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As of February 27, 2009, there were 106,382,566 shares of the registrant s common stock outstanding.
DOCUMENTS INCORPORATED BY REFERENCE

Certain portions of the registrant s definitive proxy statement to be filed with the Securities and Exchange Commission pursuant to Regulation
14A, not later than May 2, 2009, in connection with the registrant s 2009 Annual Meeting of Stockholders are incorporated herein by reference
into Part III of this Annual Report on Form 10-K.
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Some of the statements under the captions Risk Factors, = Management s Discussion and Analysis of Financial Condition and Results of
Operations and Business and elsewhere in this Annual Report on Form 10-K are forward-looking statements. These statements are based
on our current expectations, assumptions, estimates and projections about our business and our industry and involve known and unknown risks,
uncertainties and other factors that may cause our company s or our industry s results, levels of activity, performance or achievements to be
materially different from any future results, levels of activity, performance or achievements expressed or implied in, or contemplated by, the
forward-looking statements. Words such as believe,  anticipate,  expect, intend, plan, goal, objective, will, may

should,  would, could, estimate, predict, potential, continue, encouraging or the negative of such terms or other similar
expressions identify forward-looking statements. Our actual results and the timing of events may differ significantly from the results discussed in
the forward-looking statements. Factors that might cause such a difference include those discussed in Item IA. Risk Factors as well as those
discussed elsewhere in this Annual Report on Form 10-K. These and many other factors could affect our future financial and operating results.
We undertake no obligation to update any forward-looking statement to reflect events after the date of this report.

In 2006, Exelixis adopted a 52- or 53-week fiscal year that ends on the Friday closest to December 31*. Fiscal year 2006, a 52-week year,
ended on December 29, 2006, fiscal year 2007, a 52-week year, ended on December 28, 2007, fiscal year 2008, a 53-week year, ended on
January 2, 2009, and fiscal year 2009, a 52-week year, will end on January 1, 2010. For convenience, references in this report as of and for the
fiscal years ended December 29, 2006, December 28, 2007, and January 2, 2009 are indicated on a calendar year basis, ending December 31,
2006, 2007 and 2008, respectively.

ITEM 1. BUSINESS
Overview

We are committed to developing innovative therapies for cancer and other serious diseases. Through our integrated drug discovery and
development activities, we are building a portfolio of novel compounds that we believe have the potential to be high-quality, differentiated
pharmaceutical products. Our most advanced pharmaceutical programs focus on discovery and development of small molecule drugs for cancer.

Utilizing our library of more than 4.5 million compounds, we have integrated high-throughput processes, medicinal chemistry, bioinformatics,
structural biology and early in vivo testing into a process that allows us to efficiently and rapidly identify highly qualified drug candidates that
meet our extensive development criteria.

Since our inception, we have filed 16 investigational new drug applications, or INDs, with the United States Food and Drug Administration, or
FDA. As our compounds advance into clinical development, we expect to generate a critical mass of data that will help us to understand the full
clinical and commercial potential of our drug candidates. In addition to guiding the potential commercialization of our innovative therapies,
these data may contribute to the understanding of disease and help improve treatment outcomes.

Based on the strength of our expertise in biology, drug discovery and development, we have established collaborations with leading
pharmaceutical and biotechnology companies, including Bristol-Myers Squibb Company, Genentech, Inc. and GlaxoSmithKline, that allow us to
retain economic participation in compounds and support additional development of our pipeline. Our collaborations generally fall into one of
two categories: collaborations in which we co-develop compounds with a partner, share development costs and profits from commercialization
and may have the right to co-promote products in the United States, and collaborations in which we out-license compounds to a partner for
further development and commercialization, have no further unreimbursed cost obligations and are entitled only to receive milestones and
royalties from commercialization. Under either form of collaboration, we may also be entitled to license fees, research funding and milestone
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payments from research results and subsequent product development activities. We maintain exclusive ownership of those compounds in our
pipeline that we are developing ourselves. We are responsible for all development costs for these compounds and are entitled to 100% of profits
if the compounds are commercialized.

