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PART 1
Forward-Looking Statements

This Annual Report on Form 10-K contains forward-looking statements that involve a high degree of risk and uncertainty. Such statements

include, but are not limited to, statements containing the words believes, anticipates, expects, estimates and words of similar import. Our actual
results could differ materially from any forward-looking statements, which reflect management s opinions only as of the date of this report, as a

result of risks and uncertainties that exist in our operations, development efforts and business environment. Unless required by law, we

undertake no obligation to update or revise any forward-looking statements to reflect new information or future events or developments. Thus,

you should not assume that our silence over time means that actual events are bearing out as expressed or implied in such forward-looking

statements. You should carefully review the risks described in Risk Factors and elsewhere in this Annual Report on Form 10-K and the risk

factors described in other documents that we file from time to time with the Securities and Exchange Commission, or SEC, including our

Quarterly Reports on Form 10-Q.

TorreyPines Therapeutics and design, our tree logo and Posiphen are our trademarks or registered trademarks in the United States and certain
other countries. We may also refer to trademarks of other corporations and organizations in this document.

Item 1. Business.
Overview

Prior to October 3, 2006, we were known as Axonyx Inc. On October 3, 2006, we completed a business combination, referred to as the Merger,

with TorreyPines Therapeutics, Inc. (now known as TPTX, Inc.). For accounting purposes, we were deemed to be the acquired entity in the

Merger. In connection with the Merger, we changed our name to TorreyPines Therapeutics, Inc. and effected an 8-for-1 reverse stock split of our
Common Stock. All references to TorreyPines, we, wus, our orthe Company mean TorreyPines Therapeutics, Inc. and its subsidiaries, except
where it is made clear that the term means only the parent company.

We are a biopharmaceutical company committed to the discovery, development and commercialization of novel small molecules to treat
diseases and disorders of the central nervous system. Our therapeutic focus is in two areas: chronic pain, including migraine and neuropathic
pain; and cognitive disorders, including cognitive impairment associated with schizophrenia and Alzheimer s disease. Through our in-house
discovery programs and strategic in-licensing, we have built a robust pipeline of eight product candidates for these indications.

We currently have two product candidates in clinical trials for chronic pain. We initiated a Phase IIb clinical trial of tezampanel, our lead
product candidate for chronic pain, in October 2006. This clinical trial will evaluate the use of tezampanel for the abortive treatment of migraine.
We expect to have top line results from this clinical trial in the second half of 2007. We are currently conducting a Phase I clinical trial for our
follow-on product candidate for chronic pain, NGX426.

We currently have one product candidate in clinical trials for cognitive disorders. NGX267 is our lead product candidate for the treatment of
cognitive impairment associated with schizophrenia, or CIAS. We have completed two Phase I clinical trials of NGX267. We initiated an
additional Phase I clinical trial of NGX267 in March 2007. Assuming favorable results, we intend to initiate a Phase II clinical trial in the second
half of 2007. The Phase II clinical trial would evaluate NGX267 for the treatment of CIAS. We expect that NGX267 would be used as
adjunctive therapy to current antipsychotic therapy to treat schizophrenia. Our second product candidate for the treatment of CIAS, NGX?292, is
currently in




Edgar Filing: TorreyPines Therapeutics, Inc. - Form 10-K

preclinical development. In addition, although not the primary targeted indication, we may also evaluate NGX267 and NGX292 for the potential
treatment of Alzheimer s disease.

We also have four product candidates in development and two programs in discovery focused on cognitive disorders. Phenserine, Posiphen,
bisnorcymserine and NGX555 are in various stages of development for the treatment of Alzheimer s disease. We have completed Phase 111
clinical trials of phenserine and are currently pursuing out-licensing opportunities. Phase I clinical trials have been completed on Posiphen.
Bisnorcymserine and NGX555 are currently in preclinical development. Our two drug discovery programs are focused on discovering and
validating small molecules and novel molecular targets for Alzheimer s disease, and we are conducting both programs in collaboration with Eisai
Co., Ltd., a leader in Alzheimer s disease research.

Our Product Development Programs

Our product development efforts focus on treatments for diseases and disorders of the central nervous system, or CNS. Within the broad CNS
therapeutic category, we are currently concentrating on two main areas: chronic pain, including migraine and neuropathic pain; and cognitive
disorders, including CIAS and Alzheimer s disease.

