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XenoPort:

To our Stockholders:

Our significant achievements over the last year have positioned the company for a potentially
transformational 2009. In short, we reported positive results from the final pivotal trials of XP13512,
which is now known as Solzira™ in the U.S., for the treatment of moderate-to-severe primary restless
legs syndrome (RLS) patients. We contributed to the filing by our collaborator, GSK, of the new drug
application (NDA) for approval of Solzira to treat RLS patients. We also advanced the clinical
development program for XP19986, completing a Phase 2 trial in gastroesophageal reflux disease
(GERD) patients and initiating two new Phase 2 clinical trials in spinal cord injury patients with
spasticity and in patients with painful acute back spasms. In addition, we completed two Phase 1 trials
of XP21279, adding to the evidence that the safety and pharmacokinetic profile of this product
candidate may lead to an improved treatment for patients with Parkinson’s disease.

COLLABORATOR PROGRESS

Beyond filing the NDA, GSK also made considerable advancements in its development of Solzira.
It initiated four major Phase 2 clinical trials, three in neuropathic pain indications and one testing the
potential of Solzira in preventing migraine headaches. GSK also commenced a Phase 3b
polysomnography trial that is designed to objectively measure the potential sleep benefits of Solzira in
RLS patients.

Astellas, our collaborator for XP13512/ASP8825 in Japan and five other Asian countries, reported
results from Phase 2 clinical trials in painful diabetic neuropathy (PDN) and RLS patients. The RLS trial
confirmed in Japanese subjects the efficacy results we have shown in our U.S. trials. Astellas’ PDN
clinical trial was terminated based on the results of a planned interim analysis indicating that
continuation of the study was not likely to demonstrate a statistically significant advantage of XP13512
over placebo on the primary endpoint of the study. There were no safety concerns identified in the
interim analysis. Astellas is now determining the next steps for both of these therapeutic areas, and
they remain enthusiastic about continuing the development of XP13512/ASP8825.

CLINICAL DEVELOPMENT

With our collaborators progressing the development of XP13512, we have focused on the
development of our other product candidates. In December, we announced the results from a second
Phase 2 clinical trial of XP19986 monotherapy in GERD patients. Although it missed the primary
endpoint, several pre-specified secondary analyses demonstrated that patients who had previously
taken proton pump inhibitor (PPI) medications experienced relief from their GERD symptoms. We are
aggressively moving forward to initiate a Phase 2b clinical trial of XP19986 as an adjunct therapy to
PPIs in GERD patients who are incomplete responders to PPl therapy. It has been estimated that
nearly 40% of GERD sufferers continue to experience symptoms while taking a PPI.

Our expansion of the XP19986 development program beyond GERD offers the opportunity to add
value to this asset. We plan to complete the Phase 2 spasticity clinical trial by mid-year. The painful
acute back spasm clinical trial, which was initiated in December, should be completed by year end.
These are two indications where we believe there are substantial unmet medical needs that XP19986
could potentially address.



We also made good progress on the development of XP21279, our Transported Prodrug of
levodopa. This early-stage product candidate is designed to optimize the treatment of Parkinson’s
disease patients by improving the pharmacokinetic profile of the current standard of care, levodopa.
Results from a recent trial of these new formulations provided evidence that XP21279 may offer a
better pharmacokinetic profile, which could lead to an improved treatment option for patients with
Parkinson’s disease.

In addition to our clinical development programs, we have maintained a robust preclinical program
and believe that we have identified a number of promising product candidates.

BUSINESS STRATEGY

We remain focused on building a specialty pharmaceutical company that can create value through
a commercialization strategy that enables us to participate in the sale of our products. Our first
opportunity for realizing this ambition could come through our exercise of the co-promotion option that
was negotiated as part of the GSK collaboration agreement. This election would enable us to build a
small sales force of 50 to 100 representatives who would detail Solzira to physicians who specialize in
central nervous system disorders. Given our pipeline of product candidates, we believe there could be
opportunities to expand the impact of this specialty sales force through the addition of product
candidates from our pipeline. We have been carefully considering this important choice and will report
our decision at the appropriate time.

FINANCIAL STRENGTH

During this tough economic environment, the company has taken several steps to conserve cash
while continuing to pursue value-enhancing activities. In addition, we completed a $40 million
registered direct public offering in December, and we ended 2008 with approximately $153 million in
cash and cash equivalents. We believe that this financial strength should allow us to continue to meet
our major business objectives.

CLOSING REMARKS

Finally, | would like to thank our employees, our business partners and our clinical trial participants
for their contributions to our success. | would like to especially thank our stockholders for their
continued support and interest in our progress.

Sincerely,

0. 04 w. AH—

Ronald W. Barrett, Ph.D.
Chief Executive Officer

XenoPort, Inc.

March 20, 2009
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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, including any projections or earnings. In some cases, you can identify forward-looking statements by
terms such as “anticipate,” “believe,” “could,” “estimate,” “expect,” “intend,” “may,” “plan,” “potential,”
“predict,” “ should,” “will,” “would” and similar expressions intended to identify forward-looking

» <« » o«

‘project,
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.

PART 1.

Item 1. Business.
Overview

We are a biopharmaceutical company focused on developing a portfolio of internally discovered product
candidates that utilize the body’s natural nutrient transport mechanisms to improve the therapeutic benefits of
existing drugs. We intend to focus our development and commercialization efforts on potential treatments of
central nervous system, or CNS, disorders. Our most advanced product candidate, XP13512, known in the United
States by the trade name Solzira (gabapentin enacarbil) Extended Release Tablets, is being developed for the
treatment of a number of CNS disorders. A new drug application, or NDA, has been submitted by our partner,
Glaxo Group Limited, or GSK, to the U.S. Food and Drug Administration, or FDA, for approval to market
Solzira in the United States for the treatment of moderate-to-severe primary restless legs syndrome, or RLS. RLS
is a common, under-diagnosed neurological condition that frequently manifests itself as a sleep disorder.

XP13512 has also successfully completed a Phase 2a clinical trial for the management of post-herpetic
neuralgia, or PHN, in the United States. GSK is evaluating XP13512 for the potential treatment of PHN and
painful diabetic neuropathy, or PDN, and as a potential prophylactic therapy for migraine headaches. Astellas
Pharma Inc., our partner in Japan and five Asian countries, is evaluating this product candidate in Japan as a
potential treatment for RLS.

We are evaluating our second product candidate, XP19986, for the potential treatment of gastroesophageal
reflux disease, or GERD, spasticity in patients with spinal cord injury and acute back spasms of musculoskeletal
origin. We are evaluating our third product candidate, XP21279, for the potential treatment of Parkinson’s
disease.

Each of our product candidates is an orally available, patented or patentable new chemical entity that
addresses large potential markets. Our innovative product candidates, which we refer to as Transported Prodrugs,
are created by modifying the chemical structure of currently marketed drugs, referred to as parent drugs, and are
designed to correct deficiencies in the oral absorption, distribution and/or metabolism of the parent drug. We
have designed our current Transported Prodrugs to be actively transported from the gastrointestinal, or GI, tract
into the bloodstream, where they are metabolized to release the parent drug.

A key component of our strategy is to reduce the risks and time associated with drug development by
capitalizing on the known safety, efficacy and established drug development history of the parent drugs. In
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addition, our product candidates are designed to be metabolized to release the parent drugs and natural
substances with favorable safety characteristics. We believe that these features will increase the probability of
successfully developing our product candidates. In addition, we intend to seek approval of our product candidates
in indications for which the parent drugs have not been approved, but are nevertheless used by physicians after
having demonstrated efficacy in clinical trials. We believe that the improved characteristics of our product
candidates will provide meaningful therapeutic benefits compared to existing drugs, as well as allow for approval
to market in indications for which the parent drugs are not currently approved or promoted.

We plan to enter into agreements with pharmaceutical companies: (1) when access to a primary care
physician 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 primary CNS focus. To date, we have
entered into two separate agreements for the development and commercialization of XP13512. In December
2005, we entered into an agreement in which we licensed to Astellas exclusive rights to develop and
commercialize XP13512 in Japan, Korea, the Philippines, Indonesia, Thailand and Taiwan (collectively referred
to as the Astellas territory). In February 2007, we announced an exclusive collaboration with GSK to develop and
commercialize XP13512 in all countries of the world other than the Astellas territory. In addition, in October
2007, we licensed to Xanodyne Pharmaceuticals, Inc. exclusive rights to develop and commercialize another of
our product candidates, XP21510, in the United States, including for the potential treatment of women diagnosed
with menorrhagia, or heavy menstrual bleeding. Aside from the above mentioned license arrangements,
XenoPort holds the rights to all other product candidates in its product portfolio.

Our current portfolio of proprietary product candidates includes the following:

e XP13512 for RLS. XP13512 is a Transported Prodrug of gabapentin. RLS is characterized by an
irresistible urge to move one’s legs, usually accompanied by unpleasant sensations or pain in the legs.
XP13512 has been evaluated for the treatment of RLS in a Phase 3 clinical program in the United States.
We have announced top-line data from three RLS Phase 3 clinical trials that demonstrated statistically
significant improvements compared to placebo on the primary endpoints of these trials and that XP13512
was generally well tolerated. In January 2009, GSK submitted to the FDA an NDA requesting approval of
Solzira for the treatment of moderate-to-severe primary RLS. GSK has also initiated a Phase 3b
polysomnography clinical trial of XP13512 to evaluate the potential sleep benefits of XP13512 in patients
with RLS. Our partner, Astellas, is evaluating XP13512 in a Phase 2 clinical trial in RLS subjects in
Japan.

e XP135]2 for Neuropathic Pain. Neuropathic pain results from injury to nerve fibers that are damaged,
dysfunctional or injured, creating pain at the site of injury and areas around the injury. We have shown in
a Phase 2a clinical trial that XP13512 improved clinical endpoints associated with PHN, a chronic type of
neuropathic pain that can follow the resolution of shingles. GSK has initiated a neuropathic pain clinical
program that includes two Phase 2 clinical trials designed to evaluate the safety and efficacy of XP13512
in the management of PHN, as well as a Phase 2 clinical trial designed to evaluate the safety and efficacy
of XP13512 in the treatment of PDN.

e XP13512 for Migraine Prophylaxis. Migraine is a neurological disorder characterized by recurrent
headache attacks that are usually accompanied by various combinations of symptoms, including nausea
and vomiting, as well as distorted vision and sensitivity to light and sound. Migraine prophylaxis
treatment is designed to reduce the frequency and severity of migraine attacks. GSK has initiated a Phase
2 clinical trial designed to show the safety and efficacy of XP13512 in the prophylactic treatment of
migraine headaches.

o XP19986 for GERD. XP19986 is a Transported Prodrug of R-baclofen. GERD is a digestive system
disorder caused primarily by transient relaxations of the lower esophageal sphincter, or LES, which is a
combination of muscles that controls the junction between the esophagus and the stomach. An abnormally
functioning LES can allow stomach contents to pass back into the esophagus too easily, which can result
in discomfort and potential damage to the lining of the esophagus. In December 2008, we reported
preliminary top-line results from a four-week Phase 2 clinical trial that evaluated the ability of XP19986
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to reduce symptoms experienced by patients with GERD. The primary analysis of this trial, which
included GERD patients who had been treated with proton pump inhibitors, or PPIs, previously (PPI
Experienced) as well as patients who had not been treated with PPIs previously, did not reach statistical
significance. In pre-specified secondary analyses of the PPI Experienced patients, XP19986 showed
improvement over placebo in several measures of symptom relief. XP19986 was generally well tolerated
at all dose levels.

* XP19986 for Spasticity. ~Spasticity is a condition in which certain muscles are continuously contracted,
interfering with movement or speech. Racemic baclofen, which contains both R-baclofen and S-baclofen,
is currently approved in the United States for the treatment of spasticity resulting from multiple sclerosis,
spinal cord injury and other spinal cord diseases. We believe that spasticity patients may benefit from
XP19986 due to less frequent dosing and a more desirable pharmacokinetic profile than racemic baclofen.
We are currently conducting a Phase 2 clinical trial of XP19986 in spinal cord injury patients with
spasticity.

* XP19986 for Acute Back Spasms. Acute back spasms are involuntary and, frequently, painful
contractions of the muscles of the lower back. We are evaluating XP19986 as a potential treatment for the
relief of discomfort from painful musculoskeletal conditions associated with acute back spasms, and we
initiated in December 2008 a Phase 2 clinical trial of XP19986 in patients with acute back spasms of
neuromuscular origin. The primary objective of this trial is to evaluate the safety and tolerability of
XP19986.

* XP21279 for Parkinson’s Disease. XP21279 is a Transported Prodrug of levodopa, or L-Dopa.
Parkinson’s disease is a neurological disorder of the elderly, characterized by tremor, rigidity and loss of
reflexes. In February 2009, we announced positive results from a second Phase 1 clinical trial with two
different sustained-release formulations of XP21279 that demonstrated that the formulations of XP21279
produced a more sustained exposure of L-Dopa compared to oral L-Dopa dosed in the same healthy
subjects and that XP21279 was well-tolerated in this trial.

* XP21510 for the Treatment of Menorrhagia. XP21510 is a Transported Prodrug of tranexamic acid.
Tranexamic acid is a man-made derivative of the naturally occurring amino acid lysine and works to
inhibit, on a molecular basis, the break down of blood clots. It is approved in many countries in Europe
and Asia for the treatment of women with menorrhagia. In October 2007, we licensed to Xanodyne
exclusive rights to develop and commercialize XP21510 in the United States, including for the potential
treatment of women diagnosed with menorrhagia.