The following table sets forth those compounds in clinical development that we are developing internally or are co-developing with a partner:

Compound  Partner Principal Targets Indication Stage of Development
XL184 Bristol-Myers Squibb MET, VEGFR2, RET Cancer Phase 3

XL147 Unpartnered PI3K Cancer Phase 1b/2

XL765 Unpartnered PI3K, mTOR Cancer Phase 1b/2

XL518 Genentech MEK Cancer Phase 1

X228 Unpartnered IGFIR , ABL, SRC Cancer Phase 1

XLO019 Unpartnered JAK2 Cancer Phase 1

XL139 Bristol-Myers Squibb Hedgehog Cancer Phase 1

XL413 Bristol-Myers Squibb CDC7 Cancer Phase 1

XL888 Unpartnered HSP90 Cancer Phase 1

The following table sets forth those compounds in preclinical and clinical development that we have out-licensed to third parties for further
development and commercialization:

Compound Partner Principal Targets Indication Stage of Development
X1L.880 GlaxoSmithKline MET, VEGFR2 Cancer Phase 2

XL281 Bristol-Myers Squibb RAF Cancer Phase 1

XL652 Bristol-Myers Squibb LXR Metabolic and cardiovascular diseases Phase 1

XL550 Daiichi-Sankyo MR Metabolic and cardiovascular diseases Preclinical

FXR Wyeth FXR Metabolic and liver disorders Preclinical

Our Strategy

Our business strategy is to leverage our biological expertise and integrated drug discovery capabilities to generate a pipeline of diverse
development compounds with first-in-class or best-in-class potential that fulfill unmet medical needs in the treatment of cancer and potentially
other serious diseases. We have refined our strategy to reflect the prolonged economic downturn and the deterioration of the capital markets. In
particular, we are focused on ensuring that our expenses are in line with our cash resources, with the goal of being able to operate independently
of the capital markets for a substantial period of time.

Our strategy is centered around three principal elements:

Focus development While we have historically pursued an approach to drug discovery intended to generate a significant number of
development candidates to fuel our pipeline, for the foreseeable future we intend to direct our discovery efforts more towards
generating development candidates under existing and future discovery collaborations with third parties. Our objective is to fund a
significant portion of our discovery costs by entering into such collaborations. We are also focusing our later stage clinical
development efforts on a limited number of programs. We believe that the most attractive compounds to develop ourselves or to
co-develop with a partner have a lower-cost, lower-risk route to the market, usually for a niche indication, with the possibility of
substantially expanding the market into major indications. Our most advanced clinical asset, XI1.184, which we are co-developing
with Bristol-Myers Squibb, represents such a compound. We expect particularly to focus our later stage development efforts on
XL.184, which is being studied in a variety of tumor types, with the goal of rapidly commercializing the compound.
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Partner compounds We are seeking new collaborations with leading pharmaceutical and biotechnology companies for the
development and ultimate commercialization of some of our preclinical and clinical assets, particularly those drug candidates for
which we believe that the capabilities and bandwidth of a partner can accelerate development and help to fully realize their
therapeutic and commercial potential. Collaborations also provide us with a means of shifting a portion or all of the development
costs related to such drug candidates. Consistent with this element of our strategy, in December 2008 we entered into a worldwide
collaboration with Bristol-Myers Squibb on two of our cancer programs: one associated with XI.184 and the other associated with
X1.281.

Control costs We are committed to managing our costs. In November 2008, we implemented a restructuring that resulted in the
reduction of approximately 10% of our workforce. We will continue to analyze our expenses to ensure that they are not
disproportionate to our cash resources. In addition, we will continue to be selective with respect to funding our clinical development
programs. We have established definitive go/no-go criteria with respect to our development programs to ensure that we commit our
resources only to those programs with the greatest commercial and therapeutic potential. For example, we are conducting limited
studies on XL0O19 and XL228 with the goal of making decisions to continue or halt development of these compounds during 2009. In
addition, in late 2008 we discontinued development of XL.820 and XL.844. In the second half of 2008, we also decided not to invest
any additional Exelixis resources in the development of X1.647. To control costs, we may decide in the future to pursue
collaborations for the development of drug candidates that we had initially determined to develop ourselves. We also retain the right
to opt-out of the development of certain drug candidates that we are currently co-developing with partners.
We make decisions regarding whether and how to develop particular drug candidates we have generated through our discovery efforts based on
a variety of factors, including preclinical and clinical data, our available financial resources, estimates of the costs to develop and commercialize
the drug candidate, our bandwidth and our expertise. Ultimately, our decision-making is intended to maximize the value and productivity of our
resources and to focus our efforts on those drug candidates that are commercially attractive and have the potential to be first-in-class or
best-in-class therapeutics.

