKline plc, a pharmaceutical company. Prior to Affymax Research Institute,
Dr. Barrett was a molecular pharmacologist in the Neuroscience Group at Abbott Laboratories, a healthcare
company, from 1986 to 1989. Dr. Barrett received a B.S. from Bucknell University and a Ph.D. in pharmacology
from Rutgers University.

Vincent J. Angotti has been our executive vice president, chief operating officer since June 2012. He was
previously our senior vice president and chief commercialization officer from 2008 to 2012. From 2001 to 2008,
he held several positions with Reliant Pharmaceuticals, Inc., a pharmaceutical company, the most recent of which
was senior vice president of sales and marketing. GlaxoSmithKline acquired Reliant Pharmaceuticals in 2008.
Prior to Reliant Pharmaceuticals, from 1991 to 2001, Mr. Angotti held several positions at Novartis
Pharmaceuticals Corporation, a pharmaceutical company, most recently as executive director, field operations.
Mr. Angotti received a B.S. from Cornell University and an M.B.A. from Columbia University.

Gregory T. Bates has been our senior vice president of regulatory affairs and quality since June 2012. He
was previously our vice president of regulatory affairs from 2006 to June 2012. From 1998 to 2006, Dr. Bates
held various positions at Pharmacyclics, Inc, a biopharmaceutical company, the most recent of which was senior
director of regulatory affairs. Prior to Pharmacyclics, in 1998, Dr. Bates was director of regulatory affairs and
quality at Otsuka America Pharmaceutical, Inc. From 1995 to 1998, he was manager of regulatory affairs at
Genentech, Inc., a biotechnology company, and from 1990 to 1995, he was senior manager of agribusiness
regulatory affairs at Syntex (USA), Inc., a pharmaceutical company. Dr. Bates received a B.A. from the
University of California, Berkeley and a Doctor of Veterinary Medicine from the University of California, Davis.

Gianna M. Bosko has been our senior vice president, chief administrative officer, general counsel and
secretary since August 2010. She was previously our vice president, general counsel and secretary from 2007 to
2010, and senior corporate counsel from 2005 to 2007. From 2004 to 2005, Ms. Bosko was a legal consultant,
providing general corporate and in-house legal consulting services for private and public companies, including
XenoPort. From 1996 to 2004, she was an associate at Cooley LLP, a law firm, practicing general corporate and
securities law, with an emphasis on securities transactions and mergers and acquisitions. Ms. Bosko received an
A.B. from Stanforc University and a J.D. from the University of Chicago Law School.

William G. Harris has been our senior vice president of finance and chief financial officer since November
2001. From 1996 to 2001, he held several positions with Coulter Pharmaceutical, Inc., a biotechnology company
engaged in the development of novel therapies for the treatment of cancer and autoimmune diseases, the most
recent of which was senior vice president and chief financial officer. Corixa Corp., a developer of
immunotherapeutic products, acquired Coulter Pharmaceutical in 2000. Prior to Coulter Pharmaceutical, from
1990 to 1996, Mr. Harris held several positions at Gilead Sciences, Inc., the most recent of which was director of
finance. Mr. Harris received a B.A. from the University of California, San Diego and an M.B.A. from
Santa Clara University, Leavey School of Business and Administration.

David R. Savello has been our senior vice president of development operations since November 2010. He
was previously our senior vice president of development from 2007 to November 2010. He was responsible for
our regulatory affairs, quality and project management from 2005 to 2007. From 1999 to 2005, Dr. Savello was
executive vice president and chief scientific officer for the Pharmaceutical Technology and Services Sector of
Cardinal Health, Inc. Prior to joining Cardinal Health, from 1997 to 1999, he was senior vice president for drug
development at Guilford Pharmaceuticals Inc. From 1985 to 1997, Dr. Savello held several positions at Glaxo
and Glaxo Wellcome including both vice president of drug development and vice president of regulatory affairs
and compliance. Prior to that, he held R&D management and executive management positions at Boehringer
Ingelheim GmbH, and 3M Company. Dr. Savello received his B.S. degree from the Massachusetts College of
Pharmacy and both an M.S. and a Ph.D. in pharmaceutics from the University of Maryland School of Pharmacy.
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About XenoPort

We were incorporated in Delaware in May 1999. Our principal offices are located at 3410 Central
Expressway, Santa Clara, California 95051, and our telephone number is (408) 616-7200. Our Web site address
is www.XenoPort.com. Information found on, or accessible through, our Web site is not a part of, and is not
incorporated into, this Annual Report on Form 10-K. Horizant, Regnite, Transported Prodrug, XENOPORT and
the XenoPort logo are our trademarks. Service marks, trademarks and trade names appearing in this Annual
Report on Form 10-K are the property of their respective owners. Unless the context requires otherwise,
references in this Annual Report on Form 10-K to “the company,” “we,” “us” and “our” refer to XenoPort, Inc.

