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Filed pursuant to Rule 424(b)(4)
Registration Statement No. 333-112261

6,900,000 Shares

CYTOKINETICS

Common Stock

This is an initial public offering of shares of common stock of Cytokinetics, Incorporated. All of the 6,900,000 shares of common stock are
being sold by Cytokinetics.

Prior to this offering, there has been no public market for the common stock. The common stock has been approved for quotation on the
Nasdaq National Market under the symbol “CYTK”.

See “Risk Factors” on page 8 to read about factors you should consider before buying shares of the common stock.

Neither the Securities and Exchange Commission nor any state securities commission has approved or disapproved of these
securities or passed upon the accuracy or adequacy of this prospectus. Any representation to the contrary is a criminal offense.

Per Share Total
Initial public offering price $13.00 $89,700,000
Underwriting discount $ 0.91 $ 6,279,000
Proceeds, before expenses, to Cytokinetics $12.09 $83,421,000

To the extent that the underwriters sell more than 6,900,000 shares of common stock, the underwriters have the option to purchase up to an
additional 1,035,000 shares from Cytokinetics at the initial public offering price less the underwriting discount.

The underwriters expect to deliver the shares against payment in New York, New York on May 4, 2004.

Goldman, Sachs & Co.

Credit Suisse First Boston
Pacific Growth Equities, LLC
Lazard

Prospectus dated April 29, 2004.
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PROSPECTUS SUMMARY

You should read the following summary together with the more detailed information regarding us, the sale of our common stock in this offering
and the private placement described below, our financial statements and notes to those financial statements that appear elsewhere in this
prospectus.

Cytokinetics, Incorporated

We are a leading biopharmaceutical company focused on the discovery, development and commercialization of novel small molecule drugs
that specifically target the cytoskeleton. The cytoskeleton is a complex biological infrastructure that plays a fundamental role within every human
cell. A number of commonly used drugs and a growing body of research validate the role that the cytoskeleton plays in a wide array of human
diseases. Our focus on the cytoskeleton enables us to develop novel and potentially safer and more effective classes of drugs directed at
treatments for cancer, cardiovascular disease, fungal diseases and other diseases. We have developed a cell biology driven approach and
proprietary technologies to evaluate the function of many interacting proteins in the complex environment of the intact human cell. We believe that
our approach enhances the speed, efficiency and yield of our drug discovery and development process by accurately and rapidly identifying drug
candidates with attractive properties. Our approach has yielded two drug candidates for the treatment of cancer, a drug candidate for the treatment
of acute congestive heart failure and more than ten other research programs. Our most advanced drug candidate, SB-715992, is the subject of a
broad Phase Il clinical trials program designed to evaluate its effectiveness in many different types of cancer. An investigational new drug
application, or IND, was filed with the U.S. Food and Drug Administration, or FDA, in 2003 for our second cancer drug candidate, SB-743921,
which we expect will enter Phase | clinical development in early 2004. SB-715992 and SB-743921 are being developed through our strategic
alliance with GlaxoSmithKline. In addition, we expect to initiate Phase | clinical development for a drug candidate, CK-1213296, for the treatment
of acute congestive heart failure in the second half of 2004. Our strategy involves developing our own commercialization capabilities for those of
our drug candidates that are directed towards large concentrated markets, and to enter into strategic alliances to develop and commercialize drug
candidates for other markets. We do not currently have any commercial capabilities, and it is possible that we may never be able to demonstrate
safety and efficacy and successfully commercialize any of our drug candidates. Our leading drug candidates are in clinical or earlier stages of
development, and we have neither received regulatory approval for, nor derived commercial revenues from, any of them and we expect to incur
increasing losses over the next several years.

Our Focus on the Cytoskeleton

We believe that the cytoskeleton is one of a few biological areas with broad potential for drug discovery and development and has been
scientifically and commercially validated in a wide variety of human diseases. For example, the cytoskeleton plays a fundamental role in the cell
proliferation process, and cancer is a disease of unregulated cell proliferation. A number of commonly used cancer drugs inhibit cell proliferation by
disrupting aspects of cytoskeletal function. However, these drugs also interrupt cytoskeletal functions unrelated to cell proliferation. This limits
their clinical benefit and results in dose-limiting toxicities. As another example, the cytoskeleton plays a fundamental role in cardiac muscle
contraction and has been linked to the origins of congestive heart failure, a disease of impaired cardiac function. Certain commonly used
congestive heart failure drugs that work by indirectly modulating cytoskeletal function have limited therapeutic value due to their clinical side
effects. We believe that our understanding of the cytoskeleton will allow us to develop potentially safer and more effective drugs for cancer and
congestive heart failure. Our other research programs are also focused on diseases in which we believe the cytoskeleton plays a significant role.
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Our Drug Candidates

+ Cancer: SB-715992 has entered a Phase Il clinical trial for the treatment of non-small cell lung cancer and is expected to enter
multiple Phase Il clinical trials in other solid cancers throughout 2004. SB-715992 is a novel small molecule drug candidate that
inhibits cell proliferation and promotes cancer cell death by specifically disrupting the function of a cytoskeletal protein known as kinesin
spindle protein, or KSP. KSP is essential for cell proliferation, a process that when unregulated results in tumor growth. KSP plays no role
outside of cell proliferation. Current drugs that inhibit cell proliferation, such as Taxol® (paclitaxel) and Taxotere® (docetaxel), are standard
treatments for many types of cancers, but these drugs target tubulin, a cytoskeletal protein that is essential not only to cell proliferation but
also to many other important cellular functions. Because SB-715992 inhibits only cell proliferation, we believe it may exhibit a lower
incidence of toxicities than many existing cancer drugs. In addition, SB-715992’s novel mechanism of action may be effective against a
broader range of tumor types.

We are participating in the development of SB-715992 which is being conducted by GlaxoSmithKline, or GSK, under our strategic alliance.
GSK commenced a Phase Il clinical trial for SB-715992 in non-small cell lung cancer in late 2003. A number of parallel Phase I
monotherapy clinical trials and Phase Ib combination therapy clinical trials are scheduled to begin throughout 2004. These clinical trials are
expected to evaluate this novel drug candidate in multiple tumor types including colorectal, breast and ovarian cancers. Also in 2004, the
National Cancer Institute, or NCI, plans to sponsor additional Phase | and Phase Il clinical trials designed to evaluate SB-715992 in other
tumor types and other dosing regimens.

Cancer: SB-743921 is expected to enter Phase | clinical trials in early 2004. This drug candidate also inhibits KSP but is structurally
distinct from SB-715992. We believe that having two KSP inhibitors for the potential treatment of cancer in concurrent clinical development
increases the likelihood that a commercial drug will be developed. SB-743921 is also being developed by GSK through our strategic
alliance.

Cardiovascular Disease: We expect to file an IND for CK-1213296, our drug candidate for the treatment of acute congestive heart
failure, in the second half of 2004, and, assuming no action by the FDA, to initiate a Phase | clinical trial by the end of 2004. Our
drug candidate specifically targets a cytoskeletal protein, cardiac myosin, which is essential for cardiac muscle contraction. In animal
models, CK-1213296 improves cardiac function without detrimental effects on heart rhythm, heart rate or blood pressure that limit the
effectiveness of existing drugs. However, results in animal models are not necessarily predictive of results in humans, and we will not have
data regarding the efficacy of CK-1213296 in humans until we complete clinical trials of this drug candidate.

Our drug candidates are in the early stages of development, and we must complete clinical trials to determine if they are safe and effective in
humans. Results of early stages of development may not be predictive of results in later stages of development, and clinical trials may fail to
demonstrate the safety and efficacy of our drug candidates, preventing or delaying the completion of development and regulatory approval.

Our Research Programs

We have more than ten research programs that address multiple therapeutic areas, such as fungal diseases, inflammatory diseases, high
blood pressure and asthma. We structure our research programs in these therapeutic areas around cytoskeletal protein targets seeking to discover
suitable compounds that may potentially address unmet clinical needs and shortcomings of existing drugs. From among these compounds we
may choose a drug candidate for Phase | clinical trials.
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Our Cell Biology Driven Approach to Drug Discovery and Development

All of our compounds in research and development have been discovered internally using our unique cell biology driven approach. We develop
a detailed understanding of multiple proteins within a cytoskeletal pathway or multi-protein system to identify various intervention points to
modulate the pathway or system to treat disease. We can then direct our discovery activities to specific cytoskeletal proteins that may be
attractive targets for the development of potentially safer and more effective drugs.

We have also developed proprietary automated technologies, including our PUMA system and Cytometrix technologies, to enable early
identification and prioritization of compounds that are highly selective for their intended protein targets without other cellular effects, and are
thereby less likely to give rise to clinical side effects. The integrated use of these technologies enables us to efficiently focus our research efforts
and resources on those compounds directed at novel cytoskeletal protein targets that are more likely to yield attractive drug candidates. We have
advanced our Cytometrix technologies through technical development activities conducted with each of Eisai Research Institute, Novartis Pharma
AG, Tularik Inc. and Vertex Pharmaceuticals, Inc.

Our Strategic Alliances

We selectively seek strategic alliances that enable us to maintain financial and operational flexibility while retaining significant economic and
commercial rights to our drug candidates. In June 2001, we entered into a strategic alliance with GSK to discover, develop and commercialize
small molecule drugs for the treatment of cancer as well as other diseases by targeting KSP and certain other related cytoskeletal proteins
involved in cell proliferation. Under this strategic alliance, GSK has made a $14.0 million upfront cash payment and an initial $14.0 million
investment in our equity. GSK has also committed to reimburse our full time equivalents, or FTEs, conducting research in connection with the
strategic alliance and to make additional precommercialization milestone payments to us and pay royalties to us based on product sales. As of
December 31, 2003, we have received $17.2 million in FTE reimbursement and $3.2 million in precommercialization milestone payments from
GSK. We will receive future FTE reimbursement and could receive significant precommercialization milestone payments and royalties based on
product sales. In addition, we retain both a product-by-product option to co-fund certain later-stage development activities in exchange for a higher
royalty rate, and an option to secure additional co-promotion rights. In December 2003, we entered into a strategic alliance with AstraZeneca AB to
fund and participate in the development of a new application of our Cytometrix technologies for use by both parties.

Our Corporate Strategy

Our goal is to become a fully-integrated biopharmaceutical company focused on discovering, developing and commercializing novel drugs to
treat cancer, cardiovascular disease and other diseases. We intend to achieve this goal by:

« focusing on the cytoskeleton;

» leveraging our cell biology driven approach and proprietary technologies to increase the speed, efficiency and yield of our drug discovery
and development process;

* pursuing multiple drug candidates for each cytoskeletal protein target and broad clinical trials for each drug candidate;

« establishing select strategic alliances to accelerate our drug development programs while preserving significant development and
commercial rights; and

* building development and commercialization capabilities directed towards large concentrated markets.
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Risks

Our business is subject to a number of risks of which you should be aware before making an investment decision. These risks are discussed
more fully in “Risk Factors”. All of our drug candidates, including SB-715992, SB-743921 and CK-1213296, are in clinical or earlier stages of
development. Accordingly, we have not received regulatory approval for, nor commercial revenues from, any of our drug candidates. It is possible
that neither we nor our partners may ever successfully commercialize any of our drug candidates. As of December 31, 2003, we had incurred
$94.1 million in net losses since inception. Because our leading drug candidates are in the early stages of clinical testing, we expect to continue to
incur increasing losses over the next several years, and we may never become profitable.

Private Sale of Shares to GSK

We have entered into an agreement pursuant to which we will sell an affiliate of GSK approximately $7.0 million of our common stock
immediately prior to the completion of this offering at a per share price equal to our per share initial public offering price. Given the initial public
offering price of $13.00 per share, an affiliate of GSK will purchase 538,461 restricted shares of our common stock at a price of $13.00 per share.

Company Information

We were incorporated in Delaware in August 1997 as Cytokinetics, Incorporated. Our principal executive offices are located at 280 East
Grand Avenue, South San Francisco, California 94080, and our telephone number is (650) 624-3000. Our website address is
http://www.cytokinetics.com. Information contained in our website is not a part of this prospectus. References in this prospectus to “we,
“our” refer to Cytokinetics, Incorporated.

»

us” and
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Common stock offered

Common stock to be outstanding after
this offering

Use of proceeds

Proposed Nasdaq National Market
symbol

The Offering

6,900,000 shares

26,845,343 shares

For general corporate purposes, including the potential co-funding of certain later-stage development
activities with respect to SB-715992 or SB-743921; preclinical activities and clinical development of CK-
1213296, our drug candidate for the treatment of acute congestive heart failure; research programs;
development, sales, marketing and manufacturing operations and the potential license or acquisition of
complementary technologies. See “Use of Proceeds.”

CYTK

The number of shares of common stock to be outstanding after this offering is based on 2,307,258 shares of common stock outstanding as of
December 31, 2003 and also reflects the automatic conversion of preferred stock into 17,099,624 shares of common stock. This number does not

include, as of December 31, 2003:

* 2,244,378 shares of common stock issuable upon exercise of options outstanding, at a weighted average exercise price of $1.06 per share;

+» 100,000 shares of common stock issuable upon the exercise of warrants to purchase common stock and 181,983 shares of preferred stock
issuable upon the exercise of warrants to purchase preferred stock (which will become exercisable for 90,991 shares of common stock
upon consummation of this offering);

» 390,677 shares of common stock reserved for issuance under our 1997 Stock Option/ Stock Issuance Plan; and

* 2,100,000 shares of common stock to be reserved for future issuance under our 2004 Equity Incentive Plan and our 2004 Employee Stock

Purchase Plan.

Except as otherwise indicated, all information in this prospectus:

« gives effect to our certificate of incorporation which we will file immediately prior to the closing of this offering;

* gives effect to the automatic conversion of all outstanding shares of preferred stock into shares of common stock upon the closing of this

offering;

« gives effect to a 1-for-2 reverse stock split effected by Cytokinetics on April 26, 2004;

« gives effect to the sale of 538,461 shares of common stock to an affiliate of GSK in a concurrent private placement based on the initial
public offering price of $13.00 per share; and

» assumes no exercise by the underwriters of their option to purchase 1,035,000 additional shares from Cytokinetics in this offering.

CYTOKINETICS, our logo used alone and with the mark CYTOKINETICS, and CYTOMETRIX are our registered service marks and
trademarks. Other service marks, trademarks and trade names referred to in this prospectus are the property of their respective owners.
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Summary Financial Data

The following table summarizes our financial data. The summary financial data for the years ended December 31, 2001, 2002 and 2003 are
derived from our audited financial statements included in this prospectus. You should read these data together with our financial statements and
related notes and the information under “Selected Financial Data” and “Management’s Discussion and Analysis of Financial Condition and Results
of Operations.” See Note 10 to our financial statements for information regarding pro forma common shares outstanding and pro forma net loss per

share.

Statement of Operations Data:
Revenues:

Research and development revenues from related

party

Research and development and grant revenues

License revenues from related party

Operating expenses:
Research and development (1)
General and administrative (1)
Total operating expenses

Loss from operations
Interest and other income (expense), net

Net loss

Net loss per share:
Basic and diluted

Pro forma net loss per share:
Basic and diluted (unaudited) (2)

Weighted-average number of shares used in pro forma per

share calculation:
Basic and diluted (unaudited) (2)

(1) Includes non-cash stock-based compensation.

Years Ended December 31,

Cumulative Period
from August 5, 1997
(date of Inception)
to December 31,

2001 2002 2003 2003
(in thousands, except for per share data)
$ 6,764 $ 8,470 $ 7,703 $ 22,937
302 126 74 502
1,400 2,800 2,800 7,000
8,466 11,396 10,577 30,439
20,961 28,424 34,004 100,817
5,897 6,953 9,163 28,136
26,858 35,377 43,167 128,953
(18,392) (23,981) (32,590) (98,514)
2,518 901 (95) 4,440
$(15,874) $(23,080) $(32,685) $ (94,074)
$ (11.18) $ (13.25) $ (17.10)
$ (1.81)
18,025

(2) Gives effect to the conversion of all outstanding shares of preferred stock into 17,099,624 shares of our common stock effective upon the
closing of this offering. See Note 10 to our financial statements.
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As of December 31, 2003

Pro Forma,
Actual Pro Forma As Adjusted
(in thousands)
Balance Sheet Data:
Cash, cash equivalents, short-term and long-term investments $ 43,045 $ 43,045 $131,590
Restricted cash 7,199 7,199 7,199
Working capital(1) 27,619 27,619 116,164
Total assets 62,873 62,873 151,418
Long-term portion of equipment financing lines 8,075 8,075 8,075
Convertible preferred stock 133,172 — —
Deficit accumulated during the development stage (94,074) (94,074) (94,074)
Total stockholders’ (deficit) equity (92,031) 41,141 129,686

The table above presents summary balance sheet data on an actual basis, on a pro forma basis and on a pro forma as adjusted basis. The pro
forma numbers reflect the conversion of all of our preferred stock into an aggregate of 17,099,624 shares of our common stock immediately upon
the closing of this offering and the pro forma as adjusted numbers reflect the sale of 538,461 shares of our common stock to an affiliate of GSK
based on the initial offering price of $13.00 per share and the sale of 6,900,000 shares of our common stock at the initial public offering price of
$13.00 per share, after deducting estimated underwriting discounts and commissions and estimated offering expenses payable by us.