Areas of Expertise
Integrated Drug Research, Discovery and Development Capabilities

We have built a multidisciplinary, integrated research and development platform that supports the complex, iterative nature of drug discovery,
translational research and clinical development. Our platform has been designed to include all of the critical functions and expertise required to
advance from gene to drug in a consistent and streamlined fashion. Our integrated approach supports advancement of candidate compounds from
development candidate status to IND in less than 12 months.

Our organizational structure is designed to create a seamless and flexible research and development process. It is structured to provide one
consistent set of goals and objectives to all departments within the research and development organization and to give us the flexibility to
allocate and focus our diverse resources to address our most pressing needs and those of our partners. This organizational structure ensures that
our earliest discovery activities generate data that inform clinical development strategies, and enables us to apply what we learn about our drug
candidates in the clinic to how we discover, assess and select new compounds for future development. We believe that this approach allows us to
align the target profile of a specific compound with the molecular profiles of specific cancer types and patient populations. We also believe that
this strengthens our ability to select appropriate patients for clinical trials, which may allow significant efficacy to be demonstrated using
smaller, shorter trials. Similarly, we use biological approaches to identify disease indications that give us a clear and potentially shorter path to
the market, which may allow us to decrease our development times and bring drugs to market sooner.
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Additionally, we are leveraging what we learn through preclinical pharmacodynamic studies to identify clinical biomarkers that can be utilized
to determine early in the development process if the compound is having the expected effect on the target(s) and pathway(s) of interest and if
patients are responding to it. This approach may result in an increased probability that patients receive effective therapies.

We believe that an effective approach to the treatment of cancer is to target multiple pathways, simultaneously turning off growth signals,
increasing rates of programmed cell death and reducing the growth of blood vessels necessary to support tumor growth. Many of our
first-generation anticancer product candidates in our clinical pipeline are Spectrum Selective Kinase Inhibitors, or SSKIs, that have been
optimized for balanced potency, specificity, tolerability and pharmacologic parameters. These SSKIs are designed to target multiple members of
a family of proteins known as receptor tyrosine kinases, or RTKs, in a concerted manner. RTKSs are validated targets for drug development, as
evidenced by several recent approved cancer therapies. Because interactions among multiple RTKSs contribute to the development and
progression of disease, SSKIs may provide more effective disease control than compounds that target only one RTK or target multiple
non-related RTKs. Additionally, because SSKIs are optimized for key in vitro and in vivo parameters, these compounds may also provide
improved efficacy and enhanced safety profiles compared with combinations of single-target drugs that have not been optimized for use
together.

Our second-generation compounds are designed to selectively inhibit kinases that are points of convergence in critical signaling pathways
employed by growth factor receptors to transmit their aberrant signals in tumor cells. The targets of several approved therapies transmit their
signals through a number of common downstream pathways, such as the RAS/RAF/MEK/ERK, PI3 kinase/AKT/mTOR, and JAK/STAT
pathways. These pathways also are often mutationally activated in a wide range of tumors. Thus, inhibition of key kinase targets in these
pathways may provide superior efficacy, safety and tolerability compared to conventional chemotherapy and may enable entirely new
approaches to cancer therapy.

The majority of our compounds target one or more molecular pathways that control critical aspects of cancer cell growth, migration or survival.
These include:

Cell Growth In most normal adult tissues, cell growth is tightly controlled. However, cancer cells escape normal growth control and
are driven to divide very rapidly. In many cases, this growth is driven by excessive activity of cellular growth factors and/or their
receptors. This change in activity may result from mutations that allow the receptor to be active even when no growth factor is
present or from expression of abnormally high levels of a growth factor or its receptor. This abnormal activity may also allow cancer
cells to survive under conditions that would usually lead to cell death, which contributes to resistance to chemotherapy or radiation.
Inhibition of growth factors or growth factor receptors is a validated approach to treating cancer, and several approved cancer
therapies are designed to inhibit the activity of these proteins. Growth factor receptors that play a role in tumor cell growth include
the platelet-derived growth factor receptor, or PDGFR, the hepatocyte growth factor receptor, or MET, the neurotrophic factor
rearranged during transfection, or RET, and the insulin-like growth factor type 1 receptor, or IGF1R. Key kinases in signal
transduction pathways downstream of growth factor receptors that promote cell growth include RAF, the MAPK-ERK kinase, or
MEK, ABL, the cytoplasmic tyrosine janus kinase 2, or JAK2, the phosphoinosotide-3 kinase, or PI3K, and the mammalian target of
rapamycin, or mMTOR. Abnormal activation of the hedgehog-smoothened pathway, via mutation of pathway components or
over-expression of the hedgehog family of growth factors, also drives the growth of certain tumors. In particular, activation of this
pathway may be important for the growth of tumor stem cells that are resistant to many current therapies. Inhibition of this pathway
has shown clinical benefit in basal cell carcinomas, and may result in more durable responses when used in combination with chemo-
or radio-therapy.