Available Information

We file electronically with the U.S. Securities and Exchange Commission, or SEC, our annual reports on
Form 10-K, quarterly reports on Form 10-Q, current reports on Form 8-K and amendments to those reports filed
or furnished pursuant to Section 13(a) or 15(d) of the Securities Exchange Act of 1934, as amended. We make
available on our Web site at www.XenoPort.com, free of charge, copies of these reports as soon as reasonably
practicable after we electronically file such material with, or furnish it to, the SEC. Further, copies of these
reports are located at the SEC’s Public Reference Room at 100 F Street, NE, Washington, D.C. 20549.
Information on the operation of the Public Reference Room can be obtained by calling the SEC at 1-800-SEC-
0330. The SEC maintains a Web site that contains reports, proxy and information statements, and other
information regarding our filings, at www.sec.gov.

Item 1A. Risk Factors.

The following risks and uncertainties may have a material adverse effect on our business, financial
condition or results of operations. Investors should carefully consider the risks described below before making
an investment decision. The risks described below are not the only ones we face. Additional risks not presently
known to us or that we believe are immaterial may also significantly impair our business operations. Our
business could be harmed by any of these risks. The trading price of our common stock could decline due to any
of these risks, and investors may lose all or part of their investment.

Risks Related to our Business and Industry

We have incurred cumulative operating losses since inception, we expect to continue to incur losses for the
Joreseeable future and we may never obtain profitability.

We have incurred cumulative losses of $451.6 million since our inception in May 1999, including net losses
of $30.8 million, $33.4 million and $82.5 million for the years ended December 31, 2012, 2011 and 2010,
respectively. We expect to make substantial expenditures in connection with our planned commercialization of
Horizant (gabapentin enacarbil) Extended-Release Tablets and to further develop and potentially commercialize
our product candidates, and we anticipate that our rate of spending will accelerate as a result of the increased
costs and expenses associated with establishing sales, marketing and commercial capabilities as well as those
associated with research, development, clinical trials, manufacturing and potential regulatory approvals and
commercialization of our product candidates. Annual losses have had, and will continue to have, an adverse
effect on our stockholders’ equity.

Because of the numerous risks and uncertainties associated with drug development and commercialization,
we are unable to predict the timing or amount of increased expenses or when, or if, we will be able to achieve or
sustain profitability. Horizant is approved by the U.S. Food and Drug Administration, or FDA, for the treatment
of moderate-to-severe primary restless legs syndrome, or RLS, in adults and for the management of postherpetic
neuralgia, or PHN, in adults. Glaxo Group Limited, or GSK, is responsible for promoting Horizant in the United
States through a transition period ending April 30, 2013 pursuant to our November 2012 termination and
transition agreement that terminated the prior collaboration agreement between the parties. Following the
transition period, we will be solely responsible for the commercialization and further development of Horizant.
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Regnite (gabapentin enacarbil) Extended-Release Tablets has been approved by the Japanese Ministry of Health,
Labour and Welfare, or MHLW, as a treatment for patients with RLS, and Astellas Pharma Inc. initiated sales of
Regnite in Japan in July 2012.

To date, we have not generated any product sales revenue from Horizant nor substantial revenue from
Regnite. We have financed our operations primarily through the sale of equity securities, non-equity payments
from collaborative partners and interest earned on investments. We have devoted substantially all of our past
efforts to research and development, including clinical trials. We have begun to devote substantial efforts to the
preparation for commercial operations expected to commence on May 1, 2013, and we expect substantial
increases in selling, general and administrative expenses compared to 2012 levels as we establish sales,
marketing and commercial capabilities. If sales-related revenue from Horizant, Regnite or any other product
candidate that receives marketing approval is insufficient, if we are unable to develop and commercialize our
product candidates or if development is delayed, we may never become profitable. Even if we do become
profitable, we may not be able to sustain or increase our profitability on a quarterly or annual basis.