Our current product candidates, the lead indication associated with each candidate and the current development status of these candidates are
illustrated in the following chart:

Product Candidate Lead Indication Development Status
Chronic Pain

Tezampanel Migraine Phase IIb
NGX426 Migraine Phase I
Cognitive Disorders

NGX267 CIAS* Phase [
NGX292 Alzheimer s disease Preclinical
Phenserine Alzheimer s disease Phase III
Posiphen Alzheimer s disease Phase I
Bisnorcymserine (BNC) Alzheimer s disease Preclinical
NGXS555 Alzheimer s disease Preclinical
* Cognitive Impairment Associated with Schizophrenia

We currently have worldwide commercial rights to all of our product candidates, with the exception of phenserine. In January 2006, we granted
to Daewoong Pharmaceutical Company, Ltd., or Daewoong, the commercialization rights for phenserine in South Korea.

Our Product Candidates for Chronic Pain
Tezampanel for the Treatment of Migraine

We in-licensed tezampanel from Eli Lilly & Company, or Eli Lilly, in 2003. Preclinical and clinical data suggest that tezampanel has the
potential to be effective across a wide range of therapeutic applications both within and extending beyond the area of chronic pain. We believe
that tezampanel has an opportunity to be a first-in-class treatment for various types of chronic pain, including migraine. We are currently
developing tezampanel given by subcutaneous administration for the treatment of migraine.
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Migraine

Despite being a common disorder, the biological cause of migraine is poorly understood. Until recently, the prevailing theory of the cause of
migraine was dilation of the blood vessels in the brain which results in increased blood flow. Currently prescribed treatments for migraine, such
as triptans, work by constricting blood vessels and thereby decrease blood flow. Treatments that decrease blood flow are only effective in
relieving the pain and the accompanying symptoms of the current migraine attack. None of these products addresses other biological
mechanisms that may initiate, aggravate, prolong or increase the frequency of migraines.

The 2005 American Migraine Prevalence and Prevention, or AMPP, study, sponsored by the National Headache Foundation, estimated that there
are approximately 30 million people who suffer from migraines in the United States, with fewer than half that number seeking treatment. Since
1992 when Imitrex®, the current market leader, was introduced, a number of new products have entered the approximately $2 billion United
States market for prescription medicines for migraine. However, there has been no treatment with a new mechanism of action introduced in the
migraine market in over a decade. The AMPP study also confirmed that, despite the number of products available to treat migraines, large
numbers of migraine sufferers are not getting adequate treatment or the relief they need.

Tezampanel

We believe that tezampanel has an opportunity to be a novel treatment for migraine. Tezampanel is an AMPA/kainate, or AK, receptor
antagonist. AK receptors are part of the biological pathway that transmits pain signals to the brain. We believe that tezampanel works by
selectively binding certain AK receptors to block the transmission of pain signals. For migraine sufferers, tezampanel may offer treatment of the
pain associated with migraine as well as a reduction in the frequency or severity of subsequent migraines. We believe that tezampanel will
potentially have the following product profile:

e comparable efficacy to triptans, morphine and other prescription pain relievers;
e improved safety relative to triptans, morphine therapies and other prescription pain relievers; and

e not cause physical dependence.

Additionally, unlike current treatment options, tezampanel does not constrict blood vessels. Theoretically, this may enable the use of tezampanel
in patients who have been advised not to use triptans because they suffer from hypertension, peripheral vascular disease, coronary artery disease,
or cerebrovascular disease. In addition, unlike current treatment options such as triptans, tezampanel does not work through binding to a

serotonin receptor. This may enable tezampanel s use in patients who have been advised not to take a triptan if they are also taking antidepressant
medication because of the potential of that combination to produce a serious side effect known as the serotonin syndrome .

Clinical Development Status

At the time we in-licensed tezampanel, it had been evaluated in five Phase Ila clinical trials using intravenous administration. In one of the
Phase Ila clinical trials, tezampanel was evaluated for the treatment of migraine. The data from this clinical trial demonstrated that tezampanel
was well-tolerated and more effective than placebo in relieving migraine pain. Additionally, tezampanel was found to be as effective as
subcutaneous Imitrex® in relieving pain and in treating the typical symptoms of migraine, including nausea, vomiting, and sensitivity to light
and sound. In this clinical trial tezampanel was better tolerated than Imitrex®, although the small number of patients in the trial provided limited
data for this comparison. Based on this and other data we made the decision to move forward with the development of tezampanel for the
treatment of migraine. To expand the potential market opportunity we are developing tezampanel given by subcutaneous administration.
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In November 2005, we initiated a Phase I single dose, placebo-controlled, dose-escalation clinical trial of tezampanel in healthy adult males. The
goal of the clinical trial was to evaluate safety and tolerability, to identify the maximum tolerated single dose, and to characterize the
pharmacokinetics of a dose of tezampanel given by subcutaneous injection. This clinical trial concluded in May 2006 with 110 healthy male
adults enrolled, 88 of whom were exposed to tezampanel. The maximum tolerated single dose was determined to be 100 mg. At all doses up to
and including 100 mg, tezampanel was well tolerated by the participants and no serious adverse events were reported.