Cell Survival Normal cells often activate a self-destruct program known as programmed cell death or apoptosis under abnormal
conditions that include the stresses that arise as a result of nutrient, oxygen or energy deprivation, for example. One of the hallmarks
of tumor cells is the ability to survive under such conditions, an attribute that results from the inappropriate activation of survival
signaling
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pathways. These pathways often become activated in tumor cells as a result of genetic alterations that result in either loss of the
suppressor genes that negatively regulate such pathways or the activation of positive effectors of the pathway. Many growth factor
receptors, including MET and IGF1R activate survival signaling pathways. Other key kinases in survival pathways include PI3K and
mTOR.

Angiogenesis Angiogenesis, the process by which new blood vessels form, is essential for the growth of tumors beyond a minimum
size. In small tumors, cancer cells use existing blood vessels to get oxygen and nutrients needed for growth and to remove waste
products. As tumors grow, the existing blood vessels are no longer sufficient to support the rapid pace of cancer cell growth, and
continued growth and cancer cell survival requires the formation of new blood vessels. Tumor cells send out chemical signals that
stimulate nearby blood vessels to grow into the tumor. In addition to providing essential oxygen and nutrients to the tumor, these

new blood vessels also facilitate the migration of tumor cells into the blood system where they can travel to other parts of the body
and give rise to metastatic disease. Inhibition of angiogenesis is a validated approach to treating cancer, and angiogenesis inhibitors
have been approved by the FDA for the treatment of several types of cancer. RTKs that play a role in angiogenesis include the
vascular endothelial growth factor receptor 2, or VEGFR2 (also known as KDR), PDGFR, MET and SRC.

Migration Cell migration allows tumor cells to invade healthy tissue and spread to disparate parts of the body. A key target that has
been shown to play a role in cell migration is MET.

Cell Cycle Regulation In normal cells, the processes of DNA replication and cell division are tightly controlled, so that cell division
does not occur until DNA replication is complete. This is achieved through enforcement of cell cycle checkpoints which prevent
cells with damaged or incompletely replicated DNA from advancing into mitosis. Disruption of these checkpoints triggers cell death
in many tumor cells, but causes a reversible arrest in normal cells. Inhibition of key components of these cell cycle checkpoints, such
as the protein kinase CDC7, may therefore allow for selective killing of tumors cells with minimal systemic toxicity.

Drug Discovery

In addition to establishing an integrated research and development organizational structure, we have built an optimized drug discovery platform.
We utilize a variety of high-throughput technologies to enable the rapid discovery, optimization and extensive characterization of lead
compounds such that we are able to select development candidates with the best potential for further evaluation and advancement into the clinic.
We have combined our ability to identify and validate novel targets with state-of-the-art drug discovery to effectively exploit both the chemical
and biological sciences. In addition, we have built critical mass in all key operational areas. We believe that these human and technological
resources enable us to: (1) effectively and rapidly qualify novel targets for high-throughput screening; (2) identify and optimize proprietary lead
compounds; (3) develop extensive preclinical data to guide selection of patient populations, thereby maximizing the opportunity for obtaining
significant clinical benefit; and (4) perform the broad range of preclinical testing required to advance promising compounds through all stages of
development. Key capabilities within drug discovery include: high-throughput screening, medicinal and combinatorial chemistry, cell biology,
protein biochemistry, structural biology, pharmacology, biotherapeutics and informatics.

Translational Research

Our translational research group is focused on using the knowledge we generate in the discovery process about biological targets and the impact
of our compounds on those targets to identify patient populations in which to test our compounds and methods for assessing compound activity.
This includes understanding the role of specific targets in disease therapy, identifying gene mutations or gene variants that impact response to
therapy and identifying biomarkers that can be used to assess drug responses early on in treatment. Key capabilities within translational research
include nonclinical development (encompassing toxicology, drug metabolism, pharmacokinetics and bioanalytics) and translational medicine.
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Our development group leads the implementation of our clinical and regulatory strategies. Working closely with the discovery and translational
research groups, and with our partners, as the case may be, the development group prioritizes disease indications in which our compounds may
be studied in clinical trials. The development group designs, directs, implements and oversees all areas of clinical operations, including
identifying and selecting clinical investigators, recruiting study subjects to participate in our clinical trials, biostatistics, data management, drug
safety evaluation, and adverse event reporting. The development group also is responsible for assuring that our development programs are
conducted in compliance with all regulatory requirements. The group works closely with the cross functional project and clinical teams to
facilitate the appropriate and efficient development of our diverse product pipeline. Key capabilities within development include clinical
development, clinical operations, safety monitoring, biostatistics, programming and data management, regulatory strategy and program
management.