Transported Prodrugs

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 marketed drugs
do not possess all of these attributes, leading to limitations in their therapeutic benefit and commercial potential.

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, since 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. If the medical need is high, drugs with poor absorption from the GI tract are still developed and
marketed, but with suboptimal therapeutic benefit. In some cases, drugs that are poorly absorbed from the GI
tract are marketed as injectable medicines, which is 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
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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.

Since most nutrients contain chemical features that prevent effective passive diffusion through cellular
barriers, the human body contains specific membrane proteins, known as transporters, that are responsible for
carrying nutrients into cells and across cell barriers. There are hundreds of different transporters in the human
body that vary in the types of molecules they recognize and their localization to certain cells and tissue barriers.
Active transport refers to cellular transporter mechanisms that capture nutrients and carry them across
membranes.

Our proprietary technology 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 of our product candidate.

Our scientists identify specific, high-capacity nutrient transporter proteins in the intestines and chemically
modify the structure of the parent drug to create a Transported Prodrug that utilizes these transporters to gain
efficient absorption into the bloodstream through active transport. Our Transported Prodrugs are engineered to
split apart, releasing the parent drug and natural substances that generally have well-studied, favorable safety
characteristics. In some cases, our product candidates target transporter proteins that are present throughout the
entire GI tract, including the colon, so they can be formulated using sustained-release technology and thereby
maintain effective blood concentrations for an extended period after dosing. As a result of their improved oral
absorption, our product candidates may have improved therapeutic benefits compared to the parent drugs, such as
superior clinical efficacy, reduced side effects and less frequent dosing, which result in improved patient
convenience and compliance.



Our Product Candidates

Our current portfolio of proprietary product candidates includes the following:

XenoPort Product
Candidate Commercialization Rights Target Indications Development Status
XP13512 . ...l XenoPort: U.S. co- * RLS * U.S. NDA filed
promotion option with « PHN * Phase 2a
GSK successfully
completed
Partner Designation:
ASP882S ............. Astellas: six Asian * RLS ¢ Japan Phase 2
countries clinical trial
ongoing
Solzira/GSK1838262 ... GSK: worldwide, « RLS ¢ Phase 3b
excluding the Astellas polysomnography
territory clinical trial
ongoing
* Migraine * Phase 2 clinical
prophylaxis trial ongoing
* PDN * Phase 2 clinical
trial ongoing
 PHN * Phase 2 clinical
trials ongoing
XP19986 ............... Retained by XenoPort * GERD * Phase 2 clinical
trial completed
* Spasticity * Phase 2 clinical
trial ongoing
* Acute Back Spasms ¢ Phase 2 clinical
trial ongoing
XP21279 ............... Retained by XenoPort * Parkinson’s disease * Phase 1 clinical trials
completed
XP21510 ............... XenoPort: worldwide, * Menorrhagia ¢ Preclinical
excluding the U.S.
Xanodyne: U.S.

XP13512 — A Transported Prodrug of Gabapentin

Our most advanced product candidate, XP13512, is currently being developed for the treatment of RLS,
PDN and PHN and for the prophylactic treatment of migraine headaches. In January 2009, our partner, GSK,
filed an NDA with the FDA for approval to market Solzira in the United States as a treatment for
moderate-to-severe primary RLS. We hold composition-of-matter patents and methods of synthesis patents on
XP13512 in the United States and composition-of-matter, formulation and methods of use patents on XP13512
outside of the United States. We also hold pending patent applications in the United States and outside the United
States that are directed to the composition-of-matter, formulations and methods of synthesis and use of XP13512.

Parent Drug Background

XP13512 is metabolized by the body to release gabapentin, a drug that has been sold by Pfizer Inc as
Neurontin since 1993 and is currently sold as a generic drug by a number of companies. Gabapentin is approved
for marketing in the United States as adjunctive therapy in the treatment of partial seizures in patients with
epilepsy and for the management of PHN. In addition, based on a variety of published medical studies, gabapentin
is prescribed by physicians, off-label, to treat a wide range of psychiatric, neurological and pain conditions,
including RLS and other forms of neuropathic pain besides PHN. Gabapentin has a side effect profile that is
considered favorable, with dizziness and somnolence, or drowsiness, as the most commonly reported side effects.

7



Despite its substantial commercial success, we believe that gabapentin therapy can be significantly
improved. Gabapentin absorption is highly variable among patients, and there is a limit on the gabapentin
exposure that can be achieved by direct oral administration of the parent drug. Published results from clinical
trials of gabapentin in epilepsy patients indicated that, for the same dose level, some patients absorbed as little as
10% of the dose of gabapentin administered while others absorbed more than 70%. We have also conducted a
clinical trial of gabapentin in neuropathic pain patients in which the high variability of gabapentin absorption was
confirmed. In addition, the short duration of gabapentin in blood after oral dosing requires that it be administered
three times a day, which may lead to poor compliance with the dosing regimen and, therefore, reduced efficacy in
some patients.

We believe that these suboptimal characteristics of gabapentin result from the mechanism responsible for
the absorption of gabapentin. Gabapentin is actively transported across the GI tract after administration.
However, the specific transporter mechanism responsible for gabapentin absorption appears to have limited
capacity, which seems to vary among individuals, and which is predominantly expressed in the upper GI tract.
Due to gabapentin’s poor absorption in the lower GI tract, the use of sustained-release formulations to correct the
frequent dosing requirement has not been possible.

Our Transported Prodrug

XP13512 is designed to address the deficiencies of gabapentin by targeting high-capacity nutrient
transporter mechanisms expressed throughout the length of the intestines. We believe that this approach can
address the variable and suboptimal exposure to gabapentin experienced by patients. By targeting transporters
expressed throughout the length of the intestines, we have been able to develop a sustained-release formulation
of XP13512 that we believe provides more consistent absorption of gabapentin and has overcome the need for
frequent dosing of gabapentin.

XP13512 is designed to rapidly convert to gabapentin once absorbed from the GI tract, resulting in limited
systemic exposure to the intact Transported Prodrug. In addition to producing gabapentin, XP13512 is
metabolized to release other components with well-studied, favorable safety characteristics. We believe that
XP13512 has demonstrated a favorable safety profile in clinical trials conducted in humans to date, comparable
to that of gabapentin.

Phase 1 Clinical Trials

We have completed multiple safety, tolerability and pharmacokinetic Phase 1 clinical trials of XP13512.
The results of these Phase 1 clinical trials indicated that XP13512 was generally well tolerated at all doses.
Reported adverse events were consistent with those reported previously for gabapentin. In addition, these clinical
trials indicated that XP13512 was rapidly absorbed and converted to gabapentin. Exposure to the intact
Transported Prodrug was low and transient compared to the level of gabapentin produced at all dose levels.

Initial Target Indications
Restless Legs Syndrome

Background on RLS. RLS is a common neurological condition that causes an irresistible urge to move the
legs. This urge is usually accompanied by unpleasant sensations of burning, creeping, tugging or tingling inside
the patients’ legs, ranging in severity from uncomfortable to painful. These RLS-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 RLS. Left untreated, RLS may cause exhaustion, daytime fatigue, inability
to concentrate and impaired memory.

Potential Market. According to the National Institute of Neurological Disorders and Stroke, RLS is the
third most common sleep disorder, after insomnia and sleep apnea. Although the exact prevalence rate of RLS is
uncertain, a study published in the May 2004 issue of Sleep Medicine indicated that approximately 2% of patients
visiting primary care physicians in the United States and four European countries (France, Germany, Spain and
the United Kingdom) experience RLS symptoms severe enough to disrupt their quality of life.
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Current Treatments. Current treatments of RLS include dopamine agonists, opioids, benzodiazepines and
anticonvulsants, such as gabapentin. In May 2005, GSK received approval from the FDA to market the dopamine
agonist ropinirole, known as Requip, for the treatment of moderate-to-severe primary RLS. In addition, in
November 2006, Boehringer Ingelheim GmbH received approval from the FDA to market pramipexole, known
as Mirapex, for the treatment of moderate-to-severe primary RLS. In April 2006, both ropinirole and
pramipexole were approved in the European Union by the European Commission for the treatment of
moderate-to-severe primary RLS.

Phase 2a Clinical Trial Results. We have completed a Phase 2a clinical trial of XP13512 as a treatment
for RLS. The trial included 38 patients diagnosed with RLS using the International RLS Study Group diagnostic
criteria at nine clinical sites in the United States. The objective of this Phase 2a clinical trial was to further assess
the safety and pharmacokinetics of the sustained-release tablet formulation of XP13512, as well as to assess
preliminary efficacy in patients after two weeks of XP13512 therapy. The trial was a randomized, double-blind,
placebo-controlled, crossover clinical trial designed to test XP13512 versus placebo in patients with RLS.
XP13512 was dosed twice a day, once at 5:00 p.m. (600 mg) and again one hour before bedtime (1200 mg). The
primary endpoint of the clinical trial was the change in the IRLS rating scale score from baseline to the end of the
treatment period. A number of secondary endpoints were also examined, including objective sleep measures
obtained by polysomnogram, or sleep laboratory measurements, which were conducted prior to, and at the end
of, each treatment.

This Phase 2a clinical trial demonstrated that after 14 days of therapy, XP13512 produced a highly
statistically significant improvement in the IRLS rating scale score compared to placebo. We determined
statistical significance based on a widely used, conventional statistical method that establishes the p-value of
clinical results. The statistical significance level comparing XP13512 to placebo was p<0.0001. A p-value of
0.05 or less generally represents a statistically significant difference in treatments. A lower p-value indicates
greater confidence in the result. A statistically significant improvement in the IRLS rating scale score was also
seen after one week of XP13512 treatment. Twenty-nine patients (85% of the patients who completed the trial)
reported themselves “much improved” or “very much improved” at the end of the XP13512 treatment period as
compared to five patients (15%) at the end of the placebo treatment period. Additionally, compared to placebo,
XP13512 was associated with statistically significant improvements in a number of objective sleep measures,
including an increase in total sleep time, an increase in the amount of slow-wave sleep, a reduction in the amount
of time awake after sleep onset and a reduction in the number of times periodic limb movements woke patients
from sleep. XP13512 was well tolerated. The most common side effects of XP13512 were dizziness and
somnolence, which are established side effects of gabapentin.

Phase 2b Clinical Trial Results. We have completed a Phase 2b clinical trial of XP13512 as a treatment
for RLS. The trial included 95 patients diagnosed with RLS using the International RLS Study Group diagnostic
criteria at 14 clinical sites in the United States. The objective of this Phase 2b clinical trial was to assess the
safety and efficacy of lower doses of XP13512 given once daily. The trial was a randomized, double-blind,
placebo-controlled clinical trial designed to test 600 mg and 1200 mg of XP13512 versus placebo administered
once per day with the evening meal for 14 days. The primary endpoint of the clinical trial was the change in the
IRLS rating scale score from baseline to the end of the treatment period. A number of secondary endpoints were
also examined, including Patient and Investigator Clinical Global Impression of Improvement, or CGI-I, scales,
which are recognized measures of patient and physician assessments of clinical change, subjective measures of
sleep and symptom severity throughout the day, assessed with a 24-hour diary.

The Phase 2b clinical trial demonstrated that treatment with 1200 mg of XP13512 was associated with a
highly statistically significant improvement in the IRLS rating scale score at the end of 14 days of treatment
(mean change from baseline: -16.1 for 1200 mg of XP13512; -8.9 for placebo; p<0.0001). A statistically
significant improvement in the IRLS rating scale score was also seen after one week of treatment with 1200 mg
of XP13512. Treatment with 1200 mg of XP13512 resulted in a statistically significant improvement in both
Patient and Investigator CGI-I scales (both p<0.0001 compared to placebo), which were used to assess overall
patient improvements. Based on Investigator CGI-I, 81% of the patients who received 1200 mg of XP13512 were
“much improved” or “very much improved,” as compared to 48% of patients who received placebo. Treatment
with 1200 mg of XP13512 was associated with statistically significant improvements in a number of subjective
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measures of sleep, including overall quality of sleep, the number of awakenings per night due to RLS symptoms
and the number of hours awake per night due to RLS symptoms (all p<0.005 compared to placebo). Finally,
treatment with 1200 mg of XP13512, compared to placebo, was associated with a statistically significant
reduction in the severity of RLS symptoms in the evening (8:00 p.m. to midnight) as measured using a 24-hour
RLS symptom diary on the final day of treatment (p=0.01 compared to placebo). Clinical effects measured by the
above endpoints in patients treated with 600 mg of XP13512 were not statistically different from patients treated
with placebo.

XP13512 was generally well tolerated. There were no serious adverse events. The most common side effects
were somnolence (15% placebo, 14% 600 mg of XP13512 and 36% 1200 mg of XP13512) and dizziness (3%
placebo, 14% 600 mg of XP13512 and 18% 1200 mg of XP13512). Similar side effects have been reported
previously for gabapentin.

Phase 3 Clinical Program and Regulatory Filing. We have evaluated XP13512 in a Phase 3 clinical
program for the treatment of RLS, and in January 2009, GSK filed the NDA with the FDA for Solzira as a
treatment for moderate-to-severe primary RLS. The FDA has not yet accepted the NDA.