Our success depends substantially on the success of Horizant. If we are unable to establish sales, marketing,
distribution, supply chain and other sufficient capabilities to sell Horizant, or enter into arrangements with
third parties to do so, sales of Horizant and our business will be harmed.

For the year ended December 31, 2012, net sales in the United States of Horizant as recorded by GSK were
only $6.5 million. To achieve profitability, we will need to generate substantially more product revenue from
Horizant, Regnite or our other product candidates that may receive approval.

GSK commercially launched Horizant in the United States in 2011 and remains responsible for the
commercialization of Horizant through the transition period ending April 30, 2013. We are planning to deploy a
Horizant-dedicated sales team through a contract sales organization for the commercialization of Horizant
following the end of this transition period. To assume control of, and be prepared to, commercialize Horizant on
May 1, 2013, we will need to continue to expand our organization and infrastructure substantially. In this regard,
in order for us to be able to commercialize Horizant, we will need to contract with third parties to provide a sales
force with appropriate technical expertise. We will also need to build, or contract with third parties to build, a
complete distribution and supply chain infrastructure. We may not be able to enter into such arrangements with
third parties in a timely manner or on acceptable terms, or to establish sales, marketing, distribution and supply
chain capabilities of our own. Such additional contracting or development of a sales and distribution organization
will be time-consuming and require a significant expenditure of resources up-front prior to receiving any revenue
from Horizant.

Factors that may inhibit or delay our efforts to commercialize Horizant or any other approved product
candidates include:

« the inability to recruit and retain adequate numbers of effective sales and marketing personnel;

* the inability of sales personnel to obtain access to adequate numbers of physicians to provide appropriate
information on the advantages and risks of prescribing Horizant or other products that may result from
our product candidates;

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

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

The competition for qualified personnel in the pharmaceutical and biotechnology field is intense, and we
may experience difficulties in recruiting, hiring and retaining qualified individuals. We have no experience
commercializing products on our own, and we have only limited management expertise in developing a
commercial organization. Future growth will impose significant added responsibilities on members of
management, including the need to identify, recruit, maintain and integrate additional employees. Our future
financial performance and our ability to commercialize Horizant and compete effectively will depend, in part, on
our ability to manage any future growth effectively. Due to our limited internal resources and the limited amount
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of time prior to the transfer of responsibility for Horizant, we anticipate that we will contract with third-party
vendors to manage much of our growth and sales infrastructure. We will be at risk to the extent we rely on such
third parties without effective oversight. In addition, such third-party contractors may not be the most efficient
allocation of resources if we could implement such infrastructure internally in a more cost-effective manner. If
we are not successful in recruiting sales and marketing personnel or in building a sales and marketing
infrastructure, we will have difficulty commercializing Horizant or our product candidates, which would
adversely affect our business and financial condition.

In addition, we are building these new commercial capabilities and related infrastructure in a compressed
timeframe with limited resources, and such implementation needs to be sufficient for us to manage Horizant on
May 1, 2013. Such infrastructure must include many complex operational matters, including processes,
procedures, information technology and other systems that we have limited experience in managing. For
example, we need to build an infrastructure that is adequate to take over the management of the global safety
database for Horizant and handle all pharmacovigilance reporting. If we are not able to build the appropriate
capabilities and infrastructure prior to the Horizant transition scheduled for May 1, 2013, including a functioning
global safety database and adequate pharmacovigilance capabilities, we may not be able to assume control of
Horizant on May 1, 2013, sales of Horizant could suffer and our business will be harmed.

Problems in GSK’s manufacturing and supply chain have resulted in some near-term outages or
unavailability of inventory of Horizant, which could reduce the sales of Horizant and harm our reputation and
business.

Manufacturing delays at GSK’s contract manufacturer have resulted in an insufficient amount of Horizant in
the supply chain to meet the forecasted demand of Horizant sales. As a result, starting in March 2013, certain
patients who have been prescribed, or are refilling prescriptions for, Horizant may not be able to have such
prescriptions filled in the near term. Such a situation is often referred to as “spot outages”. If GSK is not able to
appropriately allocate inventory across the country to minimize such spot outages, sales of Horizant will be
reduced and our business could be severely harmed. In addition, if GSK’s contract manufacturer is not able to
quickly manufacture and distribute additional Horizant inventory, a complete stock out of Horizant could occur.
In both cases, sales of Horizant will be reduced, we could suffer reputational damage if patients are frustrated by
the lack of available inventory and physicians could decide not to prescribe Horizant in the future, further
reducing Horizant sales and harming our business.