Our Pipeline

We have an extensive pipeline of compounds in various stages of development that will potentially treat cancer and various metabolic and
cardiovascular disorders. All of our development compounds were generated through our internal drug discovery efforts.

Compounds Being Developed Internally or Co-Developed with a Partner

We are currently developing internally or are co-developing with a partner the following nine compounds in clinical development.

X184 inhibits MET, RET and VEGFR2, key drivers of tumor growth and vascularization. This SSKI has demonstrated
dose-dependent tumor growth inhibition and tumor regression in a variety of tumor models, including thyroid, breast, non-small cell
lung cancer and glioblastoma. A phase 1 clinical trial in patients with solid tumors for whom there are no other available therapies
was initiated in September 2005. Preliminary data from this study were first reported by investigators at the 18™
EORTC-NCI-AACR International Conference on Molecular Targets and Cancer Therapuetics, or the EORTC Symposium, in
November 2006. Updated data from this study were presented at the 2007 and 2008 EORTC Symposia and the 44" Annual Meeting
of the American Society of Clinical Oncology, or ASCO Annual Meeting, in June 2008. A phase 1b/2 trial of X1.184 as a single
agent and in combination with erlotinib was initiated in January 2008 in patients with non-small cell lung cancer who have failed
prior therapy with erlotinib, and a phase 2 trial in patients with advanced glioblastoma was initiated in April 2008. In July 2008, a
phase 3 registration trial of XL.184 as a potential treatment for medullary thyroid cancer was initiated following agreement between
the Company and the FDA on the trial design through the FDA s Special Protocol Assessment process. As described under

Corporate Collaborations  Bristol-Myers Squibb 2008 Cancer Collaboration, in December 2008, we entered into a worldwide
co-development collaboration with Bristol-Myers Squibb for the development and commercialization of X1.184.

XL.147 selectively targets PI3K. Upregulation of PI3K activity is one of the most common characteristics of human tumor cells and
can result from activation of growth factor receptors, amplification of the PI3Ka gene, activating mutations in the PI3Ko gene,
downregulation of the phosphatase and tensin homolog, or PTEN, lipid phosphatase, or activating mutations in RAS. Activation of
PI3K results in stimulation of AKT and mTOR kinases resulting in promotion of tumor cell growth and survival. This survival signal
plays a significant role in conferring resistance to chemo- and radio-therapy by inhibiting apoptotic cell death. XI.147 is a potent and
selective inhibitor of PI3K with excellent pharmacokinetic and pharmacodynamic properties and compelling efficacy in several
preclinical xenograft models both as a single agent and in combination with chemotherapy. We filed an IND for XL.147 in March
2007 and initiated a phase 1 trial in June 2007. Preliminary data from this trial were reported at the 2007 EORTC Symposium in
October 2007, and updated data were presented
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at the 2008 EORTC Symposium in October 2008. Two phase 1b/2 studies were initiated in 2008 combining XL 147 with either
erlotinib or combination chemotherapy (carboplatin and paclitaxel).

XL765 targets both PI3K and mTOR, key kinases in the PI3K signaling pathway. mTOR is a serine/threonine kinase that controls
the protein translation machinery and hence cell growth. mTOR is activated by growth factors via PI3K and AKT, but is also
activated in a PI3K independent fashion in response to nutrient and energy levels. Thus, in some tumors targeting both PI3K and
mTOR may provide additional benefit compared to selectively targeting PI3K. XL765 is a potent inhibitor of PI3K and mTOR with
excellent pharmacokinetic and pharmacodynamic properties, and compelling efficacy in several preclinical xenograft models both as
a single agent and in combination with chemotherapy. We filed an IND for XL765 in April 2007 and initiated a phase 1 trial in June
2007. Preliminary data from this trial were reported at the 2007 EORTC Symposium in October 2007, and updated data were
presented at the 2008 ASCO Annual Meeting in June 2008 and at the 2008 EORTC Symposium in October 2008. Two phase 1b/2
studies were initiated in 2008 combining XL765 with either erlotinib or chemotherapy (temozolomide).