(1) Represents current assets less current liabilities.
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RISK FACTORS

Investing in our common stock involves a high degree of risk. You should carefully consider the risks described below with all of the other
information included in this prospectus before making an investment decision. If any of the possible adverse events described below actually
occurs, our business, results of operations or financial condition would likely suffer. In such an event, the market price of our common stock could
decline and you could lose all or part of your investment in our common stock.

Risks Related to Our Business

Our initial drug candidates are in the early stages of clinical testing and we have a history of significant losses and may not achieve or
sustain profitability and, as a result, you may lose all or part of your investment.

Our initial drug candidates are in the early stages of clinical testing and we must conduct significant additional clinical trials before we can
seek the regulatory approvals necessary to begin commercial sales of our drugs. We have incurred operating losses in each year since our
inception in 1997 due to costs incurred in connection with our research and development activities and general and administrative costs
associated with our operations. Our net loss for the fiscal years ended December 31, 2003, 2002 and 2001 was $32.7 million, $23.1 million and
$15.9 million, respectively. As of December 31, 2003, we had an accumulated deficit of $94.1 million. We expect to incur increasing losses for
several years, as we continue our research activities and conduct development of, and seek regulatory approvals for, our initial drug candidates,
and commercialize any approved drugs. If our initial drug candidates fail in clinical trials or do not gain regulatory approval, or if our drugs do not
achieve market acceptance, we will not be profitable. If we fail to become and remain profitable, or if we are unable to fund our continuing losses,
you could lose all or part of your investment.

We have never generated, and may never generate, revenues from commercial sales of our drugs and we may not have drugs to market
for several years, if ever.

We currently have no drugs for sale and we cannot guarantee that we will ever have marketable drugs. We must demonstrate that our drug
candidates satisfy rigorous standards of safety and efficacy before the FDA and other regulatory authorities in the United States and abroad. We
and our partners will need to conduct significant additional research, preclinical testing and clinical testing, before we or our partners can file
applications with the FDA for approval of our drug candidates. In addition, to compete effectively, our drugs must be easy to use, cost-effective
and economical to manufacture on a commercial scale. We may not achieve any of these objectives. SB-715992, our most advanced drug
candidate for the treatment of cancer, is currently our only drug candidate in clinical trials and we cannot be certain that the clinical development of
this or any other drug candidate in preclinical testing or clinical development will be successful, that it will receive the regulatory approvals required
to commercialize it, or that any of our other research programs will yield a drug candidate suitable for entry into clinical trials. Our commercial
revenues, if any, will be derived from sales of drugs that we do not expect to be commercially available for several years, if at all. We expect that
SB-743921, our other cancer drug candidate, will enter Phase | clinical trials in early 2004. Because SB-743921 has a similar mechanism of action
as SB-715992, the development of one or both of these drug candidates may be discontinued at any stage of our clinical trials programs and we
may not generate revenue from either of these drug candidates.

We have funded all of our operations and capital expenditures with proceeds from private placements of our securities and strategic alliances
with GSK and others. We expect that the net proceeds of this offering, together with our existing cash resources, future payments from GSK and
AstraZeneca, proceeds from equipment financings, and interest earned on investments will be
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sufficient to meet our projected operating requirements for at least the next 24 months. For the year ended December 31, 2003, our cash outflow to
fund operations was approximately $30.5 million. To meet our future cash requirements, we may raise funds through public or private equity
offerings, debt financings or strategic alliances. To the extent that we raise additional funds by issuing equity securities, our stockholders may
experience additional dilution. To the extent that we raise additional funds through debt financing, if available, this may involve covenants that
restrict our business activities. To the extent that we raise additional funds through strategic alliance and licensing arrangements, we will likely
have to relinquish valuable rights to our technologies, research programs or drug candidates, or grant licenses on terms that may not be favorable
to us.

Clinical trials may fail to demonstrate the safety and efficacy of our drug candidates, which could prevent or significantly delay
completion of clinical development and regulatory approval.

Prior to receiving approval to commercialize any of our drug candidates, we must demonstrate with substantial evidence from well-controlled
clinical trials, and to the satisfaction of the FDA and other regulatory authorities in the United States and abroad, that such drug candidate is both
safe and effective. We will need to demonstrate efficacy for the treatment of specific indications and monitor safety throughout the clinical
development process. To date, long-term safety and efficacy have not yet been demonstrated in clinical trials for any of our drug candidates.
Through our strategic alliance, GSK is currently conducting a Phase Il clinical trial to test the safety and efficacy of SB-715992 in non-small cell
lung cancer. Additional Phase Il and Phase Ib clinical trials for SB-715992 and Phase | clinical trials for SB-743921 are scheduled to begin
throughout 2004. If these trials or future clinical trials are unsuccessful, our business and reputation would be harmed and our stock price would be
negatively affected.

All of our drug candidates are prone to the risks of failure inherent in drug development. The results of preclinical studies and early-stage
clinical trials of our drug candidates do not necessarily predict the results of later-stage clinical trials. Drug candidates in later-stage clinical trials
may fail to show desired safety and efficacy traits despite having progressed through initial clinical trials. Even if we believe the data collected
from clinical trials of our drug candidates are promising, such data may not be sufficient to support approval by the FDA or any other United States
or foreign regulatory approval. Preclinical and clinical data can be interpreted in different ways. Accordingly, FDA officials could interpret the data
in different ways than we or our partners do, which could delay, limit or prevent regulatory approval. Administering any of our drug candidates to
humans may produce undesirable side effects. These side effects could interrupt, delay or halt clinical trials of our drug candidates and could
result in the FDA or other regulatory authorities denying approval of our drug candidates for any or all targeted indications. The FDA, other
regulatory authorities, our partners or we may suspend or terminate clinical trials at any time. Any failure or significant delay in completing clinical
trials for our drug candidates, or in receiving regulatory approval for the sale of any drugs resulting from our drug candidates, may severely harm
our business and reputation.

Clinical trials are expensive, time consuming and subject to delay.

Clinical trials are very expensive and difficult to design and implement, especially in the cancer and congestive heart failure indications that
we are pursuing, in part because they are subject to rigorous requirements. The clinical trial process is also time consuming. According to industry
sources, the entire drug development and testing process takes on average 12 to 15 years. According to industry studies, the fully capitalized
resource cost of new drug development is approximately $800 million, however, individual trials and individual drug candidates may incur a range
of costs above or below this average. We estimate that clinical trials of our most advanced drug candidates will continue for several years, but
may take significantly longer to complete. The
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commencement and completion of our clinical trials could be delayed or prevented by several factors, including:

« delays in obtaining regulatory approvals to commence a study;

« delays in identifying and reaching agreement on acceptable terms with prospective clinical trial sites;
» slower than expected rates of patient recruitment and enroliment;

* lack of effectiveness during clinical trials;

* unforeseen safety issues;

* uncertain dosing issues;

« inability to monitor patients adequately during or after treatment; and

* inability or unwillingness of medical investigators to follow our clinical protocols.

We do not know whether planned clinical trials will begin on time, will need to be restructured or will be completed on schedule, if at all.
Significant delays in clinical trials will impede our ability to commercialize our drug candidates and generate revenue and could significantly
increase our development costs.

We depend on GSK for the conduct, completion and funding of the clinical development and commercialization of our current drug
candidates for the treatment of cancer.

Under our strategic alliance with GSK, GSK is currently responsible for the clinical development and regulatory approval of SB-715992 and
SB-743921. GSK is responsible for filing applications with the FDA or other regulatory authorities for approval of these drug candidates, and will be
the owner of any marketing approvals issued by the FDA or other regulatory authorities. If the FDA or other regulatory authorities approve these
drug candidates, GSK will also be responsible for the marketing and sale of these drugs. Because GSK is responsible for these functions, we
cannot control whether GSK will devote sufficient attention and resources to the clinical trials program or will proceed in an expeditious manner.
Under certain circumstances, GSK has discretion to elect whether to pursue the development of our drug candidates or to abandon the clinical
trials program, and, after June 20, 2006, GSK may terminate our strategic alliance for any reason upon six months prior notice. Disputes may arise
between us and GSK, which may delay or cause termination of the clinical trials program, result in significant litigation or arbitration, or cause GSK
to act in a manner that is not in our best interest. If development of our drug candidates does not progress for these or any other reasons, we
would not receive further milestone payments from GSK. Even if the FDA or other regulatory agencies approve one or more of our drug
candidates, GSK may elect not to proceed with the commercialization of such drugs, or may elect to pursue commercialization of one drug but not
others. In such event, we would have to undertake and fund the clinical development of our drug candidates or commercialization of our drugs,
seek a new partner for clinical development or commercialization, or curtail or abandon the clinical development or commercialization programs. If
we were unable to do so on acceptable terms, or at all, our business would be harmed, and the price of our common stock would be negatively
affected.

If we fail to enter into and maintain successful strategic alliances for our drug candidates, we may have to reduce or delay our drug
candidate development or increase our expenditures.

Our strategy for developing, manufacturing and commercializing in certain therapeutic areas currently requires us to enter into and
successfully maintain strategic alliances with pharmaceutical companies or other industry participants to advance our programs and reduce our
expenditures on each program. We have formed a strategic alliance with GSK with respect to SB-715992, SB-743921 and certain other research
activities. However, we may not be able to negotiate additional strategic alliances on acceptable terms, if at all. If we are not able to maintain our
existing strategic alliances or establish and maintain additional strategic alliances, we may have to limit the size or scope of, or
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delay, one or more of our drug development programs or research programs or undertake and fund these programs ourselves. If we elect to
increase our expenditures to fund drug development programs or research programs on our own, we will need to obtain additional capital, which
may not be available on acceptable terms, or at all.

The success of our strategic alliances depends in part on the performance of our partners, over which we have little or no control.

Our ability to commercialize drugs that we develop with our partners and generate royalties from product sales depends on our partners’
abilities to assist us in establishing the safety and efficacy of our drug candidates, obtaining and maintaining regulatory approvals and achieving
market acceptance of the drugs once commercialized. Our partners may elect to delay or terminate development of one or more drug candidates,
independently develop drugs that could compete with ours, or fail to commit sufficient resources to the marketing and distribution of drugs
developed through their strategic alliances with us. If our partners fail to perform as we expect, our potential for revenue from drugs developed
through our strategic alliances with them could be dramatically reduced.

Our focus on the discovery of drug candidates directed against specific proteins and pathways within the cytoskeleton is unproven, and
we do not know whether we will be able to develop any drug candidates of commercial value.

Our focus on drug discovery and development directed at the cytoskeleton is novel and unique to us. While a number of commonly used
drugs and a growing body of research validate the importance of the cytoskeleton in the origin and progression of a number of diseases, no
existing drugs specifically and directly interact with the cytoskeletal proteins and pathways that our drug candidates seek to modulate. As a result,
we cannot be certain that our drug candidates will appropriately modulate targeted cytoskeletal proteins and pathways or produce commercially
viable drugs that safely and effectively treat cancer, congestive heart failure and potentially other diseases. In addition, if we are successful in
developing and receiving regulatory approval for a commercially viable drug for the treatment of one disease focused to the cytoskeleton, we
cannot be certain that we will also be able to develop and receive regulatory approval for drug candidates for the treatment of other forms of that
disease or other diseases. If we or our partners fail to develop and commercialize viable drugs, we will not achieve commercial success.

Our proprietary rights may not adequately protect our technologies and drug candidates.

Our commercial success will depend in part on obtaining and maintaining patent protection and trade secret protection of our technologies and
drug candidates as well as successfully defending these patents against third-party challenges. We will only be able to protect our technologies
and drug candidates from unauthorized use by third parties to the extent that valid and enforceable patents or trade secrets cover them.
Furthermore, the degree of future protection of our proprietary rights is uncertain because legal means afford only limited protection and may not
adequately protect our rights or permit us to gain or keep our competitive advantage.

The patent positions of life sciences companies can be highly uncertain and involve complex legal and factual questions for which important
legal principles remain unresolved. No consistent policy regarding the breadth of claims allowed in such companies’ patents has emerged to date
in the United States. The patent situation outside the United States is even more uncertain. Changes in either the patent laws or in interpretations
of patent laws in the United States or other countries may diminish the value of our intellectual property. Accordingly, we cannot predict the
breadth of claims that may be allowed or enforced in our patents or in third-party patents. For example:

* we or our licensors might not have been the first to make the inventions covered by each of our pending patent applications and issued
patents;
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« we or our licensors might not have been the first to file patent applications for these inventions;
+ others may independently develop similar or alternative technologies or duplicate any of our technologies;
« it is possible that none of our pending patent applications or the pending patent applications of our licensors will result in issued patents;

* our issued patents and issued patents of our licensors may not provide a basis for commercially viable drugs, or may not provide us with
any competitive advantages, or may be challenged and invalidated by third parties;

» we may not develop additional proprietary technologies or drug candidates that are patentable; or

» the patents of others may have an adverse effect on our business.

We also rely on trade secrets to protect our technology, especially where we do not believe patent protection is appropriate or obtainable.
However, trade secrets are difficult to protect. While we use reasonable efforts to protect our trade secrets, our or our strategic partners’
employees, consultants, contractors, or scientific and other advisors may unintentionally or willfully disclose our information to competitors. If we
were to enforce a claim that a third party had illegally obtained and was using our trade secrets, it would be expensive and time consuming, and
the outcome would be unpredictable. In addition, courts outside the United States are sometimes less willing to protect trade secrets. Moreover, if
our competitors may independently develop equivalent knowledge, methods and know-how, it will be more difficult for us to enforce our patent
rights and our business could be harmed.

If we are not able to defend the patent or trade secret protection position of our technologies and drug candidates, then we will not be able to
exclude competitors from developing or marketing competing drugs, and we may not generate enough revenue from product sales to justify the
cost of development of our drugs and to achieve or maintain profitability.

If we are sued for infringing intellectual property rights of third parties, such litigation will be costly and time consuming, and an
unfavorable outcome would have a significant adverse effect on our business.

Our ability to commercialize drugs depends on our ability to sell such drugs without infringing the patents or other proprietary rights of third
parties. Numerous United States and foreign issued patents and pending applications, which are owned by third parties, exist in the areas that we
are exploring. In addition, because patent applications can take several years to issue, there may be currently pending applications, unknown to
us, which may later result in issued patents that our drug candidates may infringe. There could also be existing patents of which we are not aware
that our drug candidates may inadvertently infringe.

In particular, we are aware of an issued United States patent and at least one pending United States patent application assigned to Curis, Inc.
relating to certain compounds in the quinazolinone class. SB-715992 falls into this class of compounds. The Curis patent claims a method of use
for inhibiting signaling by what is called the hedgehog pathway using certain such compounds. We are also aware that Curis has pending
applications in Europe, Japan, Australia and Canada with claims covering compositions of certain quinazolinone compounds. Curis or a third party
may assert that the sale of SB-715992 may infringe one or more of these or other patents. We believe that we have valid defenses against an
assertion that SB-715992 infringes the Curis patent. However, we cannot guarantee that a court would find such defenses valid. We have not
attempted to obtain a license to this patent. If we decide to obtain a license to this patent, we cannot guarantee that we would be able to obtain
such a license on commercially reasonable terms, or at all.
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In addition, we are aware of various issued United States patents and pending United States and foreign patent applications assigned to
Cellomics, Inc. relating to an automated method for analyzing cells. One of these applications is proceeding to grant in Europe. Cellomics or a
third party may assert that our Cytometrix technologies fall within the scope of and thus, infringe, one or more of these patents. We have received
a letter from Cellomics notifying us that Cellomics believes we may be practising one or more of their patents and that Cellomics offers a use
license for such patents through its licensing program. We believe that we have valid defenses to such an assertion. Moreover, the grant of the
European patent may be opposed by one or more parties. However, we cannot guarantee that a court would find such defenses valid or that such
opposition would be successful. If we decide to obtain a license to these patents, we cannot guarantee that we would be able to obtain such a
license on commercially reasonable terms, or at all.

If a third party claims that we infringe on their patents or other proprietary rights, we could face a number of issues that could seriously harm
our competitive position, including:

« infringement and other intellectual property claims which, with or without merit, can be costly and time consuming to litigate and can delay
the regulatory approval process and divert management’s attention from our core business strategy;

* substantial damages for past infringement which we may have to pay if a court determines that our drugs or technologies infringe upon a
competitor's patent or other proprietary rights;

+ a court prohibiting us from selling or licensing our drugs or technologies unless the holder licenses the patent or other proprietary rights to
us, which it is not required to do; and

« if a license is available from a holder, we may have to pay substantial royalties or grant cross licenses to our patents or other proprietary
rights.

To the extent we elect to fund the development of a drug candidate or the commercialization of a drug at our expense, we will need
substantial additional funding.