If we do not successfully market and sell Horizant, or if Astellas does not effectively market and sell Regnite
in Japan, we may be unable to generate significant product revenue and may be unable to achieve
profitability.

Our ability to generate significant revenue from Horizant depends on our ability to achieve market
acceptance of, and to otherwise effectively market, Horizant for the treatment of RLS and for the management of
PHN. We may not be able to devote sufficient resources to the advertising, promotion and sales efforts for
Horizant. We will also need to expend significant time and resources to train any sales force that we do hire to be
credible, persuasive and compliant in discussing Horizant with physicians. We will also need to train and
monitor the sales force to ensure that a consistent and appropriate message about Horizant is being delivered. If
we are unable to effectively educate physicians and potential customers about the benefits and risks of Horizant,
we could face significant pressure from generic competition, negative market perception due to GSK’s
promotional efforts and a lack of physician awareness, third-party reimbursement and differentiation from
currently approved treatments. In addition, we could fail to comply with applicable regulatory guidelines with
respect to the marketing and manufacturing of Horizant or with post-marketing commitments or requirements
mandated by the FDA, which could result in administrative or judicially imposed sanctions, including warning
letters, civil and criminal penalties, injunctions, product seizures or detention, product recalls and total or partial
suspension of production. In addition, if we are unable to effectively train a sales force and equip them with
effective materials, including medical and sales literature to help inform and educate potential customers about
the benefits and risks of Horizant and its proper administration, our efforts to successfully commercialize
Horizant could be put in jeopardy, which could have a material adverse effect on our financial condition, stock
price and operations.
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Regnite was approved in Japan in January 2012, and Astellas initiated sales of Regnite in Japan in July
2012. We have limited control over the amount and timing of resources that Astellas will dedicate to the
marketing of Regnite, and Astellas could fail to effectively commercialize, market and distribute Regnire.

Horizant or Regnite may not achieve significant sales, even if we or Astellas devote substantial resources to
its commercialization. Even if we achieve significant levels of sales of Horizant, we expect the expenses of
establishing sales and marketing capabilities and a distribution and supply chain infrastructure to be substantial,
and such costs may outweigh any sales of Horizant, preventing us from achieving profitability. The success of
Horizant and Regnite is dependent on a number of factors, which include competition from alternative treatments
for RLS and, in the case of Horizant, PHN, including generic treatments in the United States, pricing pressures
and whether Horizant and Regnite can obtain sufficient third-party coverage or reimbursement, among other
factors that are described below.

Our success also depends substantially on our product candidates that are still under development. If we are
unable to bring any of these product candidates to market, or experience significant delays in doing so, our
ability to generate product revenue and our likelihood of success will be reduced.

Our ability to generate product revenue in the future will depend heavily on the successful development and
commercialization of our product candidates. We are conducting a Phase 3 clinical program to evaluate our
product candidate, arbaclofen placarbil, or AP, for the potential treatment of spasticity in multiple sclerosis, or
MS, patients. Our other product candidates are either in Phase 2 or Phase 1 clinical development. Any of our
product candidates could be unsuccessful if it:

» does not demonstrate acceptable safety and efficacy in preclinical studies or clinical trials or otherwise
does not meet applicable regulatory standards for approval;

* does not offer therapeutic or other improvements over existing or future drugs used to treat the same
conditions;

* is not capable of being produced in commercial quantities at acceptable costs;
* is not accepted in the medical community; or
+ is not reimbursed by third-party payors or is reimbursed only at limited levels.