XL518 is a novel small molecule inhibitor of MEK, a key component of the RAS/RAF/MEK/ERK signaling pathway. This pathway

is frequently activated in human tumors and is required for transmission of growth-promoting signals from numerous receptor

tyrosine kinases. Preclinical studies have demonstrated that XL.518 is a potent and specific inhibitor of MEK with highly optimized
pharmacokinetic and pharmacodynamic properties. XL.518 exhibits oral bioavailability in multiple species and causes substantial and
durable inhibition of ERK phosphorylation in xenograft tumor models. Administration of XL.518 causes tumor regression in multiple
xenograft models with mutationally-activated B-RAF or RAS. We filed an IND for XL.518 in December 2006 and initiated a phase 1
clinical trial in May 2007. In December 2006, we entered into a worldwide co-development agreement with Genentech for the
development and commercialization of XL518, as described under Corporate Collaborations Genentech. In early 2009, we reached
the maximum tolerated dose for XL518 and expect to transfer the compound to Genentech in March 2009.

X228 targets IGF1R, an RTK that is highly expressed and activated in a broad range of human tumors and is thought to promote
tumor growth, survival and resistance to chemotherapeutic agents. In addition, XL.228 potently inhibits the T3151 mutant form of
BCR-ABL, which is resistant to inhibition by other targeted therapies approved for chronic myelogenous leukemia. XI1.228 also
targets SRC, a tyrosine kinase that is activated and/or expressed in many tumors and plays an important role in tumor angiogenesis,
progression and metastisis. XL228 exhibited efficacy in a variety of solid tumor xenograft models. We filed an IND for XL.228 in
August 2006. We subsequently observed formulation stability data resulting in the need for minor changes in formulation. We then
initiated a phase 1 clinical trial in May 2007 in patients with chronic myelogenous leukemia who have failed or have been intolerant
to imatinib and dasatinib therapy, and a phase 1 trial in patients with solid tumors in October 2007. Preliminary data from the trial in
patients with chronic myelogenous leukemia were reported at the annual meeting of the American Society of Hematology in
December 2007 and 2008. Preliminary data from the phase 1 trial in patients with solid tumors were presented at the EORTC
Symposium in October 2008.

XL.019 inhibits JAK?2, a cytoplasmic tyrosine that is activated by cytokine and growth factor receptors and that phosphorylates
members of the STAT family of inducible transcription factors. Activation of the JAK/STAT pathway promotes cell growth and
survival, and is a common feature of human tumors. JAK2 is activated by mutation in the majority of patients with polycythemia
vera and essential thrombocythemia and appears to drive the inappropriate growth of blood cells in these conditions. XL019 is a
potent and selective inhibitor of JAK2, with excellent pharmacodynamic properties and an encouraging safety profile in preclinical
models. A phase 1 trial was initiated in patients with myelofibrosis in August 2007, and data from this study were reported at the
annual meetings of the American Society of Hematology in December 2007 and 2008.
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XL.139 inhibits activation of Hedgehog, or Hh, signaling by binding to smoothened, a key component of the signaling pathway.
Genetic lesions that activate the Hh pathway are key drivers of basal cell carcinoma and medulloblastoma formation in humans. In
addition, activation of the Hh signaling pathway via the action of the ligands SHh, IHh or DHh promotes cellular growth, and
elevated ligand production and Hh pathway activation is observed in a variety of human tumors including pancreatic carcinomas,
small-cell lung cancer and glioblastomas. Signaling via the Hh pathway is also thought to promote survival of cancer stem cells,
which constitute a particularly chemo- and radio-resistant component of tumors. In preclinical models, XL.139 potently inhibits Hh
signaling in tumors and significantly slows tumor growth. XL139 was advanced to development compound status in July 2007. As
described under Corporate Collaborations  Bristol-Myers Squibb 2007 Cancer Collaboration, in January 2008, Bristol-Myers
Squibb exercised its option to develop and commercialize XL.139, and we exercised our option to co-develop and co-commercialize
XL139.

XL.413 is a small molecule inhibitor of the serine-threonine kinase CDC7. The function of CDC7 is required for DNA replication to
proceed, and its activity is often upregulated in cancer cells. Studies suggest that CDC7 plays a role in regulation of cell cycle
checkpoint control and protects tumor cells from apoptotic cell death during replication stress. Therefore, inhibition of CDC7 may
have utility in the treatment of a wide variety of cancers, either as a single agent or in combination with DNA damaging agents.
XL413 was advanced to development compound status in October 2008. As described under Corporate Collaborations
Bristol-Myers Squibb 2007 Cancer Collaboration, in November 2008, Bristol-Myers Squibb exercised its option to develop and
commercialize XI.413, and we exercised our option to co-develop and co-commercialize XL.413.