The discovery, development and commercialization of novel small molecule drugs focused on the cytoskeleton for the treatment of a wide
array of diseases is costly. As a result, to the extent we elect to fund the development of a drug candidate or the commercialization of a drug at
our expense, we will need to raise additional capital to:

+ expand our research and development and technologies;

» fund clinical trials and seek regulatory approvals;

* build or access manufacturing and commercialization capabilities;

+ implement additional internal systems and infrastructure;

* maintain, defend and expand the scope of our intellectual property; and

* hire additional management and scientific personnel.

Our future funding requirements will depend on many factors, including:

* the rate of progress and cost of our clinical trials and other research and development activities;
» the costs associated with establishing manufacturing and commercialization capabilities;

* the costs of filing, prosecuting, defending and enforcing any patent claims and other intellectual property rights;
* the costs and timing of seeking and obtaining regulatory approvals;

* the costs of acquiring or investing in businesses, products and technologies;
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« the effect of competing technological and market developments; and

+ the payment and other terms and timing of any strategic alliance, licensing or other arrangements that we may establish.

Until we can generate a sufficient amount of product revenue to finance our cash requirements, which we may never do, we expect to finance
future cash needs primarily through public or private equity offerings, debt financings or strategic alliances. We cannot be certain that additional
funding will be available on acceptable terms, or at all. If we are not able to secure additional funding when needed, we may have to delay, reduce
the scope of or eliminate one or more of our clinical trials or research and development programs or future commercialization initiatives.

We currently have no marketing or sales staff, and if we are unable to enter into or maintain strategic alliances with marketing partners
or if we are unable to develop our own sales and marketing capabilities, we may not be successful in commercializing our potential
drugs.

We currently have no sales, marketing or distribution capabilities. To commercialize our drugs that we determine not to market on our own, we
will depend on strategic alliances with third parties, such as GSK, which have established distribution systems and direct sales forces. If we are
unable to enter into such arrangements on acceptable terms, we may not be able to successfully commercialize such drugs.

We plan to commercialize drugs on our own, with or without a partner, that can be effectively marketed and sold in concentrated markets that
do not require a large sales force to be competitive. To achieve this goal, we will need to establish our own specialized sales force and marketing
organization with technical expertise and with supporting distribution capabilities. Developing such an organization is expensive and time
consuming and could delay a product launch. In addition, we may not be able to develop this capacity efficiently, or at all, which could make us
unable to commercialize our drugs.

To the extent that we are not successful in commercializing any drugs ourselves or through a strategic alliance, our product revenues will
suffer, we will incur significant additional losses and the price of our common stock will be negatively affected.

We have no manufacturing capacity, depend on a single manufacturer to produce our clinical trial drug supplies, and anticipate
continued reliance on third-party manufacturers for the development and commercialization of our potential drugs.

We do not currently operate manufacturing facilities for clinical or commercial production of our drug candidates under development. We have
no experience in drug formulation or manufacturing, and we lack the resources and the capabilities to manufacture any of our drug candidates on a
clinical or commercial scale. As a result, we currently rely on a single contract manufacturer to supply, store and distribute drug supplies for our
clinical trials and anticipate future reliance on a limited number of third-party manufacturers until we are able to expand our operations to include
manufacturing capacities. Any performance failure on the part of our existing or future manufacturers could delay clinical development or regulatory
approval of our drug candidates or commercialization of our drugs, producing additional losses and depriving us of potential product revenues.

Our drug candidates require precise, high quality manufacturing. Our failure or our contract manufacturer’s failure to achieve and maintain high
manufacturing standards, including the incidence of manufacturing errors, could result in patient injury or death, product recalls or withdrawals,
delays or failures in product testing or delivery, cost overruns or other problems that could seriously hurt our business. Contract manufacturers
often encounter difficulties involving production yields, quality control and quality assurance, as well as shortages of qualified personnel. These
manufacturers are subject to ongoing periodic unannounced inspection by the FDA, the United States Drug Enforcement Agency, or DEA, and
corresponding state agencies to ensure strict compliance with
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current Good Manufacturing Practice, or GMP, and other applicable government regulations and corresponding foreign standards; however, we do
not have control over third-party manufacturers’ compliance with these regulations and standards. If one of our manufacturers fails to maintain
compliance, the production of our drug candidates could be interrupted, resulting in delays, additional costs and potentially lost revenues.
Additionally, our third-party manufacturer must pass a preapproval inspection before we can obtain marketing approval for any of our drug
candidates in development.

If the FDA or other regulatory agencies approve any of our drug candidates for commercial sale, we will need to manufacture them in larger
quantities. To date, our drug candidates have been manufactured in small quantities for preclinical testing and clinical trials and we may not be
able to successfully increase the manufacturing capacity, whether in collaboration with third-party manufacturers or on our own, for any of our drug
candidates in a timely or economic manner, or at all. Significant scale-up of manufacturing may require additional validation studies, which the
FDA must review and approve. If we are unable to successfully increase the manufacturing capacity for a drug candidate, the regulatory approval
or commercial launch of any related drugs may be delayed or there may be a shortage in supply. Even if any third-party manufacturer makes
improvements in the manufacturing process for our drug candidates, we may not own, or may have to share, the intellectual property rights to such
innovation.

In addition, our existing and future contract manufacturers may not perform as agreed or may not remain in the contract manufacturing
business for the time required to successfully produce, store and distribute our drug candidates. We currently rely on a single third-party
manufacturer as the sole supply source for our drug candidates. In the event of a natural disaster, business failure, strike or other difficulty, we
may be unable to replace such third-party manufacturer in a timely manner and the production of our drug candidates would be interrupted,
resulting in delays and additional costs.

Switching manufacturers may be difficult because the number of potential manufacturers is limited and the FDA must approve any
replacement manufacturer prior to manufacturing our drug candidates. Such approval would require new testing and compliance inspections. In
addition, a new manufacturer would have to be educated in, or develop substantially equivalent processes for, production of our drug candidates
after receipt of FDA approval. It may be difficult or impossible for us to find a replacement manufacturer on acceptable terms quickly, or at all.

We expect to expand our development, clinical research and marketing capabilities, and as a result, we may encounter difficulties in
managing our growth, which could disrupt our operations.

We expect to have significant growth in expenditures, the number of our employees and the scope of our operations, in particular with respect
to those drug candidates that we elect to commercialize independently or together with a partner. To manage our anticipated future growth, we
must continue to implement and improve our managerial, operational and financial systems, expand our facilities and continue to recruit and train
additional qualified personnel. Due to our limited resources, we may not be able to effectively manage the expansion of our operations or recruit
and train additional qualified personnel. The physical expansion of our operations may lead to significant costs and may divert our management
and business development resources. Any inability to manage growth could delay the execution of our business plans or disrupt our operations.

The failure to attract and retain skilled personnel could impair our drug development and commercialization efforts.
Our performance is substantially dependent on the performance of our senior management and key scientific and technical personnel,
particularly James H. Sabry, M.D., Ph.D., our President and Chief Executive Officer and Robert |. Blum, our Executive Vice President, Corporate

Development
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and Finance and Chief Financial Officer. Our employment agreements with these individuals and our other personnel are terminable at will with
short or no notice. We carry key person life insurance on James H. Sabry, M.D., Ph.D. The loss of the services of any member of our senior
management, scientific or technical staff may significantly delay or prevent the achievement of drug development and other business objectives
by diverting management’s attention to transition matters and identification of suitable replacements, and could have a material adverse effect on
our business, operating results and financial condition. We also rely on consultants and advisors to assist us in formulating our research and
development strategy. All of our consultants and advisors are either self-employed or employed by other organizations, and they may have
conflicts of interest or other commitments, such as consulting or advisory contracts with other organizations, that may affect their ability to
contribute to us.

In addition, we believe that we will need to recruit additional executive management and scientific and technical personnel. There is currently
intense competition for skilled executives and employees with relevant scientific and technical expertise, and this competition is likely to continue.
The inability to attract and retain sufficient scientific, technical and managerial personnel could limit or delay our product development efforts,
which would adversely affect the development of our drug candidates and commercialization of our potential drugs and growth of our business.

Risks Related to Our Industry

Our competitors may develop drugs that are less expensive, safer, or more effective, which may diminish or eliminate the commercial
success of any drugs that we may commercialize.

We compete with companies that are developing drug candidates that focus on the cytoskeleton, as well as companies that have developed
drugs or are developing alternative drug candidates for cancer and cardiovascular and infectious diseases. For example, with respect to cancer,
Bristol-Myers Squibb’s Taxol, Aventis Pharmaceuticals Inc.’s Taxotere, and generic equivalents of Taxol are currently available on the market and
commonly used in cancer treatment. Furthermore, we are aware that Merck & Co., Inc. and Bristol-Myers Squibb are conducting KSP-directed
research. In addition, Bristol-Myers Squibb, Novartis and other pharmaceutical and biopharmaceutical companies are developing other approaches
to inhibiting mitosis. With respect to congestive heart failure, we are aware of a potentially competitive approach being developed by Orion in
collaboration with Abbott Laboratories.

Our competitors may:

+ develop drug candidates and market drugs that are less expensive or more effective than our future drugs;

» commercialize competing drugs before we or our partners can launch any drugs developed from our drug candidates;
* initiate or withstand substantial price competition more successfully than we can;

+ have greater success in recruiting skilled scientific workers from the limited pool of available talent;

» more effectively negotiate third-party licenses and strategic alliances; and

» take advantage of acquisition or other opportunities more readily than we can.

We will compete for market share against large pharmaceutical and biotechnology companies and smaller companies that are collaborating
with larger pharmaceutical companies, new companies, academic institutions, government agencies and other public and private research
organizations. Many of these competitors, either alone or together with their partners, may develop new drug candidates that will compete with
ours, as these competitors may, and in certain cases do, operate
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larger research and development programs or have substantially greater financial resources than we do. Our competitors may also have
significantly greater experience in:

* developing drug candidates;

« undertaking preclinical testing and clinical trials;

* building relationships with key customers and opinion-leading physicians;

+ obtaining and maintaining FDA and other regulatory approvals of drug candidates;

» formulating and manufacturing drugs; and

* launching, marketing and selling drugs.

If our competitors market drugs that are less expensive, safer or more effective than our potential drugs, or that reach the market sooner than
our potential drugs, we may not achieve commercial success. In addition, the life sciences industry is characterized by rapid technological
change. Because our research approach integrates many technologies, it may be difficult for us to stay abreast of the rapid changes in each
technology. If we fail to stay at the forefront of technological change we may be unable to compete effectively. Our competitors may render our
technologies obsolete by advances in existing technological approaches or the development of new or different approaches, potentially eliminating
the advantages in our drug discovery process that we believe we derive from our research approach and proprietary technologies.

The regulatory approval process is expensive, time consuming and uncertain and may prevent our partners or us from obtaining
approvals for the commercialization of some or all of our drug candidates.

The research, testing, manufacturing, selling and marketing of drug candidates are subject to extensive regulation by the FDA and other
regulatory authorities in the United States and other countries, which regulations differ from country to country. Neither we nor our partners are
permitted to market our potential drugs in the United States until we receive approval of a NDA from the FDA. Neither we nor our partners have
received marketing approval for any of our drug candidates. Obtaining a NDA can be a lengthy, expensive and uncertain process. In addition,
failure to comply with the FDA and other applicable foreign and United States regulatory requirements may subject us to administrative or judicially
imposed sanctions. These include warning letters, civil and criminal penalties, injunctions, product seizure or detention, product recalls, total or
partial suspension of production, and refusal to approve pending NDAs, or supplements to approved NDAs.

Regulatory approval of a NDA or NDA supplement is never guaranteed, and the approval process typically takes several years and is
extremely expensive. The FDA also has substantial discretion in the drug approval process. Despite the time and expense exerted, failure can
occur at any stage, and we could encounter problems that cause us to abandon clinical trials or to repeat or perform additional preclinical testing
and clinical trials. The number of preclinical studies and clinical trials that will be required for FDA approval varies depending on the drug
candidate, the disease or condition that the drug candidate is designed to address, and the regulations applicable to any particular drug candidate.
The FDA can delay, limit or deny approval of a drug candidate for many reasons, including:

+ a drug candidate may not be safe or effective;

* FDA officials may not find the data from preclinical testing and clinical trials sufficient;

+ the FDA might not approve our or our third-party manufacturer's processes or facilities; or

» the FDA may change its approval policies or adopt new regulations.
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If we or our partners receive regulatory approval for our drug candidates, we will also be subject to ongoing FDA obligations and
continued regulatory review, such as continued safety reporting requirements, and we may also be subject to additional FDA post-
marketing obligations, all of which may result in significant expense and limit our ability to commercialize our potential drugs.

Any regulatory approvals that we or our partners receive for our drug candidates may also be subject to limitations on the indicated uses for
which the drug may be marketed or contain requirements for potentially costly post-marketing follow-up studies. In addition, if the FDA approves
any of our drug candidates, the labeling, packaging, adverse event reporting, storage, advertising, promotion and record-keeping for the drug will be
subject to extensive regulatory requirements. The subsequent discovery of previously unknown problems with the drug, including adverse events
of unanticipated severity or frequency, may result in restrictions on the marketing of the drug, and could include withdrawal of the drug from the
market.

The FDA'’s policies may change and additional government regulations may be enacted that could prevent or delay regulatory approval of our
drug candidates. We cannot predict the likelihood, nature or extent of adverse government regulation that may arise from future legislation or
administrative action, either in the United States or abroad. If we are not able to maintain regulatory compliance, we might not be permitted to
market our drugs and our business could suffer.

If physicians and patients do not accept our drugs, we may be unable to generate significant revenue, if any.

Even if our drug candidates obtain regulatory approval, resulting drugs, if any, may not gain market acceptance among physicians, healthcare
payors, patients and the medical community. Even if the clinical safety and efficacy of drugs developed from our drug candidates are established,
physicians may elect not to recommend these drugs for a variety of reasons including:

« timing of market introduction of competitive drugs;

» demonstration of clinical safety and efficacy;

« cost-effectiveness;

+ availability of reimbursement from health maintenance organizations and other third-party payors;
+ convenience and ease of administration;

* prevalence and severity of adverse side effects;

« other potential advantages over alternative treatment methods; and

» marketing and distribution support.

If our drugs fail to achieve market acceptance, we may not be able to generate significant revenue and our business would suffer.

The coverage and reimbursement status of newly approved drugs is uncertain and failure to obtain adequate coverage and
reimbursement could limit our ability to market any drugs we may develop and decrease our ability to generate revenue.

There is significant uncertainty related to the coverage and reimbursement of newly approved drugs. The commercial success of our potential
drugs in both domestic and international markets is substantially dependent on whether third-party coverage and reimbursement is available for the
ordering of our potential drugs by the medical profession for use by their patients. Medicare, Medicaid, health maintenance organizations and other
third-party payors are increasingly attempting to contain healthcare costs by limiting both coverage and the level of reimbursement of new drugs,
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and, as a result, they may not cover or provide adequate payment for our potential drugs. They may not view our potential drugs as cost-effective
and reimbursement may not be available to consumers or may not be sufficient to allow our potential drugs to be marketed on a competitive basis.
Likewise, legislative or regulatory efforts to control or reduce healthcare costs or reform government healthcare programs could result in lower
prices or rejection of our potential drugs. Changes in coverage and reimbursement policies or healthcare cost containment initiatives that limit or
restrict reimbursement for our drugs may cause our revenue to decline.

We may be subject to costly product liability claims and may not be able to obtain adequate insurance.

Because we conduct clinical trials in humans, we face the risk that the use of our drug candidates will result in adverse effects. We currently
maintain product liability insurance in the amount of $10.0 million with a $5,000 deductible per occurrence, however, such liability insurance
excludes coverage of liability resulting from clinical trials. We cannot predict the possible harms or side effects that may result from our clinical
trials. We may not have sufficient resources to pay for any liabilities resulting from a claim excluded from, or beyond the limit of, our insurance
coverage.

In addition, once we have commercially launched drugs based on our drug candidates, we will face exposure to product liability claims. This
risk exists even with respect to those drugs that are approved for commercial sale by the FDA and manufactured in facilities licensed and
regulated by the FDA. We intend to secure limited product liability insurance coverage, but may not be able to obtain such insurance on
acceptable terms with adequate coverage, or at reasonable costs. There is also a risk that third parties that we have agreed to indemnify could
incur liability. Even if we were ultimately successful in product liability litigation, the litigation would consume substantial amounts of our financial
and managerial resources and may create adverse publicity, all of which would impair our ability to generate sales of the litigated product as well
as our other potential drugs. Moreover, product recalls may be issued at our discretion or at the direction of the FDA, other governmental agencies
or other companies having regulatory control for drug sales. If product recalls occur, such recalls are generally expensive and often have an
adverse effect on the image of the drugs being recalled as well as the reputation of the drug’s developer or manufacturer.

We may be subject to damages resulting from claims that our employees or we have wrongfully used or disclosed alleged trade secrets
of their former employers.

Many of our employees were previously employed at universities or other biotechnology or pharmaceutical companies, including our
competitors or potential competitors. Although no claims against us are currently pending, we may be subject to claims that these employees or
we have inadvertently or otherwise used or disclosed trade secrets or other proprietary information of their former employers. Litigation may be
necessary to defend against these claims. If we fail in defending such claims, in addition to paying monetary damages, we may lose valuable
intellectual property rights or personnel. A loss of key research personnel or their work product could hamper or prevent our ability to
commercialize certain potential drugs, which could severely harm our business. Even if we are successful in defending against these claims,
litigation could result in substantial costs and be a distraction to management.