In October 2006, we initiated a Phase IIb clinical trial of tezampanel, given subcutaneously, in patients who suffer a single acute migraine attack.
The clinical trial is a randomized, double-blind, placebo-controlled, parallel-group, single dose, dose-ranging study to evaluate three doses of
tezampanel, 40 mg, 70 mg, and 100 mg, compared to placebo. The total sample size is approximately 300 subjects or 75 subjects per treatment
arm. We expect to report top line results from this clinical trial in the second half of 2007. A primary objective of this clinical trial is to identify
one or more doses of tezampanel that are safe and effective and that can be evaluated in future Phase III clinical trials.

Other Indications

Preclinical and clinical data suggest that tezampanel has the potential to be effective across a wide range of therapeutic applications both within
and extending beyond the area of chronic pain. Tezampanel was shown to be efficacious in validated preclinical models of epilepsy, cerebral
neuroprotection, generalized anxiety disorder, and muscle spasticity and rigidity secondary to spinal cord injury as well as persistent pain.

In three separate double-blind, placebo-controlled, Phase Ila clinical trials, tezampanel was statistically superior to placebo in relieving lower
back pain, pain from spinal cord trauma and post-operative pain. In another Phase Ila clinical trial, using a capsaician-induced pain model,
tezampanel was shown to relieve the pain and hypersensitivity associated with central sensitization. The capsaicin model is a validated approach
in humans to create a controlled, central sensitization effect by injecting capsaicin, an irritating substance, under the skin. In central sensitization,
the body develops a memory for pain that abnormally alters subsequent responses to both painful and normally non-painful stimuli. Central
sensitization is commonly seen in a number of chronic pain conditions. Collectively, these four Phase Ila clinical trials support the experimental
premise that tezampanel relieves pain from a variety of sources. In the second half of 2007, we anticipate initiating a multiple dose clinical trial
of tezampanel, given by subcutaneous administration.

NGX426 for the Treatment of Migraine.

NGX426, also in-licensed from Eli Lilly in 2003, is the oral prodrug of tezampanel. We are initially developing NGX426 as a treatment for
migraine.

In June 2006, we filed an Investigational New Drug application, or IND, for NGX426 with the United States Food and Drug Administration, or
FDA, Division of Neurology. In August 2006, we initiated a Phase I clinical trial of NGX426 designed as a randomized, double-blind,
placebo-controlled, single dose dose-escalation study in 30 healthy adults. This clinical trial evaluated three doses of NGX426, 10 mg, 20 mg,
and 30 mg, given orally. The primary objective of the clinical trial was to determine the rate and extent of conversion of NGX426, the prodrug,
to tezampanel, the active compound. The clinical trial was completed in November 2006 and results indicated that NGX426 was well-tolerated
and rapidly converted to tezampanel at the three doses tested with levels of NGX426 at or below the lower limit of detection.

In February 2007, we initiated a second Phase I clinical trial of NGX426 to identify the maximum tolerated single dose of NGX426 when given
to healthy adults. This clinical trial is designed as a randomized, double-blind, placebo-controlled study in which healthy adults will receive
placebo or an
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escalating single dose of NGX426. A total of approximately 60 participants will be enrolled in cohorts of 10, with 8 subjects receiving NGX426
and 2 subjects receiving placebo. The doses to be tested range from 40 mg to 90 mg. The primary objective of this clinical trial is to determine
the maximum safe and well-tolerated single dose of orally-administered NGX426. We expect to report results of this clinical trial in the second
half of 2007.

Our Product Candidates for Cognitive Disorders
NGX267 and NGX292 for Treatment of CIAS and Alzheimer s Disease.

We in-licensed NGX267 and NGX292 from Life Science Research Israel, or LSRI, in May 2004. NGX267 is currently in Phase I clinical
development for the treatment of CIAS. NGX292, a metabolite of NGX267, is a back-up compound in preclinical testing. NGX267 and
NGX292 may also be developed for the treatment of Alzheimer s disease.