The Phase 3 clinical program encompassed multiple U.S. trials, including one 12-week, randomized,
double-blind, placebo-controlled trial, known as the PIVOT RLS I (Patient Improvement in Vital Outcomes
following Treatment for RLS I) clinical trial (previously known as XP052) designed to evaluate the safety and
efficacy of 1200 mg of XP13512 versus placebo administered once a day at approximately 5:00 p.m., and a
second 12-week randomized, double-blind, placebo-controlled trial, known as the PIVOT RLS II clinical trial
(previously known as XP053), designed to evaluate the safety and efficacy of 600 mg or 1200 mg of XP13512
versus placebo administered once a day at approximately 5:00 p.m. The co-primary outcome measures for these
trials were defined to be the change from baseline in the IRLS rating scale score and the Investigator CGI-I scale
at the end of treatment. Secondary endpoints for both trials include onset of efficacy and subjective sleep, pain,
mood and quality of life assessments.

The PIVOT RLS I trial, which commenced in March 2006, enrolled 222 patients at 23 sites who were
diagnosed with moderate-to-severe primary RLS. In April 2007, we reported top-line results demonstrating that
treatment with 1200 mg of XP13512 was associated with a statistically significant improvement in the
co-primary endpoints compared to placebo. Improvements in the IRLS rating scale were significantly greater for
XP13512 than for placebo (-13.2 vs. -8.8; p=0.0002). At the end of treatment, significantly more patients treated
with XP13512 were reported as “much improved” or “very much improved” on the Investigator CGI-I scale
compared to those treated with placebo (76% vs. 39%; p < 0.0001). During treatment over the 12-week period,
the most commonly reported adverse events for XP13512 versus placebo were somnolence (27% XP13512; 7%
placebo) and dizziness (20% XP13512; 5% placebo). There were no reported serious adverse events in XP13512-
treated patients.

The PIVOT RLS 11 trial, which commenced in August 2006, enrolled 325 patients who were diagnosed with
moderate-to-severe primary RLS. In February 2008, we reported top-line results demonstrating that treatment
with 1200 mg of XP13512 was associated with a statistically significant improvement in the co-primary
endpoints compared to placebo. Improvements in the IRLS rating scale score were significantly greater for 1200
mg of XP13512 than for placebo (-13.0 vs. -9.8; p=0.0015). At the end of treatment, significantly more patients
treated with 1200 mg of XP13512 were reported as “much improved” or “very much improved” on the
Investigator CGI-I scale compared to those treated with placebo (78% vs. 45% for placebo; p< 0.0001).

This trial also demonstrated that treatment with 600 mg of XP13512 was associated with a statistically
significant improvement in the co-primary endpoints compared to placebo. Improvements in the IRLS rating
scale score were significantly greater for 600 mg of XP13512 than for placebo (-13.8 vs. -9.8. p<0.0001). At the
end of treatment, significantly more patients treated with 600 mg of XP13512 were reported as “much improved”
or “very much improved” on the Investigator CGI-I scale compared to those treated with placebo (73% vs. 45%,
p<0.0001).

During the 12-week treatment period, the most commonly reported adverse events for XP13512 were
dizziness (24% 1200 mg XP13512; 10% 600 mg XP13512; 5% placebo) and somnolence (18% 1200 mg
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XP13512; 22% 600 mg XP13512; 2% placebo). These adverse events were generally mild or moderate in
intensity. Withdrawals due to adverse events were 7% in the 1200 mg XP13512 group, 6% in the 600 mg
XP13512 group and 6% in the placebo group. There were three reported serious adverse events in the study (one
in the placebo group, two in the 600 mg XP13512 group), none of which were considered treatment-related.

In addition to these two 12-week trials, the Phase 3 program also included a clinical trial, known as the
PIVOT RLS Maintenance clinical trial (previously known as XP060), to assess the long-term efficacy of
XP13512. The trial, which commenced in May 2006, was designed to evaluate the potential of XP13512 to
maintain efficacy over the course of nine months in patients with RLS. The multi-center, double-blind,
randomized, placebo-controlled, parallel-group clinical trial enrolled 327 patients diagnosed with
moderate-to-severe primary RLS. All patients were administered 1200 mg of XP13512, taken at approximately
5:00 p.m., for 24 weeks. Patients were assessed to determine treatment response at the end of this single-blind
phase, and responders then entered the 12-week, randomized, double-blind phase of the clinical trial. Patients
randomized to the placebo group received 600 mg of XP13512 for two weeks and then received placebo for an
additional ten weeks. Patients randomized to the XP13512 treatment group continued to receive 1200 mg of
XP13512 for the entire 12-week, double-blind period. In January 2008, we reported top-line results that showed
that XP13512 was generally well-tolerated during the treatment period and that there was a statistically
significant difference between the percentage of patients treated with XP13512 and placebo who met a
pre-specified relapse criteria during the randomized phase of the study. Two hundred twenty one patients
completed the 24-week, single-blind portion of the clinical trial, of which 194 (88%) met the responder criteria
and were randomized to double-blind treatment. Analysis of the primary endpoint indicated that treatment with
XP13512 resulted in a statistically significant lower proportion of relapses compared to placebo during the
double-blind treatment period (23% placebo compared to 9% XP13512; p= 0.0158).

The most commonly reported adverse events during the single-blind phase of this clinical trial were
somnolence (30%) and dizziness (22%), which were generally mild or moderate in intensity and transient in
nature. The incidence of somnolence and dizziness in XP13512-treated patients during the double-blind portion
of the trial were 3% and 2%, respectively. During the trial, there was one death that was determined to be
unrelated to XP13512 treatment. There were five other serious adverse events, only one of which was judged as
possibly related to XP13512 treatment.

Clinical Development of XPI13512 in RLS. We have also conducted clinical trials and collected
information that is typically required for submission of an NDA to the FDA, including an examination of the
exposure/response relationship, pharmacokinetics in a special population, drug/drug interactions, cognition,
driving proficiency and cardiovascular safety. In addition, we have completed an extension study that included
patients from the two 12-week clinical trials to enable assessment of the safety of XP13512 treatment extending
up to 12 months. Data from this trial was also included in the NDA filing. The results of the Phase 3 clinical
trials, combined with the results from other XP13512 clinical trials in RLS patients, are intended to meet the
International Committee for Harmonization, or ICH, guidelines for safety assessment.

In addition, GSK has initiated a polysomnography, or sleep laboratory measurement, study of XP13512 in
RLS patients to explore further the potential sleep benefits of XP13512, and, in September 2007, Astellas
initiated a 12-week randomized, double-blind, placebo-controlled Phase 2 clinical trial in RLS patients in Japan.
This trial completed enrollment in October 2008.

Neuropathic Pain

Background on Neuropathic Pain. Neuropathic pain is pain that results from damage to nerves. The
damage may result from a variety of causes, including injury or illnesses such as diabetes, HIV and shingles. In
addition, the toxic effects of therapy used to treat patients with cancer or HIV may also cause nerve damage
leading to neuropathic pain.

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.
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PDN is another form of neuropathic pain that is associated with a family of nerve disorders caused by
diabetes. Over time, people with diabetes can damage nerves leading to numbness and sometimes pain and
weakness in the hands, feet and legs.

Potential Market. Decision Resources estimates that the prevalence of PHN during 2007 was
552,000 patients in the United States and six other major pharmaceutical markets, collectively. 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. While Zostavax is not a treatment for shingles or PHN, the availability of this vaccine
could impact the future market for therapies for PHN.

Diabetes is the leading cause of neuropathy in the Western world, and neuropathy is the most common
complication and greatest source of morbidity and mortality in diabetes patients. Decision Resources estimates
that the prevalence of PDN during 2007 was 6.8 million patients in the United States and six other major
pharmaceutical markets, collectively.

Current Treatments. Current classes of drugs used to treat patients with neuropathic pain include
anticonvulsants, antidepressants and trycyclic drugs, with anticonvulsants representing the largest share of the
neuropathic pain market. Of the anticonvulsants, gabapentin is the market leader for the treatment of neuropathic
pain. Local application of lidocaine is also used in selected patients. Neurontin was the first oral drug approved
by the FDA for the management of PHN. In September 2005, Pfizer launched pregabalin for the treatment of
epilepsy and of neuropathic pain associated with diabetic peripheral neuropathy and PHN. Pfizer is marketing
pregabalin under the trade name Lyrica. Pfizer received European Commission approval in July 2004 to market
Lyrica in European Union member states for the treatment of peripheral neuropathic pain and approval in
September 2006 to market Lyrica in European Union member states for the treatment of central neuropathic pain.
Eli Lilly and Company has also received approval from the FDA to market duloxetine, under the trade name
Cymbalta, for the management of diabetic peripheral neuropathy.

Phase 2a Clinical Trial Results. We have completed a Phase 2a clinical trial of XP13512 for the
management of PHN. The trial included 101 patients at 18 clinical sites in the United States. The objective of this
randomized, double-blind, placebo-controlled clinical trial was to assess the preliminary safety, tolerability,
pharmacokinetics and efficacy of 1200 mg of XP13512 administered twice a day for 14 days and to compare the
response to XP13512 against the response to placebo. While clinical trials required for obtaining FDA approval
to market product candidates for the management of PHN have required treatment periods of eight weeks,
published studies of gabapentin for the management of PHN have shown efficacy in as short as 14 days of
treatment.

After establishing baseline pain scores and prior to entering the randomized treatment period, all patients in
this clinical trial received increasing doses of Neurontin of up to 1800 mg per day and were maintained at this
dose for seven days. At the end of this Neurontin treatment period, pharmacokinetics and clinical endpoints were
assessed. Patients were then immediately randomized to 1200 mg of XP13512 administered twice a day or
placebo treatment. Treatment continued for an additional 14 days, at which time pharmacokinetics and clinical
endpoints were again assessed. The primary endpoint of this clinical trial was the change in average pain score
between the seven days of baseline assessment to the final seven days of XP13512 or placebo treatment using an
11-point numerical pain scale.

This Phase 2a clinical trial demonstrated that treatment with XP13512 was associated with a statistically
significant reduction in pain as measured by an 11-point numerical pain scale (p=0.032) compared to placebo.
Statistically significant improvements in pain were also observed using a different pain scale. Additionally,
compared to placebo, treatment with XP13512 was associated with a statistically significant reduction in sleep
interference. The clinical benefit of XP13512 over placebo was also supported by observed statistically
significant improvements in both Patient and Investigator CGI-I scales. XP13512 was well tolerated. The most
common side effect of XP13512 was dizziness, which is an established side effect of gabapentin.

Because of the structure of this Phase 2a clinical trial, we were able to compare blood levels of Neurontin
and to test for a trend toward improved pain reduction with XP13512 compared to Neurontin in the same
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patients. Accordingly, additional analyses were conducted on data from those patients who received both
Neurontin and XP13512 and for whom pharmacokinetic data was complete. A daily dose of 2400 mg of
XP13512 has the potential to release 1248 mg per day of gabapentin into the bloodstream, which equates to
approximately two-thirds of the daily dose administered during the Neurontin treatment period. Despite this
lower dose, XP13512 produced on average a 17% increase in the steady-state average blood concentration of
gabapentin compared to that produced by Neurontin dosing (p=0.014) in the evaluated patients because of the
higher bioavailability of XP13512. Thirty-six percent of evaluated patients had an increased steady-state average
blood concentration of greater than 30%. For all patients who received XP13512, the change in average pain
score between the last seven days of the Neurontin treatment and the final seven days of XP13512 treatment was
determined. A statistically significant reduction in pain score at the end of XP13512 treatment was observed
(p=0.045).

Clinical Development of XP13512 in Neuropathic Pain. In July 2007, Astellas, initiated an eight-week,
double-blind, placebo-controlled Phase 2 clinical trial of XP13512 (known by Astellas as ASP8825) in patients
with PDN. In November 2008, Astellas terminated this clinical trial based on the results of a planned interim
analysis. An independent data monitoring committee determined that continuation of the study was not likely to
demonstrate a statistically significant advantage of XP13512 over placebo on the primary endpoint of the study
given the planned number of patients. There were no safety concerns identified in the interim analysis.

In the first quarter of 2008, GSK initiated a neuropathic pain program that includes separate dose-ranging,
Phase 2 clinical trials of XP13512 (known by GSK as Solzira in the United States and as GSK1838262 in other
countries within its territory) in PHN and PDN, as well as a Phase 2 clinical trial in PHN patients who have not
responded to treatment with gabapentin. In November 2008, GSK completed enrollment in the Phase 2 dose-
ranging PDN clinical trial.

Migraine Prophylaxis

Background on Migraine. Migraine is a neurological disorder characterized by recurrent headache attacks
that are usually accompanied by various combinations of symptoms, including nausea and vomiting, as well as
distorted vision and sensitivity to light and sound.

Potential Market. According to the American Migraine Prevalence and Prevention Study, migraine affects
approximately 30 million individuals in the United States and approximately 40% of migraine sufferers could
benefit from preventive therapies.

Current Treatments. Current treatments for migraine include abortive therapies for individual migraine
episodes and prophylactic therapies that are designed to prevent or reduce the number of migraine attacks.
Abortive therapies include non-prescription analgesics, such as aspirin, ibuprofen and acetaminophen, and
prescription drugs. According to Decision Resources, the most widely prescribed prescription drugs are triptans,
and include sumatriptan/naproxen (Treximet) from GSK/POZEN Inc., rizatriptan (Maxalt) from Merck/Eisai Co.,
Ltd./Kyorin Pharmaceutical Co., Ltd., zolmitriptan (Zomig) from AstraZeneca Pharmaceuticals LP and eletriptan
(Relpax) from Pfizer.

Migraine prophylaxis is designed to reduce the frequency and severity of migraine attacks, to make acute
migraine attacks more responsive to abortive therapy and to improve the quality of life for patients. According to
Decision Resources, the leading branded prescription treatments for migraine prophylaxis are topiramate
(Topamax) from Johnson & Johnson and divalproex sodium (Depakote) from Abbott Laboratories.