We use hazardous chemicals and radioactive and biological materials in our business. Any claims relating to improper handling,
storage or disposal of these materials could be time consuming and costly.

Our research and development processes involve the controlled use of hazardous materials, including chemicals, radioactive and biological
materials. Our operations produce hazardous waste products. We cannot eliminate the risk of accidental contamination or discharge and any
resultant injury from those materials. Federal, state and local laws and regulations govern the use, manufacture, storage, handling and disposal of
hazardous materials. We may be sued for any injury
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or contamination that results from our use or the use by third parties of these materials. Compliance with environmental laws and regulations may
be expensive, and current or future environmental regulations may impair our research, development and production efforts.

In addition, our partners may use hazardous materials in connection with our strategic alliances. To our knowledge, their work is performed in
accordance with applicable biosafety regulations. In the event of a lawsuit or investigation, however, we could be held responsible for any injury
caused to persons or property by exposure to, or release of, these hazardous materials used by these parties. Further, we may be required to
indemnify our partners against all damages and other liabilities arising out of our development activities or drugs produced in connection with these
strategic alliances.

Our facilities in California are located near an earthquake fault, and an earthquake or other types of natural disasters or resource
shortages could disrupt our operations and adversely affect results.

Important documents and records, such as hard copies of our laboratory books and records for our drug candidates and compounds, are
located in our corporate headquarters at a single location in South San Francisco, California near active earthquake zones. In the event of a
natural disaster, such as an earthquake, drought or flood, or localized extended outages of critical utilities or transportation systems, we do not
have a formal business continuity or disaster recovery plan, and could therefore experience a significant business interruption. In addition,
California from time to time has experienced shortages of water, electric power and natural gas. Future shortages and conservation measures
could disrupt our operations and cause expense, thus adversely affecting our business and financial results.

Risks Related To Our Common Stock and This Offering

We expect that our stock price will fluctuate significantly, and you may not be able to resell your shares at or above the initial public
offering price.

Prior to this offering, you could not buy or sell our common stock publicly. An active public market for our common stock may not develop or
be sustained after this offering. We will negotiate and determine the initial public offering price with the representatives of the underwriters based
on several factors. This price may vary from the market price of our common stock after this offering. You may be unable to sell your shares of
common stock at or above the initial offering price due to fluctuation in the market price of the common stock arising from changes in our
operating performance or prospects. In addition, the stock market, particularly in recent years, has experienced significant volatility particularly
with respect to pharmaceutical, biotechnology and other life sciences company stocks. The volatility of pharmaceutical, biotechnology and other
life sciences company stocks often does not relate to the operating performance of the companies represented by the stock. Factors that could
cause this volatility in the market price of our common stock include:

« results from and any delays in the clinical trials programs, including the clinical trials for SB-715992 and SB-743921, our drug candidates
for the treatment of cancer;

« failure or delays in entering additional drug candidates into clinical trials, including CK-1213296, our drug candidate for the treatment of
acute congestive heart failure;

« failure or discontinuation of any of our research programs;
« delays in establishing new strategic alliances;

» announcements concerning our strategic alliances with GSK or AstraZeneca or future strategic alliances;
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« delays in the development of our drug candidates and commercialization of our potential drugs by GSK or any future partners or otherwise;

» market conditions in the pharmaceutical and biotechnology sectors and issuance of new or changed securities analysts’ reports or
recommendations;

» actual and anticipated fluctuations in our quarterly financial and operating results;

+ developments or disputes conceming our intellectual property or other proprietary rights;

« introduction of technological innovations or new commercial products by us or our competitors;
* issues in manufacturing our drug candidates or drugs;

» market acceptance of our drugs;

« third-party healthcare reimbursement policies;

» FDA or other United States or foreign regulatory actions affecting us or our industry;

» litigation or public concern about the safety of our drug candidates or drugs; and

+ additions or departures of key personnel.

These and other external factors may cause the market price and demand for our common stock to fluctuate substantially, which may limit or
prevent investors from readily selling their shares of common stock and may otherwise negatively affect the liquidity of our common stock. In
addition, in the past, when the market price of a stock has been volatile, holders of that stock have instituted securities class action litigation
against the company that issued the stock. If any of our stockholders brought a lawsuit against us, we could incur substantial costs defending the
lawsuit. Such a lawsuit could also divert the time and attention of our management.

If the ownership of our common stock continues to be highly concentrated, it may prevent you and other stockholders from influencing
significant corporate decisions and may result in conflicts of interest that could cause our stock price to decline.

Our executive officers, directors and their affiliates will beneficially own or control approximately 37.8 percent of the outstanding shares of our
common stock (after giving effect to the conversion of all outstanding convertible preferred stock and the exercise of all outstanding vested and
unvested options and warrants), following the completion of this offering and the private placement. Accordingly, these executive officers, directors
and their affiliates, acting as a group, will have substantial influence over the outcome of corporate actions requiring stockholder approval,
including the election of directors, any merger, consolidation or sale of all or substantially all of our assets or any other significant corporate
transactions. These stockholders may also delay or prevent a change of control of us, even if such a change of control would benefit our other
stockholders. The significant concentration of stock ownership may adversely affect the trading price of our common stock due to investors’
perception that conflicts of interest may exist or arise.

Future sales of common stock by our existing stockholders may cause our stock price to fall.

The market price of our common stock could decline as a result of sales by our existing stockholders of shares of common stock in the
market after this offering, or the perception that these sales could occur. These sales might also make it more difficult for us to sell equity
securities at a time and price that we deem appropriate. The lock-up agreements delivered by our executive officers and directors and substantially
all of our stockholders and optionholders provide that Goldman, Sachs & Co., in its sole discretion, may release those parties, at any time or from
time to time and without notice, from their obligation not to dispose of shares of common stock for a period of 180 days after the date of this
prospectus. Goldman, Sachs & Co. has no pre-established conditions

21




Table of Contents

to waiving the terms of the lock-up agreements, and any decision by it to waive those conditions would depend on a number of factors, which may
include market conditions, the performance of the common stock in the market and our financial condition at that time. Please see “Shares Eligible
for Future Sale.”

We will have broad discretion in how we use the proceeds of this offering, and we may not use these proceeds effectively, which could
affect our results of operations and cause our stock price to decline.

We will have considerable discretion in the application of the net proceeds of this offering. We currently intend to use the net proceeds to:

« co-fund certain later-stage development activities, if we exercise our option under our strategic alliance with GSK, for either or both of SB-
715992 or SB-743921;

« continue preclinical activities and conduct clinical development of CK-1213296, our drug candidate for the treatment of acute congestive
heart failure;

+ advance our other research programs;
* scale up our development, sales, marketing and manufacturing operations; and

« in-license or develop technology and acquire or invest in businesses, products or technologies that we believe are complementary to our
own.

We have not yet finalized the amount of net proceeds that we will use specifically for each of these purposes. We may use the net proceeds
for corporate purposes that do not yield a significant return or any return at all for our stockholders.

Evolving regulation of corporate governance and public disclosure may result in additional expenses and continuing uncertainty.

Changing laws, regulations and standards relating to corporate governance and public disclosure, including the Sarbanes-Oxley Act of 2002,
new SEC regulations and Nasdaq National Market rules are creating uncertainty for public companies. We are presently evaluating and monitoring
developments with respect to new and proposed rules and cannot predict or estimate the amount of the additional costs we may incur or the timing
of such costs. These new or changed laws, regulations and standards are subject to varying interpretations, in many cases due to their lack of
specificity, and as a result, their application in practice may evolve over time as new guidance is provided by regulatory and governing bodies.
This could result in continuing uncertainty regarding compliance matters and higher costs necessitated by ongoing revisions to disclosure and
governance practices. We are committed to maintaining high standards of corporate governance and public disclosure. As a result, we intend to
invest resources to comply with evolving laws, regulations and standards, and this investment may result in increased general and administrative
expenses and a diversion of management time and attention from revenue-generating activities to compliance activities. If our efforts to comply
with new or changed laws, regulations and standards differ from the activities intended by regulatory or governing bodies due to ambiguities related
to practice, regulatory authorities may initiate legal proceedings against us and we may be harmed.

We have never paid dividends on our capital stock, and we do not anticipate paying any cash dividends in the foreseeable future.
We have paid no cash dividends on any of our classes of capital stock to date and we currently intend to retain our future earnings, if any, to
fund the development and growth of our businesses. In addition, the terms of existing or any future debts may preclude us from paying these

dividends. As a result, capital appreciation, if any, of our common stock will be your sole source of gain for the foreseeable future.
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Investors in this offering will pay a much higher price than the book value of our common stock.

If you purchase common stock in this offering, you will pay more for your shares than the amounts paid by existing stockholders for their
shares. You will incur immediate and substantial dilution of $8.17 per share, representing the difference between our pro forma net tangible book
value per share after giving effect to this offering and the initial public offering price of $13.00 per share. In the past, we issued options and
warrants to acquire common stock at prices significantly below the initial public offering price. To the extent these outstanding options or warrants
are ultimately exercised, you will sustain further dilution.
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SPECIAL NOTE REGARDING FORWARD-LOOKING STATEMENTS

This prospectus, including the sections entitled “Prospectus Summary,” “Risk Factors,” “Management’s Discussion and Analysis of Financial
Condition and Results of Operations” and “Business,” contains forward-looking statements.

Forward-looking statements include, but are not limited to, statements about:

» the initiation, progress, timing and completion of preclinical research, development, and clinical trials for our drug candidates and potential
drug candidates;

« the time and costs involved in obtaining regulatory approvals;
« delays that may be caused by evolving requirements of regulatory agencies;
+ the number of drug candidates we pursue;

» our ability to protect our intellectual property and operate our business without infringing upon the intellectual property rights of others,
including the costs involved in filing and prosecuting patent applications and enforcing or defending patent claims;

* our options to co-fund the development of one or both of SB-715992 and SB-743921;

« the level of funding we may provide for future drug candidates, including CK-1213296, our drug candidate for the treatment of acute
congestive heart failure;

» our plans or ability to establish sales, marketing or manufacturing capabilities and to achieve market acceptance for drug candidates;

« our ability to establish, enforce and maintain selected strategic alliances and activities required for commercialization of our drug
candidates;

« the acquisition of technologies, products and other business opportunities that require financial commitments;
* our estimates of future performance; and

* our estimates regarding anticipated operating losses, future revenues, if any, from successful development of our drug candidates and
commercialization of our potential drugs, capital requirements and our needs for additional financing.

These statements relate to future events or our future financial performance, and involve known and unknown risks, uncertainties and other
factors that may cause our actual results, levels of activity, performance or achievements to be materially different from any future results, levels
of activity, performance or achievements expressed or implied by these forward-looking statements. These risks and other factors include those
listed under “Risk Factors” and elsewhere in this prospectus. In some cases, you can identify forward-looking statements by terminology such as
“may,” “will,” “should,” “expects,” “i ” “plans,” “anticipates,” “believes,” “estimates,” “predicts,” “potential,” “continue” or the negative of these

» ENG

intends,
terms or other comparable terminology. Although we believe that the expectations reflected in the forward-looking statements are reasonable, we
cannot guarantee future results, levels of activity, performance or achievements. We do not intend to update any of the forward-looking statements
after the date of this prospectus or to conform these statements to actual results. Neither the Private Securities Litigation Reform Act of 1995 nor
Section 27A of the Securities Act of 1933 provides any protection for statements made in this prospectus.

|7«
)
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USE OF PROCEEDS

Our net proceeds from the sale of 6,900,000 shares of common stock in this offering are estimated to be approximately $81.5 million, based
on the initial public offering price of $13.00 per share, after deducting estimated underwriting discounts and commissions and estimated offering
expenses, which are payable by us. In addition, we will receive approximately $7.0 million of additional proceeds as a result of the private
placement to an affiliate of GSK.

We intend to use the proceeds of this offering and the private placement for general corporate purposes, including:

- approximately $15.0 million to co-fund certain later-stage development activities, if we exercise our option under our strategic alliance with
GSK, for either or both of SB-715992 or SB-743921;

« approximately $15.0 million to continue preclinical activities and conduct clinical development of CK-1213296, our drug candidate for the
treatment of acute congestive heart failure;

« approximately $10.0 million to advance our other research programs;
- approximately $5.0 million to scale up our development, sales, marketing and manufacturing operations; and
- approximately $5.0 million to potentially in-license or develop technology and acquire or invest in businesses, products or technologies that
we believe are complementary to our own.
We believe that the net proceeds of this offering and the private placement, our existing cash resources, future payments from GSK and
AstraZeneca, proceeds from equipment financings and interest earned on investments will be sufficient to meet our projected operating

requirements for at least the next 24 months.

Although we periodically engage in preliminary discussions with respect to acquisitions, we are not currently a party to any agreements or
commitments and we have no understandings with respect to any acquisitions.

The amounts and timing of our actual expenditures depend on several factors, including the progress of our research and development efforts
and the amount of cash used by our operations. We have not determined the amount or timing of the expenditures in the areas listed above.
Pending their use, we intend to invest the net proceeds in short-term, investment-grade, interest-bearing instruments.

DIVIDEND POLICY
We have never declared or paid cash dividends on our capital stock. We do not anticipate paying any cash dividends on our capital stock in
the foreseeable future. We currently intend to retain all available funds and any future earnings to fund the development and growth of our

business.
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CAPITALIZATION
The following table sets forth our capitalization as of December 31, 2003:

* on an actual basis;

* on a pro forma basis, reflecting the conversion of all of our preferred stock into an aggregate of 17,099,624 shares of common stock
immediately upon the closing of this offering; and

* on a pro forma as adjusted basis, to give effect to:

« our sale of 6,900,000 shares of common stock in this offering at the initial public offering price of $13.00 per share, after deducting
the underwriting discounts and commissions and estimated offering expenses payable by us; and

- our sale of 538,461 shares of common stock to an affiliate of GSK based on the initial public offering price of $13.00 per share for
aggregate cash proceeds of approximately $7.0 million.

You should read this table in conjunction with the sections of this prospectus entitled “Selected Financial Data” and “Management’s
Discussion and Analysis of Financial Condition and Results of Operations” and with our financial statements and related notes.

As of Pro
December 31, 2003 Forma
As
Actual Pro Forma Adjusted

(in thousands)

Long-term portion of equipment financing lines $ 8,075 $ 8,075 $ 8,075

Convertible preferred stock, $0.001 par value, 37,300,000 shares
authorized, 34,124,308 shares issued and outstanding, actual, no
shares issued and outstanding pro forma and pro forma as adjusted 133,172 —
Stockholders’ equity (deficit):
Common stock, $0.001 par value, 61,500,000 shares authorized,
2,307,258 shares issued and outstanding, actual,
19,406,882 shares outstanding pro forma and 26,845,343 shares

outstanding pro forma as adjusted 2 19 27
Additional paid-in capital 5,646 138,801 227,338
Deferred stock-based compensation (3,651) (3,651) (3,651)
Accumulated other comprehensive income 46 46 46
Deficit accumulated during the development stage (94,074) (94,074) (94,074)

Total stockholders’ equity (deficit) (92,031) 41,141 129,686
Total capitalization $ 49,216 $ 49,216 $137,761

The actual number of shares of common stock shown as issued and outstanding in the table above excludes:

* 2,244,378 shares subject to stock options outstanding as of December 31, 2003;
+ 390,677 shares reserved for issuance under our 1997 Stock Option/ Stock Issuance Plan as of December 31, 2003;

» 100,000 shares of common stock issuable upon the exercise of warrants to purchase common stock and 181,983 shares of preferred stock
issuable upon the exercise of warrants to purchase preferred stock (which will become exercisable for 90,991 shares of common stock
upon consummation of this offering) outstanding at December 31, 2003; and

* 2,100,000 shares of common stock to be reserved for future issuance under our 2004 Equity Incentive Plan and our 2004 Employee Stock
Purchase Plan.
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DILUTION

If you invest in our common stock in this offering, your ownership interest will be diluted to the extent of the difference between the initial
public offering price per share and the pro forma as adjusted net tangible book value per share of common stock upon the completion of this
offering and the private placement. Our historical net tangible book value as of December 31, 2003 was approximately $(92.0) million or $(39.89)
per share. Pro forma net tangible book value per share represents our total tangible assets less total liabilities divided by the pro forma total
number of shares of common stock outstanding after giving effect to the automatic conversion of all shares of our outstanding convertible
preferred stock. Dilution in pro forma as adjusted net tangible book value per share represents the difference between the amount per share paid
by purchasers of common stock in this offering and the pro forma as adjusted net tangible book value per share of common stock immediately
after the closing of this offering.

After giving effect to the sale of the shares of common stock and our sale of 538,461 shares of common stock to an affiliate of GSK based
on the initial offering price of $13.00 per share for aggregate cash proceeds of approximately $7.0 million and after deducting underwriting
discounts and commissions and estimated offering expenses payable by us, our pro forma as adjusted net tangible book value as of
December 31, 2003 would have been approximately $129.7 million, or $4.83 per share of common stock. This represents an immediate increase in
pro forma net tangible book value of $2.71 per share to existing stockholders and an immediate dilution of $8.17 per share to new investors
purchasing shares of common stock in this offering at the initial offering price.