Cognitive Impairment Associated with Schizophrenia (CIAS)

Schizophrenia is a chronic and disabling mental illness that affects approximately 2.4 million adults in the United States. The illness is
characterized by positive symptoms such as hallucinations and delusions as well as negative symptoms such as social isolation, withdrawal, and
cognitive impairment. While there have been significant advances in the treatment of schizophrenia, the currently approved antipsychotic drugs
primarily treat the positive symptoms. An emerging approach to improving the functional ability of patients with schizophrenia is to develop
therapies that will improve their cognitive impairment. There are no current approved therapies for CIAS.

Market research conducted on our behalf supports our belief of the medical need and market opportunity for therapies to treat CIAS. According
to this focus group research, more than half of adults diagnosed with schizophrenia have some form of cognitive impairment. In addition,
physicians reported that a general assessment of cognitive function is routinely performed on approximately 80% of patients. Physicians cite
poor working memory and reduced attention as the most common symptom of CIAS, and they confirm that the most significant unmet need in
treating schizophrenia is improving work, school and social functionality for patients.

Alzheimer s Disease

Alzheimer s disease, the major cause of dementia in the elderly, is a chronic neurodegenerative disorder. According to the Alzheimer s
Association, an estimated 5.0 million Americans have Alzheimer s disease, including 1 in 8 people over 65 and half of those over 85.
Additionally, between 1980 and 2000, the number of people in the United States with Alzheimer s disease has more than doubled, and by 2050
the number of individuals with Alzheimer s disease could range from 11-16 million people in the United States. The characteristic signs and
symptoms of Alzheimer s disease are gradual and characterized by a progressive decline in memory, problems with reasoning, difficulty in
learning, and loss of language skills as well as secondary impairments that affect behavior and basic activities of daily living.

Alzheimer s disease is associated with a loss of nerve cells that release acetylcholine, a key substance involved in learning and working memory.
The loss of these nerve cells, resulting in a depletion of acetylcholine, is progressive and results in profound memory disturbances and
irreversible impairment of cognitive function. It has also long been hypothesized that the cause of Alzheimer s disease lies in the build up of
protein deposits, referred to as amyloid plaques, in the brain. The plaques are largely comprised of aggregations of a peptide referred to as

amyloid B, or AB, peptide. A specific AB peptide, AB42, is thought to play a significant role in the cause of Alzheimer s disease.
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There are currently no approved products to treat the underlying cause of Alzheimer s disease or to modify the progression of the disease. All of
the approved products, as well as many of the compounds under development for Alzheimer s disease, treat or intend to treat only the signs and
symptoms of Alzheimer s disease. The most commonly prescribed products, acetlycholinesterase inhibitors, such as Aricept®, prevent the
breakdown of intact acetylcholine leading to symptomatic improvement in memory, thinking, and activities of daily living. However, as the
disease progresses, these drugs may lose their effectiveness and may be unable to slow the neurological decline.

NGX267 and NGX292

NGX267 is a partial muscarinic agonist with functionally specific M1 receptor activity. The pharmacological properties of NGX267 partially
mimic the action of acetylcholine by stimulating the M1 receptors. Activation of the M1 receptor is thought to have the most potential for
improving cognitive function because of the predominance of M1 receptors in areas of the brain involved in memory and cognition. NGX267
has been demonstrated in animal models to be effective in improving cognitive deficits in learning and memory.

In addition to improving cognition, a second mechanism of action, the reduction of AB42, also supported by preclinical data, suggests
that NGX267 may be effective as a treatment to delay the onset or to slow the progression of Alzheimer s disease. In
transgenic mice, a specific animal model used in Alzheimer s disease studies, NGX267 has been shown to reduce AB42
and to prevent the formation of amyloid plaques.

Because impairments in memory and learning have been demonstrated in both Alzheimer s disease patients and schizophrenic patients, we
believe that we have a strong rationale to develop NGX267 as a treatment for Alzheimer s disease and CIAS. We have chosen CIAS as our initial
indication for NGX267 because we believe we can generate proof of concept data for the treatment of CIAS more quickly than we can generate
proof of concept data for the treatment of Alzheimer s disease. CIAS targets a younger and somewhat healthier population, potentially aiding
clinical trial enrollment. In addition, we believe the design of a clinical trial for the treatment of CIAS may allow for a shorter clinical treatment
duration than a clinical trial for the treatment of Alzheimer s disease. While we anticipate showing beneficial effects on memory and learning, it
is unlikely that NGX267 would be effective in controlling symptoms such as hallucinations or delusions that are associated with schizophrenia.
Therefore, our clinical program will evaluate NGX267 as adjunctive, or add-on, therapy with commonly used antipsychotics.