Planned Development. In the third quarter of 2008, GSK, initiated a Phase 2 clinical trial of XP13512 for
the prophylactic treatment of migraine headaches.

Development and Commercialization Strategy

Due to the large market potential for XP13512, the requirement of a primary care physician sales force to
address these markets in the United States and our desire to focus our commercialization efforts in the United
States, we have entered into agreements with pharmaceutical partners to maximize the potential commercial
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value of XP13512. In December 2005, we entered into a license agreement with Astellas for exclusive rights to
develop and commercialize XP13512 in Japan, Korea, the Philippines, Indonesia, Thailand and Taiwan, which
we collectively refer to as the Astellas territory. Astellas made an up-front payment to us of $25.0 million, has
paid additional milestones of $15.0 million and may make additional milestone payments to us of up to
$45.0 million. We will receive royalties on any net sales of XP13512 in the Astellas territory. Astellas may
terminate the collaboration at its discretion. In such event, all XP13512 product rights would revert to us and we
would be entitled to specified transition assistance from Astellas.

Additionally, in February 2007, we announced an exclusive collaboration with GSK to develop and
commercialize XP13512 worldwide, excluding the Astellas territory. GSK made an up-front payment to us of
$75.0 million, has paid additional milestones of $65.0 million and may make additional payments of up to
$210.0 million upon the achievement of clinical and regulatory milestones and up to $290.0 million upon the
achievement of specified sales levels. Under the terms of the agreement, GSK is responsible for all future
development costs. We would be entitled to a percentage of net sales of XP13512 in the GSK territory for a
specified period of time, unless we elect the option to co-promote XP13512 in the United States. In the event that
we elect the co-promotion option for XP13512, we would share marketing and commercialization costs and
would be entitled to a share of operating profits from net sales of XP13512 in the United States for so long as
XP13512 is sold, as well as receive payments on details we perform in the United States on Requip XL, GSK’s
product for Parkinson’s disease. Upon approval from the FDA of the NDA for Solzira, we would co-promote
XP13512 in the United States to those same prescribers. We have granted GSK an exclusive license to develop
and market XP13512 in all markets outside the United States other than the Astellas territory. GSK has the right
to terminate the agreement in its entirety for any reason at its discretion upon 60-days’ written notice to us prior
to, and 120-days’ written notice to us following, the first commercial sale of XP13512. In such event, all
XP13512 product rights would revert to us and we would be entitled to specified transition assistance from GSK.
In the event of a termination by GSK after it has obtained marketing approval and has commercially launched
XP13512 for neuropathic pain in certain identified countries, we will be obligated to pay to GSK royalties on net
sales of the product for at least ten years.

XP19986 (arbaclofen placarbil) — A Transported Prodrug of R-baclofen

We are developing our product candidate, XP19986, a Transported Prodrug of R-baclofen, for the treatment
of patients with GERD and for the potential treatment of the symptoms of spasticity and acute back spasms. We
hold a composition-of-matter patent in the United States on XP19986 and have filed patent applications directed
to the XP19986 methods of synthesis and use in the United States and other jurisdictions.

Parent Drug Background

Baclofen is thought to act selectively on the target that is known as the GABA(B) receptor. Baclofen is
racemic, which means it is a mixture of R and S isomers. Only the R isomer is active at GABA(B) receptors.
Baclofen, which is now sold as a generic drug in the United States, has been used since 1977 for the alleviation
of the signs and symptoms of spasticity in patients with multiple sclerosis, as well as spinal cord injury and other
pain and spasm conditions. Published studies indicate that baclofen may also be effective in treating GERD.
Although baclofen has acceptable oral absorption, its short duration in blood of three to four hours necessitates
dosing at least three times per day. This dosing regimen produces substantial peaks and troughs in drug exposure,
which may be the cause of side effects such as significant drowsiness, weakness and dizziness during peak drug
levels and diminished efficacy during trough drug levels. However, due to its poor absorption in the colon, a less
frequently dosed sustained-release formulation of baclofen that produces a more constant level of baclofen in the
blood is not technically feasible. To address these deficiencies 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 few patients who are not suitable for oral baclofen.

Our Transported Prodrug

XP19986 was designed to address the deficiencies of baclofen by targeting high-capacity nutrient
transporter mechanisms expressed throughout the length of the entire GI tract, including the colon. By targeting
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these transporters, we believe that XP19986 can be formulated in a sustained-release pill and thereby require less
frequent dosing than baclofen. XP19986 is a chiral molecule, which means that it exists as a single isomeric
form, and produces only the R isomer of baclofen, known as R-baclofen.

XP19986 was designed to rapidly convert to R-baclofen upon absorption, with limited systemic exposure to
the intact Transported Prodrug. Once absorbed, XP19986 converts to R-baclofen and natural substances that have
well-studied, favorable safety characteristics. We believe that the inherently safe nature of the metabolic
breakdown products of XP19986 could provide XP19986 with a safety profile that is comparable to, and
potentially better than, that seen with racemic baclofen.

We are developing sustained-release formulations of XP19986 that may be suitable for once- or twice-daily
dosing for the potential treatment of GERD, spasticity and acute back spasms.

Phase 1 Clinical Trials

We have completed multiple Phase 1 clinical trials of XP19986 that included a total of over 200 healthy
volunteers. The results of these Phase 1 clinical trials indicated that XP19986 was well absorbed and rapidly
converted to the R isomer of baclofen. Exposure to the intact Transported Prodrug was low and transient.
Comparison of these data with historical pharmacokinetic data for racemic baclofen suggests that XP19986 taken
once a day or twice a day should be associated with a decreased peak-to-trough ratio of R-baclofen blood levels
over 24 hours compared to racemic baclofen dosed three or four times a day.

Initial Target Indications
Gastroesophageal Reflux Disease

Background on GERD. GERD is a chronic digestive system disorder caused primarily by transient
relaxations of the lower esophageal sphincter, or LES, which is a combination of muscles that controls the
junction between the esophagus and the stomach. This results in frequent, undesirable passage of stomach
contents into the esophagus that can cause heartburn, regurgitation and potential damage to the lining of the
esophagus. Current treatments for GERD reduce the acidity of stomach contents but do not treat the underlying
transient relaxations of the LES, resulting in inadequate treatment of GERD in many patients.

Potential Market. According to IMS Health, IMS Midas, over $25 billion worldwide was spent in 2007 on
PPI therapeutics and it is estimated that GERD affects approximately 25% of the U.S. Population. While PPI
therapy improves symptoms in the majority of GERD patients, an estimated 40% of patients on once-daily PPI
therapy continue to experience breakthrough symptoms. There are no drugs currently approved to treat patients
with GERD that are incomplete responders to PPIs.

Current Treatments. Conventional treatment for GERD encompasses medications that suppress stomach
acid, including PPIs, such as Nexium, Prilosec and Prevacid, H, receptor antagonists, such as Tagamet, Pepcid
and Zantac, as well as over-the-counter antacids. However, these treatments are not effective in all patients, and
there is a subset of patients who suffer from reflux of stomach contents that are not acidic, such as bile, who do
not respond to these acid-suppression treatments.

Baclofen has been the subject of clinical trials indicating that it may also be effective in treating GERD.
Unlike acid suppressing agents, baclofen exerts its effects on the function of the LES that controls passage of
material between the esophagus and the stomach. Baclofen reduces the frequency of transient LES relaxations
and, therefore, passage of gastric contents into the esophagus. Such a mechanism potentially may be effective
alone or in combination with acid suppressants to increase the effectiveness of existing therapies. One study
published in 2003 indicated that baclofen was effective when compared to placebo in reducing the number of
reflux episodes and the percentage of time that the esophagus was acidic. Another study published in 2003
indicated that baclofen, when combined with a PPI, was more effective in reducing the number of reflux episodes
as compared to the PPI alone. In these studies, baclofen was taken three or four times a day.

While these studies suggest a potential role for baclofen in the treatment of GERD, it is currently not
approved for this indication, and we believe that it is unlikely that an approval of baclofen for this indication will
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be pursued because of the requirement for frequent dosing. We believe that providing a steady exposure of the R
isomer of baclofen to patients with a once- or twice-daily dosage of XP19986 may result in reduced side effects
compared to racemic baclofen and may demonstrate improved efficacy in the treatment of GERD.

Phase 2a Clinical Trial Results. XP19986 has generated positive data in a Phase 2a clinical trial that
evaluated the reduction in the number of reflux episodes in patients with GERD. The single-dose, randomized,
double-blind, placebo-controlled, crossover clinical trial enrolled 50 patients at three sites in the United States.
Enrolled patients had a history of GERD symptoms at least three times per week and met a screening criterion of
20 or more reflux events in the two hours following a reflux-provoking meal. Reflux was monitored using a pH/
impedance probe placed in the esophagus. The pH/impedance probe allows the monitoring of both acid and
non-acid reflux episodes. Each patient who met the entry criteria received single doses of XP19986 or placebo in
separate test periods with four to seven days between testing periods. On the testing days, dosing occurred one
hour after probe placement. Reflux-provoking meals were consumed at two hours and six hours after dosing, and
patients were required to lie on their right side for two hours after each meal to further provoke LES relaxations.
Reflux was monitored continually for 12 hours. Patients also recorded when they experienced heartburn or
regurgitation symptoms. In addition, blood samples were taken at regular time intervals for the purpose of
pharmacokinetic assessment. Separate cohorts of patients were administered single doses of 10, 20, 40 or 60 mg
of XP19986, which was formulated in a prototype controlled-release capsule that had been tested previously in
healthy subjects.

The pre-specified primary endpoint for the clinical trial was the total number of reflux episodes over the
12-hour monitoring period following the dose of XP19986 or placebo. Acid and non-acid reflux were analyzed as
secondary endpoints. Reflux episodes by hour and the number of heartburn and regurgitation events were also
analyzed. The median number of total reflux episodes over 12 hours after placebo treatment for the combined
dose groups was 50.5 (N=44). The median change in total reflux episodes after XP19986 treatment compared to
placebo treatment was -9.5 (p=0.005).

XP19986 treatment, compared to placebo, was also associated with a statistically significant reduction in the
number of acid reflux episodes during the 12-hour monitoring period. The median number of acid reflux episodes
during placebo treatment for the combined dose groups was 39.0, with a median reduction of -9.5 (p=0.0027)
following XP19986 treatment. Further evatuation of individual dose groups showed that XP19986 dosing was
associated with statistically significant reductions in acid reflux episodes in both the 40 mg (p=0.0498) and
60 mg (p=0.0039) dose groups, with 18 of 20 patients in these two dose groups having fewer acid reflux episodes
in the 12 hours after XP19986 treatment compared to placebo treatment. In addition, analysis of the combined
doses for reflux occurring during each hour interval after dosing indicated that the number of reflux episodes
increased after each meal, as expected. XP19986 treatment resulted in a reduction, compared to placebo, of
reflux episodes at all periods beyond the third hour, with reductions reaching statistical significance in the fourth,
eighth, ninth and tenth hours.

Single-dose treatment with XP19986 resulted in a statistically significant reduction, compared with placebo,
in the number of heartburn events that were associated with a reflux episode over the 12-hour monitoring period
(p=0.0294 for the combined dose groups). XP19986 was well tolerated at all dose levels with few reported
adverse events. Pharmacokinetic results indicated that exposure to R-baclofen was proportional to dose with an
extended length of exposure, similar to that observed previously in Phase 1 clinical trials in healthy subjects.

Phase 2 Multi-Dose Clinical Trial Results. XP19986 has generated data in a randomized, parallel-group,
double-blind, placebo-controlled Phase 2 clinical trial that evaluated the efficacy, safety and tolerability of a
sustained-release formulation of XP19986 in patients with symptomatic GERD. The trial enrolled 156 subjects at
16 sites in the United States. Enrolled subjects had reflux symptoms occurring at least three days a week and had
either no history of taking PPIs (PPI Naive) or a history of at least a partial symptom response to PPI therapy
(PPI Experienced). Enrolled subjects discontinued prior therapy for GERD other than rescue antacids. During the
second week of a two-week washout period, baseline data regarding frequency and severity of GERD symptoms
were recorded in an electronic diary as they occurred. Each subject who met the entry criteria was randomized to
one of five treatment arms: placebo; three dose levels of XP19986 (20 mg, 40 mg or 60 mg) administered once a
day in the morning; or XP19986 (30 mg) administered twice daily. PPI history was used as a stratification
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criterion during randomization. The treatment period was four weeks, which included an up-titration period. At
the end of four weeks, subjects were tapered off treatment.

The primary efficacy analysis involved the difference in the change in total number of weekly heartburn
episodes between the XP19986 dose groups and placebo through four weeks of treatment. The primary efficacy
analysis compared pooled XP19986 treatment groups (60 mg dosed once a day and 30 mg dosed twice a day; and
60 mg and 40 mg dosed once a day) with the placebo group and included both PPI Experienced and PPI Naive
subjects. This analysis did not reach statistical significance.

The primary analysis indicated that the status of a subject as either PPI Naive or PPI Experienced had a
significant impact on the outcome of the analysis. The prospective statistical analysis plan specified separate
analyses of the PPI Naive and the PPI Experienced populations. In the PPI Experienced population, which
represented 63% of all subjects, XP19986 demonstrated a significantly greater reduction in heartburn episodes
compared to placebo for the 30 mg twice-daily dosage group.