The following table illustrates this dilution on a per share basis:

Initial public offering price per share $13.00
Historical net tangible book value per share as of December 31, 2003 $(39.89)
Increase per share due to assumed conversion of all shares of
convertible preferred stock 42.01
Pro forma net tangible book value per share as of December 31, 2003 212
Increase per share attributable to new investors 2.71

Pro forma as adjusted net tangible book value per share after this

offering and the private placement 4.83
Dilution per share to new investors in this offering $ 8.17

The following table summarizes as of December 31, 2003 the number of shares of our common stock purchased from us, the total
consideration paid to us, and the average price per share paid to us by existing stockholders, new investors purchasing shares of our common
stock in this offering and an affiliate of GSK in the private placement before deducting underwriting discounts and commissions and estimated
offering expenses payable by us:

Shares Purchased Total Consideration Average
Price Per
Number Percent Amount Percent Share
Existing stockholders 19,406,882 2% $135,064,385 58% $ 6.96
New investors 6,900,000 26 89,700,000 39 13.00
New investment by an affiliate of
GSK 538,461 2 7,000,000 S 13.00
Total 26,845,343 100% $231,764,385 100%
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The above discussion and tables are based on 2,307,258 shares of common stock issued and outstanding as of December 31, 2003 and
excludes:

» 2,244,378 shares subject to stock options outstanding as of December 31, 2003;
* 390,677 shares reserved for issuance under our 1997 Stock Option/ Stock Issuance Plan as of December 31, 2003;

* 100,000 shares of common stock issuable upon the exercise of warrants to purchase common stock and 181,983 shares of preferred stock
issuable upon the exercise of warrants to purchase preferred stock (which will become exercisable for 90,991 shares of common stock
upon consummation of this offering) outstanding at December 31, 2003; and

* 2,100,000 shares of common stock to be reserved for future issuance under our 2004 Equity Incentive Plan and our 2004 Employee Stock
Purchase Plan.

Assuming the exercise in full of all options and warrants outstanding as of December 31, 2003, the number of shares purchased by existing
stockholders would be increased by 2,435,369 shares to 21,842,251 shares, total consideration paid by them would be increased by approximately
$2,828,000 to $137,892,000 and the average price per share paid by them would be decreased by $0.65 per share to $6.31 per share.

The exercise of options and warrants, all of which have an exercise price less than the initial public offering price would increase the dilution
to new investors an additional $0.30 per share, to $8.47 per share.

If the underwriters exercise their over-allotment option in full, the percentage of shares of common stock held by existing stockholders will be
approximately 72% of the total number of shares of our common stock outstanding after this offering, and the number of shares held by new
investors will be increased to 8,473,461, or approximately 28% of the total number of shares of our common stock outstanding after this offering.
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SELECTED FINANCIAL DATA

The following selected financial data should be read in conjunction with “Management’s Discussion and Analysis of Financial Condition and
Results of Operations” following this section and our financial statements and related notes included in the back of this prospectus. See also
Note 10 to our financial statements for information regarding pro forma common shares outstanding and pro forma net loss per share. The selected
financial data for the years ended December 31, 1999 and 2000 and as of December 31, 1999, 2000 and 2001 are derived from our audited
financial statements not included in this prospectus. The selected financial data for the years ended December 31, 2001, 2002 and 2003 and as of
December 31, 2002 and 2003 are derived from our audited financial statements included in this prospectus. The historical results are not
necessarily indicative of results to be expected in any future period.

Year Ended December 31,

1999 2000 2001 2002 2003
Statement of Operations Data:
Revenues:
Research and development revenues from related party $ — $ — $ 6,764 $ 8,470 $ 7,703
Research and development and grant revenues — — 302 126 74
License revenues from related party — — 1,400 2,800 2,800
Total revenues — — 8,466 11,396 10,577
Operating expenses:
Research and development 6,103 10,403 20,961 28,424 34,004
General and administrative 1,515 3,390 5,897 6,953 9,163
Total operating expenses 7,618 13,793 26,858 35,377 43,167
Operating loss (7,618) (13,793) (18,392) (23,981) (32,590)
Interest and other income 378 902 3,232 2,232 2,395
Interest and other expense (101) (188) (714) (1,331) (2,490)
Net loss $(7,341) $(13,079) $(15,874) $(23,080) $(32,685)
Net loss per common share:
Basic and diluted $ (9.44) $ (13.55) $ (11.18) $ (13.25) $ (17.10)
Weighted average shares used in computing net loss per
common share, basic and diluted 778 965 1,420 1,742 1,911
Pro forma net loss per common share, basic and diluted
(unaudited) $ (1.81)
Weighted average shares used in computing pro forma net loss
per common share, basic and diluted (unaudited) 18,025

As of December 31,

1999 2000 2001 2002 2003

Balance Sheet Data:

Cash, cash equivalents, short-term and long-term investments $14,823 $ 56,787 $ 62,314 $ 30,461 $ 43,045
Restricted cash 225 225 6,236 13,106 7,199
Working capital 12,888 42,781 43,887 18,571 27,619
Total assets 17,644 61,038 79,019 56,168 62,873
Long-term portion of equipment financing lines 892 1,079 3,525 7.077 8,075
Deficit accumulated during the development stage (9,356) (22,435) (38,309) (61,389) (94,074)
Total convertible preferred stock 24,604 79,462 93,304 93,304 133,172
Total stockholders’ deficit $(9,121) $(21,818) $(37,352) $(60,588) $(92,031)
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MANAGEMENT’S DISCUSSION AND ANALYSIS
OF FINANCIAL CONDITION AND RESULTS OF OPERATIONS

You should read the following discussion of our financial condition and results of operations in conjunction with the financial statements and
the notes to those statements included elsewhere in this prospectus. This discussion contains forward-looking statements that involve risks and
uncertainties. As a result of many factors, such as those set forth under the section entitled “Risk Factors” and elsewhere in this prospectus, our
actual results may differ materially from those anticipated in these forward-looking statements.

Overview

We are a leading biopharmaceutical company focused on the discovery, development and commercialization of novel small molecule drugs
specifically targeting the cytoskeleton. Employing our cell biology driven approach and proprietary technologies we have enhanced the speed,
efficiency and yield of our drug discovery and development process. We have two drug candidates for the treatment of cancer, one which is in
Phase Il clinical trials and the other which is expected to enter Phase | clinical trials in early 2004. We are also pursuing CK-1213296 as a drug
candidate for the treatment of acute congestive heart failure and we expect to file an IND and initiate clinical trials for that compound in the second
half of 2004. In addition, we are pursuing more than ten research programs addressing a number of therapeutic areas.

Since our inception in August 1997, we have incurred significant net losses. As of December 31, 2003, we had an accumulated deficit of
$94.1 million. We expect to incur substantial and increasing losses for the next several years as:

* one or both of SB-715992 and SB-743921 enter later-stage development and commercialization, if we exercise our options to co-fund the
development of, and co-promote, these drug candidates under our strategic alliance with GSK;

» we advance CK-1213296 for the treatment of acute congestive heart failure and other drug candidates through clinical trials;
» we expand our research programs and further develop our proprietary drug discovery technologies; and

« if we elect to fund development or commercialization of any drug candidate.

We intend to pursue selective strategic alliances to enable us to maintain financial and operational flexibility.

A Phase Il clinical trial program for SB-715992 for the treatment of cancer commenced in the fourth quarter of 2003. We anticipate that this
Phase Il program will be completed in 2005. A Phase Ill clinical trial program will then be initiated. We expect that it will take several years before
we can commercialize SB-715992. Accordingly, we cannot reasonably estimate when and to what extent SB-715992 will generate revenues or
material net cash flows, which may vary widely depending on numerous factors, including the effectiveness and safety profile of the drug, market
acceptance, and then-prevailing reimbursement policies, competition and other market conditions. GSK funds all research and development costs
associated with SB-715992 pursuant to our strategic alliance. We expect to determine whether and to what extent we will exercise our co-funding
option during the conduct of our clinical trials for this drug candidate, taking into consideration clinical results and our business, finances and
prospects at that time. If we exercise our option to co-fund certain later stage development activities associated with SB-715992, our expenditures
relating to research and development of this drug candidate will increase significantly.

We expect that a Phase | clinical trial for SB-743921 will commence in early 2004. The clinical trial program for SB-743921 will proceed for
several years, and we will not be in a position to generate any revenues or material net cash flows from the drug candidate until the program is
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successfully completed, regulatory approval is achieved and a drug is commercialized. SB-743921 is at too early a stage of development for us to
predict when this may occur. GSK funds all research and development costs associated with SB-743921. If we exercise our option to co-fund
certain later-stage development activities associated with SB-743921, our expenditures relating to research and development of this drug
candidate will increase significantly.

We plan to file an IND and initiate Phase | clinical trials for CK-1213296 in the second half of 2004. As with our other drug candidates, CK-
1213296 is at too early a stage of development for us to predict if and when we will be in a position to generate any revenues or material net cash
flows from the drug candidate. We currently fund all research and development costs associated with CK-1213296. For the years ended
December 31, 2001, 2002 and 2003 we incurred costs of approximately $6.4 million, $8.8 million and $11.4 million, respectively, for research and
development activities relating to our congestive heart failure program that gave rise to CK-1213296. We anticipate that our expenditures relating to
research and development of CK-1213296 will increase significantly as we advance this drug candidate into clinical development.

The successful development of our drug candidates is highly uncertain. We cannot estimate with certainty or know the exact nature, timing
and estimated costs of the efforts necessary to complete the development of our drug candidates or the date of completion of these development
efforts. We cannot estimate with certainty any of the foregoing due to the numerous risks and uncertainties associated with developing our drug
candidates, including:

« the uncertainty of the timing of completion of patient registration in our pivotal Phase 1l clinical trials;

+ the possibility of delays in the collection of clinical trial data and the uncertainty of the timing of the interim analyses of our pivotal Phase
Il clinical trials;

» the uncertainty of clinical trial results;
+ extensive governmental regulation, both foreign and domestic, for approval of new therapies; and

« the uncertainty related to the completion of construction and qualification of a commercial scale manufacturing facility.

If we fail to complete the development of our drug candidates in a timely manner, it could have a material adverse effect on our operations,
financial position and liquidity. In addition, any failure by us to obtain, or any delay in obtaining, regulatory approvals could have a material adverse
effect on our results of operations. A further discussion of the risks and uncertainties associated with completing our projects on schedule, or at
all, and certain consequences of failing to do so are set forth in the risk factors entitled “We have never generated, and may never generate,
revenues from commercial sales of our drugs and we may not have drugs to market for several years, if ever,” “Clinical trials may fail to
demonstrate the safety and efficiency of our drug candidates, which could prevent or significantly delay completion of clinical development and
regulatory approval” and “Clinical trials are expensive, time consuming and subject to delay,” as well as other risk factors.

To date, we have funded our operations primarily through the sale of equity securities, non-equity payments from GSK, capital lease
financings, interest on investments and government grants. We received net proceeds from the sale of equity securities of $39.9 million in 2003,
$13.8 million in 2001, $54.9 million in 2000, $19.3 million in 1999 and $5.3 million in 1998. Under our strategic alliance with GSK, GSK has made a
$14.0 million upfront cash payment and an initial $14.0 million investment in our equity. GSK has also committed to reimburse FTEs performing
research in connection with the strategic alliance and to make additional milestone payments and pay royalties based on product sales. As of
December 31, 2003, we have received $17.2 million in FTE reimbursement and $3.2 million in milestone payments from GSK. We received
$2.0 million, $6.4 million, $3.5 million, $0.6 million and $1.3 million under equipment financing arrangements in

31




Table of Contents

the years ending December 31, 2003, 2002, 2001, 2000, and 1999, respectively. Interest earned on investments in the years ending December 31,
2003, 2002, 2001, 2000 and 1999 was $2.4 million, $2.2 million, $3.1 million, $0.8 million and $0.3 million, respectively. Grant revenues were
$0.3 million and $0.1 million in 2001 and 2002, respectively.

GSK has also committed to reimburse FTEs through the end of the five-year research term of the strategic alliance, and to make additional
payments upon the achievement of certain precommercialization milestones. GSK has agreed to fund worldwide development and
commercialization of drug candidates arising from our strategic alliance. We will earn royalties from sales of any resulting drugs. We retain a
product-by-product option to co-fund certain later-stage development activities, thereby potentially increasing our royalties and affording co-
promotion rights in North America. In the event we exercise our co-promotion option, we are entitled to receive reimbursement from GSK for
certain sales force costs we incur in support of our commercial activities.

Revenues

Our current revenue sources are limited, and we do not expect to generate any direct revenue from product sales for several years. We
currently recognize revenues from our strategic alliance with GSK for contract research activities, which we record as related expenses are
incurred. Charges to GSK are based on negotiated rates which are intended to approximate costs for our FTEs performing research under the
strategic alliance and our out-of-pocket expenses. GSK has paid us an upfront licensing fee, which we recognize ratably over the five-year
research term of the strategic alliance. We may receive additional payments from GSK upon achieving certain precommercialization milestones.
Milestone payments are non-refundable and recognized as revenue when earned, as evidenced by achievement of the specified milestones and
the absence of ongoing performance obligations. We record amounts received in advance of performance as deferred revenue. None of the
revenues recognized to date are refundable if the relevant research effort is not successful. Because a substantial portion of our revenues for the
foreseeable future will depend on achieving research, development and other precommercialization milestones, our results of operations may vary
substantially from year to year. In the event, we exercise our co-promotion option, we are entitled to receive reimbursement from GSK for certain
sales force costs we incur in support of our commercial activities.

We expect that ultimately our future revenues will be derived from royalties on sales from drugs licensed to GSK under our strategic alliance
and from those licensed to future partners, as well as from direct sales of our drugs. We retain a product-by-product option under our strategic
alliance with GSK to co-fund certain later-stage development activities with GSK under our strategic alliance, thereby potentially increasing our
royalties and affording co-promotion rights in North America.

Research and Development

We incur research and development expenses associated with both partnered and unpartnered research activities, as well as the development
and expansion of our drug discovery technologies. Research and development expenses relating to our strategic alliance with GSK consist
primarily of costs related to research and screening, lead optimization and other activities relating to the identification of compounds for
development as mitotic kinesin inhibitors for the treatment of cancer. These costs are reimbursed by GSK on a FTE basis. GSK funds all costs
related to preclinical and clinical development of the compounds that are selected for development. Accordingly, we do not currently incur research
and development expenses related to the ongoing development of SB-715992 and SB-743921. Under our strategic alliance, we have an option on a
product-by-product basis to co-fund certain later-stage development costs for each of these drug candidates. If we exercise an option, our
research and development expenses will increase significantly. Research and development expenses related to any development and
commercialization activities we elect to fund would consist primarily of employee compensation, supplies and materials, costs for consultants and
contract research, facilities costs, and depreciation of equipment. We expect to incur research and
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development expenses to conduct clinical trials for our drug candidate for the treatment of acute congestive heart failure, CK-1213296, and in
connection with our more than ten research programs in other diseases, as well as the continued advancement of our PUMA system, Cytometrix
technologies and our other existing and future drug discovery technologies. During the period from inception through December 31, 2003, we
incurred costs of approximately $33.0 million for research and development activities relating to the discovery of mitotic kinesin inhibitors,

$29.2 million for our congestive heart failure program, $24.9 million for our PUMA system and Cytometrix technologies and $13.7 million for all
other programs.

General and Administrative Expenses

General and administrative expenses consist primarily of compensation for employees in executive and operational functions, including
finance, business development and corporate development. Other significant costs include facilities costs and professional fees for accounting
and legal services, including legal services associated with obtaining and maintaining patents. After completion of the offering made by this
prospectus, we anticipate incurring increases in general and administrative expenses, such as increased costs for insurance and investor relations
associated with operating as a publicly traded company. These increases will also likely include the hiring of additional personnel.

Stock Compensation

In connection with the grant of stock options to employees and non-employees, we recorded deferred stock-based compensation as a
component of stockholders’ deficit. Deferred stock compensation for options granted to employees is the difference between the fair value of our
common stock on the date such options were granted and their exercise price. Through 2002, for stock options granted to non-employees, we
initially recorded on the date of grant the fair value of the options, estimated using the Black-Scholes valuation model. As the non-employee
options become exercisable, we revalue the remaining unvested options, with the change in fair value from period to period represented as a
change in the deferred compensation charge. Beginning in 2003, we value and recognize the stock-based compensation expense related to
options granted to non-employees as the stock options are earned. We amortize this stock-based compensation as charges to operations over the
vesting periods of the options, generally four years.