For example, in March 2011, we announced that we would not be investing further in the development of
AP at that time as adjunctive treatment of gastroesophageal reflux disease, or GERD, following completion of a
Phase 2 clinical trial of AP that did not demonstrate statistically significant improvements of AP over placebo in
the analysis of the primary endpoint. In addition, in December 2011, following our preliminary results of a Phase
2 clinical trial of XP21279 for the potential treatment of patients with Parkinson’s disease who were experiencing
motor fluctuations, we announced that we were deferring further investment in the program pending the outcome
of discussions with regulatory authorities and availability of resources. Following our End-of-Phase 2 meeting
with the FDA in June 2012, we plan to continue development of XP21279 to the extent our resources permit or
we enter into a collaboration with a third party, which we may be unable to do. If our resources prove insufficient
for the continuing development of XP21279 or we are unable to establish a collaboration with a third party for
the development and commercialization of XP21279, we may be unable to significantly advance its development
or we may determine to discontinue our development of XP21279. If we are unable to make additional product
candidates commercially available, we may not be able to generate substantial product revenues, which would
adversely affect our business and financial condition. The results of our clinical trials to date do not provide
assurance that acceptable efficacy or safety will be shown upon completion of future clinical trials.
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We will continue to need additional funding and may be unable to raise capital when needed, which would
Jorce us to delay, reduce or eliminate our commercialization efforts or our product development programs.

We will continue to need to raise additional capital to fund our operations, establish a sales infrastructure
and marketing and distribution capabilities and to continue the development of our product candidates. Our
future funding requirements will depend on many factors, including:

* the timing, receipt and amount of sales or royalties, if any, from Horizant, Regnite and our other potential
products;

* the timing and costs of our establishment of a sales and marketing, supply chain, distribution,
pharmacovigilance, compliance and safety infrastructure to promote Horizant;

* the scope, rate of progress, results and cost of our preclinical testing, clinical trials and other research and
development activities;

* the cost of manufacturing clinical and commercial supplies of Horizant and our product candidates;

* the timing and costs of complying with the remaining post-marketing commitments and post-marketing
requirements established in connection with the approval of Horizant, and any future additional
commitments or requirements imposed on us by the FDA;

* the number and characteristics of product candidates that we pursue, including any additional potential
indications for Horizant,

* the cost, timing and outcomes of regulatory approvals, if any;

¢ the terms and timing of any collaborative, licensing and other arrangements that we may establish or
modify;

* the cost and expenses associated with any potential litigation;

* the cost of preparing, filing, prosecuting, defending and enforcing any patent claims and other intellectual
property rights; and

* the extent to which we acquire or invest in businesses, products or technologies that complement our
business, although we have no commitments or agreements relating to any of these types of transactions.

Until we can generate a sufficient amount of product revenues, if ever, we expect to finance future cash needs
through public or private equity offerings, debt financings or corporate collaboration and licensing arrangements. If
we raise additional funds by issuing our common stock, or securities convertible into or exchangeable or exercisable
for common stock, our stockholders will experience dilution. Any debt financing or additional equity that we raise
may contain terms that are not favorable to our stockholders or us. To the extent that we raise additional capital
through licensing arrangements or arrangements with collaborative partners, we may be required to relinquish, on
terms that are not favorable to us, rights to some of our technologies or product candidates that we would otherwise
seek to develop or commercialize ourselves. Our ability to raise additional funds and the terms upon which we are
able to raise such funds may be adversely impacted by the uncertainty regarding our financial condition, the
commercial prospects of Horizant and Regnite based on their respective sales to date and our lack of experience in
commercializing products, and/or current economic conditions, including the effects of disruptions to, and volatility
in, the credit and financial markets in the United States, Asia, the European Union and other regions of the world,
including those resulting from or associated with rising government debt levels.

We believe that our existing capital resources, together with interest thereon, will be sufficient to meet our
projected operating requirements into the second quarter of 2014. We have based our cash sufficiency estimate
on assumptions that may prove to be wrong, and we could utilize our available capital resources sooner than we
expect. Further, our operating plan may change, and we may need additional funds to meet operational needs and
capital requirements for product development and commercialization sooner than planned. We have no credit
facility or committed sources of capital other than potential contingent event-based and royalty payments that we
are eligible to receive under our collaboration agreement with Astellas. Pursuant to the termination and transition
agreement with GSK, upon the expiration of the transition period, we will be responsible for all Horizant
commercialization and development activities, including all post-marketing requirements and commitments.
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Such costs could be greater than we anticipate, and sales of Horizant may be less than we anticipate, which could
accelerate our need for additional capital.

Additional funds may not be available when we need them on terms that are acceptable to us, or at all. If
adequate funds are not, or we anticipate that they may not be, available on a timely basis, we may:

* terminate or delay clinical trials for one or more of our product candidates;

* curtail or delay significant drug development programs;

» delay our establishment of sales and marketing capabilities; or

* reduce the amount of resources devoted to medical affairs, advertising, promotion or sales of Horizant.