XL888 is a novel, synthetic inhibitor of HSP90, a chaperone protein that promotes the activity and stability of a range of key
regulatory proteins including kinases. The activity of HSP90 is particularly prominent in tumor cells, where it promotes the activity
of proteins controlling cell proliferation and survival. Natural product based inhibitors of HSP90 are currently in clinical trials and
have shown encouraging signs of efficacy, but their utility is limited by poor pharmacokinetic properties and by their side effect
profiles. XL888 inhibits HSP90 with potency comparable to natural product-based inhibitors, but has good oral bioavailability and
an improved tolerability profile in preclinical models. In multiple preclinical xenograft tumor models, XL.888 exhibits substantial
anti-tumor activity at well tolerated doses. XL888 was advanced to development compound status in October 2007, and we filed an
IND in October 2008 and initiated a phase 1 clinical trial in November 2008.

We are committed to having preclinical and clinical data from our compounds presented at periodic peer review meetings.

Out-Licensed Compounds

We have out-licensed to third parties for further development and commercialization the following five compounds in preclinical and clinical
development:

XL880 is a potent inhibitor of MET and VEGFR2, which play synergistic roles in promoting tumor growth and angiogenesis.
Activation or overexpression of MET has been documented as a negative prognostic indicator in patients with various carcinomas
and in patients with multiple myeloma, glioma and other solid tumors. Interim data from an ongoing phase 1 trial of XL.880 were
presented at the 2005 EORTC Symposium and at the 2006 ASCO Annual Meeting. Updated data were reported at the 2006 EORTC
Symposium. Data from two phase 1 trials were reported at the 2007 ASCO Annual Meeting. A phase 2 clinical trial of XL.880 was
initiated in patients with hereditary or sporadic papillary renal cell carcinoma in June 2006, and data from this trial were reported at
the 2007 EORTC Symposium and 2008 ASCO Annual Meeting. Another phase 2 trial was initiated in patients with metastatic,
poorly differentiated diffuse gastric cancer in December 2006, and data from this trial were reported at the
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2008 ASCO Annual Meeting. Additionally, a phase 2 trial was initiated in head and neck cancer patients in August 2007. As

described under Corporate Collaborations  GlaxoSmithKline, in December 2007, GlaxoSmithKline exercised its option to further
develop and commercialize XL880, and we transferred the XL.880 development program to GlaxoSmithKline in the first quarter of
2008.

XL.281 specifically targets RAF, which is a cytoplasmic serine/threonine kinase that lies immediately downstream of RAS, and is a

key component of the RAS/RAF/MEK/ERK pathway that is frequently activated in human tumors. Activating mutations in B-RAF
occur in approximately 60% of melanoma patients, indicating a potentially pivotal role for deregulation of this kinase in the

progression of melanoma. XL.281 is a potent and highly selective inhibitor of RAF kinases, is orally bioavailable and exhibits
substantial efficacy in tumor xenograft models. A phase 1 trial was initiated in April 2007, and preliminary data from this trial were
presented at the EORTC Symposium in October 2008. As described under Corporate Collaborations  Bristol-Myers Squibb 2008
Cancer Collaboration, in December 2008, we entered into a collaboration agreement with Bristol-Myers Squibb pursuant to which

we granted to Bristol-Myers Squibb an exclusive worldwide license to develop and commercialize XL281.

XL652 targets the liver X receptors, or LXR, which modulate genes involved in regulation of lipid and cholesterol homeostasis.
Activation of LXRa or LXRS in foam cells in atherosclerotic plaques promotes reverse cholesterol transport and results in marked
anti-atherogenic activity in multiple preclinical models of atherosclerosis. However, prototype LXR agonists also activate LXRat in
the liver resulting in increased fatty acid synthesis and consequent elevations in hepatic and circulating triglycerides, an unacceptable
side effect. X652 is a novel LXR agonist that effectively reduces atherosclerotic plaques in preclinical models at doses that do not
result in triglyceride elevations. XL.652 was developed under a collaboration with Bristol-Myers Squibb, which is responsible for all
further preclinical and clinical development, regulatory, manufacturing and commercialization activities for the compound. For more
information on our LXR collaboration, see Corporate Collaborations ~ Bristol-Myers Squibb LXR Collaboration.