We recorded $4.0 million of deferred stock-based compensation and $536,000 of amortization of deferred stock-based compensation related
to options granted to employees during the year ended December 31, 2003. We have recorded $736,000 of deferred stock-based compensation for
the period from inception through December 31, 2003 related to options granted to non-employees through 2002. We recorded amortization of non-
employee deferred compensation of $93,000, $6,000, $232,000 and $555,000 for the years ended December 31, 2001, 2002 and 2003, and for the
period from August 5, 1997 (date of inception) through December 31, 2003 respectively. We recorded non-employee stock-based compensation for
the year ended December 31, 2003 of $158,000. We expect the remaining $3.7 million to be amortized as follows: $1,122,000 in 2004, $942,000 in
2005, $924,000 in 2006, $413,000 in 2007 and $250,000 in 2008, respectively.

The amount of non-cash stock-based compensation expense we expect in future periods may decrease if unvested options for which deferred
compensation expense has been recorded are subsequently cancelled, or may increase if we make future option grants with exercise prices below
the estimated fair market value of our common stock on the date of grant.

Interest and Other Income and Expense

Interest and other income and expense consists primarily of interest income and interest expense. Interest income is generated primarily from
investment of our cash reserves. Interest expense relates generally to the borrowings for capital asset financings.
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Results of Operations
Years ended December 31, 2001, 2002 and 2003
Revenues

We recorded revenues of $8.5 million, $11.4 million and $10.6 million for the years ended December 31, 2001, 2002 and 2003, respectively.
The increase in license revenues from our strategic alliance with GSK, which we formed in June 2001, from $1.4 million for the year ended
December 31, 2001 to $2.8 million for each of the years ended December 31, 2002 and 2003 resulted from a full year of revenue recognition in
2002 and 2003 compared to a partial year of revenue recognition in 2001. Research and development and grant revenues of $7.1 million for the
year ended December 31, 2001 comprised $3.5 million of reimbursement for FTEs, $2.0 million of milestone revenues, $1.3 million of research
funding and $0.3 million of other revenues. Research and development and grant revenues of $8.6 million for the year ended December 31, 2002
comprised $6.7 million of reimbursement for FTEs, $1.0 million of milestone revenues, and $0.9 million of various research related revenues. The
increase in FTE reimbursement resulted from a full year of FTE activity in 2002 compared to a partial year of FTE activity in 2001. Research and
development and grant revenues of $7.8 million for the year ended December 31, 2003 comprised $7.1 million of reimbursement for FTEs,
$0.2 million of milestone revenues, and $0.5 million of various research related expenses. The $0.4 million increase in 2003 compared to 2002
FTE reimbursement resulted from an annual expense index adjustment to the GSK FTE reimbursement effective June 20, 2003 and the initial
$0.1 million FTE reimbursement from a newly negotiated collaboration with Astra Zeneca. GSK milestone revenues decreased $0.8 million in 2003
compared to 2002 and various research related expenses also decreased by $0.4 million.

Research and development expenses

Research and development expenses were $21.0 million for the year ended December 31, 2001 compared with $28.4 million for the year
ended December 31, 2002. The increase in research and development expense was primarily due to increased salary and benefit costs of $3.8
million resulting from the hiring of additional research and development personnel and $1.1 million of outsourced contracted services and laboratory
consumables. Research and development expenses were $34.0 million for the year ended December 31, 2003, an increase of $5.6 million from the
year before. The increase was primarily due to the hiring of additional research and development personnel of $3.2 million and increased spending
for contracted services and laboratory consumables of $2.4 million.

For the years ended December 31, 2001, 2002 and 2003 we incurred costs of approximately $7.9 million, $8.9 million and $6.7 million,
respectively, for research and development activities relating to the discovery of mitotic kinesin inhibitors, of which GSK reimbursed $4.8 million,
$7.5 million and $7.5 million, respectively. During the same periods, we incurred costs of approximately $6.4 million, $8.8 million and $11.4 million,
respectively, for research and development activities relating to our congestive heart failure program, $1.8 million, $3.2 million and $7.2 million,
respectively, for all other research programs and $4.9 million, $7.5 million and $8.7 million, respectively, for our PUMA system and Cytometrix
technologies.

Clinical development timelines, likelihood of success and total completion costs vary significantly for each drug candidate and are difficult to
estimate. We anticipate that we will make determinations as to which research programs to pursue and how much funding to direct to each
program on an ongoing basis in response to the scientific and clinical success of each drug candidate. The lengthy process of seeking regulatory
approvals, and the subsequent compliance with applicable regulations, require the expenditure of substantial resources. Any failure by us to
obtain, or any delay in obtaining, regulatory approvals could cause our research and development expenditures to increase and, in turn, have a
material adverse effect on our results of operations.
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We expect that research and development expenditures will continue to increase substantially during 2004 and subsequent years if we
exercise our options to co-fund certain later-stage research and development activities relating to SB-715992 and SB-743921, advance research
and development of CK-1213296 and expand our cardiovascular clinical program, pursue additional clinical programs and build associated
development of systems and infrastructure. We expect to expand the scope of our research and development programs in future periods which
may result in substantial increases in research and development expenses.

General and administrative expenses

General and administrative expenses were $5.9 million for the year ended December 31, 2001 compared with $7.0 million for the year ended
December 31, 2002. The increase of $1.1 million was primarily due to increased salary and benefit costs resulting from the hiring of additional
general and administrative personnel. General and administrative expenses were $9.2 million for the year ended December 31, 2003, an increase
of $2.2 million from the year before. The increase was primarily due to $0.3 million increased salary and benefit costs resulting from the hiring of
additional general and administrative personnel and $1.5 million increased spending for contracted services.

We expect that general and administrative expenditures will continue to increase during 2004 and subsequent years due to increasing
expenses associated with payroll, operating as a publicly traded company, support of our initial commercialization efforts, business development
costs and expanded operational infrastructure. General and administrative expenses consist primarily of the costs of administrative personnel and
related facility costs along with legal, accounting and other professional fees.

Interest and Other Income and Expense

Interest and other income (expense), net was $2.5 million for the year ended December 31, 2001 compared with $0.9 million and $(0.1) million
for the years ended December 31, 2002 and 2003, respectively. The decrease in interest and other income (expense), net from the year ended
December 31, 2001 as compared with the year ended December 31, 2002, was primarily due to an increase in interest and other expense from
$0.7 million in 2001 to $1.3 million in 2002. The increase was due to increased debt as a result of loans entered into for capital lease financings.
Interest and other income also decreased from $3.2 million in 2001 to $2.2 million in 2002. The decrease in interest income was due to lower
average balances of cash, cash equivalents and investments in 2002. The $1.0 million decrease in interest and other income (expense), net from
the year ended December 31, 2002 as compared with the year ended December 31, 2003 was primarily due to an increase in interest and other
expenses from $1.3 million in 2002 to $2.5 million in 2003. The increase was due to increased debt as a result of loans entered into for capital
lease financings. Interest and other income increased from $2.2 million to $2.4 million in 2003. The increase in interest income was due to higher
average balances of cash, cash equivalents and investments in 2003.

Liquidity and Capital Resources

Our cash, cash equivalents and investments totaled $43.0 million, and our restricted cash totaled $7.2 million at December 31, 2003. From
August 5, 1997, date of inception, through December 31, 2003, we funded our operations through the sale of equity securities, non-equity
payments from GSK, equipment financings, government grants and interest earned on investments. We received net proceeds of $39.9 million,
$13.8 million, $54.9 million, $19.3 million, and $5.3 million from the sale of equity securities in 2003, 2001, 2000, 1999, and 1998, respectively. As
of December 31, 2003, we have received $36.9 million in non-equity payments from GSK. We have received $2.0 million, $6.4 million, $3.5 million,
$0.6 million, and $1.3 million under equipment financing arrangements in 2003, 2002, 2001, 2000, and 1999, respectively. Grant revenues were
$0.3 million and $0.1 million in 2001 and 2002, respectively. Interest earned on investments in the
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years ending December 31, 2003, 2002, 2001, 2000 and 1999 was $2.4 million, $2.2 million, $3.1 million, $0.8 million and $0.3 million,
respectively.

Net cash used in operating activities was $1.8 million, $22.3 million and $30.5 million for the years ended December 31, 2001, 2002 and 2003,
respectively, and resulted primarily from net losses of $15.9 million, $23.1 million and $32.7 million, respectively, adjusted for non-cash
depreciation and amortization and stock-based compensation expenses and changes in accounts receivable, accounts payable and accrued
liabilities balances. In 2001, cash used in operating activities was significantly decreased by the receipt of the $14.0 million license fee from GSK,
which is being recognized as revenue ratably over the five-year research term of the strategic alliance.

Related party accounts receivable decreased $1.1 million from 2001 to 2002. This decrease was primarily due to a GSK clinical expense
reimbursement payment of $0.9 million received in 2002.

Accrued liabilities increased $1.2 million from 2001 to 2002 due to a $1.0 million increase in general accruals and a $0.2 million increase in
the PTO accrual. This 2002 increase was offset by the $1.2 million decrease in accounts payable from 2001 to 2002. Accrued liabilities increased
$0.8 million from 2002 to 2003 due to additional consumable expense and outside professional services. Accounts payable increased $0.5 million
from 2002 to 2003 due to increased legal and patent expense.

Net cash used in investing activities of $23.5 million and $15.1 million for the years ended December 31, 2001 and 2003, respectively was
primarily used to fund our purchases of investments and to a lesser extent, to fund purchases of property and equipment. Net cash provided by
investing activities was $22.6 million for the year ended December 31, 2002 as a result of sales and maturities of investments to meet liquidity
needs.

Net cash provided by financing activities was $17.0 million, $4.9 million and $40.2 million for the years ended December 31, 2001, 2002 and
2003, respectively. The net cash provided by financing activities was primarily attributable to the sale of preferred stock which generated
$13.8 million in 2001 and $39.9 million in 2003.

As of December 31, 2003, future minimum payments under lease obligations and equipment financing lines are as follows (in thousands):

Within One to three Four to five After five
one year years years years Total
Operating leases $1,689 $ 3,208 $ 3,168 $7,128 $15,193
Equipment financing line 2,008 3,950 4,125 — 10,083
Total $3,697 $ 7,158 $ 7,293 $7,128 $25,276

Our long-term commitments under operating leases shown above consist of payments relating to our facility lease in South San Francisco,
California, which expires in 2013. We have investigated additional office space expansion opportunities to support our administrative, research and
development requirements beyond the year 2004 as we expect that by executing our strategy, we will require additional space. As of this date, we
have made no formal commitments or plans to access any additional lease space.

We expect to incur substantial costs as we continue to expand our research programs and related research and development activities. Under
the terms of our strategic alliance with GSK, we have options to co-fund certain later-stage development activities for SB-715992 and SB-743921.
If we exercise an option, our research and development expenses will increase significantly. We expect to determine whether and to what extent
we will exercise our co-funding option based on clinical results and our business, finances and prospects at the time we receive the results.
Research and development expenses for our unpartnered drug discovery programs consist primarily of employee
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compensation, supplies and materials, costs for consultants and contract research, facilities costs and depreciation of equipment. We expect to
incur significant research and development expenses to complete Phase | and subsequent clinical trials for CK-1213296, our drug candidate for
the treatment of acute congestive heart failure to advance our more than ten research programs in multiple therapeutic areas and to develop our
PUMA system, Cytometrix technologies and other proprietary drug discovery technologies.

Our future capital uses and requirements depend on numerous forward-looking factors. These factors include but are not limited to the
following:

« the initiation, progress, timing and completion of preclinical research, development, and clinical trials for our drug candidates and potential
drug candidates;

« the time and costs involved in obtaining regulatory approvals;

« delays that may be caused by evolving requirements of regulatory agencies;

+ the number of drug candidates we pursue;

« the costs involved in filing and prosecuting patent applications and enforcing or defending patent claims;
» our options to co-fund the development of one or both of SB-715992 and SB-743921;

« the level of funding that we may provide for other current or future drug candidates, including our drug candidate for the treatment of acute
congestive heart failure, CK-1213296;

« our plans or ability to establish sales, marketing or manufacturing capabilities and to achieve market acceptance for potential drugs;
» our ability to establish, enforce and maintain selected strategic alliances and activities required for commercialization of our potential drugs;
» the acquisition of technologies, products and other business opportunities that require financial commitments; and

* our revenues, if any, from successful development of our drug candidates and commercialization of potential drugs.

We believe that the net proceeds of this offering and the private placement, our existing cash resources, future payments from GSK and
AstraZeneca, proceeds from equipment financings and interest earned on investments will be sufficient to meet our projected operating
requirements for at least the next 24 months. If, at any time, our prospects for internally financing our research programs decline, we may decide
to reduce research and development expenses by delaying, discontinuing or reducing our funding of development of one or more drug candidates.
Alternatively, we might raise funds through public or private financings, strategic relationships or other arrangements. We cannot assure you that
the funding, if needed, will be available on attractive terms, or at all. Furthermore, any additional equity financing may be dilutive to stockholders
and debt financing, if available, may involve restrictive covenants. Similarly, financing obtained through future co-development arrangements may
require us to forego certain commercial rights to future drug candidates. Our failure to raise capital as and when needed could have a negative
impact on our financial condition and our ability to pursue our business strategy.

As of December 31, 2001, 2002 and 2003, we did not have any relationships with unconsolidated entities or financial partnerships, such as
entities often referred to as structured finance or special purpose entities, which would have been established for the purpose of facilitating off-
balance sheet arrangements or other contractually narrow or limited purposes. In addition, we do not engage in trading activities involving non-
exchange traded contracts. Therefore, we are not materially exposed to any financing, liquidity, market or credit risk that could arise if we had
engaged
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in these relationships. We do not have relationships or transactions with persons or entities that derive benefits from their non-independent
relationship with us or our related parties.

Disclosure about Market Risk

Our exposure to market risk is limited to interest income sensitivity, which is affected by changes in the general level of United States
interest rates, particularly because the majority of our investments are in short-term debt securities. The primary objective of our investment
activities is to preserve principal while at the same time maximizing the income we receive without significantly increasing risk. To minimize risk,
we maintain our portfolio of cash, cash equivalents, short-term and long-term, and restricted investments in a variety of interest-bearing
instruments, including United States government and agency securities, high-grade United States corporate bonds, commercial paper and money
market funds. The investment portfolio is subject to interest rate risk and will fall in value in the event market interest rates increase. Due to the
short duration of our investment portfolio, we believe an immediate 10% change in interest rates would not be material to our financial condition or
results of operations. We do not have any foreign currency or derivative financial instruments.

Critical Accounting Policies

Our discussion and analysis of our financial condition and results of operations are based on our financial statements, which have been
prepared in accordance with accounting principles generally accepted in the United States. The preparation of these financial statements requires
us to make estimates and judgments that affect the reported amounts of assets, liabilities and expenses and related disclosure of contingent
assets and liabilities. We review our estimates on an ongoing basis. We base our estimates on historical experience and on various other
assumptions that we believe to be reasonable under the circumstances. Actual results may differ from these estimates under different
assumptions or conditions. While our significant accounting policies are described in more detail in the notes to our financial statements included
in this prospectus, we believe the following accounting policies to be critical to the judgments and estimates used in the preparation of our financial
statements.

Revenue Recognition

We recognize revenue in accordance with Securities and Exchange Commission Staff Accounting Bulletin, or SAB, No. 101, Revenue
Recognition in Financial Statements, as amended by SAB Nos. 101A and 101B. SAB No. 101 requires that four basic criteria must be met before
revenue can be recognized: persuasive evidence of an arrangement exists; delivery has occurred or services have been rendered; the fee is fixed
and determinable; and collectibility is reasonably assured. Determination of whether persuasive evidence of an arrangement exists and whether
delivery has occurred or services have been rendered are based on management’s judgments regarding the fixed nature of the fee charged for
research performed and milestones met, and the collectibility of those fees. Should changes in conditions cause management to determine these
criteria are not met for certain future transactions, revenue recognized for any reporting period could be adversely affected.

Research and development revenues, which are earned under agreements with third parties for contract research and development activities,
are recorded as the related expenses are incurred. Charges to the third parties are based upon negotiated rates for our FTEs and actual out-of-
pocket costs. Rates for FTEs are intended to approximate our anticipated costs. Milestone payments are non-refundable and recognized as
revenue when earned, as evidenced by achievement of the specified milestones and the absence of ongoing performance obligations. Any
amounts received in advance of performance are recorded as deferred revenue. None of the revenues recognized to date are refundable if the
relevant research effort is not successful.

Grant revenues are recorded as research is performed. Grant revenues are not refundable.
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License revenues received in connection with strategic alliance agreements are deferred and recognized on a straight-line basis over the term
of the agreement.

Stock-Based Compensation

We account for stock-based employee compensation arrangements in accordance with the provisions of Accounting Principles Board Opinion
No. 25 (“APB 25”), “Accounting for Stock Issued to Employees,” Statement of Financial Accounting Standards No. 123 (“SFAS No. 123”),
“Accounting for Stock-Based Compensation” and complies with the disclosure requirements of Statement of Financial Accounting Standards
(“SFAS”) No. 148, “Accounting for Stock-Based Compensation and Disclosure an Amendment of FASB Statement No. 123.” Under APB 25,
compensation expense is based on the difference, if any, on the date of grant, between the estimated fair value of our common stock and the
exercise price. SFAS No. 123 defines a “fair value” based method of accounting for an employee stock option or similar equity investment.