NGX292, the major metabolite of NGX267, has demonstrated a biological profile similar to the profile of NGX267. NGX292, also in-licensed
from LSRI in 2004, is currently in preclinical development.

Clinical Development Status

In July 2005, we initiated a Phase I, first-in-human clinical trial of NGX267. The clinical trial was designed as a double-blind,
placebo-controlled, ascending dose study. The goal of the clinical trial was to identify the maximum tolerated single dose of NGX267 in healthy
young adult males and to evaluate the safety and tolerance of single doses of NGX267 given to healthy young adult males. The clinical trial,
completed in October 2005, enrolled a total of 34 subjects and identified the maximum tolerated single dose of NGX267 as 35 mg. All doses up
to and including 35 mg were well tolerated by the participants and there were no reports of serious adverse events.

In January 2006, we initiated a second Phase I clinical trial of NGX267 of similar design in a population of healthy elderly males and females.
We anticipated that healthy elderly individuals would be more sensitive to NGX267. The clinical trial, completed in July 2006, enrolled a total
of 26 subjects and identified 15 mg as the maximum tolerated dose. The clinical trial confirmed the safety and tolerability of a
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single dose of NGX267 up to 15 mg in a healthy elderly population. There were no reports of serious adverse events in the clinical trial.

In March 2007, we initiated a multiple dose Phase I clinical trial of NGX267. We anticipate data from this clinical trial will be available in the
second half of 2007. Assuming favorable results from this multiple dose clinical trial, we plan to initiate a Phase II clinical trial in the second
half of 2007 evaluating NGX267 as a potential treatment for CIAS. We do not intend to initiate any clinical trials of NGX267 in 2007 for the
treatment of Alzheimer s disease.

Phenserine for Alzheimer s Disease

Phenserine, an acetylcholinesterase inhibitor, has the potential to both provide symptomatic improvement and treat disease progression in
patients with mild to moderate Alzheimer s disease. A total of three Phase III clinical trials were initiated in 2003 and 2004 to evaluate
phenserine in patients with Alzheimer s disease. In the first completed clinical trial, phenserine failed to demonstrate efficacy on the primary
outcome measures, the Alzheimer s Disease Assessment Scale-cognitive subscale, or ADAS-cog, and the Clinical Interview Based Impression of
Change, or CIBIC+, when compared to placebo. Given these results, enrollment in the two identically designed ongoing clinical trials, was
halted. The data from the two halted clinical trials, analyzed as a single clinical trial, did not demonstrate a statistically significant benefit for
phenserine compared to placebo in either the ADAS-cog or CIBIC+ primary outcome measures evaluated after 3 months of treatment. Further
analysis of the data from these clinical trials, conducted as part of our strategy to identify a development partner for phenserine, demonstrated a
statistically significant benefit of phenserine over placebo as measured by the ADAS-cog and a positive trend towards improvement in the
CIBIC+ in the prospectively randomized group of patients who were dosed at the highest dose, 15 mg, for more than 12 weeks. At this time,
there are no ongoing clinical trials of phenserine and we do not intend to initiate any additional clinical trials.

In January 2006, we announced that we granted to Daewoong an exclusive license for the use of phenserine in the South Korean market. Under
the terms of the agreement Daewoong, at its own cost, agreed to pursue the product development and regulatory work necessary for a new drug
application, or NDA, or its equivalent in South Korea. We are continuing our efforts to look for additional development partners for phenserine.

Posiphen  for Alzheimer s Disease

Posiphen, the positive isomer of phenserine, has potential application as a disease modifying agent to slow or delay the progression of

Alzheimer s disease. Posiphen has been shown to lower beta-amyloid precursor protein and beta-amyloid levels in preclinical studies. Two Phase
I clinical trials have been completed for Posiphen. The first Phase I single ascending dose clinical trial was completed in January 2006. The data
from this double-blind, placebo controlled clinical trial in healthy men and women demonstrated that Posiphen appears to be well tolerated at
single doses up to and including 80mg with no serious adverse events being reported.