A number of pre-defined secondary analyses were conducted on subjects in the PPI Experienced population.
All XP19986 dose groups showed a greater adjusted mean percent reduction from baseline at week four in
weekly heartburn episodes that was statistically significant compared to placebo.

In addition, a dose-dependent effect on the complete relief of heartburn symptoms during the last seven days
of the four-week treatment period was observed for subjects in the PPI Experienced population. The comparison
of the 30 mg twice-daily group with the placebo group was statistically significant.

XP19986 was generally well tolerated at all dose levels. There were no treatment emergent serious adverse
events. Among all subjects receiving study medication, the most common adverse events for placebo, 20 mg, 40
mg and 60 mg dosed once daily and 30 mg of XP19986 dosed twice daily were somnolence, at rates of 3%, 3%,
12%, 16% and 13%, respectively, and dizziness, at rates of 10%, 10%, 6%, 13% and 20%, respectively. Most
reported adverse events were mild or moderate in severity. Withdrawals due to adverse events were 6%, 0%, 3%,
9% and 10%, respectively.

Clinical Development of XP19986 in GERD. We expect to commence in the second half of 2009 a Phase 2
clinical trial of XP19986 as a potential treatment for subjects with GERD who are incomplete responders to PPIs.

Spasticity

Background on Spasticity. Spasticity is a debilitating condition that is associated with some common
neurological disorders, such as multiple sclerosis, stroke and cerebral palsy, as well as spinal cord injury.
Spasticity is a condition in which certain muscles are continuously contracted, interfering with movement or
speech.

Potential Market. According to “We Move”, a non-profit organization providing patient information and
continuing medical education to professionals, 2 out of every 1000 people in North America suffer from multiple
sclerosis, and 2% of the U.S. population between 25 to 74 years are stroke victims. Roughly 200,000 people in
the U.S. suffer from spinal cord injury. It is estimated that spasticity affects between 37% and 78% of multiple
sclerosis patients, 40% of spinal cord injury patients, 35% of stroke victims and more than 90% of cerebral palsy
patients.

According to data from Wolters Kluwer Health, Source® Pharmaceutical Audit Suite, for the 12 months
ended December 31, 2008, there were approximately 7.0 million prescriptions written in the United States for the
two most widely prescribed drugs for the treatment of spasticity, baclofen and tizanidine. Besides baclofen and
tizanidine, treatments for spasticity include diazepam and dantrolene sodium. 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. We believe that a Transported
Prodrug of R-baclofen that can be taken twice each day to provide a steady exposure of R-baclofen may more
adequately address the needs of spasticity patients than current therapies, including racemic baclofen.
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Clinical Development of XP19986 in Spasticiry. We have initiated a multiple-dose, randomized, placebo-
controlled, crossover Phase 2 clinical trial of XP19986 to evaluate the efficacy, safety and tolerability of a
twice-a-day sustained-release formulation of XP19986 in approximately 36 patients with spasticity due to spinal
cord injury. The clinical trial is being conducted at multiple study centers in the United States and Canada. Three
doses of XP19986 are being assessed in a randomized crossover comparison versus placebo. Twelve subjects
will be enrolled in each dose level. Eligible subjects undergo a washout and baseline period, followed by
XP19986 (10 mg, 20 mg or 30 mg) or placebo, administered twice a day in the first treatment segment. After a
washout period, each subject receives the other treatment in the second treatment segment. The primary outcome
measure in this study is the Ashworth Scale assessment of muscle tone. We expect the results of this trial by mid-
year 2009.

Acute Back Spasms

Background on Acute Back Spasms. Acute back spasms are involuntary and, frequently, painful
contractions of the muscles of the lower back.

Potential Market. It is estimated that the prevalence of lower back pain is approximately 25% in the adult
population of the United States. Lower back pain is the fifth leading cause of physician visits in the United
States, accounting for more than 15 million outpatient visits every year. Muscle relaxants can help alleviate the
pain that is often associated with acute back spasms. Treatments for acute back spasms include cyclobenzaprine
(Flexiril and Amrix as well as generic offerings), carisoprodol (Soma as well as generic offerings) and
metaxalone (Skelaxin). According to data from Wolters Kluwer Health, Source® Pharmaceutical Audit Suite,
there were more than 35 million prescriptions for these drugs in the United States in 2008.

Clinical Development of XP19986 in Acute Back Spasms. We have initiated a multiple-dose, randomized,
placebo-controlled, Phase 2 clinical trial of XP19986 to evaluate the efficacy, safety and tolerability of a
twice-a-day sustained-release formulation of XP19986 in approximately 160 patients with acute back spasms of
neuromuscular origin. The clinical trial is being conducted at multiple study centers in the United States. The
primary outcome measure is safety and tolerability of XP19986 for 14 days of treatment. The secondary outcome
measure is the change in pain severity using the Visual Analog Scale at day four from baseline.

Development, Commercialization and Partnering Strategy

Due to the likely need for a primary care physician sales force to address the GERD and acute back spasms
markets, we may seek a partner for the development and commercialization of XP19986 for the potential
treatment of GERD and acute back spasms. Since the spasticity market could be served through a smaller,
focused sales force, we may seek to retain promotional rights to XP19986 in the United States for spasticity
indications.

XP21279 — A Transported Prodrug of L-Dopa

We are developing our product candidate, XP21279, a Transported Prodrug of L-Dopa, for the treatment of
Parkinson’s disease. We hold a composition-of-matter patent in the United States on XP21279 and have filed
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, methods of synthesis and use in other jurisdictions.

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.
L-Dopa 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), L-Dopa is protected from rapid degradation by enzymes that are outside of the brain and is able to
be converted to dopamine at its desired site of action in the brain.
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L-Dopa 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, L-Dopa has many undesirable pharmacokinetic
characteristics, including its rapid breakdown by gastric and other peripheral enzymes, a short duration in blood
after oral dosing that leads to the fluctuation of drug plasma concentrations upon frequent dosing and a narrow
absorption window within the GI tract. The poor colonic absorption of L-Dopa has precluded the development of
a satisfactory sustained-release formulation of L-Dopa that would prolong absorption beyond the small intestine.

Our Transported Prodrug

We believe that XP21279 has the potential to improve upon the deficiencies of L-Dopa. XP21279 is
designed to engage natural nutrient transport mechanisms located throughout the length of the GI tract and then
be rapidly converted to L-Dopa by the body’s naturally occurring enzymes. In addition to L-Dopa, 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 L-Dopa levels in the bloodstream. From December 2002 to December 2004, we
were engaged in a collaboration with the ALZA division of Johnson & Johnson to jointly develop Transported
Prodrugs of L-Dopa. In March 2005, ALZA relinquished all rights to such Transported Prodrugs, subject to a
royalty upon net sales of certain product candidates if they are ultimately commercialized.

Following a Phase 1 clinical trial of a prototype sustained-release formulation of XP21279 that included a
total of 12 healthy volunteers, we evaluated several new sustained-release formulations of XP21279. In February
2009, we reported positive results from a second Phase 1 clinical trial of XP21279 that evaluated two of these
new formulations.

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. According to Datamonitor, Parkinson’s disease is primarily a disease of elderly
individuals with a peak age at onset of 55 to 66 years. Approximately 1% of the U.S. population over 65 years
old has been diagnosed with Parkinson’s disease. The Parkinson’s Disease Foundation estimates that there are
about 60,000 new cases of Parkinson’s disease diagnosed in the United States each year. According to the IMS
National Prescription Audit Report and the IMS National Disease and Therapeutic Index Report, there were
approximately 6.5 million prescriptions written in the United States in 2005 for treating the symptoms of
Parkinson’s disease.

Current Treatments. At present, there is no cure for Parkinson’s disease, but a variety of medications
provide relief from the symptoms. L-Dopa acts to replenish dopamine in the brain. It is usually administered with
benzerazide or carbidopa, or a combination of carbidopa and entacapone, which delays the premature conversion
of L-Dopa to dopamine in peripheral tissues. According to the National Institute of Neurological Disorders and
Stroke, treatment with L-Dopa 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
dopamine in the brain, which causes neurons to react as they would to dopamine. In spite of their wide use, both
L-Dopa and dopamine agonists remain suboptimal in treating the symptoms of Parkinson’s disease. L-Dopa
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 L-Dopa plasma
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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.

Development, Commercialization and Partnering Strategy

We plan to continue development of XP21279 and retain rights to this product candidate 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.

XP21510 — A Transported Prodrug of Tranexamic Acid

Our fourth product candidate is XP21510, a Transported Prodrug of tranexamic acid, for the treatment of
menorrhagia, or heavy menstrual bleeding. We hold a composition-of-matter patent directed to XP21510, and
patent applications directed to the methods of synthesis and use in the United States and other jurisdictions.

Parent Drug Background

Tranexamic acid is a man-made derivative of the naturally occurring amino acid lysine and works to inhibit,
on a molecular basis, the break down of blood clots. It is approved in many countries in Europe and Asia for the
treatment of women with menorrhagia.

Our Transported Prodrug

We believe that XP21510 has the potential to improve upon the deficiencies of tranexamic acid. XP21510 is
designed to engage natural nutrient transport mechanisms located throughout the length of the GI tract and then
be rapidly converted to tranexamic acid by the body’s naturally occurring enzymes. In addition to tranexamic
acid, the metabolic breakdown products of XP21510 are substances with favorable safety characteristics.

Planned Clinical Development

In October 2007, we licensed to Xanodyne exclusive rights to develop and commercialize XP21510 in the
United States, including for the potential treatment of women diagnosed with menorrhagia. In exchange for these
rights, we have received and recognized non-refundable cash payments totaling $12.0 million. We have received
$1.0 million upon the achievement of a milestone, and are eligible to receive aggregate cash payments of up to an
additional $129.0 million upon the achievement of certain development, regulatory and commercial milestones
with respect to XP21510, as well as aggregate cash payments of up to $5.0 million upon the achievement of
certain development, regulatory and commercial milestones with respect to Xanodyne’s tranexamic acid product
candidate, known as XP12B, that reported positive results from two pivotal studies in 2008. In addition, we are
entitled to receive tiered, double-digit royalty payments on potential future net sales of XP21510, as well as
escalating single-digit royalties on potential future net sales of XP12B. Xanodyne may terminate the agreement
at its discretion upon 120-days’ prior written notice. In such event, all XP21510 rights would revert to us, and we
would be entitled to specified transition assistance from Xanodyne. Xanodyne is currently conducting preclinical
development of XP21510 and has recently submitted an NDA to the FDA for XP12B.

Initial Target Indications

Menorrhagia. Menorrhagia is abnormally heavy and prolonged menstrual periods at regular intervals.
While a normal menses cycle lasts 21 to 35 days with an average of five days of bleeding and total blood flow
between 25 and 80 milliliters, women with menorrhagia can have seven or more days of bleeding and lose more
than 80 milliliters of blood per menses. It is estimated that nine to 14 percent of healthy women suffer from
menorrhagia. Because quantitative means of diagnosing menorrhagia are generally impractical, healthcare
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professionals often diagnose menorrhagia symptomatically by considering frequency of tampon or sanitary
napkin change, spotting and staining events, presence of constant pain in the lower abdomen, interference with
regular work and social routines and measurements of anemia. We believe that an oral Transported Prodrug of
tranexamic acid may provide more optimal delivery of tranexamic acid and thereby improve the efficacy and
safety profile of this product.

Future Applications for Our Transported Prodrugs

We believe that there are a number of other generic parent drugs that could be candidates for our
Transported Prodrug technology. We will apply our proprietary technology to selected parent drugs that have low
or regionally restricted absorption in the GI tract that results in suboptimal therapy, have a chemical structure that
is amenable to prodrug manipulation and are economical to manufacture.

Additionally, we believe that our proprietary technology has broad applicability beyond improving
absorption from the GI tract, such as improving the penetration of drugs into the CNS. We also believe that there
is a significant opportunity to use our proprietary technology to improve drug candidates that otherwise would
not be successfully developed due to poor oral absorption, distribution and/or metabolism.

Blood Brain Barrier

We have efforts underway to further extend our proprietary technology to transporters found in the blood
brain barrier with a goal of improving CNS penetration. The blood brain barrier is an important obstacle to the
effectiveness of compounds acting on CNS targets. The highly restrictive endothelium of the brain capillary bed
and the protective epithelial layer of a part of the brain known as the choroid plexus comprise a formidable
barrier of cells through which drugs must pass from the blood to enter the brain. However, many natural
compounds needed to feed the high metabolic activity of the brain are selectively absorbed into the CNS,
particularly through the extensive capillary beds in the brain. In some cases, large amounts of these compounds
are actively pumped from the blood to the brain by transporter proteins. From November 2003 to November
2005, we were engaged in a collaboration with Pfizer to jointly develop transporter technology to enhance the
delivery of drugs to the brain. The program was exclusive during the term of the collaboration and provided
Pfizer with non-exclusive rights to resulting technologies.

Third-Party Compounds

We believe that our proprietary technology can be utilized to rehabilitate those product candidates of third
parties that initially demonstrated potential therapeutic benefits but whose limitations in absorption, distribution
and pharmacokinetics have prevented successful drug development or commercialization. We will select other
drug molecules for this approach based on our ability to license from third parties these product candidates, the
medical need for an improved version of the third party’s drug, the size of the commercial opportunity and the
amenability of our chemistry to the drug’s particular structure.

