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Exelixis in 2004 is a dramatically different company from what it was just a few years ago. We have built and mobilized a truly integrated biotechnology company that has excellent capabilities in drug research,
discovery and development. We have critical mass, first-rate employees, and a culture of dedication and hard work. We have created an emerging pipeline that we believe will place us in the first rank of biotech
companies. We have remained innovative and fast at the same time that we have grown and matured. We have increased the breadth and depth of our capabilities and at the same time streamlined our processes.
Through our commitment to execution and quality, and the combined talents and strengths of all our people, we believe that we are building an important and compelling company.

To O u r S t o c k h o l d e r s :

Every year of a biotechnology company’s life is critical, and 2003 was no exception for Exelixis. We had a remarkably productive year in
which we achieved our clinical and strategic goals while we maintained a high level of fiscal responsibility and operational efficiency.
– Phase 2 clinical trials of XL119 were concluded successfully, and we are on track to initiate a Phase 3 clinical trial of XL119 as a
potential treatment for bile duct tumors in the second quarter of 2004.
– We successfully conducted the Phase 1 trial of XL784. The compound was administered orally to healthy volunteers and was
shown to be free of side effects and to have an attractive pharmacokinetic profile. The compound showed good activity in preclinical
models of renal and cardiac disease, providing a basis for pursuing development of XL784 as a potential treatment for renal and
cardiovascular failure.
– We filed an IND application for XL647 in the first quarter of 2004, and we are on track to file an IND application for XL999 in
the second quarter. XL647 and XL999 are Spectrum Selective Kinase Inhibitors ™ that target proteins involved in both tumor proliferation and angiogenesis (blood vessel formation). Each compound has a different spectrum of inhibition against receptor tyrosine
kinases (RTKs) and each has the potential to maximize efficacy through simultaneous inhibition of multiple RTKs.
– We anticipate filing an IND application for XL844 in early 2005, and we have several additional preclinical programs slated for IND
applications in 2005 and beyond.
– We extended and expanded our oncology collaboration with Bristol-Myers Squibb, extended our herbicide collaboration with Dow
AgroSciences, and achieved our collaboration goals with Bayer, GlaxoSmithKline and all of our other strategic partners.
– We delivered a strong financial performance and exceeded our cash goal by ending the year with approximately $242 million in cash,
cash equivalents, short-term investments and restricted cash.

In 2003, we aggressively mobilized our gene-to-drug capabilities and produced a pipeline of innovative and exciting compounds. We believe that
these compounds have the potential to be important new cancer therapeutics, and we intend to advance them into and through the clinic in 2004
and beyond. Throughout our organization, we are operating at high levels of efficiency, innovation and quality. We believe that we are on a trajectory to file at least two IND applications per year beginning in 2004, and that 2004 will be another productive year for our company, moving
us along the pathway toward delivering new medicines to patients in need and toward our goal of building a sustainable biotechnology company.

THE PIPELINE: BIOLOGY –BASED, MARKET–DRIVEN, PRODUCT–FOCUSED
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Scientists at Exelixis use high intensity X-ray light to probe the atomic details of human proteins implicated
in serious diseases. These studies facilitate the rational design of new therapeutics
that specifically interact with and modulate the activity of the protein target.
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• XL784 is a potent inhibitor of the ADAM-10 metalloprotease (MP) enzyme, a target of significant interest because of its important role in blood vessel formation and cell prolifer-

ation. XL784 was specifically optimized to be MMP1-sparing, thus potentially significantly improving its safety profile and enabling higher dosing in comparison to MMP
inhibitors. In preclinical studies, XL784 dosed orally demonstrated significant inhibition of human tumor xenografts derived from a variety of human carcinoma cell lines, and
excellent activity in rat models of renal and cardiac failure. Data from a Phase 1 clinical trial of orally administered XL784 in healthy volunteers showed single doses of the
compound to be free of side effects and to have an attractive pharmacokinetic profile. In 2004, Exelixis plans to pursue a development path in renal and cardiovascular disease.
The company plans to develop a new formulation suitable for chronic administration in patients with renal and cardiac failure with the intention of aggressively moving the
compound through development. It is estimated that there are more than three million patients in the U.S. with diabetic nephropathy, a large and currently underserved market.
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A research scientist studies genetic changes in a model system to better characterize
important biological pathways associated with disease
and correlate biological activity with drug action.