We account for equity instruments issued to non-employees in accordance with the provisions of SFAS No. 123 and Emerging Issues Task
Force (“EITF”) Issue No. 96-18, “Accounting for Equity Instruments That Are Issued to Other Than Employees for Acquiring, or in Conjunction with
Selling Goods, or Services.”

Recent Accounting Pronouncements

In January 2003, the FASB issued FASB Interpretation No. 46 (“FIN 46”), “Consolidation of Variable Interest Entities, an Interpretation of ARB
No. 51.” FIN 46 requires certain variable interest entities to be consolidated by the primary beneficiary of the entity if the equity investors in the
entity do not have the characteristics of a controlling financial interest or do not have sufficient equity at risk for the entity to finance its activities
without additional subordinated financial support from other parties. In December 2003, the FASB issued FIN 46R, a revision to FIN 46. FIN 46R
provides a broad deferral of the latest date by which all public entities must apply FIN 46 to certain variable interest entities to the first reporting
period ending after March 15, 2004. We do not expect the adoption of FIN 46 to have a material impact upon our financial position, cash flows or
results of operations.

In May 2003, the FASB issued SFAS No. 150, “Accounting for Certain Financial Instruments with Characteristics of both Liabilities and
Equity.” SFAS No. 150 establishes standards for how an issuer classifies and measures certain financial instruments with characteristics of both
liabilities and equity. It requires that an issuer classify a financial instrument that is within its scope as a liability or an asset in some
circumstances. Many of those instruments were previously classified as equity. SFAS No. 150 is effective for financial instruments entered into or
modified after May 31, 2003, and otherwise is effective at the beginning of the first interim period beginning after June 15, 2003. It is to be
implemented by reporting the cumulative effect of a change in an accounting principle for financial instruments created before the issuance date of
SFAS No. 150 and still existing at the beginning of the interim period of adoption. While the effective date of certain elements of SFAS No. 150
has been deferred, we do not expect the adoption of SFAS No. 150 to have a material impact upon our financial position, cash flows or results of
operations.
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BUSINESS
Overview

We are a leading biopharmaceutical company focused on the discovery, development and commercialization of novel small molecule drugs
that specifically target the cytoskeleton. A number of commonly used drugs and a growing body of research validate the role the cytoskeleton
plays in a wide array of human diseases. Our focus on the cytoskeleton enables us to develop novel and potentially safer and more effective
drugs for the treatment of these diseases. We believe that our cell biology driven approach and proprietary technologies enhance the speed,
efficiency and yield of our drug discovery and development process. Our unique approach has produced two cancer drug candidates, an acute
congestive heart failure drug candidate, and more than ten other research programs addressing a variety of other disease areas including fungal
diseases, inflammatory diseases, high blood pressure and asthma. Our most advanced cancer drug candidate, SB-715992, is the subject of a
broad Phase Il clinical trials program, being conducted by our partner GSK, designed to evaluate effectiveness in multiple tumor types. An IND
was filed with the FDA in 2003 for SB-743921, our second cancer drug candidate being developed by GSK, which we expect will enter Phase |
clinical trials in early 2004. In addition, we expect to file an IND and initiate Phase | clinical trials for CK-1213296, our drug candidate for treating
acute congestive heart failure, in the second half of 2004.

Because the cytoskeleton plays a fundamental role in the cell proliferation process, we focused our initial research and development activities
on cancer, a disease of unregulated cell proliferation. Our most advanced cancer drug candidate, SB-715992, is a small molecule compound that
interferes with cell proliferation and promotes cancer cell death by specifically inhibiting the function of KSP. KSP is a cytoskeletal protein that is
essential for cell proliferation, a process which when unregulated, results in tumor growth. Unlike many commonly used cancer drugs, such as
Taxol and Taxotere which also impact cytoskeletal proteins, SB-715992 inhibits only cell proliferation and does not interfere with other cell
functions. As a result, we believe SB-715992 may exhibit a lower incidence of toxicities. In addition, our preclinical studies indicate that SB-
715992 may be effective in treating a wider variety of tumors than existing cancer drugs. SB-715992 is being developed by GSK under our
strategic alliance. A Phase Il clinical trial for SB-715992 in non-small cell lung cancer began in late 2003. A series of parallel Phase Il
monotherapy clinical trials and Phase |b combination therapy clinical trials are scheduled to begin throughout 2004. These additional trials are
expected to evaluate SB-715992 in multiple tumor types, including colorectal, breast and ovarian cancers. In addition, the NCI plans to sponsor
additional Phase | and Phase Il clinical trials in 2004 to evaluate SB-715992 in other tumor types and other dosing regimens.

Our other cancer drug candidate, SB-743921, is a structurally distinct small molecule compound that also modulates cell proliferation by
specifically inhibiting KSP. Like SB-715992, SB-743921 is being developed by GSK under our strategic alliance. We expect that Phase | clinical
trials evaluating the safety and pharmacokinetics of SB-743921 will begin in early 2004. The concurrent development of both drug candidates is
key to our strategy of maximizing the potential for the development of a commercially viable cancer drug. We expect other drug candidates
targeting other related cytoskeletal proteins essential for cell proliferation will emerge from our strategic alliance with GSK. In addition, we are
independently pursuing compounds directed at other cytoskeletal protein pathways, unrelated to cell proliferation, in our other research programs
that may also have application for the treatment of cancer.

Our focus on the cytoskeleton enables us to leverage research and development investments made in our cancer program for our programs in
other diseases. For example, we have extended our understanding of the biology of the cytoskeleton to cardiovascular disease. The cytoskeleton
plays a pivotal role in cardiac muscle contraction and has been linked to the origins of congestive heart failure, a disease of impaired cardiac
function. We believe that by targeting cytoskeletal proteins and multi-protein systems that are responsible for cardiac muscle contraction, we will
be able to develop
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effective and safe drugs for the treatment of acute and chronic congestive heart failure. We expect to file an IND and initiate a Phase | clinical trial
for CK-1213296, our drug candidate for the treatment of acute congestive heart failure, in the second half of 2004. CK-1213296 specifically targets
and activates cardiac myosin, a cytoskeletal protein essential for cardiac muscle contraction. In animal models, compounds arising from this
program improve cardiac contractility without the potentially life-threatening effects on heart rhythm, heart rate and blood pressure often exhibited
by existing congestive heart failure drugs.

We have more than ten other research programs similarly focused on diseases in which we believe the cytoskeleton plays a significant role.
For example, in infectious diseases, we are conducting chemical lead optimization activities for compounds that disrupt a specific cytoskeletal
protein essential to fungal cell proliferation. These compounds have demonstrated improved survival in an animal model of fungal infection and,
because they are directed against a novel cytoskeletal protein target, we believe they may overcome the increasing clinical resistance seen with
existing antifungal drugs. In addition, we are evaluating specific inhibitors of other cytoskeletal proteins implicated in fungal cell proliferation and
virulence that may also result in potential drugs for fungal infections. We also have a research program designed to find anti-inflammatory drug
candidates by targeting specific cytoskeletal proteins involved in cell movement. We have identified compounds that inhibit the function of a key
cytoskeletal protein involved in the migration of inflammatory cells into diseased tissues. Furthermore, we have identified, characterized and are
now seeking to chemically optimize other compounds that target another cytoskeletal multi-protein system and that inhibit smooth muscle
contractility. Our objective for this research program is to discover potential drug candidates for high blood pressure, asthma and other disease
conditions.

All of our compounds in research and development have been discovered internally using our cell biology driven approach and proprietary
automated technologies. This approach, which we have applied specifically to the cytoskeleton, enables increased speed, efficiency and yield not
only in our drug discovery process, but also potentially in clinical development. We focus on developing a detailed understanding of validated
protein pathways and multi-protein systems to allow our assay systems to more correctly represent the natural environment of a human cell. This
approach differs from the conventional practice of concentrating on individual protein targets assayed in a system that may not adequately
represent the natural functional environment that is relevant to disease. As a result, we can identify multiple points of biological intervention to
modulate a specific protein pathway or multi-protein system. Our discovery activities are thus directed at particular proteins that may be better
targets for the development of potentially safer and more effective drugs.

Our PUMA system and Cytometrix technologies enable early identification and automated prioritization of compounds that are highly selective
for their intended protein targets without other cellular effects, and are thereby less likely to give rise to clinical side effects. Our PUMA system
identifies compounds within our small molecule library that are likely to target specific cytoskeletal proteins. Our Cytometrix technologies enable
us to simultaneously analyze and quantify hundreds of effects of each compound on a cell-by-cell basis. The integrated use of these technologies
enables us to efficiently focus our efforts towards those compounds directed at novel cytoskeletal protein targets that are more likely to yield
attractive drug candidates. We have advanced our Cytometrix technologies through technical development activities conducted with each of Eisai
Research Institute, Novartis Pharma AG, Tularik Inc. and Vertex Pharmaceuticals, Inc.

We selectively seek partners and strategic alliances that enable us to maintain financial and operational flexibility while retaining significant
economic and commercial rights to our drug candidates. For example, under our strategic alliance, GSK has made a $14.0 million upfront cash
payment, an initial $14.0 million equity investment and has committed to reimburse our FTEs performing research in connection with the strategic
alliance. As of December 31, 2003, we have received FTE reimbursement of $17.2 million, and in the future we expect to receive additional FTE
reimbursement. In addition, we have received, through December 31, 2003, $3.2 million in precommercialization milestone payments from GSK,
and in the future we could receive significant
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precommercialization milestone payments and royalties on product sales. GSK is responsible for worldwide development of drug candidates and
commercialization of drugs arising from the strategic alliance but we retain a product-by-product option to co-fund certain later-stage development
activities in exchange for a higher royalty rate and a further option to secure co-promotion rights in North America. In the event we exercise a co-
promotion option, we are entitled to receive reimbursement from GSK for certain sales force costs that we may incur in support of our commercial
activities. In addition to our strategic alliance with GSK, our joint technology development activities with each of Eisai Research Institute, Novartis
Pharma AG, Tularik Inc. and Vertex Pharmaceuticals, Inc. have supported the continued development and further validated the proprietary
technologies that we use in our research programs. In December 2003, we entered into a strategic alliance with AstraZeneca to fund and
participate in the development of a new application of our Cytometrix technologies for use by both parties.

We plan to build commercial capabilities to address markets characterized by severe ilinesses, large patient populations and concentrated
customer groups. For example, for SB-715992 and SB-743921, we intend to establish sales and marketing capabilities in collaboration with GSK to
support the future commercialization of one or both of those potential drugs in North America. In markets for which customer groups are not
concentrated, we intend to seek strategic alliances for the development and commercialization of drug candidates while retaining significant
financial interests.

The Cytoskeleton

The cytoskeleton is a diverse, multi-protein framework that carries out fundamental mechanical activities of cells including mitosis, or the
division of genetic material during cell division, intracellular transport, cell movement and contraction and overall cell organization. It provides an
ordered but dynamic organizational scaffolding for the cell, and mediates movement, whether of proteins within the cell or of the entire cell itself.
The cytoskeleton is comprised of a unique set of flaments and molecular motor proteins. Filaments are long linear structures of proteins that
serve as the major scaffolding in cells and conduits for movement of molecular motor proteins transporting other proteins or intracellular material.
Microtubule filaments are composed of tubulin, and actin filaments are composed of actin. Molecular motor proteins, such as kinesins and
myosins, are proteins that transport materials within cells and are also responsible for cellular movement. Kinesins move along microtubule
filaments and myosins move along actin filaments.

These cytoskeletal proteins organize into ordered protein pathways or multi-protein systems that perform important cellular functions. For
example, one such structure called the mitotic spindle organizes and divides genetic material during cell proliferation. The mitotic spindle
encompasses many cytoskeletal proteins including tubulin, which forms microtubule filaments, and a sub-group of kinesins known as mitotic
kinesins. The highly orchestrated action of the proteins within this structure transports and segregates genetic material during cell proliferation. Our
most advanced cancer program, partnered with GSK, is focused on discovering potential drugs that inhibit human mitotic kinesins. One of our
founders and scientific advisory board members, Dr. Ron Vale, first discovered kinesins. Another of our founders and scientific advisory board
members, Dr. Larry Goldstein, was the first scientist to identify and characterize kinesin genes.

Another multi-protein cytoskeletal structure, called the cardiac sarcomere, contains a highly ordered array of cardiac myosin interacting with
actin filaments. The movement of myosin along actin filaments generates the cell contraction responsible for cardiac muscle function. Our
program in congestive heart failure is focused on discovering potential drugs that activate cardiac myosin. Another of our founders and scientific
advisory board members, Dr. James Spudich, was one of the first scientists to characterize the functional interrelationships of the cytoskeletal
proteins in the sarcomere.
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Beyond the role these specific cytoskeletal proteins play in cell proliferation and cardiac muscle contraction, other cytoskeletal proteins have
been implicated in a variety of other important biological processes and related human diseases. Our drug discovery activities are focused on
several of these mechanical cellular processes, including cell proliferation, cardiac and other muscle contraction, cellular organization and cell
motility, and are specifically directed at the cytoskeletal proteins that play essential roles in carrying out these functions. For instance, a unique
set of cytoskeletal proteins forms the cellular machinery that maintains blood vessel tone. One of our research programs is focused on discovering
inhibitors of these proteins as a potential treatment for high blood pressure. In addition, another unique set of cytoskeletal proteins is essential for
the movement and function of inflammatory cells. We have a research program focused on the discovery of novel anti-inflammatory drug
candidates that inhibit these proteins.

Our Product Development Opportunities

All of our research programs are focused on diseases in which we believe the cytoskeleton plays a significant role. The following table
summarizes our clinical and preclinical programs in 2004 with their current status shown in black and planned activities shown in gray, and
excludes those programs that are still in the research stage:

Clinical and Preclinical Programs in 2004

Resaprch  Preslinical Phiase | Phiisa: I Phase 1N Statiis
Cancer Program H ;
. | i i
bdonolharapy (1) i : :
PS5l Coll LUng Cancer : [ ¥ Phavsa I Inllisled 12402 (2)
Brazs! : ' ¥ Phasa I plannad lor 2004 {2}
Crvanian | Phase || planned lor 2004 {2}
Nullighe Tusmoy TygHes Adddional Phaze | and Phase Il
i i i ; © triale planned for 2004 {3)
Cormibinaln Thorapy: B
SB-715002 & Capecltabing i - H ! H
Mgz Tumor Types i ; ¢ Phass Ib planned for 2HH (2)
SB-715002 & Creatancel : i
Nz Tumor Types | i : - Phase Ib planned for 244 (2]
SE-715442 & Carboplalmn i i i
i T Types i i | - Phase 10 planned ko 26 (2)

spzase2 I * Phaso | panvec o 2004 2

Cardiovascular Diseass Frogram

CKI213288 [ 3 Priasa | pana for 2004 (4)

- Current Slatuz Planned Activities

(1) The Phase | clinical trials of SB-715992 will be used to support Phase Il clinical trials for each of the cancer indications set forth below.

(2) To be conducted by GSK.

(3) To be conducted by NCI. Phase | and Phase Il clinical trials may include colorectal, kidney, head and neck, prostate, melanoma and
hematological cancers, as well as the potential evaluation of other potential dosing schedules for SB-715992.

(4) To be conducted by Cytokinetics.
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In addition to the above preclinical and clinical programs, we also have more than ten other research programs. For example, we are
conducting chemical lead optimization activities in our antifungal program with the objective of selecting a drug candidate to enter IND-enabling
studies in 2005. Currently, we are also conducting research on several earlier stage research programs that we believe will contribute to our
development pipeline over time.

Our Cancer Program

One of our major development programs is focused on cancer, a disease of unregulated cell proliferation. Each of our cancer drug candidates,
SB-715992 and SB-743921, is a structurally distinct small molecule compound that modulates cell proliferation and promotes cancer cell death by
specifically inhibiting KSP. KSP is a mitotic kinesin that acts early in the process of mitosis during cell proliferation and is responsible for the
formation of a functional mitotic spindle. We initially discovered, characterized and optimized both drug candidates in our research laboratories.
These drug candidates are now being developed by GSK through our strategic alliance. SB-715992 is currently the subject of a broad Phase Il
clinical trials program designed to evaluate efficacy against multiple tumor types. We expect SB-743921 to enter Phase | clinical trials in early
2004. We are also pursuing other potential drug candidates for the treatment of cancer, both within our strategic alliance with GSK and on our own.

Market Opportunity. Each year over 1.3 million new patients are diagnosed with primary malignant solid tumors or hematological cancers in
the United States. The incidence of three of the more common cancer types, colorectal, breast and non-small cell lung cancers, in the United
States represents between 35% and 50% of the total incidence of these cancers in the United States, Japan and the major commercial markets in
Europe.

The current market for cancer drugs worldwide is greater than $10.0 billion. Within this market, we estimate that sales of drugs that inhibit
mitosis, or anti-mitotic drugs, such as taxanes, most notably Taxol from Bristol-Myers Squibb and Taxotere from Aventis, comprise a large portion
of the commercial market for cancer drugs. Worldwide sales from these taxanes alone represented over $2.0 billion in 2002.