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 XP13512 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 $15.0 million in milestone payments. In addition, we are eligible to receive clinical and regulatory
milestone payments totaling up to an additional $45.0 million. We will provide Astellas both clinical and
commercial supplies of XP13512 and will receive royalties on any net sales of XP13512 in the Astellas territory
at a royalty rate in the mid-teens on a percentage basis. Astellas may terminate the collaboration at its discretion.
In such event, all XP13512 product rights would revert to us and we would be entitled to specified transition
assistance from Astellas.
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Glaxo Group Limited

In February 2007, we announced an exclusive collaboration with GSK to develop and commercialize
XP13512 worldwide, excluding the Astellas territory. GSK made an up-front payment to us of $75.0 million, has
paid additional milestones of $65.0 million and may make additional payments of up to $210.0 million upon the
achievement of clinical and regulatory milestones and up to $290.0 million upon the achievement of specified
sales levels. In addition, GSK is responsible for all future development costs. GSK filed an NDA for
moderate-to-severe primary RLS with the FDA in January 2009. GSK would lead the development and
registration of XP13512 for all other indications, including neuropathic pain and migraine prophylaxis. GSK is
solely responsible for the manufacture of XP13512 to support its development and commercialization within the
licensed territories. We would be entitled to receive royalties based upon a percentage of net sales of XP13512 in
the GSK territory for a specified period of time, unless we elect the option to co-promote XP13512 in the United
States. In the event that we elect the co-promotion option for XP13512, we would share marketing and
commercialization costs and would be entitled to a share of operating profits from net sales of XP13512 in the
United States for so long as XP13512 is sold, as well as receive payments on details we perform in the United
States on Requip XL, GSK’s product for Parkinson’s disease. Upon FDA approval of the NDA for Solzira, we
would co-promote XP13512 in the United States to those same prescribers. GSK may terminate our collaboration
agreement in its entirety for any reason. In such event, certain XP13512 product rights would revert to us and we
would be entitled to specified transition assistance from GSK.

Xanodyne Pharmaceuticals, Inc.

In October 2007, we licensed to Xanodyne exclusive rights to develop and commercialize XP21510 in the
United States, including for the potential treatment of women diagnosed with menorrhagia. In exchange for these
rights, we have received and recognized non-refundable cash payments totaling $12.0 million. We have received
a $1.0 million milestone, and are eligible to receive aggregate cash payments of up to an additional
$129.0 million upon the achievement of certain development, regulatory and commercial milestones with respect
to XP21510, as well as aggregate cash payments of up to $5.0 million upon the achievement of certain
development, regulatory and commercial milestones with respect to Xanodyne’s tranexamic acid product
candidate, known as XP12B, which has generated positive data in two Phase 3 clinical trials. In addition, we are
entitled to receive tiered, double-digit royalty payments on potential future net sales of XP21510, as well as
escalating single-digit royalties on potential future net sales of XP12B. Xanodyne may terminate the agreement
at its discretion upon 120-days’ prior written notice. In such event, all XP21510 rights would revert to us and we
would be entitled to specified transition assistance from Xanodyne.

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 covered 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 patent protection for our technologies and product candidates. 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 currently hold a number of issued
patents in the United States, including composition-of-matter patents on XP13512, XP19986, XP21279 and
XP21510. 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, known as PCT, 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
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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 XP13512, 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 also own pending counterpart PCT regional patent applications, issued foreign patents and foreign national
applications in a number of jurisdictions, including Asia and Europe. Rights under these patents and applications
have been exclusively licensed to GSK and Astellas within their respective licensed territories. The patent rights
relating to XP19986 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 2023, a number of pending U.S. patent applications, an issued foreign
patent and foreign national applications. The patent rights relating to XP21279 and its synthesis, formulations
and methods of use are owned by us and consist of an issued U.S. patent that expires in 2025, pending
U.S. patent applications and counterpart PCT applications and a number of foreign national applications. The
patent rights relating to XP21510, its synthesis and methods of use are owned by us and consist of issued U.S.
patents that expire at the earliest in 2025, pending U.S. patent applications and a number of pending foreign
patent applications.

The composition-of-matter patent on gabapentin, the parent drug of XP13512, expired in 2000, but Pfizer
sold gabapentin exclusively based on a formulation patent until September 2004. This formulation patent is 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 July
2006, the United States District Court for the District of New Jersey ruled in favor of the generic gabapentin
makers, including Teva, and Pfizer appealed that ruling. In September 2007, the Court of Appeals for the Federal
Circuit overturned the July 2006 District Court ruling that was in favor of the generic gabapentin makers,
including Teva, and the suit has been remanded to the District Court to continue with the trial. We are not a party
to this litigation, and we believe that our manufacturing process for XP13512 does not infringe the patent that is
the subject of this litigation. However, in case of an adverse event in this litigation, such as a decision to enjoin or
limit the sale of generic gabapentin, we may be limited in our choices of potential suppliers. This could increase
the cost of supply of generic gabapentin and potentially impair our or our collaborative partners’ ability to
commercialize this product candidate.

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 currently own or operate manufacturing facilities for the production of clinical or commercial
quantities of any of our product candidates. To date, we have relied on, and we expect to continue to rely on, a
limited number of third-party compound manufacturers and active pharmaceutical ingredient, or API,
formulators for the production of preclinical, clinical and commercial quantities of our product candidates. 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.

Under the terms of our collaboration with GSK, GSK is solely responsible for the manufacture of XP13512
to support its development and commercialization within its licensed territory. However, we will continue to be
responsible for providing Astellas both clinical and commercial supplies of XP13512. Thus, we expect to

continue to rely on a limited number of third-party manufacturers to meet our clinical and commercial supply
obligations to Astellas for XP13512.
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We have purchased substantial amounts of gabapentin, which is the active agent used to make XP13512,
from Teva pursuant to purchase orders issued from time to time. Currently, we believe that there are at least five
alternative manufacturers that could supply our requirements of gabapentin in the event that Teva determines to
not sell gabapentin to us at a price that is commercially attractive. In addition, we believe that there will be an
increasing number of qualified alternative suppliers of gabapentin in the future. We have recently qualified two
alternative sources of gabapentin, from Hikal Ltd. and Divis Laboratories Ltd., for use in the manufacture of
XP13512.

In support of our supply obligations under the Astellas collaboration, we purchase XP13512 from Lonza
Ltd. in API form under a manufacturing services and product supply agreement. The parties have agreed to
specific transfer prices for this API under a quotation that forms a part of the agreement. Our current agreement
with Lonza does not provide for the entire supply of API necessary to support ongoing development and full-
scale commercialization in the Astellas territory. However, the manufacturing services and product supply
agreement obligates the parties to negotiate in good faith on the terms and conditions for Lonza to supply some
or all of our total requirements for the commercial supply of API for XP13512. The API 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 may terminate this
agreement upon 30 days’ notice. Either party may terminate this agreement for cause upon notice and a failure to
cure by the other party. Unless earlier terminated for the reasons stated above, this agreement terminates in July
2009, unless extended by the mutual agreement of the parties. In the event that Lonza terminates the agreement
following a breach by us, we would not be able to manufacture the API until a qualified alternative supplier is
identified.

We rely on Patheon Pharmaceuticals, Inc. as a single source supplier for XP13512 formulated in sustained-
release tablets for clinical trials at specified transfer prices under a quotation agreed upon by the parties as a part
of a master services agreement. We may terminate this agreement at any time. Patheon may terminate this
agreement if we do not cure a breach within 30 days of receiving notice from Patheon. In the event that Patheon
terminates the agreement under the specified circumstances, we would not be able to manufacture XP13512
sustained-release tablets until a qualified alternative supplier is selected.

If either of these agreements is terminated by us, we are contractually obligated to reimburse Lonza or
Patheon for costs incurred up to the termination date, as well as any specific costs incurred by either party in
connection with the termination.

We currently rely on Excella GmbH (formerly Heumann Pharma GmbH) as our single source supplier of
R-baclofen, the active agent used to make XP19986, under purchase orders issued from time to time. We are
aware of two alternative suppliers of R-baclofen, and we are in the process of qualifying them as alternative
suppliers.

We currently rely on Lonza as the single source supplier of our current worldwide requirements of XP19986
in API form under a manufacturing services and product supply agreement. Our current agreement with Lonza
does not provide for the entire supply of the API necessary for additional Phase 2 and Phase 3 clinical trials nor
for full-scale commercialization. In the event that the parties cannot agree to the terms and conditions for Lonza
to provide some or all of our API clinical and commercial supply needs, we would not be able to manufacture
API until a qualified alternative supplier is identified, which could also delay the development of, and impair our
ability to commercialize, this product candidate. The API is currently 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.

Xcelience, LLC produces new sustained-release tablet formulations of XP19986. We also recently qualified
DSM Pharmaceuticals, Inc. to produce sustained-release formulations targeted for future clinical trials and as a
potential supplier for commercial manufacturing-scale quantities. DSM is now our future supplier for XP19986
sustained-release formulations.

DSM will supply our requirements of XP19986 for future clinical trials in the form of sustained-release
tablets at specified transfer prices under a quotation agreed upon by the parties as a part of a master services
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agreement. We rely on DSM as a single source supplier for tablets of XP19986. In the event that DSM terminates
the agreement under specified circumstances, we would not be able to commercialize XP19986 until a qualified
alternative supplier is qualified. In addition, we currently transport some of our XP19986 shipments using
refrigerated containers. We anticipate that manufacturing improvements we will make will alleviate the need to
ship this product candidate for commercial sale using refrigerated containers. If we are unable to achieve these
manufacturing improvements, we may incur additional expenses and delays that could impair our ability to
generate product revenue.

We currently rely on Ajinomoto Company as our single source supplier of L-Dopa, the active
pharmaceutical ingredient used to make XP21279, under purchase orders issued from time to time. We are aware
of several alternative suppliers of L-Dopa, and we believe at least one alternative manufacturer could potentially
supply L-Dopa in the event that Ajinomoto determines to not sell L-Dopa to us at a price that is commercially
attractive.

We have purchased from Raylo Chemicals, Inc., a subsidiary of Gilead Sciences, Inc., all of our current
worldwide requirements of XP21279 in API form through our Phase 1 clinical trials under a manufacturing
services and product supply agreement. We are in the process of qualifying an alternative supplier for the
manufacture of XP21279 in API form. The API is currently 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.

UPM Pharmaceuticals, Inc. provided our initial requirements of XP21279 for clinical trials in the form of
sustained-release tablets. We currently rely on UPM as our supplier for tablets of XP21279, but we have also
recently qualified Metrics, Inc. as an alternative supplier for XP21279 tablets. Metrics will supply our future
requirements of XP21279 sustained-release tablets. In the event that Metrics terminates its agreement under
specified circumstances, we would not be able to manufacture XP21279 sustained-release tablets until an
alternative supplier is qualified.

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, 2008, 2007 and 2006, we recorded $83.2 million, $74.4 million and $65.4 million,
respectively, in research and development expenses.

Marketing and Sales

In order for us to commercialize any of our product candidates, we must either make arrangements with third
parties to perform sales, marketing or distribution services for us or acquire or develop internal sales, marketing and
distribution capabilities, or both. In December 2005, we entered into a collaboration with Astellas to develop and
commercialize XP13512 in the Astellas territory. Under the terms of our agreement, we will receive royalties on
any net sales of XP13512 in the Astellas territory. In February 2007, we announced an exclusive collaboration with
GSK to develop and commercialize XP13512 worldwide, excluding the Astellas territory. Under the terms of the
agreement, we have the option, pending regulatory approval, to co-promote XP13512 in the United States. In the
event we elect the co-promotion option for XP13512, we will share marketing and commercialization costs and will
be entitled to a share of operating profits from net sales of XP13512 in the United States. We will also have the
right, for a period of time, to detail Requip XL, GSK’s product for Parkinson’s disease in the United States. If we
elect the co-promotion option under our GSK collaboration, we plan to establish a focused sales and marketing
organization in North America to market and sell product candidates, for which marketing approval is ultimately
received, to specialty physicians, including neurologists, psychiatrists and sleep specialists, for target indications in
which specialists significantly influence the market and to selectively co-promote to primary care physicians.
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We plan to 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.

We also plan to license to third parties for development, marketing and sales other potential drug candidates
that are discovered by XenoPort but do not fall within our primary therapeutic area of interest of CNS disorders.
For example, in October 2007, we licensed to Xanodyne exclusive rights to develop and commercialize XP21510
in the United States, including for the potential treatment of women diagnosed with menorrhagia. We are entitled
to receive tiered, double-digit royalty payments on potential future net sales of XP21510, as well as escalating
single-digit royalties on potential future net sales of Xanodyne’s product candidate, XP12B.

Competition

The pharmaceutical and biotechnology industries are intensely competitive. Any product candidate
developed by us would compete with existing drugs and therapies. There are many pharmaceutical companies,
biotechnology companies, public and private universities, government agencies and research organizations
actively engaged in research and development of products targeting the same markets as our 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 that we are targeting. 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 discovery and development to:

+ discover and develop products that are superior to other products in the market;

« attract and retain qualified scientific, 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 in the discovery, development and
commercialization of new products.

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 order to compete successfully, we
will need to identify, secure the rights to and develop pharmaceutical products and exploit these products
commercially before others are able to develop competitive products.

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.

We believe that our product development programs will be subject to significant competition from
companies utilizing alternative technologies. In addition, as the principles of active transport become more
widely known and appreciated based on patent and scientific publications and regulatory filings, we expect the
field to become highly competitive. Pharmaceutical companies, biotechnology companies and academic and
research institutions may succeed in developing products based upon the principles underlying our proprietary
technologies earlier than us, obtaining approvals for such products from the FDA more rapidly than us or
developing products that are safer, more effective and/or more cost effective than those under development or
proposed to be developed by us.