In May 2006, we announced the completion of a multiple dose Phase I clinical trial with Posiphen in healthy volunteers. This multiple
ascending-dose clinical trial examined the effects of 20, 40 and 60 mg doses of Posiphen given four times daily, for a period of 7, 7 and 10 days,
respectively. Participants were enrolled in groups of 16, with 12 subjects receiving Posiphen and 4 subjects receiving placebo. The clinical
adverse event data from this clinical trial appears to be generally consistent with the results of the earlier single ascending dose Phase I clinical
trial that suggested that Posiphen was well tolerated with no serious adverse events reported. There are currently no plans to conduct additional
clinical trials with Posiphen in patients with Alzheimer s disease in 2007.
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Bisnorcymserine for Alzheimer s Disease

Bisnorcymserine, or BNC, is a potential treatment to improve the symptoms of patients with severe Alzheimer s disease. A butyrylcholinesterase
inhibitor, BNC selectively inhibits butyrylcholinesterase, an enzyme similar to acetylcholinesterase. Normally these two enzymes coexist
throughout the body, with acetylcholinesterase predominating in degrading acetylcholine. In the brain of Alzheimer s disease patients, as
acetylcholinesterase levels gradually fall, there appears to be a concomitant increase in butyrylcholinesterase levels in specific nerve pathways
within areas of the brain associated with Alzheimer s disease. Like acetylcholinesterase, butyrylcholinesterase degrades acetylcholine, decreasing
the availability of this key neurotransmitter. BNC, by blocking the action of butyrylcholinesterase, should increase the availability of
acetylcholine, potentially improving memory and cognition. We plan to complete the current on-going preclinical studies and seek development
partners for BNC.

NGXS555 for Alzheimer s Disease

NGXS555, a gamma-secretase modulator, was discovered through our internal research. NGXS555 is in early preclinical testing and we believe it
may represent a new generation of disease modifying therapies that target the mechanism underlying Alzheimer s disease. Preclinical data

suggests that NGX555 may be effective in lowering levels of AB42 in animals.
Our Drug Discovery Programs

We have two drug discovery programs, a gamma-secretase modulator program and an Alzheimer s disease genetics program, both undertaken in
collaboration with Eisai, a leader in Alzheimer s disease research. These programs are focused on discovering and validating novel small
molecules and molecular targets for Alzheimer s disease.

Gamma-secretase Modulator Program

Our approach to Alzheimer s disease drug discovery is firmly rooted in the amyloid hypothesis. First generation approaches to lowering
AB42 focused on inhibiting, as opposed to modulating, the activity of a large, complex and essential enzyme called
gamma-secretase that is involved in the production of Af342. Gamma-secretase inhibitors have been associated with
side effects presumably because they completely block the functioning of the enzyme.

We have identified two distinct series of second generation compounds that modulate, or influence, the gamma-secretase enzyme as opposed to
inhibiting it. These gamma-secretase modulators, or GSMs, reduce the brain levels of AB42 while maintaining the critical overall
balance of AB in the brain. They do this by influencing the enzyme to make shorter, less toxic AB peptides at the
expense of the longer, toxic AB42 peptide. Because GSM compounds allow the gamma-secretase enzyme to perform
its normal functions, they appear to have addressed some of the side effects associated with the first generation
compounds that fully inhibited enzyme functioning.

Our GSM compounds are oral, small molecules that have been shown to penetrate the blood brain barrier upon chronic oral dosing in rodents. In
the brain, they appear to preferentially lower A 42 levels by modulation of gamma-secretase.

Alzheimer s Disease Genetics Program

Since its inception in 2001, our Alzheimer s disease genetics program has been a shared research effort between us and Dr. Rudolph E. Tanzi, a
founder of TPTX and Director, Genetics and Aging Research Unit at Massachusetts General Hospital. Our genetics research program integrates
human genetic mapping, genomics, and bioinformatics. Dr. Tanzi, a leading geneticist, has been involved in the
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discovery of all three early-onset familial Alzheimer s disease genes. The goals of our genetics research program are two-fold: to provide new
targets for drug discovery, and to facilitate methods for reliably predicting and diagnosing Alzheimer s disease.

Recent data suggests that up to 80% of cases of Alzheimer s disease have a genetic component. In 2005, the scope of our Alzheimer s disease
genetics program was significantly expanded to include a comprehensive and state-of-the-art screening of over 400 families, comprising more
than 1,600 participants with late-onset Alzheimer s disease. The resulting whole-genome family-based association screen is expected to identify
up to 95% of the genetic variants and mutations conferring risk or protection for Alzheimer s disease. Once completed, this screening may
enhance our ability to identify novel pathways involved in the cause and course of Alzheimer s disease and to strengthen our pipeline with new
targets for drug discovery.