• XL647 is a potent inhibitor of RTKs that are implicated in driving tumor proliferation and vascularization. XL647 simultaneously inhibits the

EGFR, HER2, VEGFR and EphB4 RTKs with high potency and demonstrates excellent activity in target-specific cellular functional assays.
XL647 has good oral bioavailability and shows sustained inhibition of target RTKs in vivo following a single oral dose. In preclinical models of
major tumor types, including human breast, lung, colon and prostate cancer, XL647 demonstrates potent inhibition of tumor growth and has
been shown to cause tumor regression in one model. Consistent with its spectrum of activity, analysis of tumors from XL647-treated animals
show significant decreases in both tumor vascularity and tumor cell proliferation and an increase in tumor cell death. We filed an IND application for XL647 in the first quarter of 2004.
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In 2003, Exelixis installed a new, customdesigned high throughput screening assay
platform that supports both 384- and 1536-well
microtiter plate formats and increases throughput
to over 600,000 compounds per day.
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We are proud of our company and of our people — their extraordinary talents and will to succeed. Together, we are working toward the day when patients in need can benefit from our efforts and enjoy longer, healthier lives.
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THE GENE–TO–DRUG DIFFERENCE
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CORPORATE COLLABORATIONS: PARTNERS AS COLLEAGUES

Exelixis is committed to meeting or exceeding its partners’ expectations.
Our integrity and follow-through have engendered a high degree of
respect and reciprocity among our corporate collaborators. In the area of
oncology, with Bristol-Myers Squibb and with GlaxoSmithKline, we have
established broadly enabling, collegial relationships that leverage and
add value to our assets, fund our pipeline growth, provide significant
revenue and milestones, and provide a pathway to potential commercialization. Our combinatorial chemistry collaborations have been highly
productive. Our agricultural collaborations with Bayer, Dow AgroSciences
and Renessen also leverage key capabilities. Our Exelixis Plant Sciences
subsidiary has delivered many new high quality agricultural leads to
these partners while developing a new program in the cell-based production of valuable plant-derived compounds. This program is designed
to facilitate the rapid production of a variety of well-defined plant
compounds in controlled and contained laboratory environments, and
to set the stage for additional partnering opportunities.
Because a lot of what transpires in collaborations is shared only by the
parties involved, putting a value on the intangible rewards and acknowledgments that occur in good partnerships is challenging for investors.
We believe that our collaborations are models of how pharmaceutical
and biotechnology companies can work together successfully to exploit
novel insights, defray the risks and share in the rewards of drug discov12

ery and work together to advance compounds towards the market.

In our development collaboration with GlaxoSmithKline, we believe that we are advancing programs that are consistent with our partner’s internal standards of excellence. The productivity of our cancer collaboration with BristolMyers Squibb was underscored in their decision at the end of 2003 to extend and significantly expand our relationship for another five years. Our collaboration with Bayer continues to generate interesting and unique assets that
may be the basis for novel and environmentally-friendly pesticides. Separately and together, these collaborations
capitalize on the innovativeness and professional capabilities of our respective organizations. They provide significant committed funding and performance milestones and are key contributors to our financial performance. Equally
important, these relationships help build our asset base, fuel our pipeline, enhance our reputation and enable us to
benchmark our performance against highly respected R&D organizations.
In 2004 and beyond, we anticipate cultivating new strategic opportunities that have the potential to leverage our
assets in therapeutic areas outside of cancer, broaden the potential of our development pipeline and provide additional funding with which we can advance our proprietary programs. Our goal is to continue to maintain balance in
partnered and retained rights to our assets and ensure considerable commercial participation in products emerging
from collaborations.
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THE EXTRAORDINARY PEOPLE OF EXELIXIS

Exelixis is still a relatively young enterprise: in 2004, we will celebrate the 10year anniversary of our founding and mark our remarkable evolution from a fly
genetics laboratory to a potentially important cancer therapeutics company. We
are proud of our company and of our people — their extraordinary talents and
will to succeed. Together, we are working toward the day when patients in need
can benefit from our efforts and enjoy longer, healthier lives.
Our goals for 2004 are substantial. We intend to file an IND application for
XL999, initiate clinical programs for XL647 and XL999, advance XL844 toward
IND status in early 2005 and make progress in our other preclinical programs
with the goal of filing additional IND applications and initiating additional clinical programs in 2005 and beyond. We anticipate initiating the Phase 3 clinical

trial for XL119 in patients with bile duct tumors before the end of the second
quarter 2004. We expect to grow our revenue, manage expenses and continue to
maintain a healthy cash balance. We expect to continue to use corporate partnering as a strategic tool to monetize our assets and fund our operations, and
we plan to expand the therapeutic and commercial potential of our pipeline. In
short, we intend to continue to exploit and manage our assets, advance our
pipeline and build an important biotechnology company with the potential to
improve the lives of patients with serious diseases.
The Exelixis management team and board of directors join me in expressing our
appreciation to you, our stockholders, for your ongoing support and confidence.
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This annual report contains forward-looking statements, including without limitation all statements related to plans to advance compounds in preclinical and clinical development, including XL119, XL784, XL647, XL999, XL844 and other early-stage
compounds, as well as the therapeutic and commercial potential of these compounds, and all statements related to cultivating new strategic opportunities. Words such as “believes,” “anticipates,” “plans,” “expects,” “intend,” “will” and similar expressions are intended to identify forward-looking statements. These forward-looking statements are based upon Exelixis' current expectations. Forward-looking statements involve risks and uncertainties. Exelixis' actual results and the timing of events
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