Except for XP13512, our research and development efforts are at an early stage. Our objective is to
discover, develop and commercialize new medicines with superior efficacy, convenience, tolerability and/or
safety. To the extent that we are able to 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 our collaborative partners or on our own will compete with existing, market-leading
medicines.
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XP13512. We anticipate that, if approved, XP13512 would compete with generic gabapentin. We believe
that it is unlikely that a healthcare provider would require the use of gabapentin in preference to XP13512 in an
indication for which XP13512 is approved and gabapentin is not approved. Other drugs targeting RLS,
neuropathic pain and/or migraine prophylaxis will represent substantial competition. These include duloxetine
(marketed by Eli Lilly as Cymbalta), pramipexole (marketed by Boehringer Ingelheim as Mirapex), pregabalin
(marketed by Pfizer as Lyrica), ropinirole (marketed by GSK as Requip) and/or lacosamide (marketed by UCB
group as Vimpat). In addition, transdermal patches containing the anesthetic known as lidocaine are sometimes
used for the management of PHN. We anticipate that, if approved for migraine prophylaxis, XP13512 would
compete with existing products on the market, including topiramate (marketed by Johnson & Johnson as
Topamax) and divalproex sodium (marketed by Abbott as Depakote).

Other products that may achieve FDA approval could pose additional competitive threats to XP13512.
These products include: a controlled-release form of gabapentin, Gabapentin GR (being developed by Depomed,
Inc. and its partner for pain indications, Solvay Pharmaceuticals, Inc.), which is currently being evaluated for
PHN, PDN and menopausal hot flashes; and the rotigotine transdermal system being developed by UCB, which
filed an NDA with the FDA in late 2007 for the treatment of moderate-to-severe RLS.

XP19986. We anticipate that, if approved, XP19986 would compete with generic baclofen and other drugs
for the alleviation of symptoms of spasticity, as well as other drugs targeted at GERD and acute back spasms.
These include approved treatments for spasticity, such as diazepam, dantrolene sodium and tizanidine, and many
therapies in development, such as Fampridine-SR from Acorda Therapeutics, Inc. These also include GERD
treatments, such as esomeprazole and omeprazole (marketed by AstraZeneca as Nexium and Prilosec,
respectively), lansoprazole (marketed by Takeda Pharmaceutical Company Limited as Prevacid), pantoprazole
sodium (marketed by Wyeth as Protonix), rabeprazole (marketed by Eisai/Johnson & Johnson) as Aciphex and
generic H2 receptor antagonists such as cimetidine, ranitidine, famotidine and nizatidine. These also include
treatments for acute back spasms, such as cyclobenzaprine (marketed by Johnson & Johnson as Flexiril and by
Cephalon, Inc. as Amrix, as well as generic offerings), carisoprodol (marketed in the U.S. by Meda
Pharmaceuticals, Inc. as Soma, as well as generic offerings), and metaxalone (marketed by King
Pharmaceuticals, Inc. as Skelaxin).

In addition, ADX10059 (being developed by Addex Pharmaceuticals) and AZ3355 (being developed by
AstraZeneca) are among multiple product candidates in late-stage clinical trials for the treatment of GERD and
represent potential competition for XP19986.

XP21279. We anticipate that, if approved, XP21279 would compete with generic L-Dopa/carbidopa drugs
and other drugs for the treatment of Parkinson’s disease. These include a combination therapy of L-Dopa/
carbidopa/entacapone (marketed in the United States by Novartis Group as Stalevo) and dopamine agonists
(marketed by Boehringer-Ingelheim, GSK and UCB as Mirapex, Requip and Neupro, respectively). Other
therapies under development in the United States include levodopa-carbidopa formulations. In addition, Duodopa
(an intervenous levodopa-carbidopa gel being developed by Solvay) is among the product candidates in
development that represent potential competition for XP19986.

Government Regulation

The testing, manufacturing, labeling, advertising, promotion, export and marketing of our product
candidates are subject to extensive regulation by governmental authorities in the United States and other
countries. The FDA, under the Federal Food, Drug and Cosmetic Act, or FFDCA, 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 application, or IND, 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;
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« the submission to the FDA of a new drug application, or 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 subjects 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.

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. Represents 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. Although there are no statutory definitions
for Phase 2a and Phase 2b, Phase 2a is commonly used to describe a Phase 2 clinical trial evaluating
efficacy, adverse effects and safety risks, and Phase 2b is commonly used to describe a subsequent Phase 2
clinical trial that also evaluates dosage tolerance and optimal dosage.

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 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. 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 requirement. 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 our or our collaborative partners’ data is insufficient for approval and require additional
preclinical, clinical or other studies. For example, in November 2008, GSK and we agreed to withdraw the NDA
for Solzira following discussions with the FDA in which the FDA requested that we reformat existing data for a
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submitted Phase 3 clinical trial. The NDA for this product candidate was resubmitted in January 2009 with the
appropriate data reformatted. 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
FFDCA. A second route, which is possible where an applicant chooses to rely in part on data generated or
approvals obtained previously by other parties, is to submit a more limited NDA described in Section 505(b)(2)
of the FFDCA. 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 FFDCA.

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 findings by the FDA that the parent
drug is safe and effective in that indication. 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 can be
concluded in a shorter period of time than programs required for a Section 505(b)(1) application. In its review of
any NDA submissions, 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.

Pursuant to the terms of our collaboration with GSK, GSK has filed an NDA for Solzira for
moderate-to-severe primary RLS with the FDA, and GSK will lead the development and registration of XP13512
for all other indications, including neuropathic pain and migraine prophylaxis. In the NDA submissions for our
other product candidates that are currently undergoing clinical trials, we intend to follow the development
pathway permitted under the FFDCA that will maximize the commercial opportunities for these Transported
Prodrugs. We are currently pursuing the traditional NDA route for our Transported Prodrugs under
Section 505(b)(1) of the FFDCA. In the event that we decide to utilize Section 505(b)(2) of the FFDCA to pursue
an approval of our Transported 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.

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. Once the NDA submission has
been accepted for filing, the FDA typically takes one year to review the application and respond to the applicant.
The review process is often significantly extended by FDA requests for additional information or clarification.
The FDA may delay approval of an NDA if applicable regulatory criteria are not satisfied, require additional
testing or information and/or require 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. Also, if regulatory
approval of a product is granted, such approval may entail limitations on the indicated uses for which such
product may be marketed. Once approved, the FDA may withdraw the product approval if compliance with pre-
and post-marketing regulatory standards is not maintained or if problems occur after the product reaches the
marketplace. In addition, the FDA may require Phase 4 post-marketing studies to monitor the effect of approved
products, and may limit further marketing of the product based on the results of these post-marketing studies.

If we or our collaborative partners obtain regulatory approval for a product, this clearance will be limited to
those diseases and conditions for which the product is effective, as demonstrated through clinical trials. Even if
this regulatory approval is obtained, a marketed product, its manufacturer and its manufacturing facilities are
subject to continual review and periodic inspections by the FDA. Discovery of previously unknown problems
with a medicine, manufacturer or facility may result in restrictions on the marketing or manufacturing of an
approved product, including costly recalls or withdrawal of the product from the market. The FDA has broad
post-market regulatory and enforcement powers, including the ability to suspend or delay issuance of approvals,
seize or recall products, withdraw approvals, enjoin violations and institute criminal prosecution.

The Controlled Substances Act imposes various registration, record-keeping and reporting requirements,
procurement and manufacturing quotas, labeling and packaging requirements, security controls and a restriction
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on prescription refills on certain pharmaceutical products. A principal factor in determining the particular
requirements, if any, applicable to a product is its actual or potential abuse profile. The U.S. Drug Enforcement
Agency, or DEA, regulates chemical compounds as Schedule I, IL, III, IV or V substances, with Schedule I
substances considered to present the highest risk of substance abuse and Schedule V substances the lowest risk.
Pregabalin is classified as a controlled substance (Schedule V), which could increase the possibility that
XP13512 would be classified as a controlled substance since they are believed to act on the same therapeutic
target. If any of our product candidates contains a scheduled substance, it would be subject to DEA regulations
relating to manufacturing, storage, distribution and physician prescription procedures, and the DEA would
regulate the amount of the scheduled substance that would be available for clinical trials and commercial
distribution.

We and our collaborative partners also will be subject to a variety of foreign regulations governing clinical
trials and the marketing of our products. Outside the United States, our ability to market a product depends upon
receiving a marketing authorization from the appropriate regulatory authorities. The requirements governing the
conduct of clinical trials, marketing authorization, pricing and reimbursement vary widely from country to
country. In any country, however, we and our collaborative partners will only be permitted to commercialize our
products if the appropriate regulatory authority is satisfied that we have presented adequate evidence of safety,
quality and efficacy. Whether or not FDA approval has been obtained, approval of a product by the comparable
regulatory authorities of foreign countries must be obtained prior to the commencement of marketing of the
product in those countries. The time needed to secure approval may be longer or shorter than that required for
FDA approval. The regulatory approval and oversight process in other countries includes all of the risks
associated with the FDA process described above.

Pharmaceutical Pricing and Reimbursement

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. Legislative debate is expected to continue in the future, and market forces are expected to drive
reductions of healthcare costs. The adoption of any federal or state healthcare reform measures or future private
sector reforms couid further limit reimbursement for medical products.

In both domestic and foreign markets, sales of any products for which we or our collaborative partners
receive regulatory approval for commercial sale will depend in part on the availability of 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. We or our
collaborative partners may need to conduct expensive pharmacoeconomic studies in order to demonstrate the
cost-effectiveness of our products. Our product candidates may not be considered cost-effective.

In December 2003, the Medicare Prescription Drug Improvement and Modernization Act of 2003, or the
2003 Medicare Act, was enacted. Medicare beneficiaries are now eligible to obtain subsidized prescription drug
coverage from a choice of private sector plans. Over 90 percent of Medicare beneficiaries now have coverage for
prescription medicines. It remains difficult to predict the long-term impact of the 2003 Medicare Act on
pharmaceutical companies. The use of pharmaceuticals has increased slightly among some patients as the result
of the expanded access to medicines afforded by coverage under Medicare. However, such expanded utilization
has been largely offset by increased pricing pressure and competition due to the enhanced purchasing power of
the private sector plans that negotiate on behalf of Medicare beneficiaries and by an increase in the use of generic
medicines in this population.
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Facilities

We lease approximately 162,000 square feet of office and laboratory space in two adjacent buildings in
Santa Clara, California, where we conduct our operations. The leases expire concurrently in August 2013,
although we have the option to extend both leases for two additional terms of five years each. The 2008
aggregate annual rental amount payable under the leases was approximately $4.0 million, subject to periodic
increases. Although our facilities are adequate for our existing needs, we may require additional space as our
business expands.

Employees

As of December 31, 2008, we had 222 full-time employees, 160 of whom were engaged in research and
product development activities. One hundred and twenty-seven employees hold post-graduate degrees, including
five with M.D. degrees and 56 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 January 30, 2009:

Name E Position

Ronald W. Barrett, Ph.D. ...................... 53  Chief Executive Officer and Director

William J. Rieflin ............................ 48 President

VincentJ. Angotti ............................ 41 Senior Vice President, Chief Commercialization
Officer

Kenneth C. Cundy,Ph.D. ...................... 49  Senior Vice President of Preclinical Development

Mark A. Gallop, Ph.D. ........................ 46  Senior Vice President of Research

William G. Harris ............................ 50 Senior Vice President of Finance and Chief
Financial Officer

David R. Savello,PhD. ....................... 63  Senior Vice President of Development

David A. Stamler, M.D. ....................... 48 Senior Vice President, Chief Medical Officer

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.

William J. Rieflin has been our president since September 2004. From 1996 to 2004, he held various
positions with Tularik Inc., a biotechnology company focused on the discovery and development of product
candidates based on the regulation of gene expression, the most recent of which was executive vice president,
administration, chief financial officer, general counsel and secretary. Amgen Inc., a biotechnology company,
acquired Tularik in 2004. Mr. Rieflin received a B.S. from Cornell University, an M.B.A. from the University of
Chicago Graduate School of Business and a J.D. from Stanford Law School.

Vincent J. Angotti has been our senior vice president and chief commercialization officer since May 2008.
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
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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.

Kenneth C. Cundy has been our senior vice president of preclinical development since January 2004. He
was previously our vice president of biopharmaceutics from 2000 to 2004. From 1992 to 2000, he was senior
director of biopharmaceutics at Gilead Sciences, Inc., a biopharmaceutical company. Prior to Gilead Sciences,
Dr. Cundy was principal research investigator at Sterling Drug, a pharmaceutical division of Eastman Kodak
Company, an imaging and photographic equipment company, from 1988 to 1992. He received a B.S. from the
University of Manchester and a Ph.D. in pharmaceutical sciences from the University of Kentucky.

Mark A. Gallop is one of our founders and has been our senior vice president of research since January
2004. He was previously our vice president of chemistry since 1999. From 1990 to 1999, Dr. Gallop held several
positions at Affymax Research Institute, the most recent of which was senior director of combinatorial chemistry.
Dr. Gallop received a B.Sc. from the University of Auckland and a Ph.D. in inorganic chemistry from the
University of Cambridge.

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, 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 since February 2007. He was previously
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., a pharmaceutical services company. Prior to joining Cardinal Health,
from 1997 to 1999, he was senior vice president for drug development at Guilford Pharmaceuticals Inc., a
biotechnology company. 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, a
pharmaceutical company, and 3M Company, a pharmaceutical company. Dr. Savello received his B.S. degree
from the Massachusetts College of Pharmacy and an M.S. and Ph.D. in pharmaceutics from the University of
Maryland School of Pharmacy.