Since their introduction over 30 years ago, anti-mitotic drugs have advanced the treatment of cancer and are commonly used for the
treatment of several tumor types. However, these drugs have demonstrated no treatment benefit against certain tumor types, such as colorectal
and other tumors. In addition, these drugs target tubulin, a cytoskeletal protein involved not only in mitosis and cell proliferation, but also in other
important cellular functions. The inhibition of these other cellular functions produces dose-limiting toxicities such as peripheral neuropathy, an
impairment of the peripheral nervous system. Neuropathies result when these drugs interfere with the dynamics of microtubule filaments that are
responsible for the long-distance transport of important cellular components within nerve cells.

Our Solution. Mitotic kinesins form a diverse family of newly characterized cytoskeletal proteins that, like tubulin, facilitate the mechanical
processes required for mitosis and cell proliferation. There are 14 human mitotic kinesins required to carry out cell division. We have identified and
characterized all of them. Each of these mitotic kinesins functions in a pathway to enable cell division. In our cancer program directed towards
inhibitors of mitotic kinesins, we have screened each mitotic kinesin and identified small molecule inhibitors of most of them using our PUMA
system, and have begun characterizing these inhibitors using our Cytometrix technologies. We believe that this comprehensive approach to the
complete mitotic kinesin pathway will allow us to identify a number of drug candidates that may have diverse clinical utilities. The first mitotic
kinesin in this pathway and the one upon which we have focused a majority of our research and development efforts is KSP.

We believe that drugs inhibiting KSP and other mitotic kinesins represent the next generation of anti-mitotic cancer drugs. Mitotic kinesins are
essential to mitosis, and, unlike tubulin, appear to have
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no role in unrelated cellular functions. In addition, they are expressed only in proliferating cells and in higher concentrations in many tumor cells
than in non-cancerous proliferating cells. We believe drugs that inhibit KSP and other mitotic kinesins can arrest mitosis and cell proliferation
without impacting unrelated, normal cellular functions, avoiding many of the toxicities commonly experienced by patients treated with existing anti-
mitotic cancer drugs.

Our small molecule inhibitors of KSP are highly potent and specific. We have performed detailed biochemical studies to understand the
precise molecular mechanism by which our drug candidates inhibit KSP activity. By inhibiting KSP, a cell cannot undertake the first step of
mitosis, the separation of the two poles of the mitotic spindle; as a result, a monopolar mitotic spindle is created. Interruption of proper cell division
through this mechanism in cancer cells results in cell death. In preclinical research, our drug candidates cause shrinkage of tumor size or
reduction in tumor growth rates in more than ten different animal models, including cancers of the colon, lung, breast, ovary, pancreas and
prostate, sarcomas and leukemias. These models reveal favorable results for our drug candidates in comparison to existing drugs such as
irinotecan, topotecan, gemcitabine, paclitaxel, vinblastine and cyclophosphamide. Based on our preclinical data, we believe that our KSP inhibitor
drug candidates may have the potential to expand the range of tumor types susceptible to this novel form of targeted anti-mitotic treatment.

We have identified, characterized and optimized several distinct structural classes of KSP inhibitors as well as specific inhibitors of other
mitotic kinesins. Our KSP inhibitor drug candidates, SB-715992 and SB-743921, are being developed by GSK through our strategic alliance. We
and GSK are also characterizing several other mitotic kinesin inhibitors that may have therapeutic potential. We believe that our cancer drug
candidates may be safer, more effective and treat a wider variety of tumor types than current anti-mitotic drugs. In addition, preclinical data on SB-
715992 indicate that this compound may have an additive effect in certain combination regimens with existing cancer drugs. Potential advantages
of our drug candidates include:

* Broad therapeutic potential. Our preclinical testing indicates that SB-715992 and SB-743921 cause tumor regression in the form of partial
response, complete response or tumor growth inhibition in a variety of tumor types. This is consistent with the important role that KSP
plays in cell proliferation in all tumor types, and with the observation that KSP expression levels are higher in some tumor cells than in non-
cancerous cells. The graphic below illustrates preclinical effects observed with SB-715992 in a mouse model of colon cancer, a type of
cancer that is difficult to treat with existing anti-mitotic drugs.
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Reduction in Tumor Volume

SB-715992 Compared to Irinotecan in a Mouse Model of Colon Cancer

1000
100 SBnsss
Iringrecan
Mo trsatrment
10
10 20 30 40 50

Days

Median Tumor volume [cu mm)

Tablraeis ghvet on deg 12 Haed 20

SB-715992 causes colon tumor reduction in a mouse model. This graph shows the size of human colon tumors implanted in a mouse as
treated with SB-715992 (shown on the lower curve with stars), irinotecan, a drug that is commonly used in treating colon cancer (middle
curve with circles) or no treatment (upper curve with squares). Mice given SB-715992 experienced greater tumor shrinkage over the course
of the study than those given irinotecan. Both drugs were administered at the maximum dose tolerated by the animals on days 12, 16 and 20
of the study.

* Favorable safety profile. Preclinical testing of SB-715992 and SB-743921 indicate that these compounds have fewer toxicities than many
existing cancer drugs. These studies indicate that the primary toxicities are temporary, limited to gastrointestinal side effects and a
reduction in bone marrow function. We observed no evidence of drug-related toxicities to the nervous system, heart, lung, kidney or liver.
We believe that this safety profile could enable higher dosing of SB-715992 and SB-743921 and increase their therapeutic value.

Because neuropathy is a common dose-limiting side effect of anti-mitotic cancer drugs, such as Taxol, we analyzed the effects of SB-715992
on the peripheral nervous system in a mouse model.
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Incidence of Neurotoxicity Side Effects
SB-715992 Compared to Taxol in a Mouse Model
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This graph shows the percentage of mice developing peripheral nervous system dysfunction after being given Taxol (shown on the left with
hatched bar), SB-715992 (shown in the middle with black bar) or no treatment (shown on the right with white bar). No evidence of nervous
system dysfunction is seen in mice given SB-715992, whereas Taxol causes nerve dysfunction in over 60% of mice tested. Both drugs were
given at doses used to treat cancer in mouse models.

Current Program Status. SB-715992 is the subject of an ongoing broad Phase Il clinical trials program designed to evaluate its efficacy in
treating multiple tumor types. The first Phase Il clinical trial began in late 2003 to evaluate SB-715992 as a monotherapy in non-small cell lung
cancer. Throughout 2004, other monotherapy Phase Il clinical trials are planned to evaluate SB-715992 in other prevalent tumor types addressing
large commercial markets, including colorectal, breast and ovarian cancers. Also, throughout 2004, the NCI plans to sponsor several additional
Phase | and Phase Il clinical trials to evaluate other potential dosing regimens and the effectiveness of SB-715992 in other tumor types, which
may include colorectal, kidney, head and neck, prostate, melanoma and hematological cancers, respectively. In aggregate, we anticipate that
Phase Il clinical trials for SB-715992 will enroll approximately 500 patients at approximately 50 clinical trial sites worldwide and evaluate our drug
candidate in patients with a wide array of tumor types who have failed multiple prior therapies in both later and earlier-line treatments. Furthermore,
we anticipate that SB-715992 may eventually be used in combination therapy regimens with existing cancer drugs. Phase Ib clinical trials are
planned throughout 2004 to evaluate SB-715992 in combination with standard cancer drugs such as capecitabine, docetaxel and carboplatin.

The design of the Phase Il clinical trials program draws upon information learned from Phase | clinical trials of SB-715992. GSK commenced
the first Phase | clinical trial of SB-715992 in August 2002. This clinical trial, which is nearing completion, is an open-label, non-randomized, dose-
finding trial investigating safety, tolerability, pharmacokinetics and pharmacodynamics of SB-715992. This Phase | clinical trial is evaluating
various doses of SB-715992 given as a one-hour intravenous infusion repeated once every three weeks. A second similarly designed dose-finding
Phase | clinical trial commenced in January 2003. This second study, which is also nearing completion, is evaluating dosing of SB-715992 given
once per week for each of three weeks and repeated over a 28-day
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cycle. In both clinical trials, the participants are patients with different types of cancer, all of whom have previously failed multiple regimens of
drugs.

As of March 1, 2004, 45 patients were enrolled in the first clinical trial and 30 patients were enrolled in the second clinical trial. The only dose-
limiting toxicity observed in both clinical trials is temporary neutropenia, a decrease in the number of a certain type of white blood cell. This was
anticipated given that we believe SB-715992 inhibits KSP in these white blood cells and prevents their proliferation. At the planned Phase Il
clinical dosing levels, Phase | clinical trial investigators have observed no clinically meaningful evidence of drug-related toxicity to the nervous
system, heart, lung, kidney or liver. Both studies demonstrate that the pharmacokinetics of SB-715992 are dose-proportional, indicating that an
increased dose is correlated with increased drug exposure. This allows us to more accurately correlate drug dose with drug effectiveness.
Although these Phase | clinical trials were not designed to measure efficacy, anti-cancer activity was observed as indicated by stabilization of
disease in thirteen patients with colorectal, liver, head and neck, prostate, ovarian, pancreatic and kidney cancers over three to thirteen courses of
treatment. In addition, trial investigators reported tumor shrinkage in five patients with colorectal, kidney, prostate and pancreatic cancers.

In December 2003, under our strategic alliance, GSK filed an IND for SB-743921, a structurally distinct KSP inhibitor. We expect GSK to
commence Phase | clinical trials for this drug candidate in early 2004. The Phase | clinical trials program for SB-743921 is designed as an open-
label, non-randomized, dose-finding trial investigating safety, tolerability, pharmacokinetics and pharmacodynamics of this drug candidate. Though
we are aware of no clinical shortcomings of SB-715992 that are addressed by SB-743921, we believe that having two KSP inhibitors in concurrent
clinical development increases the likelihood that a commercial product will result from this program.

Commercialization. GSK is responsible for the worldwide development and commercialization of SB-715992 and SB-743921 and other drug
candidates arising from the strategic alliance. We will receive royalties from the sale of any drugs developed under the strategic alliance. In
addition, we retain an option for each of SB-715992 and SB-743921 to co-fund certain later-stage development activities, and thereby increase our
potential royalty rate. Furthermore, for those drug candidates that we co-fund certain later-stage development activities, we have a further option to
secure co-promotion rights in North America. We expect that the royalties to be paid on future sales of SB-715992 and SB-743921 could
potentially increase to an upper-teen percentage rate based on increasing product sales and our anticipated level of co-funding. In the event we
exercise our co-promotion option, we are entitled to receive reimbursement from GSK for certain sales force costs we incur in support of our
commercial activities. We expect to develop sales and marketing capabilities to support the North American commercialization of one or both of
SB-715992 and SB-743921 and other drug candidates that may be developed under our strategic alliance with GSK. Because cancer patients are
largely treated in institutional and other settings that can be addressed by a specialized sales force, developing our commercial capabilities to
address such treatment centers is consistent with our corporate strategy of focusing our commercial efforts on large, concentrated markets.

Our Cardiovascular Disease Program

We have focused our cardiovascular disease research and development activities on congestive heart failure, a disease characterized by
compromised contractile function of the heart that impacts its ability to effectively pump blood throughout the body. We have discovered and
optimized small molecule compounds that improve cardiac contractility by specifically targeting and activating cardiac myosin, a cytoskeletal
protein essential for cardiac muscle contraction. In animal models, CK-1213296, our drug candidate in this program, improves cardiac contractility
without the adverse effects on heart rate, blood pressure and oxygen consumption often exhibited by existing congestive heart failure drugs. We
are pursuing CK-1213296 for intravenous administration in an acute care setting. We expect to file an IND with the FDA and initiate a Phase |
clinical trial for CK-1213296 in
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the second half of 2004. We are conducting additional chemical optimization activities for other compounds that are intended for the treatment of
chronic congestive heart failure through oral administration.

Market Opportunity. Congestive heart failure is a widespread and rapidly growing disease affecting approximately five million people in the
United States alone. The high prevalence of congestive heart failure translates into significant hospitalization rates and associated societal costs.
The number of hospital discharges in the United States identified with a primary diagnosis of congestive heart failure rose from 550,000 in 1989 to
900,000 in 1999. Congestive heart failure is the most common primary diagnosis identified in hospital discharges for patients over 65. The annual
costs of congestive heart failure in the United States are estimated to be $28.8 billion, including $17.1 billion for inpatient care.

The market for congestive heart failure drugs was approximately $2.7 billion in 2001 and is expected to grow to approximately $4.0 billion by
2011. Current congestive heart failure drugs may have reached a plateau in terms of efficacy because they typically treat only the symptoms and
effects of the disease. We believe that drugs that directly target the underlying cellular mechanisms responsible for congestive heart failure will be
more effective.

Existing drugs that improve cardiac contractility, including milrinone, dobutamine and digoxin, treat congestive heart failure in part by
improving the contraction of cardiac cells, thus leading to an improvement in overall cardiac contractility. These drugs work through a complex
cascade of cellular proteins, eventually resulting in an increase in intracellular calcium and a subsequent increase in cardiac cell contractility.
However, activation of this cascade and the elevation of calcium levels may also impact other cardiac cell functions, producing unintended and
potentially life threatening side effects, such as cardiac ischemia from increased oxygen demand and cardiac arrhythmias. Cardiac ischemia is a
condition in which oxygen delivery to the heart is limited and is frequently observed in heart failure patients due to constriction or obstruction of
blood vessels. Cardiac arrhythmias are irregularities in the force, quality and sequence of the heart beat. In addition, these existing drugs impact
tissues apart from cardiac muscle leading to increases in heart rate and decreases in blood pressure, which can complicate their use in this
patient population. Therefore, although existing drugs may be effective in treating the symptoms of heart failure, they often increase congestive
heart failure patient morbidity and mortality.

Our Solution. We believe that the direct activation of cardiac myosin is a more specific mechanism by which to improve cardiac cell
contractility. Cardiac myosin is the cytoskeletal protein in the cardiac cell that is directly responsible for converting chemical energy into the
mechanical force that results in contraction. Cardiac muscle cell contractility is driven by the cardiac sarcomere, the fundamental unit of muscle
contraction in the heart that is a highly ordered cytoskeletal structure composed of cardiac myosin, actin and a set of regulatory proteins. The
sarcomere represents one of the most thoroughly characterized protein machines in human biology. Existing drugs that seek to improve cardiac
cell contractility increase the concentration of intracellular calcium, which indirectly activates cardiac myosin, but this effect on calcium levels also
produces potentially life threatening side effects. Alternatively, our drug candidate for the treatment of acute congestive heart failure, CK-1213296,
increases cardiac contractility by specifically targeting and directly activating cardiac myosin so that it attaches to actin to generate contractile
force in the cardiac sarcomere.

We believe we are the first to develop potential drug candidates that specifically activate cardiac myosin. We accomplished this by leveraging
our expertise in the biochemistry, biophysics, chemistry and pharmacology of the cardiac sarcomere. We developed a series of proprietary assays
that measure the integrated function of the cardiac sarcomere. We believe that we are the first to reconstitute for use in a high-throughput screen
the essential components of the cardiac sarcomere from purified proteins as a fully calcium-regulated system simulating the activity of the multi-
protein system in vivo. The resulting high-throughput assay, incorporated within our PUMA system, is capable of detecting modulators of key
aspects of sarcomere function ranging from cardiac myosin
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interaction with the actin filament to the sensitivity of the regulatory proteins to calcium. We have also developed a suite of complementary assays
for the characterization of cardiac myosin activators in a manner that predicts their physiological activity. As a result, we can rapidly advance and
evaluate highly potent and selective compounds in predictive assays replicating physiologic systems, and determine the precise mechanism of
action of promising chemical compounds.

We have identified multiple chemical series of cardiac myosin activators with attractive properties through repeated characterization in cell
and animal models. In rats, guinea pigs and dogs, compounds arising from this program demonstrate increased cardiac contractility and improved
cardiac efficiency without accompanying adverse effects.

Our preclinical testing indicates that CK-1213296 works through a novel mechanism of action that enables the modulation of cardiac cell
contraction without increasing intracellular calcium levels or interfering with other unrelated cardiac muscle functions. As a result, we believe that
CK-1213296 may effectively improve cardiac contractility and cardiac output for the treatment of acute congestive heart failure patients without
adversely impacting heart rate or blood pressure and minimally affecting cardiac energy consumption. While we view the preclinical data on CK-
1213296 as promising, it may not be predictive of clinical results in humans, which we would need to complete before we can determine whether
the drug is safe and effective.

We believe that CK-1213296 could be safer and more effective than existing congestive heart failure drugs. Potential advantages of
compounds arising from this program may include:

* Cardiac efficiency. Our preclinical testing indicates that compounds arising from this program both enhance cardiac output and improve
cardiac efficiency. Cardiac output measures the volume of blood pumped into circulation by the heart per minute. Cardiac work is the
product of cardiac output and blood pressure. One measure of cardiac efficiency is the ratio of cardiac work divided by oxygen
consumption.

* Favorable safety profile. Our preclinical testing indicates that compounds arising from this program may enhance cardiac output without
significantly increasing heart rate, decreasing blood pressure or causing cardiac arrhythmias.

We expect that the properties of CK-1213296 could result in its improved safety over existing congestive heart failure drugs and allow for the
potential use of our cardi