Our Business Strategy

Our goal is to discover, develop and commercialize important new therapies to treat patients suffering from CNS diseases and disorders. Key
aspects of our strategy include the following:

Maintain a balanced and diversified CNS portfolio with respect to development time and risk

We intend to maintain a balanced portfolio of CNS product candidates, taking into account overall development time and risk. Our product
candidates for chronic pain have demonstrated Phase Ila proof of concept clinical trial results and have a shorter development timeline when
compared to our product candidates for the treatment of cognitive disorders such as CIAS and Alzheimer s disease, which represent longer term
opportunities. We believe that this diversified approach to development, potentially supplemented by in-house discovery and strategic product
acquisitions, will provide us an opportunity to build a stable and sustainable CNS company.

Access new product candidates through in-house discovery efforts and strategic product acquisitions

We believe that our in-house discovery operation is an important component in fulfilling our goal of delivering important new CNS therapies to
patients. In addition to internally growing our product candidate pipeline, our discovery operations reinforce a corporate culture of innovation
and leading-edge science that we believe will attract highly accomplished scientists. Supplementing these discovery operations, we may pursue
additional product candidate acquisitions and in-licenses.

Attract, retain, and develop world-class scientists, drug developers, and management

We believe that our employees and the culture in which they operate provide the platform for building and sustaining our competitive advantage.
We have assembled a management team and scientists with significant industry experience to lead the discovery, development, and
commercialization of our product candidates. Members of our management team have contributed to the discovery, development, and approval
of multiple drug candidates to treat CNS diseases and disorders, and have been directly involved in the development of Exelon® for Alzheimer s
disease, Maxalt® for migraine, and Stadol® for pain.

Establish strategic alliances to maximize the commercial potential of our product candidates

In order to be successful and deliver meaningful new treatments to patients, we intend to advance our product candidates to key milestones, such
as early proof of concept, and then, if appropriate, enter into strategic alliances. These alliances are intended to fund expensive, late stage
development programs in chronic pain and cognitive disorders and in some cases to provide the large sales forces needed for commercialization.
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Strategic Alliance, License and Other Commercial Agreements

We understand that drug development is long and costly and we may need strategic partners to maximize the potential of one or more of our
product candidates. Our goal is to strike a balance between advancing product development at our expense and partnering with third parties at
key points along the development path to advance our product candidates. Overall, our strategy is to reach key milestones, such as early proof of
concept data, with our product candidates before entering into strategic alliances. We believe that, in this way, significant commercial value in
the product candidates can be retained while obtaining strategic and financial assistance to advance our programs. We speak to prospective
partners on a regular basis, understanding that discussions and ultimately mutually beneficial strategic alliances are the result of ongoing
relationship building.

In addition to strategic development alliances, our alliance strategy also includes entering into agreements or partnerships that provide
pharmaceutical drug developers with access to our drug discovery technologies. To date, we have entered into two such strategic alliances with
Eisai, one for our gamma-secretase modulator program and one for our Alzheimer s disease genetics research program.

Since inception, our revenue has been derived from our strategic alliances. For the fiscal year ended December 31, 2006, 100% of our revenue
was derived from our agreement with Eisai.

Eisai
Since March 2001, we have had an ongoing relationship with Eisai with respect to our Alzheimer s disease drug and target discovery programs.
2005 Collaboration Agreement

In February 2005, we entered into a collaboration agreement with Eisai regarding our program for discovery of novel, small molecule
compounds designed to delay the onset or slow the progression of Alzheimer s disease. Under the agreement, Eisai has exclusive, time-limited
rights of first negotiation and refusal for compounds discovered in the course of the program.

We received an initial $10.0 million cash payment from Eisai in consideration of the rights granted to Eisai under the agreement. The agreement
had an initial two-year term that Eisai elected to extend for an additional 12 months for an additional fee of $5.0 million.

2005 Alzheimer s Disease Genetics Research Program Cooperation Agreement

In October 2005, we entered into a cooperation agreement with Eisai to continue to work together on our Alzheimer s disease genetics research
program that focuses on the discovery of genes responsible for late onset Alzheimer s disease. The agreement has a two-year term and may be
extended by Eisai for up to an additional 12 months. Under the agreement, Eisai is funding our work regarding the genetics program and Eisai
has exclusive time-limited rights of first negotiation and refusal for gene targets discovered and validated in the course of the genetics program.
The total payments we may receive under this agreement are approximately $15.0 million, which includes research support and a cash payment
for the right of first negotiation and refusal, and an extension fee if Eisai chooses to extend the agreement.