For example, in March 2010, as a result of the Complete Response letter that delayed approval of the
Horizant NDA for RLS at that time, we implemented a restructuring plan to reduce expenses, focus our resources
on advancement of our later-stage product candidates and eliminate our discovery research efforts. In connection
with this restructuring, we postponed the commencement of additional clinical trials of AP as a potential
treatment for spasticity until 2011 to focus our clinical development resources on the completion of the Phase 2
clinical trial of AP as a potential treatment for GERD. In addition, in January 2012, we suspended clinical
development activities for XP21279, to focus our resources on development of our other product candidates.

We will rely on third parties to perform many essential services for Horizant, including services related to
warehousing and inventory control, distribution, customer service, government price reporting, recording of
sales, accounts receivable management, cash collection and adverse event reporting, and if such third parties
fail to provide us with accurate information, perform as expected or to comply with legal and regulatory
requirements, our efforts to commercialize Horizant may be significantly impacted and/or we may be subject
to regulatory sanctions.

We intend to rely on third-party service providers to perform a variety of functions related to the sale and
distribution of Horizant, key aspects of which are out of our direct control. The services provided by these third
parties include warehousing and inventory control, distribution, customer service, government price reporting,
recording of sales, accounts receivable management and cash collection. If these third-party service providers fail
to comply with applicable laws and regulations, fail to meet expected deadlines or otherwise do not carry out
their contractual duties to us, or if Horizant encounters physical or natural damage at their facilities, our ability to
deliver Horizant to meet commercial demand would be significantly impaired. If these third parties do not
provide us with timely and accurate information, it could impact our ability to comply with our financial
reporting, state aggregate spend reporting and securities laws obligations, which could expose us to the risk of
shareholder lawsuits and adversely affect our business. In addition, we have engaged, or will engage, third parties
to perform various other services for us relating to adverse event reporting, safety database management,
fulfillment of requests for medical information regarding Horizant and related services. If the quality or accuracy
of the data maintained or services performed by these third parties is insufficient, we could be subject to
regulatory sanctions.

The commercial success of Horizant, Regnite or any other products that we may develop will depend upon
the degree of market acceptance among physicians, patients, healthcare payors and the medical community.

Horizant, Regnite or any other products that result from our product candidates may not gain market
acceptance among physicians, patients, healthcare payors and the medical community. If these products do not
achieve an adequate level of acceptance, we may not generate material product revenues and we may not become
profitable. The degree of market acceptance of Horizant, Regnite or any products resulting from our product
candidates will depend on a number of factors, including:

* the ability to offer such products for sale at competitive prices;
« sufficient third-party coverage or reimbursement for such products;
« the product labeling required by the FDA, the Japanese MHLW or any other regulatory authorities;

* demonstration of efficacy and safety in clinical trials;
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* the prevalence and severity of any side effects;
* potential or perceived advantages over alternative treatments;

* perceptions about the relationship or similarity between our product candidates and the parent drug upon
which each candidate is based;

* the timing of market entry relative to competitive treatments;
* relative convenience and ease of administration; and
* the strength of marketing and distribution support.

For example, as Horizant is a prodrug of an already approved drug, gabapentin, and is indicated for the
treatment of conditions that also have been treated by generic competitors, there could be a perception among
physicians that Horizant may not offer a significant clinical advantage or be sufficiently differentiated from
current treatments to justify its price, thereby limiting the market acceptance and sales that GSK may have
experienced and that we may achieve with Horizant in the future. In addition, Horizant’s limited sales
performance under GSK may create a negative market perception that is difficult to overcome in our future
marketing efforts.

Our ability to generate revenue from Horizant, Regnite or any other products that we may develop will
depend on the availability of coverage and adequate reimbursement from third-party payors and drug pricing
policies and regulations.