XL550 is a potent, selective, non-steroidal mineralocorticoid receptor, or MR, antagonist that is effective in animal models of
hypertension and congestive heart failure. XL.550 has shown excellent oral bioavailability and drug metabolism and pharmacokinetic
properties in multiple preclinical models and has exhibited a significantly better pharmacokinetic and pharmacodynamic profile than
existing steroid drugs. In multiple studies in various non-clinical species, XL550 shows potent anti-hypertensive action and
anti-hypertrophic action on the heart, lung and kidney. In addition, XL.550 shows 50-100 times greater potency vs. eplerenone in
various in vivo studies related to hypertension and congestive heart failure in preclinical models. As a novel proprietary non-steroidal
MR antagonist, XL.550 has the potential to offer highly effective and safe therapeutic approaches for the treatment of hypertension
and congestive heart failure. XL.550 was licensed to Daiichi Sankyo Company Limited, or Daiichi-Sankyo, for development and
commercialization in March 2006. Daiichi-Sankyo is responsible for all further preclinical and clinical development, regulatory,
manufacturing and commercialization activities for the compound. See Corporate Collaborations  Other Collaborations
Daiichi-Sankyo.

FXR Program targets the Farnesoid X Receptor, or FXR, which has been shown to function as a bile acid receptor regulating genes
involved in lipid, cholesterol and bile acid homeostasis. We have identified proprietary, potent and selective FXR ligands
(compounds that bind to a receptor) that have good oral bioavailability and drug metabolism and pharmacokinetic properties. In
rodent models of dyslipidemia, these compounds lowered triglycerides by decreasing triglyceride synthesis and secretion. In
addition, they improved the high-density lipoprotein (HDL)/low-density lipoprotein (LDL) ratio and are anti-atherogenic (prevent
the formation of lipid deposits in the arteries) in animal models of atherosclerosis. These compounds are also effective in models of
cholestasis (a condition in which bile excretion from the liver is blocked), cholesterol gallstones and liver fibrosis. These data
suggest that small molecule ligands targeting FXR should function as novel therapeutic agents for
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treating symptoms and disease states associated with metabolic syndrome as well as certain liver disorders. In December 2005, we
licensed the FXR program to Wyeth. Wyeth is responsible for all further preclinical and clinical development, regulatory,
manufacturing and commercialization activities for the compounds. For information regarding our collaboration with Wyeth, see
Corporate Collaborations  Other Collaborations Wyeth.
Corporate Collaborations

Based on the strength of our expertise in biology, drug discovery and development, we have established collaborations with leading
pharmaceutical and biotechnology companies that allow us to retain economic participation in compounds and support additional development
of our pipeline. Our collaborations generally fall into one of two categories: collaborations in which we co-develop compounds with a partner,
share development costs and profits from commercialization and may have the right to co-promote products in the United States, and
collaborations in which we out-license compounds to a partner for further development and commercialization, have no further unreimbursed
cost obligations and are entitled only to receive milestones and royalties from commercialization. Under either form of collaboration, we may
also be entitled to license fees, research funding and milestone payments from research results and subsequent product development activities.
Many of our collaborations have been structured strategically to provide us with access to technology that may help to advance our internal
programs while at the same time enabling us to retain rights to use these technologies in different industries.

Bristol-Myers Squibb

2008 Cancer Collaboration. In December 2008, we entered into a worldwide collaboration with Bristol-Myers Squibb on two of our novel
cancer programs: one associated with XL.184 and the other associated with XL281. Upon effectiveness of the agreement in December 2008,
Bristol-Myers Squibb paid us an upfront cash payment of $195.0 million for the development and commercialization rights to both programs.
Bristol-Myers Squibb is also required to make additional license payments of $45.0 million in 2009.

We and Bristol-Myers Squibb have agreed to co-develop XL184, which may include a backup program for XL.184. The companies will share
worldwide (except for Japan) development costs for XL.184. We are responsible for 35% of such costs and Bristol-Myers Squibb is responsible
for 65% of such costs, except that we are responsible for funding the initial $100.0 million of combined costs and have the option to defer
payments for development costs above certain thresholds. In return, we will share 50% of the commercial profits and losses (including
pre-launch commercialization expenses) in the United States and have the option to co-promote X1.184 in the United States. We have the right
to defer payment for certain early commercialization and other related costs above certain thresholds. We are eligible to receive sales
perform