Eli Lilly
In April 2003, we entered into a development and licensing agreement with Eli Lilly to obtain an exclusive license to Eli Lilly s AK antagonist
assets including tezampanel, and its prodrug NGX426. We paid Eli Lilly an up-front license fee of $6.0 million under the agreement. If specified

development, regulatory and commercial milestones are achieved, we will be obligated to make milestone payments to Eli Lilly. We are also
obligated to pay royalties to Eli Lilly on any sales of tezampanel and NGX426. We
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are required to use commercially reasonable efforts to develop and commercialize the product candidates subject to the agreement, including use
of commercially reasonable efforts to achieve specified development events within specified timeframes.

The term of the development and licensing agreement will continue until all royalty payment obligations have expired on a country-by-country
basis, unless the agreement is earlier terminated. Under certain termination circumstances, all of the rights granted to us under the agreement will
revert to Eli Lilly.

Life Science Research Israel (LSRI)

In May 2004, we entered into an agreement with LSRI to obtain an exclusive license to their muscarinic agonist assets including NGX267 and
NGX292. No up-front license fee was paid. For the first two years of the agreement, we provided specified amounts of research funding to
LSRI. Through December 31, 2006 we paid LSRI total milestone payments of approximately $2.2 million. If additional specified development,
regulatory and commercial milestones are achieved, we will be obligated to make milestone payments to LSRI which may total up to an
additional $18.3 million. We are also obligated to pay royalties to LSRI on sales of NGX267 and NGX292 and to pay LSRI a percentage of
specified payments we receive upon sublicensing rights to either compound, subject to a minimum amount payable to LSRI for the first
sublicense. If we sublicense rights to a compound after a specified point in development of the compound, LSRI will select the level of royalty
and sublicense payments from among the alternatives provided in the agreement. We are required to use commercially reasonable efforts to
develop and commercialize the product candidates subject to the agreement, including use of commercially reasonable efforts to achieve
specified development events within specified timeframes.

The term of the agreement will continue on a country-by-country basis until the later of a specified number of years from the date of first
commercial sale of a product in such country or the expiration in such country of the last-to-expire patent covering a product candidate licensed
under the agreement, provided, however, that in the event that generic competition occurs in such country and results in a loss of a certain
percentage of the market share for such product then the royalty payments will terminate in such country.

CURE, LLC, Public Health Service/National Institutes of Health

On February 27, 1997, we acquired the worldwide exclusive patent rights to phenserine and certain additional compounds via a sublicense with
CURE, LLC, referred to as CURE, from the Public Health Service, parent agency of the National Institutes of Health/National Institute on
Aging.

Under the license agreement, we agreed to pay royalties to CURE of up to 3% of the first $100 million and 1% thereafter, of net product sales of,
and sub-licensed royalties on, products developed from the patented technologies. We also agreed to pay an upfront fee in the amount of
$25,000, milestone payments aggregating $600,000 when certain clinical and regulatory milestones are reached, and patent filing and
prosecution costs. We have been paying minimum annual royalty payments of $10,000 since January 31, 2000, which will increase to $25,000
per year on commencement of sales of a product until the expiration or termination of the agreement.

Pursuant to the agreement, we are obligated to achieve certain development deadlines or the acquired patent rights may revert to CURE. On
May 27, 2002, we signed an amendment letter with CURE that amends the reversionary rights provision of the license agreement extending the

deadlines by which we are to achieve certain development milestones.

The general terms of this agreement continue until the last to expire of the licensed patents. We may also terminate this agreement without cause
with 60 days notice.
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University of Iowa Research Foundation

We have a license agreement with the University of lowa Research Foundation, or UIRF, pursuant to which UIRF has granted us an exclusive
United States license to certain patents and patent applications relating to spinal administration of tezampanel. Under the terms of the agreement
we have the right to sublicense our license.

If we achieve specified regulatory and patent-related milestones, we will be obligated to make milestone payments to UIRF which may total up
to $0.4 million. We must also pay UIRF an annual license maintenance fee which may be reduced by the amount of other payments made by
TorreyPines to UIRF under the agreement. We are also obligated to pay royalties to UIRF on any sales of tezampanel using the licensed patent
rights and to pay UIRF a percentage of specified payments we receive upon sublicensing rights to the licensed patent rights. We are required to
use commercially reasonable efforts to commercialize products using the licensed patent rights.

This agreement will continue until the expiration of the last-to-expire of the 