In both U.S. and foreign markets, our ability to commercialize our products successfully and to attract
strategic partners for our products depends in significant part on the availability of financial coverage and
adequate reimbursement from third-party payors, including, in the United States, governmental payors such as
the Medicare and Medicaid programs, managed care organizations and private health insurers. Many patients
may be unable to pay for Horizant, Regnite or any other products that we may develop. We cannot be sure that
coverage and adequate reimbursement in the United States, Japan, Europe or elsewhere will be available for
Horizant, Regnite or any other products that we may develop, and any reimbursement that may become available
may be decreased or eliminated in the future. Third-party payors increasingly are challenging prices charged for
medical products and services, and many third-party payors may refuse to provide reimbursement for particular
drugs when an equivalent generic drug is available. Although we believe Horizant, Regnite and any other
products that may result from our product candidates represent an improvement over the parent drugs upon
which they are based and should be considered unique and not subject to substitution by a generic parent drug, it
is possible that a third-party payor may consider Horizant, Regnite or our product candidates and the respective
generic parent drug as equivalents and only offer to reimburse patients for the generic drug. Even if we show
improved efficacy or improved convenience of administration with Horizant, Regnite or our product candidates,
pricing of the existing parent drug may limit the amount we will be able to charge for Horizant, Regnite or our
product candidates. If reimbursement is not available or is available only at limited levels, we or Astellas may not
be able to successfully commercialize Horizant, Regnite or our product candidates, and may not be able to obtain
a satisfactory financial return on such products.

Such reimbursement pricing pressures have increased as a result of the Medicare Prescription Drug
Improvement and Modernization Act of 2003, or the 2003 MMA, due to the enhanced purchasing power of the
private sector plans that negotiate on behalf of Medicare beneficiaries. Furthermore, managed care organizations,
as well as Medicaid and other government agencies, continue to seek price discounts. Some states have
implemented, and other states are considering, price controls or patient access constraints under the Medicaid
program, and some states are considering price-control regimes that would apply to broader segments of their
populations that are not Medicaid-eligible. If legislation were enacted to mandate rebates or provide for direct
government negotiation in prescription drug benefits, access and reimbursement for Horizant or our product
candidates upon commercialization could be restricted.

The trend toward managed healthcare in the United States and the changes in health insurance programs, as
well as the Patient Protection and Affordable Care Act, as amended by the Health Care and Education
Affordability Reconciliation Act, or collectively, PPACA, enacted in 2010, may result in lower prices for
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pharmaceutical products, including Horizant or any other products that may result from our product candidates.
In addition, if the 2003 MMA or the PPACA were amended to impose direct governmental price controls and
access restrictions, these could have a significant adverse impact on our business, including on any product sales
revenue from Horizant. Any future regulatory changes regarding the healthcare industry or third-party coverage
and reimbursement may affect demand for Horizant or any other products that we may develop and could harm
our sales and profitability.

If our competitors are able to develop and market products that are more effective, safer or less costly than
Horizant, Regnite or any other products that we may develop, our commercial opportunity will be reduced or
eliminated.

We face competition from established pharmaceutical and biotechnology companies, including generic
competitors, as well as from academic institutions, government agencies and private and public research
institutions. Our commercial opportunity will be reduced or eliminated if our competitors develop and
commercialize products that are safer, more effective, have fewer side effects or are less expensive than
Horizant, Regnite or any other products that we may develop. In addition, significant delays in the development
of our product candidates could allow our competitors to bring products to market before us and impair our
ability to effectively commercialize our product candidates.

Products that we believe compete with Horizant in the United States include the following drugs approved
for the treatment of RLS: Mirapex (pramipexole) from Boehringer Ingelheim and generic pramipexole; Requip
(ropinirole) from GSK and generic ropinirole; and Neupro (a rotigotine transdermal system), a dopamine agonist
patch from UCB, Inc., which was approved in 2012. In Japan, we believe that Regnite competes with
pramipexole, which was approved in Japan in 2010. We also believe that Regnite could compete with a rotigotine
transdermal system, which was approved in Japan in December 2012. Otsuka has exclusive rights to market the
UCB rotigotine transdermal system in Japan.

Products that we believe compete with Horizant in the United States for the management of PHN include
drugs that act on the same target as Horizant, such as Lyrica (pregabalin) and Neurontin (gabapentin) from Pfizer
Inc., generic gabapentin and Gralise (once-daily formulation of gabapentin) from Depomed, Inc. Horizant could
also experience competition from a capsaicin patch (marketed as Qutenza by NeurogesX, Inc.) and transdermal
patches containing the anesthetic known as lidocaine, which are sometimes used for the management of PHN.