David A. Stamler has been our senior vice president and chief medical officer since July 2008. From 2005 to
2008, Dr. Stamler was chief scientific officer and head of drug development for Prestwick Pharmaceuticals, Inc.,
a pharmaceutical company, where he led clinical and pre-clinical development activities for a portfolio of CNS
compounds. Prior to Prestwick, from 1997 to 2005, Dr. Stamler held several positions with Fujisawa
Pharmaceutical Company, a pharmaceutical company, the most recent of which was senior global project leader
for CNS Diseases and vice president of research and development, Medical Sciences for Fujisawa’s U.S.
subsidiary, Fujisawa Healthcare, Inc. From 1993 to 1997, Dr. Stamler held several positions with Abbott
Laboratories, the most recent of which was director of clinical research, Pharmaceutical Products for the
International Division. Dr. Stamler received B.A. and M.D. degrees from the University of Chicago.

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. XENOPORT, the XenoPort logo and Transported Prodrug
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.
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Available Information

We file electronically with the U.S. Securities and Exchange Commission 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. 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.gOoV.

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 currently 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 sustain profitability.

We have a limited operating history and have incurred cumulative losses of $238.6 million since our
inception in May 1999, including net income (loss) of $(62.5) million, $28.2 million and $(64.3) million for the
years ended December 31, 2008, 2007 and 2006, respectively. Due to the recognition of revenues from up-front
and milestone payments from our collaborations with Glaxo Group Limited, or GSK, Astellas Pharma Inc. and
Xanodyne Pharmaceuticals, Inc., we were profitable in the three-month periods ended June 30, September 30,
December 31, 2007, and for the year ended December 31, 2007. However, while recognition of these revenues
resulted in a profitable year for 2007, we continue to expect to incur losses in 2009. We expect our research and
development expenses to remain relatively constant with 2008 levels for the next two years. Subject to regulatory
approval of any of our product candidates, we expect to incur significant expenses associated with the
establishment of a North American specialty sales force. 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, 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.
Currently, we have no products approved for commercial sale and, to date, we have not generated any product
revenues. We have financed our operations primarily through the sale of equity securities, non-equity payments
from collaborative partners, capital lease and equipment financings and government grants. We have devoted
substantially all of our efforts to research and development, including clinical trials. If we or our collaborative
partners are unable to develop and commercialize any of our product candidates, if development is delayed or if
sales revenue from any product candidate that receives marketing approval is insufficient, 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 our most advanced product candidates, which are still under
development. If we or our collaborative partners are unable to bring any or all 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 harmed.

Our ability to generate product revenue in the future will depend heavily on the successful development and
commercialization of our product candidates. In January 2009, GSK submitted to the U.S. Food and Drug
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Administration, or FDA, a new drug application, or NDA, requesting approval of Solzira (gabapentin enacarbil)
Extended Release Tablets, the U.S. trade name for XP13512, for the treatment of moderate-to-severe primary
restless legs syndrome, or RLS. The NDA has not yet been accepted by the FDA. If the FDA does not accept the
NDA in a timely manner, our ability to generate revenue will be delayed, and our business will be harmed.
XP13512 has been evaluated in a Phase 3 clinical program for RLS in the United States and is currently being
evaluated in a Phase 2 clinical trial for RLS in Japan and in Phase 2 clinical trials for neuropathic pain and
migraine prophylaxis in the United States. Our other product candidates are either in Phase 1 or Phase 2 clinical
development or in various stages of preclinical 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; or
* is not accepted in the medical community and by third-party payors.

We do not expect any of our current product candidates to be commercially available before the end of
2009, if at all. If we or our collaborative partners are unable to make our product candidates commercially
available, we will not generate substantial product revenues and we will not be successful. 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.

If we or our partners are not able to obtain required regulatory approvals, we or our partners will not be
able to commercialize our product candidates, our ability to generate revenue will be materially impaired and
our business will not be successful.

Our product candidates and the activities associated with their development and commercialization are
subject to comprehensive regulation by the FDA and other agencies in the United States and by comparable
authorities in other countries. In February 2007, we announced an exclusive collaboration with GSK to develop
and commercialize XP13512, known in the United States by the trade name Solzira, and by the designation
ASP8825 in Japan, Korea, the Philippines, Indonesia, Thailand and Taiwand (collectively referred to as the
Astellas territory), for the treatment of moderate-to-severe primary RLS, in all countries of the world other than
the Astellas territory. Pursuant to the terms of our agreement, GSK submitted to the FDA an NDA requesting
approval of Solzira for the treatment of moderate-to-severe primary RLS and GSK will lead the development and
registration of XP13512 for all indications other than RLS in the United States and all indications in the
remainder of GSK’s licensed territory. The inability to obtain FDA approval or approval from comparable
authorities in other countries would prevent us and our collaborative partners from commercializing our product
candidates in the United States or other countries. We or our collaborative partners may never receive regulatory
approval for the commercial sale of any of our product candidates. Moreover, if the FDA requires that any of our
product candidates be scheduled by the U.S. Drug Enforcement Agency, or DEA, we or our collaborative
partners will be unable to begin commercial sale of that product until the DEA completes scheduling
proceedings. If any of our product candidates is classified as a controlled substance by the DEA, we or our
collaborative partners would have to register annually with the DEA and those product candidates would be
subject to additional regulation.

Neither we nor our collaborative partners have received regulatory approval to market any of our product
candidates in any jurisdiction. We have only limited experience in preparing and filing the applications necessary
to gain regulatory approvals. The process of applying for regulatory approval is expensive, often takes many
years and can vary substantially based upon the type, complexity and novelty of the product candidates involved.
The application process begins with the submission of an NDA that the FDA initially reviews and either accepts
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or rejects for filing. NDA submissions are complex electronic filings, which include vast compilations of data
sets, integrated documents and data calculations. The FDA has substantial discretion in the submission process
and may refuse to accept an NDA submission if there are errors or omissions relating to the electronic transmittal
process, data entry, data compilation or formatting. For example, in November 2008, GSK withdrew a previously
submitted NDA for Solzira for the treatment of moderate-to-severe primary RLS in connection with the FDA’s
request that the data in a single study be reformatted. The NDA for Solzira was resubmitted in January 2009, but
has not yet been, and may not be, accepted for filing.

Changes in the regulatory approval policy during the development period, changes in, or the enactment of
additional, regulations or statutes or changes in regulatory review for each submitted product application may
cause delays in the approval or rejection of an NDA. For example, the FDA recently announced that, due to
staffing and resource limitations, it has given its managers discretion to miss certain timing goals for completing
reviews of NDAs set forth under the Prescription Drug User Fee Act, or PDUFA. If the FDA were to miss a
PDUFA timing goal for one of our product candidates, the development and commercialization of the product
candidate could be delayed or impaired. In addition, the Food and Drug Administration Amendments Act of
2007, or FDAAA, mandates FDA advisory committee reviews of all new molecular entities as part of the NDA
approval process, although the FDA maintains discretion under the FDAAA to approve NDAs for new molecular
entities without advisory committee reviews in certain instances. Solzira is classified as a new molecular entity.
The advisory committee review process can be a lengthy and uncertain process that could delay the FDA’s NDA
approval process and delay or impair the development and commercialization of our product candidates.

The FDA has substantial discretion in the approval process and may refuse to approve any application or
decide that our or our collaborative partners’ data is insufficient for approval and require additional preclinical,
clinical or other studies. For example, varying interpretations of the data obtained from preclinical and clinical
testing could delay, limit or prevent regulatory approval of any of our product candidates. Even if the FDA or
other regulatory agency approves a product candidate, the approval may impose significant restrictions on the
indicated uses, conditions for use, labeling, advertising, promotion, marketing and/or production of such product
and may impose ongoing requirements for post-approval studies, including additional research and development
and clinical trials. The FDA and other agencies also may impose various civil or criminal sanctions for failure to
comply with regulatory requirements, including withdrawal of product approval.

We and our collaborative partners will need to obtain regulatory approval from authorities in foreign
countries to market our product candidates in those countries. Neither we nor our collaborative partners have
filed for final regulatory approval to market our product candidates in any foreign jurisdictions. Approval by one
regulatory authority does not ensure approval by regulatory authorities in other jurisdictions. If we or our
collaborative partners fail to obtain approvals from foreign jurisdictions, the geographic market for our product
candidates would be limited.

We depend on collaborations to complete the development and commercialization of some of our product
candidates. These collaborations may place the development of our product candidates outside our control,
may require us to relinquish important rights or may otherwise be on terms unfavorable to us.

In December 2005, we entered into a collaboration with Astellas for the development and commercialization
of XP13512 in the Astellas territory. In February 2007, we entered into an exclusive collaboration with GSK to
develop and commercialize XP13512 worldwide, excluding the Astellas territory. In October 2007, we entered
into a collaboration with Xanodyne for the development and commercialization of XP21510 in the United States.
We may enter into additional collaborations with third parties to develop and commercialize some of our other
product candidates. Our dependence on Astellas and GSK for the development and commercialization of
XP13512 and Xanodyne for the development and commercialization of XP21510 subjects us to, and our
dependence on future collaborators for development and commercialization of additional product candidates will
subject us to, a number of risks, including:

* we may not be able to control the amount and timing of resources that our collaborators may devote to the
development or commercialization of product candidates or to their marketing and distribution;
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 collaborators may delay clinical trials, provide insufficient funding for a clinical trial program, stop a
clinical trial or abandon a product candidate, repeat or conduct new clinical trials or require a new
formulation of a product candidate for clinical testing;

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

« collaborators may experience financial difficulties;

« collaborators may not be successful in their efforts to obtain regulatory approvals in a timely manner, or
at all;

 collaborators may not properly maintain or defend our intellectual property rights or may use our
proprietary information in such a way as to invite litigation that could jeopardize or invalidate our
proprietary information or expose us to potential litigation;

» business combinations or significant changes in a collaborator’s business strategy may also adversely
affect a collaborator’s willingness or ability to complete its obligations under any arrangement;

* a collaborator could independently move forward with a competing product candidate developed either
independently or in collaboration with others, including our competitors; and

* the collaborations may be terminated or allowed to expire, which would delay the development and may
increase the cost of developing our product candidates.

For example, pursuant to the terms of our agreement, GSK is responsible for all future development costs of
XP13512 and the submission of the NDA for FDA approval of Solzira for moderate-to-severe primary RLS. In
January 2009, GSK submitted the NDA for FDA approval of Solzira for moderate-to-severe primary RLS. In
addition, GSK will lead the development and registration of XP13512 for all indications other than RLS in the
United States and all indications in the remainder of GSK’s licensed territory. We cannot control the process for
securing FDA approval of Solzira for moderate-to-severe primary RLS. We cannot control the amount and
timing of resources that GSK or Astellas may devote to the development or commercialization of XP13512, or
that Xanodyne may devote to the development and commercialization of XP21510, or to their respective
marketing and distribution. In addition, GSK, Astellas or Xanodyne could independently direct their respective
development and marketing resources to the development or commercialization of competitive products, which
could delay or impair the commercialization of XP13512 or XP21510, as the case may be, and harm our
business.

If we do not establish collaborations for our product candidates other than XP13512 and XP21510, we will
have to alter our development and commercialization plans.

Our strategy includes selectively collaborating with leading pharmaceutical and biotechnology companies to
assist us in furthering development and potential commercialization of some of our product candidates. We
intend to do so especially for indications that involve a large, primary care market that must be served by large
sales and marketing organizations. We face significant competition in seeking appropriate collaborators, and
these collaborations are complex and time consuming to negotiate and document. We may not be able to
negotiate additional collaborations on acceptable terms, or at all. We are unable to predict when, if ever, we will
enter into any additional collaborations because of the numerous risks and uncertainties associated with
establishing additional collaborations. If we are unable to negotiate additional collaborations, we may have to
curtail the development of a particular product candidate, reduce or delay its development program or one or
more of our other development programs, delay its potential commercialization or reduce the scope of our sales
or marketing activities or increase our expenditures and undertake development or commercialization activities at
our own expense. If we elect to increase our expenditures to fund development or commercialization activities on
our own, we may need to obtain additional capital, which may not be available to us on acceptable terms, or at
all. If we do not have sufficient funds, we will not be able to bring our product candidates to market and generate
product revenues.
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We will need additional funding and may be unable to raise capital when needed, which would force us to
delay, reduce or eliminate our product development programs or commercialization efforts.

We will need to raise additional capital to fund our operations and complete the development of our product
candidates. If any product candidates receive regulatory approval for commercial sale, we may need to raise
additional capital to fund our commercialization efforts. Our future funding requirements will depend on many
factors, including:

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

* the timing of potential receipt of FDA approval of Solzira and its potential commercialization;

* the cost of manufacturing clinical and establishing commercial supplies of our product candidates and any
products that we may develop;

« the timing of any milestone payments under our collaborative arrangements;

* the number and characteristics of product candidates that we pursue;

* the cost, timing and outcomes of regulatory approvals;

* the cost and timing of establishing sales, marketing and distribution capabilities;

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

* the timing, receipt and amount of sales, profit sharing or royalties, if any, from our potential products;

* 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, although we currently
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, as well as through interest income earned on cash balances. However, the credit markets and the
financial services industry have recently been experiencing a period of unusual turmoil and upheaval
characterized by the bankruptcy, failure, collapse or sale of various financial institutions and an unprecedented
level of intervention from the United States federal government. These events have generally made equity and
debt financing more difficult to obtain.

If we raise additional funds by issuing equity securities, our stockholders may 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 licen