We believe that AP, our product candidate that is a Transported Prodrug of R-baclofen, could experience
competition from several generic drugs approved for the treatment of spasticity, including racemic baclofen,
dantrolene sodium and tizanidine. In addition, the FDA has approved Botox (onabotulinumtoxin A) from Allergan
Inc. to treat upper limb spasticity in adults. Physicians also prescribe diazepam for the treatment of spasticity.
Therapies in development for the treatment of spasticity based on sustained-release versions of baclofen or R-
baclofen include IPX056 from Impax Laboratories, Inc., Baclofen GRS from Sun Pharma Advanced Research
Company Limited and Arbaclofen Extended-Release Tablets from Osmotica Pharmaceutical Corp.

Products that could compete with XP21279, our product candidate that is a Transported Prodrug of
levodopa, include: generic levodopa/carbidopa drugs and other drugs approved for the treatment of Parkinson’s
disease, including Stalevo, a combination therapy of levodopa/carbidopa/entacapone that is marketed in the
United States by Novartis Inc.; dopamine agonists such as Mirapex (pramipexole) as well as Requip (ropinirole)
and Requip XL (ropinirole extended-release tablets), which are marketed by Boehringer Ingelheim and GSK,
respectively; generic dopamine agonists, including pramipexole and ropinirole; and Neupro (a rotigotine
transdermal system), a dopamine agonist patch from UCB, which was approved in April 2012 by the FDA for the
treatment of Parkinson’s disease. Impax submitted an NDA for Rytary (previously known as IPX066), an
extended-release formulation of levodopa/carbidopa, that is currently under FDA review. Other therapies under
development in the United States include levodopa/carbidopa formulations such as a levodopa/carbidopa gel
delivered by a portable pump directly into the duodenum being developed by Abbott Laboratories, as well as
DM-1992 and 0S-320 (extended-release formulations of levodopa/carbidopa being developed by Depomed and
Osmotica Pharmaceutical Corp., respectively).
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Products that could compete with XP23829, our product candidate that is a prodrug of monomethyl fumarate,
or MMF, include oral and injectable agents that are approved in the United States for the treatment of relapsing-
remitting MS, or RRMS. These include oral agents such as Gilenya (fingolimod), marketed by Novartis, and
Aubagio (teriflunomide), marketed by Sanofi-Aventis, as well as injectable formulations of interferon-betala and
betalb isoforms that include Avonex, which is marketed by Biogen Idec Inc., Rebif, marketed by Merck Serono
S.A., and Betaseron and Extavia, which are marketed by Bayer AG/Novartis. In addition, Copaxone (glatiramer
acetate), an injectable mixture of peptides that is marketed by Teva Pharmaceutical Industries Ltd., is also widely
used for the treatment of RRMS. XP23829 could also compete with Tysabri (natralizumab), a monthly
intravenously-infused antibody that is marketed by Biogen Idec. There are also a number of possible competitive
products that are in late-stage product development. For example, in February 2012, Biogen Idec submitted an NDA
for Tecfidera (dimethyl fumarate) that is currently under FDA review. Other therapies in late-stage clinical
development in the United States include Movecto (oral cladribine) from Merck KGaA/Teva, BIIB-017 (PEG-IFN-
betala) from Biogen Idec, Daclizumab from Abbott/Biogen Idec, Laquinimod from Teva and Lemtrada
(alemtuzumab) from Genzyme/Sanofi-Aventis/Bayer/Takeda Pharmaceutical.

Products that could compete with XP23829 for the treatment of psoriasis include topical agents and oral
systemic therapies. Topical therapies include corticosteroids, anthrolin and synthetic vitamin D and vitamin A.
Oral systemic agents include acitretin, cyclosporine and methotrexate, which are generic products and are
recommended for use prior to biologic therapies. Biological therapies include Enbrel (etanercept), Humira
(adalimumab), Remicade (infliximab) and Stelara (ustekinumab), which are recommended for patients with
chronic moderate-to-severe psoriasis who fail to respond to or experience intolerance to other psoriasis treatments.

There may be other compounds of which we are not aware that are at an earlier stage of development and
may compete with our products or product candidates. If any of those compounds are successfully developed and
approved, they could compete directly with our products or product candidates.

Many of our competitors have significantly greater financial resources and expertise in research and
development, manufacturing, preclinical testing, conducting clinical trials, obtaining regulatory approvals and
marketing, distributing and selling approved products than we do. Established pharmaceutical companies may
invest heavily to quickly discover and develop novel compounds that could make Horizant, Regnite or our
product candidates obsolete. Larger pharmaceutical companies also may have significantly greater sales forces,
distribution capabilities and 